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Subject: Directive an the Linion code relating to medicinal products for human use
- Analssis of the final cormprorse texd with a2 view o agresrment

Delegations will find in Sapes the final corgrordse text of the Divective on the Tnion code
relating to medicinal products for hornan use,
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ANNEX

Proposal for a

DIRECTIVE OF THE EUROPEAN PARLIAMENT AMND OF THE COUNCIL

on the Union code relating to medicinal producis for human use,
and rep ealing Directive 2001/83/EC and Directive 2000/35/EC

(Textwith EEA relevance)

THE EUROFE &N PART IAMENT AND THE COUNCIL OF THE EUROFE AW TTHICH,

Having regard to the Treaty on the Fane ioning of the European Urdon, and in particular
Lrticles 114017 and 163(4)c) thereof,

Having regard to the proposal from the European Cornudssion,

Lfter transnission of the draft legislattve act to the national perliaments,
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Having regard to the opindon of the Ewopean Feonore and Social Comrnittes,
Havirg regard 1o the opinion of the Comraittee of the Begions,

Lroting in accordance with the ordivarylesislative procedure:,
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Whereas:

Y The Union general pharmacentical legislation was established in 1965 with the dual
chjectre of safe guarding public health and harmorasing the internal rarket for medicines.
It has developed conside rablyaince ther, but the s overarc hing objectives have guided all
revisions. The legislation goverms the granting of marketing authorisations for all
medicines for harman use by defining conditions and procedures fo enter and remain on the
rnarket. & fundamental principle is that a marketing anthorsation is granted only to
medicives with a positiee benefit-risk balance after assessment of their quality safetyand
efficacy.

) The most recent cormpee henstve revizion took place betaeen 2001 and 2004 whale targeted
revisions oh post-authorisation mordtorng (pharrnacovigilanee) and on faleified e dicines
were adopted subsequently In the almost 20 years since the last cormprehe neme revision,
the pharrnace wtical sector has changed and hasbecorme more globalised, both in terrns of
developrnent and mannfacture . Woreower, science and technology have evolved at a rapad
pace. Hoener, there continne s to be unmmet medieal needs, 1.e. diseases without or only
with suboptimal treatnents for e concerned pakient populations . Wloreover, sorme
patents may not benefit from innoveation becanse e dicine s rasy be wnaffordable or not
placed on the market in the MEmber State concerred. There is also a greater awareness of
the ersdrontental irgact of me dicines. Ivbre recently; the COVID-19 pandemic has stress

tested the framework.
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() This Derectve contribules to the snplementation of the Che Health Approach, stressing
the well-established interconneck dness bebween human, arimal and ecospstem healtk,
and the need bo inchide thoge three dimensions when addressing public health threats.
Ernvironmental stress and degradation, neluding hiodiversily logs, conbribute to the
tranamission of diseases bebween, and e disease burden of, lumans end animals. In
addifion, pollufion fran aclive pharmaceutical ingredients negative b affecls the gualiy
of waters and ecospstems, causes antimicrobial resishance to increase rapidly, posing
rigks o public health globally.

(3 This revizion is patt of the oplementation of the Phartnacentical strategy for Enrope and
altns to promote innovatior, in particnlar for weaet medical needs, wiale reducing
regulatory buarden and the ervdironmental irpact of medicines; crecle an altrackee
erviroranent for research development and manufacturing of medicines in the Thion,
ensure access incliding affordabiliyy, to movative and established e dicines for
patients, with special attertion to enbiarc ing security of supgply and addressng nsks of
shortages, taking info account the challenges of the snaller raarkets of the Urnion; and
create abalanced and competitive systern that keepe me dicites affordable for health
systerns and peents while rewarding innoseation.

{3a) Complementarily o this revision, the Union talies other acions, such ag the Life
Seiences Strategy, to strengthen the Furopean pharmaceutical ecoqyster to aecelerake
regearch and development of new medicinal products and support innovation.
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(38)  Arange of Union programenes are wsed to fund phamnacenfeal research projects, such
ws Horizon Europe, lnvestEL] ENHealth, cohesion policy and the Digital
Europe Programme. The Union showld also prioriiae in il rezearch agenda
parbeipation i croas-country colleboration enabling transnational research o meet
public health needs

Y This revizion focuses on provisions relevant to ackdewve its specific ohjectives; the refore it
covers all bt provisions concerning falsified medicive s, horaeopathic and traditions]
b thal seadiadmearne dicinel products. Mevertheless, for the sake of clarity, 1t is necessary o
replace Directive 2001/23/EC of the European Parliarent and of the Council® with a new
Directive. The provisions on falsified e dicines, home opathic ssedisisesmedicinal
products and traditional herbal redicines are therefore maintained in this Directrve
without changing their substance corapared to previous harrmorasations. However, inview
of the changes in the governance of the Agency, the Herbal Corardttes is replaced by a
working group. Jn addibion, labeling reguirements for howmeopathic me dicinal products
Rave been updated to inelede addifional infornchon on e nteracion between
home opathic medicinal product and other medicinal producks.

-
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(3

()

(f

The essential airn of any rules goserning the authorisation, marmfactorine, supervision,
distribution and use of medicina products rostbe o safezuard pblic health, Such rules
should also exsure the free roverne nt of medicinal products and the elirnination of
chstacles to trade in medicinag products to all patients in the Urdon,

The regulatory frarmewrork for e dicinal products for Ruman nse should also take into
account the needs of the unde ralings in the pharrnaceutical ssctor and frade in rnedicinal
products within the Urndor, without jeopeardising the guality, safety and e fficacy of
medicinal products.

The EIT and all its W mber States as parties to the United Mations Corsention on the
Fights of Peraons with Disabilities are hound by its provisions to the extent of their
corapeterice s, This includes the right to access nformation as set out in Brficle 21 and the
right to the enjotanent of the highest atainable standard ofhe alth withont diserraination
ot the basis of disability as st in Article 25,
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(%)

This revizion maintaine the lewel of harrnonisation that has been achieved. Where

ne cessary and appeopeiate, it further reduces the remaining disparities, by lasang down
rules on the supervision and cortrol of e dicinal products and the rights and duties
incurebe nt upon the competent anthorities of the Iermber States with a view to ensuring
cornpliance with legal reguirerments. In the light of experience gained on the application of
the Union phartnacentical legislation and the evaluation of its favctioning, the ve gulatory
fraraework nesdne eds to be adapted to seientific and technological progress, the corrent
tnatket conditions and econormic realitywithin the Urdor. Scientific and techmological
developrrents induce nnovation and developraent of e dicinal products, including for
therapeutic areas where there is still mwet rne dical need. To harmess these deselopenernts,
the Union phartnace utical frarework shonld be adapted to meet scientific developraents
such az genordes, accomimodate cutting edge medicinal products, e.g. personalised
medicinal products, novel heelth treabnents and technological travsforration such as data
avalytics, digital tools and the wse of artificial intellizence . These adaptations also
contibute o corapetitiveness of the Urdon pharmae entical mdustry.
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()

Hathow affecting the rules laid down in this Direchve, Member Shales remain the so0le
responsble for their own nebonal securily. They are responsible i defending theiwr
esgential shate functions, including ensuring their ternitorial integriy and safeguarding
neRonalsecurily. In pariculay, wnder Article 3468 TFET no Membher Shate iz obliged o
supply information the disclosure of whickh it congiders condrany o the essential interesls
of ils secunily. For this reason, Member States shouwld be able to waive some of the
information obligations related to Hhe marketing of me dicingl products when Hhese
medicingl products are supplied for militany and defence purposes and insofar as the
epplication of such reguirements implp @ risk bo nafional securiy and defence.
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(%)

Iledicinal products for rare diseases and for childrer, showld be subject to the sarne
conditions as arny other rmedicinal product concerning their quality, safety and e fficacy, for
exataple for what concerns the marke ting authorisation proce dures, quality and the
pharmac ovigilance requite ments. Howeser, specifie require rments also applyrto therm
considering their urdgue characteristics. Such requireine nts, which are currently defined in
separate legislations, should be integrated in the gereral phavmace utical legal fravne work
in order to ensare clarityand coberency of all the measures applicable to these e dicinal
produc s, Furthermore, as soree tnedicinal poducts authorised for use in childven are
authorsed byrthe Member States, specific provisions should be integrated in this Divective.
Iz important to addvess problems encounte red which concern medicingl prodcis for
children, meh ag the falure o Smely aocomplish prediatyic clinical shudies and o
obtain data reguired for markeling quthorisaon, which resulls i significant delay in
the approval of medicinal producs for childven compared to adulls.
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(10}

(11}

The systern of' a direc e and regulation for the general pharrnacentical legislation should
be mmaintaired to avoid fragrentation of national legislation on medicinal products for
brnan use, given that the legislation ishased on a systern of national Ileraber States and
Union ratketing authornsations. Werwber States nabional marketing anthorisations are
granted and managed on the basis of national law implernenting the Urion pharmaceutical
lawr. The ewvaluation of the general pharrnacentical legislation has not shown that the chodce
of legal instruree nt has cansed specific problems or created disharrmordsation. Inaddiion, a
REFIT Flatformn? opinion in 2019 showed that there was not support among the Ilember
States to twm Directtve 2001/33FEC into 2 Fegulatinn,

The Directrve shonld work in swwergy with the Regulation to enable innosration and
promote competiiveness of the Union pharrnacentical industy, in partienlar of SIWEs. In
this respect a balanced swstemm of incentives is proposed that rewards mnovvation especially
in areas of wromet medical need, and innovation thiat b s-aseb-imemes s
acropglems from developmentin the Urdon Moreover, companies are incentivised to
cpply early for markebng authorisahons within the Union to bring innovabion faster o
the Lhion and its patients. To make the regulatory syetern more e fficient and innonea ion-
trendlyrthe Dirvective also airas at reducing adraanistratiee burde noand simplifsing
procedures for undertakings.

1

The E1T s efforts to sitaplifiy le gislation — 2019 Aremal Burden sarvery,
hitpe: o orarnission.e wropa.enfsyste filesl2020-
O%farrmal burden survey 2019 4 digital jdf.
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(Tla)  This Direchye iz congistend with the Union's objeckwes with regand to promolion of
research, innovelon, digializaion, trade, inkrnehonel development and industrial

competifiveness,

{12  The definitions and scope of Dizecimes 200 EEC [hion phorsmeceutical legislabon
should be clarified in order to ackhiewe high stavdards for the quahitsy, safety and efficacyof
medicinal products and to address potential regulatory gaps, without changing the overall
scope, due to scientific and technological developenents, e g low-—oharne products,
bedside-rmarmfacturing or personalised e dicinal products that do not issobe an indushial

rnaroatac hiring process.

(13} Toavoid the doplication of recprirerne nts for rmedicinal products in fhis Divective and in the
Regulation, the general standards in regards to quality, safetyrand, efficac v and
enpironmental wist of medicinal products laid dowm in this Divective shall be applicable to
medicinal products cowve ved by national matheting authonsstion and also to medic inal
products covered by centralised marke ting aunthorisation. The refore, the requirerne nts for
an application for rmedicinal product arve walid for hoth, alao the rales on preserption status,
produc t inforrnation, regulatory prote ction and nules on ranufachring, supply adsertizing,
supervision and other national reguirerents shall be applicable to medicinal produc ts
covered by centralised marketing authorisation.
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(14

(153

The deterrnination of whe ther a product falls within the defivition of a medicinal product
st be made on a case-bycase basis taking into account the factors set out in thas
Directive, such as the product’s presentation or pharrnacological, iryunological or
metabolic properties.

Inorder to take account both of the ernergence of newr therapies and of the srowing
rrnber of so-called borderline” products between the medicinal peoduct sector and other
sec fors, certain definitions and derogations showld be modified, so as to avoid any doubt as
to the applicable legislation. With the same objecttve of clanfyang situations when a
produc t fully falls within the definition ofa medicinal produet and also raeet the defirition
of other regulate d products, the rules for medicinal products under this Directve apply.
Furthe rruore, to ensure the clantyof applicable males, it is also appopriate to irnpeoe the
consisterc yof the termainologyof the phartnaceutical legislation and clearly indicate the
products excluded from the scope of this Divec tive
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(16}

The new defindtion for a substance of hatnan origin (SOHD) by the [SoHO Regulation]
(ELD) 202471938 of the European Parliament and the Cowncilfovers any substance
collected from the harnan bodsyin whateswer manner, whe ther it containg cells or not and
regardless of whether it reets the defiration of blond’, “tesue " or “cell”, for example
haroan breast rilk, intestinal rmicrobiota and anyrother SoHO that maybe applied to
barnans in the fotore. Such substances of barnan origivg, other than tissnes and cells, mavy
becorns S0HO dertved medicinal peoducts, other than ATWPs, when the SoHO iz subject
to an industrial process involving pooling of donations, sywetematisation, repeoducibility
and operations perforrned on a routine basis or batch-wise resulting in a produet of
stardardised consistency The pooling of @ lmibed number of donations for the
preparaion of SoH Ok iz notin e lf an industrial process When a process conceths
extrantion of an active ingredient from the SoHOD, other than tissues and cells, ora
transforration of a SoHO, other than tissues and eells, by changing its inherent properties,
this should also be considered a S0HO dertved e dicinal produet. Whet a process
concerns concettrating, separativg, imechieting pathogens or isolating elements for a
combinehon of these processesfin the preparation ofelead-sesperesds—tas So 50 such
2 process i and of #aelf showld mosmall notbe considered a5 changing their inherent

prope rhes.

Fegulation (EID 202471938 of the Furopean Paslicment and of the Couneil

af 13 June 2024 on standards of gualily and safely for substances of human origin
interde & for human applic cbon and repealing Divechres 200295E Cand 200425/ EC
(AL 1938 IZ072024 p. 1)
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(1M Foravoidance of dowbt, the safetyand quality of harnan organs intended for
transplantation are regulated onlyhyDirective 2010053/EDT of the European Parliament
and of the Councild, and the safety and quality of substance s of human origin intended for
medically assisted reproduc ion are regulated ondy by EFeHORe mlation ex i setir fores
Bt e F 7] 20241238 of the European Parlament and the Council,

4 DCirective 2010/45E of the European Parliataent and of the Couneil of 7 July 2010 on
standards of qualityand satetyrof human organs intended for transplantation
(OO L 207, 62,2010, p. 145
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(18  Advanced theraper edicinal products Seedese (ATRP) prepated on a non-routine basis
according to specific gquality standards, and used within the sarme Iember State ina
hiospital under the exclusmve professional responstbilify of a wedical prac itione, in order
to corrgply with an indradual me dical preseription for a custora-made product for an
indrvidual patient, should be seebededaibiect bo an exemption frorm the ssepe-edgeneral
reguirements st in this Directive whils-atthe-gasme-tissanid e [revized FHemmlabion
(BN Mo, 7252004 while ensuring that relesant Urdon males related fo quality and safetsy
ate not undermined {hospital exerption”). Experience has shown that there ave et
iffenaeas crificant v ariokons n the spplissBesimple mendation of hospital exewption
atnong Mleraber States. To irapecre the epplesien-edmplementelon of the hospital
exetaption, this Directive introduces e asures for collection, reporting of data as well as
review of these data yearlyby the competent anthorities and their public ation by the
Agenoyina repository. Furtherrnore, the Ageney should geesadaprepare a report on the
irmple rentation of hospital exeraption based onthebacie of contributions from Wember
States woedardo-sxareanedn gosess whether an adapte d fravae work should be
etelebabeddove loped for certain less cornplex & TPz that havee been devveloped and used
under the hospital exerption. When an essthessetiesappr oval for the manifacturing and
use of an ATHP under hospital exernption 15 revoked becaussobdie to safety concems,
the relevant corape tent authorities ehellisfomnechonld nokfi e Agency, which shouwld
then disseminale Yhis information bo the other Member Shates ' compete nt anthorities-e

ether Plermlrer Sates
a3a7126 14
ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 17

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

(T8a)  In eccordance with scientific knowledge, haplens, when combine d with an endogenous
carrier substance, are allergens and showld be construed as such for the purpose of

pharmacewtical legislaion.

{190 This Directtve shonld be without prejudice to the provisions of Conneil
Directive 2013159 Euratorn®, including with respect to justification and optirmisation of
protection of patients and other indraduals subject to medical ex posure to lonising
radiation. In the case of radiophatmace uticals nsed for the raper, roarketing anthorisations,
posolog yand admindstration rules have to notably respect that Divective’s requirerme nts
that exrposare s of target wolumes are to be indridually plarmed, and their delrery
appropriatel yverified taking into acconmt that doses to non-target volumes and tissues are
to be as low as reasonably achiesable and consistent with the intended therape utic parposs
of the exposure.

3 Couneil Divectie 2013750 Euratom of 5 Decernber 2013 laying downbasic safe by standards
for profection against the dangers arising fror exposure to ionising radiation, and repealing
Directrres 89081 2/ Euratorn, P0/64] Euratom, 268729 Euratom, F71/42/Euratom
anrd 20031 22 Enrator (OT L 13, 17.1.2014, . 1),
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()

In the interest of public health, a e dicital produet should onlybe allowed to be placed on
the rarket i the Union when the marketing anthorisation has been granted to the
mnedicinal product, and its qualitsy;, safe ty and efficacy have been demonstrated. Howewver,
exetrption should be provided fror this reqpuiverne nt i situations characterised byran
wrgent need to adraindster a e dicinal product to address the specific needs of a patient, or
corfirtned spread of pathogerde agents, toxine, cherical azents or nuclear radiation that
could cause harre. In particular, to fulfil special needs, Meraber States should be allowed to
exclude from the provisions of this Directtve medicinal products supplied in vesponse toa
hona fide unsolicited order or erfcipated bonafide unsolicited order, forranlated n
accordance with the specifications of an authorised healtheare professional and fior use ke
audo fullfill the needs of individual patssdpationts under their direct personal
responsibility. e rber States should be also allowed to teraporarily authorise the
distrbution of an unanthorised redicinal product in responss to a suspected or confitmed
spread of pathoge vic agents, toxine, chemical agents or rclear radiation any of which
conld canse harn.
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(20z)  Pharmacies, including hospital pharmacies, play @ crucial role i providing medicinal
products to patients They map prepare specific formulafions, known as magistral
Formudas, tailored to indvidual needs of patients based on the instrucions of a doctor,
In cerlain situaions, itmay be necessary o caler for the needs of individual pakients to
prepare these formulabions in advance on the basis of anlicipated prescriphons within a
de fined period. This could inelude for example cases where Hese formulabons would
need i be immediately avoilable because of the urgency of the sthuation or in sibiabons
where in advance preparations wonld be reguired for reasons of dose accuracy and
gualily of the specific me dicingl product, Purely financial reasons should not juskfi the
use of this possibiliy.

(200)  Addifionally, pharmacies are responsible for creaing standard pharmaceutical
preparations, referred bo as officinal formulas. These are made according to established
guide ines found in pharmacopeias. Officingl formulas are designed for general use and
adhere to standardise d recipes that are set by auhoritative pharmaceubic ol bodies
Unlike magisteal formulas, Yhey are not customise d for individual patients. Generally,
these preparations are exempt from auihonisation reguirements outlined in this

Drrechve, thowgh they may skl be subject bo naional v gulofioms.
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(20) I exceplional cases, to ensure availabilily of the concemed medicingl products or
suitable alternakves for reir patients, the Direchve allows Member Shates to exclude
medicingl products from the scope to fulfil special needs of individual pafients In
eddition, to effective y mitioate shorlages, & is imporkant to address the patients' needs
on populetion level and allow the preparation of medicinagl products, under grict
condifons. Any other reasons, sueh a2 financial interests, should not be a jusification
For allowing these exemphions. Such excepions should never be aimed at distorting
competifon and should be interpreted narrowly, and only used bo mitigate or resole a
shortage or in @ siualon where there is no relevant cuthorised product available on the
moarbet Member Rakes 2hould in any evend, underialie their bestefforls o find suitable
clternatives wunder the rules set out in this Divechve and Regulation [revised 7267 2004]

(2L Ttisrecogrised Bt improved qecess to informabion contnibudes to public awareness
about the assessment and authorisaion of me dicinal products. When axessing the
marketing quihorisalon appleafon of the wmedicinal product, the compelent quthoriyy of
the Mewmber Shate should draw up the assesswent report on the quality, safely, efficacy,
and the expironmental vish assessment, ag applicable, of the medicinal product and the
reasons for is opinion. The compelent authority of the Member Bate should male
publich arailable q sunumany of e assesswment report and q summan of the
environmental yish aesessmend, after the delefion of any informabon of a corene reially
confidenfal nehore and writhen in a manner Huat is undershandable to the public. To the
extent information wnder the ERA would entail environmental information wnder
Drrectve 20034, the provisions in fuat Directve apply.
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(13

Ilarke ting authorization deeisions should be taker on the basis of the objectie scientific
criteria of quality, safetywand efficacyof the medicinal product concerned, to the exclusion
of econoric of anyother conside rations. However, Tleraber States should be able
exceptionally to probibit the use in their teritory of medicinal products.

(22 The particulars and documentations that are to accom ey an application for marketing
authorisation for a medicinal product demonstrate that the the rapentic efficacy of the
product overaeight pote ntial risks. The henefit-risk halance of all medicinal products wdll
ke azsessed when they are placed on the matket, and at arey other titne the competent
authority deetns appropriate.

(22a)  In the context of medicines development and authorisalion, # s crucial thal paricular
chenbon is given bo the composifion of clinical brials, bo engure comprehensive clinical
data and, where appropriate, gender-based equity.

23 Lz rnarket force s alone have proven inmfficient to stivanlate adecuate research into, and
the deweloprnent and authonszation of, e dicinal products for the paediatie population, a
systern of hoth obligations and rewards and incentives has been put in place.
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(24

(25}

It is there fore necessary to introduce a require rment for new medicinal products or when
developing paediatric indications of alveads authorised products covered bya patentora
supple mettary protection certificate to present either the results of studies in the paediatric
popalation in accordance with an agreed paediatiic e stigation plan or proof of having
chtained a watver or deferral, at the time of filing a marketing authorisation application or
at application for a new therapeutic indication, new phartoaceutical forra or new route of
adranistration. However, in order to avoid exposing pekents, cspecially children, to

urrie cessaty clivc al trials or due to the natare of the medicinal products, that e guiternent
shonld niot applyto generics o sitnilar biological rmedicinal peoducts and redicinal
produc ts authorized theough the well-stablished me dicinal nse procedure, nor to
horneopathic medicinal products and traditional herbal medicinal products authorised
through the sirplified re gistration procedures of this Dirvec thve .

Inorder to ensure that the data supporting the marketing anthorisation conee rming the 1
of a product in children to be anthorissd under this semalabosd Srechye and frevised
Fegulation 7282004 | have been correc tlydeveloped, the cormpetent authorite s should
check corpliance with the agreed paediatric ivve stigation plah and anywatvers and
deferralzs at the walidation step for marketing authonsation applications.
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(6}

(&7

In order to reward the compliance with all the measares ineluded in the agreed paediatie
irvestization plan, for products covered byva suppleraentary protec ion certificate, if
televant information on the results of the studies conducted is included in the product
inforration, a reward should be granted in the fosrn of & st ruonth exte nsion of the
supple rertary protection certificate created by [Regulation (EC) Mo 48972009 of the
Ewropean Parliament and of the Council®- OF please replace refere nce byne winstrurnent
wher adopted].

Certain particulars and docurne ntation that are noreally to be submitted with an
application for a marketing authorisation should notbe regquired if a medicinal productis a
geretic medicinal product or & siedeskislasisabingimiler medicinal produci-Heiaeedas
that 18 authorised or hasbeen authorsed in the Urion. Both gereric and biosirdlar
medicinal products are iraportant to ensure access of medicinal products to a wider patient
poplation, at more gffprdable prices and create a cornpe tithve 1nternal market. Ina joint
staterment authorities of the e mber States confirmed that the ex perience with approed
biosinilar me dicinal products over the past 15 years has shown that in terrns of efficacy
safe ty and irgvinnge dcity the v are comparable to their refere nee medicinal product and
atre therefore interc hangeable and canbe nsed instead of its reference product (orvice
wersa) of replaced by another biosimilar of the same wierence product.

4

FEegulation (EC) Mo 46002009 of the European Parliarment and of the Couneil of @ vk 2009
concerning the spplerentary protection certificate for e dicinal products
(0T L 152, 1662009, p. 10
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(28)  Experience has shown that it iz adsisable to stipulate precisely the cases in which the
remilts of toxicological and pharmacological tests or clinizal stadies do not have to be
provided with a view to obiaining authorisation for 2 medicinal product that is essentially
sirnilar to an anthorised product, while ensuring that innoseati=e tndertalings are not
placed ata disadvantaze. For the s specified categories of medicinal prodne ts an abridged
procedure allows applicants to relvon data subred tted by previons applicants and therefore
to subimit only sorne specific docwrnertation.

(2 For generic medicinal products onlsthe eqpuivalence of the generic medicmal product with
the reference medicinal product has tobe de monstrated. For biological medicital products,
ordy the resalts of comparabilitytests and stodies are provided to the competent
authorities. For hybnid and bio-kpbrid medicinal products 16, in cases where the medicinal
product does niot fall within the defiration of a generic or biosimilar medicinal product or
haschanges in strength, pharmace utical form, route of administration or the myeutic
indications, cornpsared to the reference medicinal product, the results of the appeopriate
non-clirdcal tests or clivdeal studies shallbe provided to the extent necessaryto establish a
seientific bridge to the data relied upon in the marketing authorisation for the reference
rnedicinal product. The sarne applies tobio-hsbrids 1e. in cases whete a biosirailay
tedicinal product has changes in strength, pharrnaceutical fora, route of adininistration or
therapeutic indications, corapared to the reference biological medicival product. In the
latter tao situations, the scientific bridgze establishes that the actiee substance of the hybrd
does not differ siznificartlyin properties with regard to safety or efficac v, Where it differs
significantlyin respect of those properties, the applicant needs to sdbeaita full application.
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{30y

Fegulatory decision-rnaling on the developraent, anthorisation and supe rvision of
medicines mayhe supported byacce ss and analssis of health data, including real wodd
data ie. health data generated outside of clinical studiess where appropriate . The corapetent
authorities shoald be able to use such data, including wia the Evnropean Health Data Space
interoperable rfrastrochoe. Dete gsenerated via in silico methods, such as computational
modelling and sivalafion, molecular modelling, mechanistc mode Ding, dioital win and
ar&ficial intell gence, where appropricte, conld also be wsed to support regulator)y

decigion malking.
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ety iy stucdrripeobving the use of animals, which
pronides essertial information on the quality, safetrand efficacsyrof a rmedicinal product,
should take into account Seeedlhe principles of replacernent, reduction and refinerne nt and
apply them in compliance with Divechive 2010V a3ELT where they concern the care and
use of Irve ardtvals for scientific parposes, and showld only be wsed a5 necessary and be
optirmiged in order to provide the most satisfactory results whilst using the mivdrmm

rnraber of andrnals. The procedures of smuch testing should be desizhed to awoid cansing
pain, suffering, distress or lasting harm o animals and should folloer the aeailable Elvs

and ICH gu.ldehnes —I-n—pm:h:skﬂa-r—ﬂle matketing authorisation appllcant &nd—t—lw—xm%k&tmg

mmgnut mr:}' out arimal tests where pesstkle—aso-semapprcask
palaciontifically salisfactory non-animal testing methods

are @ ailzhle . These can include but are not irated to: invitro models, such as
microphysiological systerns cluding organ-on-chips, (20 and 3D-) cell eulbure models,

organoids and kurnan stern cells-based miodels; in silieo tools or read-across models.
Hhere scientifically satigfactory non-animal teshing methods are not available,
cpplicants that use animal e sting showld enawre that the rules of Diveclive 201083 ELT
cre gpplied, including the principles of reducon and refinement of animal lshng for
seienbific purposes with regard to any animal shidy conducted for the puspose of
supposting the application.

-
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(34

(333

Frocedures should be i place to faeilitate joint ardmal festing, whetever possible, inorder
to avoid unne cessary-hapseteseed testing using 1ove anitnals covered by

Directive 2010083/ET . Iarketing authorisation applicants and marke ting authorisation
holders should make all efforts fo reuse ardmal study results and rake the results obtained
frorn ardmal stodies public Iy available. For dbrndged applications marketing anthorisation
applicarts should refer fo the relevant studies conducted for the reference rmedicinal
product.

With respect to clivdeal trials, in partieular those conducted outside the Urion, on
medicinal products destined to be anthorised within the Unior, it should be vernified, at the
titne of the evaluation of the marketing authorisation applicatior, that these trials were
conducted in accordance with the principles of good clindeal practice and the ethical
reguirernents equivalent o the provisions of Begulation (EXT) 53652014 of the European
Parliaraent and of the Councilf.

FEegulation (E1T) Mo 33672014 of the Enropean Parliaraent and of the Couneil
of 16 Apeil 2014 on clindcal trials on medicinal products for haroan use, and e pealing
Directre 2001720/EC (0T L 158, 2752014, p. 1.
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(34

(34a)

There iz the possibility under certain cirournstances for marketing authorizations to be
granted, subject to specific oblizgations or condiions, on a conditional basis or under
exceptional circwnstances. The legislation should allow under similar cirewmstances for
medicinal products with a standard rmarketing authorisation for new therapeutic indica tions
to be authorised on a conditional basis or under exceplional circwrnstances. The products
authorzed on a conditioral basis or under exceptional cirourmstarces should in peineiple
satisfy the requirements for a standard marketing authorisation with the exce phion of the
specific derogations or conditions outlined in the relevant conditional or exceptional
tnatketing authorisation and shall be subject to specific review ofthe fulfilwent of the
irposed specific condiions or obligations. The grounds for refiusal of & warketing
authorsation showld apply rortatis rontandis for such cases.

In justified cases, even when comprefensive safely and efficacy daka have been supplied,
post-authorisabon shudies conld be imposed to enhance the safe and effechve use of the
medicingl product or to ellow for evidence-based treabment optimisaton.
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(34h)

(3]

Furthermore, it shouwld be possible o impose marketing authorization kolders bo conduct
posteuthorisabion ervironmendel risk assessmend shudies, collection of mondoning data
or information o wse, or to implement appropriak risk mitigation measures, where
identifiod or polential comcems about risks to the environment or public health,
including anfmicrobial resishance need to be further investigated or mitigated qfter the
medicingl product hag been marketed

Hhere the competent auliorifies conmder ot there are reasons to believe Hiaka
medicinal prodict conld present a polential serious risl bo human ke alih, a scientific
evaluaton of the medicinel product showld be underlalen, subject o e relevant
procedures, lpading to a decision whelher to maintain, vary, suspend or revolie the
marketinge quiorisalon. The competent quthones showld also be able to act where the
condiions aftached to the quthorisahon are not complied wikly, inclhuding the condition

to conduct post-authorisation environmental risk asessment shidies.
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(35 With the exception of those redicinal produets that are subject to the centralized
anthorisation proce dure established by [revised Fegulation (E1T) Mo, 72652004, a
tnatketing authorisation for a medicinal product should be grnted bra compete nt
anthority in ore Ilernber State. In order to avoild unnecessary administrative and financial
burde ns for applicants and cormpetent authorities, a full in-depth assessment of an
application for the authorisation of a medicinal product shonld be carried out ordy onee . It
1z appropriate therefore to laydown special procedures for the mutual recogrnition of
natioral authorisations. Wiorecver, it shold be possible to subiait Hrowgh deceniralized
procedure the same application in parallel in several WEraber States for the parpose of a
cormnon assesstnent under the lead of one of the Ivleraber States concerned.

(36)  Dhloreower, rales should be established under those procedures to resolve any disagres ments
betaeen cormpetent authorities in a coordination gronp for rortual recognition and
decentralized procedure s medicinal products “the coordination gmup™) without undue
delas In the event of a disagreernent be taeen Ierber States shont the quality, the safety
ot the efficacyof a rmedicinal product, a scientific evaluation of the matter should be
utide rake noace ording to a Union standavd, leading to a sivgle decision on the area of
disagreernent binding on the Ivleraber States concerred. Where as this decision should be
adopted bya rapid procedure ensaring close cooperation between the Coramission and the

Ilernber States.
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(37

(35)

)

In certain cases of major disagreerment that cannot be soked, the case shonld be-essedated
pila-pikaa-tama-aresdifie-cpiesmedthetrmanasrbioi-ia-thear irplemme nted through a
Comraission Decision. However, the matter could De referred o the Commattee for
Medicinal Products for Human Use for a scienkfic opinion before the imple menbation.

In order to better protect pablic health and avoid anyuree cessary duplication of effort
durirg the exarrnation of application for a rmarketing authorization for redicinal produets,
Llernber States shonld sxete maticall vpee pare assessine nt veports in respect of each
medicinal product that 1s authonized bythern, and exchange the reports apon reguest.
Furtherreore, & e mber State should be able to suspend the examination of an application
for authorisation to place a e dicinal peoduct on the market that is cwrentl v under ac tive
consderation in another Dleraber State with a view fo recogrising the decision reached by
the latter e mber State.

In the interest of ashroad as possible access to medicinal products, a Ilember State that
hasan inferest in recelving access to a parbicular medicival product wnde rgoing
authorization through the decentralised and rautaal recogrition procedures should be able
to opt-into that proceduare .
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] In order to e rease availabilityof redicinal products, in paricularon smaller markets, it
should, in cases whete an applicant does niot apply for an authorisation for a medicinal
product in the cortext of the rwmtual-recognition procedure in a given Merber State, be
possthle for that WEraber State, for justified public health reasons, o authornss the placing
on the market of the medicinal product.

(41 Inthe case of generic medicinal products of which the reference medicinal produet has
been granted a rarketing anthorisation under the centralised procedure, applicants s:eking
matketing authorization shondd be able to choose either of the teo proce dures, on certain
conditions. Siredlatly, the rmutual-recognition or decentralised procedure shonld rermain
available as an option for certain redicinal products, even if they repre sent a therape utic
innoreation o are of be nefit o society or fo patients. Since generic medicines account for a
major part of the matket in redicinal products, their access to the Union market shoald be
facilitated in the light of the ex perience acguired, therefore, the procedures to include other
Ilember States concerned to such procedure should be furthe r sirogplified.

(42 The simplification of procedure s showld not have an itnpact on standards or the quality of
scientific evaluation of redicinal products to guarantee the quality, safety and efficacyand
therefore, the scientific evaluation period should rermin, However, the reduction of owverall
period for marketing authorizsation procedure frorm 210 days fo 130 dayws is foreseen.
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(43 Dleraber States shold ensure adequate funding of cormpetent authorties fo carry out their
tasks under this Directive and [revised Regulation (E1T) 72672004 In addition, Ilerber
States showld ensure adeguate resowrce s are assighed biythe corpete nt anthorities for the
parpose of their contribations o the work of the &zency; taking into account the cost-

based reroane ration the yre celve from the Lgency

(4 Asregards access to medicinal products, previons amendients o the Urion
pharmareutical legislation have addressed this issue by providing for accelerated
assesstuent of marke ing authorisation applications or by allowing condiional marketing
anthorisation for e dicirnal peoducts for nimet e dical need. While thess meamures
accelerated the authorsation of innovattve and prorising therapies in some areqs, cefain
public health priorities remain wnaddyesse d, Addifonally | these medicinal products do
not always reach the patient and patients in the Urndon still have different levels of access 1o
medicinal products. Patient access to medicinal products de pends on reanyfactors.

Ilatke ting authorization holders are not obliged to market a medicinal produet in all
Ileraber States; the wraay decide not fo market their medicinal products i, or withdraw
then frore, ote o more Ierber States often due b0 commercial reasons. Mational pricing
and renmburse rnent policies, the size of the popmlation, the organisation of health systerns
atd national adininistrative proce dures are other fac tors nflue neing market launch and

patient access.
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(4% Addressing unequal patient access and affordability of medicinal products hasbecome a
ke v prionity of the Pharrmace nfical Strateg wior Earope, as also highlishted by Council
conclusions* and a resolution of the European Parliament*?. Iermber States called for
revised e chaniztns and meerdives for developrment of tedicinal peoducts talored to the
lewvel of uronet medical need, while ensuring health syetern sustaingbility, patient access
atd availability of affordable e dicinal peoduc ts i all Ileraber States. Mbnitoring and
evaluehng access b medicingl products gt Inion level is snportant bo unde rshand Hre

resudls aohioved.

(46)  Accessalso cornprise affordsbility. In this regard, the Urdon phatmaceutical legmslation
respects the cormpetence of the Ivleraber States in terrns of pricing and reimburesment. Ina
cornple rentary rannet, it aitns o have 2 positive npact on affordabilityand
sustainabilityof health syste s with measures that support corge ition from generic and
biogirilar medicinal products. The competition fror generic and biosirnilay medicinal
produc ts should also, in tum, merease patient access to medicinal products.

€
e
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(47 Toernsure dialogue among all actors in the medicines Lifeeyele, discussions on policy
1zsues related fo the application of the mles related to pretescebos-afsmsteiaardeta

peatostioreforsmarkiot-loanalur cosg and availabilily of medicinal products shall take place
in the Phatrnace utical Cornredttes. The Cormmission rmay tovite bodies responsible for

he alth tec hnolog v assesament as referred to in Fegulation (E1T) 202172282 or national
hodies responsible for pricing and reirbouree rent, as requived, to participate in the
delihe rations of the Pharmaceutical Corenittes.

(4587 While pricing and reirnbursemme nt decisions are a Iember State competence, the
FPharmace utical Strateg vwior Enrope armounced actions to support cooperation of Ilexaber
States to improve affordability, The Cornrdssion has transformed the group of Mational
Corapetent Authorities on Pricing and Feirbursement and gpablic healtheare pavers
(HCLFR) frora an ad-hoc fonm to a cordinmous voluntary cooperation with the aim to
exchange information and best practices on pricing, paytaent and procurerment policies to
iraprosee the affordability and cost-effec e ness of medicme s and health syetem’s
sustainability The Comeraission is cortudtted to stepping up this cooperation and forther
supporting information exchange among national anthortiee, ineluding on pablic
procurernent of medicines, while fully respecting the cormpetences of Tlember States in
this atea. The Comtaission may also irvite NOAFE merbers to participate in deliberations
of the Pharmacentical Corarnittes on topics that may have an impact on peicing or

reltnbursemment policies, such as the market launch incentive.
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(] Joint procurernernt, whether within a country or across countries, can irnproe access,
affordability; and s curity of supply of medicines, i particular for swaller countries.
Llember States inte rested in joint procurernent of medicines can make use of
Directive 201 424 EUN which sets out purchasing procedures for public buyers, the Joint
Procurement Agreement!? and the proposed revised Financial Regulation™. Upon request
fror the Ieriber States the Cormraission roay mpport interested Ilemmber States by
facilitating coordination to enable access to medicines for patients i the Union as well as
inforrnation exchange, in particular for medicine s for rare and chronde diseases.

u Directre 2014 247ET of the European Parliaraent and of the Couneil of 26 February2014
or public procurernent and repealing Divective 200471 2EC (O] L 24, 2832014, p 65).

12 FEegulation (E1T) 202272371 of the European Parliarent and of the Coureil of 23 Mowe taber
2022 on s rions cross-horder theeats to health and repealing Decision Mo 10827201 3/E1T.

13 COWIZ02AZA3E final
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{30y

The establishrnent of a criteria-based defiration of “arenet redical need” 1s re guired to
incentrvise the developmme nt of redicinal products in therapenutic areas that awe currently
undereerved. To ensare that the concept of unriet e dical need reflects scientific and
techriological deve lopree nts and current knowledze in undeserved diseases, the
Gemmemﬂgenq.' shuuld, in t."aeﬁslrm of scientific guidelines, specifyand-apdatemie

dihe condifions conceming clinically

relevant improvement in efficacy, or in safely with at ast comparable efficacy, in
comparison with e;dstmg m:ﬁcmﬂipmdmt or other methods Df'diagnnsis, I:lmventil:un

follonnapaienbfie quihonsed in the Dhion. The guidelines showld cover clinienl
efficacy endpoints such ag sunaal, srmplowes and Realth-relate d gualiy of B, and
clinicel safedy endpoints such as side effects, and provide further technical debails
reparding thelr asseassine nHeake—tuzomas-The Azenoy wallahould seel: ingrut frorn a
broad range of authorities or bodies active along the lifecwele of medicinal products in the
framewrork of the consultation process established under the [revised Begulation

(EC) Mo 72602004 and also take into account scientific initiattees at E1T level or betueen
Ilember States related to analveing wrrnet medical needs, barden of disease and priority
setting for research and deselopraent. The sxites

st Asency showld also seek input from obher relevant shalie holders, including

relevant patient populaions.

BIET26

37

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

38
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

(513

(i)

(34

Fida)

The melusion of new the rapeutic indications to an authonsed wedicinal products
contrbutes o the access of patients to additional therapies and the e fore shoald be

incentrvised.

Fepurposing of medicingl products to new therapenbic indicalions should be supported
25 i can provide significant health benefils to pabents in a limely and affordable

HEiner.

For the-izatial rmarke ting anthorisation application for medicinal products contairing a new
actve substance, the subrission of clindcal tials that inelude se-a-coregaratoran evidence-
hazed existing teatment as @ comparator, in line with @ scienkifle advice by the Azency,
should be incentrviseds This is ihorder to foster the generation of comparative clirdeal
evidence that is relevant and can aceordinglysupport subsecgue nt health technology
assessrnents and decisions on pricing and reimburserns nt by hernber 5 tates.

The Agency and nefonal competent authorifies should support the design of
comparabve clinical trials, wherever possible, when providing pre-authorisation

setenific advice.
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(353

& marketing authorisation holder should, witkin the Bmils of i responaibilily, ensure the
appropriate and contirmons supply of a medicinal product throughouat its Life tirne

wveppeatimmaihethorthad including by ensuring appropriate stock levels, to wholesale
digtr butors, phamnacies or persons authorised b supply medicinal peedustie-someered-ber
eprodicts so that e needs of pakients in the Member Skate in question are mel Member
Shates may specify the obligation in national law to the effbct that sufficient supples to
wholesalers are necessary to engure an adeguate supply meesdme-ornotlo the palients in
the Member Shate in guestion.
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(53a)  Access to medicingl prodicts in ell Member States and quarantecing o Bmely, stable,
reliahle and Righ-guelly suppl of medicingl products is an essential objeclive o achieve
an overall high level protechion of human health in the Member States, thus contribubing
to the protechon of Rumean health and human §fe i the Dnion. The responsibilily of
ensunng o Emely, adeguale and conlinuous supply of medicinal products s0 that to
ensure that the needs of patients in a Member Sate are covered rests, mainly, on the
markebine quthorisabon holder. In principle, when o marketing authorisalon iz
granted, the medicingl product is place d on the market by the marketing authorisaion
folder on s own iniative. Prackice shows Rowever, that in certain Member States the
placing on the market of authorise dmedicinal products does not occuy or iz delaped or
occiets i guankiies et do not correspond bo e needs of those Member Sales.
Therefore, Member States should, based on grounds of public health protection with due
repard to the prnciple of proportionalily and i complianee with Dhion law, in
parbenlar concerning the free moverment of goods and compelition, be enabled o
reguire to the MAH: specific actions with aview o comply with their market launch and
supply obligations purmiant bo thiz Diveclhve and [revised Fe gulabon 7262004/ECT To
this ainy, Member Sabes showld be able to reguest the markeling authorisahon holder,
one or more gf the following acions: fo submit a valid applic alion for pricing and
reimbursement to participate in any relevant nafional procurement procedures or draw
up and mplement @ roll-oud plan that is acceplable for that Member State. The
impleme ndation of the roll-out plan showld ensure sufficient and confinuous suppl to
meet e needs of the patients in that Menber Shake.
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(XLY,

Aroll out plan cizms at ensuring a predictable and confinuous supply of medicinal
products i a given Member State, It responds to the need of coordinated planning
between the marleting authorisation holder and the competent authorifies of the
Mdemnber Shale and & world ellow national quikorifes to anticipate ovalabilily and plan
public-Realth measures and companies o plan manufochiring ond distnbukon.
Following a reguest by a Member Shate, the marketing authorsation holde r showld draw
up a roll out plan specifiing e guankibes and tening of supply of the medicinel product
For a defined period of Hme taling into account the supply needs declared by the
Memmber Shate and other objective conside rations such manufachering or disth bution
capacity. Based on the draft roll out plan subnille d by the marketing aulioriagtion
Rolder, the Mewber Shate and e marketing authorisaion kolder showld discuss the
plan which will require the final agreement of the Member State. Later, both the
Member Shake and Hhe markebng authorisehon holder may reguire anupdate of the roll-
cud plan, to reflect any imporlant developments suek as evolving demeand, or changes in

manfacturing or distribuion capacity. For the development, agreement, adaphations
and effechive implementation of the roll-oud plar, e marke ng authorsahion holder
and the Member Shake showld be obliged to cooperale fully and provide Hely and

accurate information.
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(353

i e e B

gIvlarketing authorisation

holders and Ivlercber States shonld do their ubmost to achieve a rantoally agreed supplyof
tnedicinal products in accordance with the needs of the Ilernber 5 tate concermed, without
unduly delaving or hindering the other party frora exjoving its rights under this Directre
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(58a)

Cross-border healtheare, ncluding under he provisions of Divechive 2011/246ET, is an
eddiional pathway for paents to access a Weatment that wi ghl offierwise nol be

v ailable to thermy notably in cases where the medicingl product cannot be administered
to the pabient in their home Member Shate.
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(aL) The possibilily of using compulory Leences in situations of nakoncl emergency or ofher
circumstances of exdreme urgency i explicilly provided for under the TRIPS Agreement,
When a corapmlsory Licence has been granted byra relevant anthorityin the
Unionfparseand bo Feg... Jor netional compulsony licensing frameworks fo-tackls s
prakrbie-tetbmesneasenesy. 1o culatory data protec tion ray, i stll in force, presvent the
effective uze of the corpulzory licence as the vimpeds the anthorization of ge netic
medicinal products, and thus access to the medicinal products needed to address the criss.
For this reagson, data and market protection showld be suspended when a compulsory
licehine has heen issned-e-tosldo-spaakdio-kaalth-ossonzenasy. 510 h a suspe nsion of the
regulatory data peotection showld be allowed only in relation to the compalsory licence
granted and ite bene ficiary. The suspension shall corply with the objective, the territorial
scope, the duration and the subject matter of the granted corgmlsory licence.

{621 The suspension of the regulatory data protection should be granted ordy for the duration of
the compnlzory licence i the Memeber Sates where the compulsony Boence has been
granted. & ‘suspension of data and market protec ion-desesss-of pblic health-srasrmenetr
shall wear that data and market protec ion shall peoduce nio effect in relation to the
parbicular licensee of the corapmlaorylice nce while that corapmlsory licence iz in effect.
When the cormpulaorylice nee ends, the data and market protection shall re sune the i
effect. However, the period of compulzory Beencing shouwld not be recouped, and
thevefore the suspension should not result in av extension of the original duration of #e

regulaton protection.
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(63) It is cwrently possible for applicards for marketing authorisation of generie, biosimilar,
hybrd and bio-hybrid medicinal products to conduct studies, trials and the subsequent
practical reguirernents necessary to obtain regulatory appeorals for those me dicinal
products during the terrn of profecion of the patent or Suppleme ntary Protection
Certificate (SPC) of the reference medicinal product, without this being considered patent
ot SPC infringeraent. The application of this lmited exeruption is however fiammented
across the Undon and it is considered necessary, in order to facilitate the market entryof
generic, biosinilar, hybrid and bio-hybrid medicinal produs ts Seseelresrasefornee
sreacdiainelpraduat=to clarify its scope v order to ensure a harrnonised application in all
Ilernber States, hoth in terms of hene ficiaries and in terins of actraties covered. The
exetaption must be confined to conduct the necessany studies-and, trials and other

activities needed for See-pe-mls

scparbtzining @ marke ing quihorization,
cordicting health technolog vassessinent and oliaining pricing and reirbursernent
wguectapprovals ae well gz submiting an applicaiion on procurement benders, to the
extent that e submission of an application on procurement kenders does not endail he
sele or offering to sale during e erm of protection, even though Sasthiese aokvilies may
reguire substantial araounts of test production to dernorstrate relisble rarafac hiringe.
Dhring the term of peotection of the patent or SPC of the reference medicinal peoduct,
there can be no corene roial use of the resulting final medicinal products obtained for the

parposes of the regulatory approsal process.
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(6

(63

Brhe exemphon will allows inter alia, to conduct studies to support peicing and
refrnbursernent as well as the manufacture or parchase of patent protected actnee
substances for the parpose of seeking marketing anthorisations during that period,
contrbuting o the market entry of generics and biosimilars on day one of loss of the patent
or SPC protection and timely access bo Frese producis.

The corapetent authorities should refuse the walidation for an application for a marke ting
anthorisation refering to data of a reference medicinal product ordsy on the hasis of the
grounds set out in this Directive. The sare applies fo any decision to grant, wary, suspend,
restrict or revioke the marketing authonsstion. The comgetent anthorities carnnt base their
decision on aty other grounds. I particular, those decisions carmotbe based on the patent
o SPC status of the reference medicinal produet. Frome ese rules i alao stems that e
profecion of intellectual properly rights does not represent a valid grownd to refuse,
revoke or suspend decisions related to relovant pricing and reimbursement, health
technolpgy assesmnent procedures, or where applicable, application for procurement
tenders Member Shates remnain free to inbroduce sulesto ensure Wie readiness bo supply
@ medicinal product on the marbet of that Member Rate for the period when the patent
and SPC have expired.
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(65a)

()

Ly

The Che Health Approach is needed in order to address ankmicrobial resistance, one of
the mostsignificand, current health Boreals. Highlevels of cooperabon are reguired
acrogs sectors and globally. This Directive puts in place coordinated action in order to
ensute prevenkon and minimisation of environmenital nals rovghout e supply
chain uge and disposal, awareness raising among patients, conaume 15 and ke althoare

professionals and prudent and responsible use of antimicrobials

Inorder to addre ss the challenge of antimicrobial resistance, where the pack is imbended
Jor direct dispensing bo patient, antirmicrobials should be packaged in quantities that are
appropriate for the therapr cyele relesant for that product and national nles on
antimicrobial subject to prescription ensure that thety are dispensed in a way that
cortesponds to the quantities described by the prescrption.

The provision of information to healthrare professionals and to patients on the appropriate
use, storage and disposal of antiraicrobials isa joint responsibility of marketing
authonsation holders and of TWernber States. Member Satessshe should ensure
appropriate collecion erd manege ment systern for all unused or expired medicinal
produc ts.
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(67a)

(B5)

Pharmaciste and other Reclih care professionals showld play @ role in antmicrobial
stewardship, ncluding advising on e pradent wse of aniibiokes and other

anfinicrobials, ag well @ theiy correct disposal

While this Directive resticts the use of antirde robials by setting cestads categories of
antirnicrobials under prescription status, due to the growing antiicrobial resistance in the
Union, corpetent anthorities of the Ilerober States should consder furthe r measure s fos
exazaplaey panding the prescription status of antiwicrobials, inificbees for pradent uae of
eninicrobialy in hospitals taking into qecount fat the combined use of several
cnimicrobial ceby e subshances may represent q parkicaular rish, sufficiend baining of
healtheare professionals on stewardship regarding the use of antimicrobials and-es the
randatory use of diagnostic testsbefore prescription. Competent anthorities of the
Ileraber States should consider such frther reasares according to the lewel of
antimicrobial resistarce in thelr termitoryand the needs of patients. itk regards to
anfinicrobials for topical uae, Mewmber Shates showld have the possibiliy to waive e
moandatory preserphon-only stebls, including laking inlo aocournd e madmum single
dose, the madmum daily dose, the strength the pharmacentical form and certain Y pes of

packaging
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(65

The pollution of waters and soils with pharmac eutical residues is an ererging
ervironrnettal problern, and there is scienbfic evidence that the presence of those
substances in the ervirorenent fror their manufacturing, nee and dispogal poses a sk fo
the ersdrontuent and pablic health. The esaluation of the legislaton showed that
stengthening of existing meamires to reduce the irpact of medicinal prodncts’ Lifecwle on
the erpdronnent and poblic health is veguived. Ileasares nnder thiz Besslebies Ty octive
cornple rent the main ervirontental legislation, in parbcular the Water Frarnework
Directive (200060/ECM), the Ervdronmental Quality S tandard Divec tive {2002/105/EC%)
the Gromndwater Divective (200601 1E/EC the Utban Wastewater Treatre nt Direc thve
{91/2T1/EECYT), the Dirinking Water Dive ctive (202002154 and, the Industrial Erissions
Directive (20100750EY) and the Waste Framework Directive (200598F O3,

14

15

16

17

1B

12

DCirectrve 20000AIEC of the Enropean Parlisrnent and of the Coarned of 23 Cetober 2000
establishing a framework for Cornrounity action in the field of water polic v

(OO L 327, 22122000, p. 1.

Dhirectre 20087 105/EC of the Furopean Patliarnent and of the Council of 16 Deceraber 2008
on exrvirorraental qualitystandards in the field of wate r polic v, arne nding and subsequently
repealing Council Directives B2 TAEEC, 237513FEC, B4 56/EEC, 341401 /EEC,
SEEVEED and arnending Directree 2000060/EC of the Ewopean Parlistnent and of the
Couneil (O L 348, 2412 2008, p. 24).

DCirectrve 200651 18/EC of the Enropean Parliarne nt and of the Coareil of 12 Decetaber 2006
ot the protection of groundwate r against pollution and deteroration (OF L 372, 27.12.2006,
po190

Couneil Directive 91/2T1EEC of 21 Ilay 1991 concerning whan waste-water trea trne nt

(DT L 135, 3051991, p. 40

Directree (E1) 202002134 of the European Parliament and of the Couneil

of 16 Deceraber 2020 on the quality of water infe nded for harean consuraption (recast)

(0T L 435, 23122020, p. 13.

Directre 2010075/EN of the European Parliarae nt and of the Couneil of 24 Nosveraber 2010
ot industial ernissions (inte grated pollotion prevention and control) (recast)

(OTL 334, 17122010, p. 1770,

» Lirechve 200828 F Cof the Furopean Parloment and of the Council of 19 Movember
2008 on waste and repealing corbain Divectives (OF L 312 22112008, p. 3).
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gy

Ilarke ting authonisation applications for edicinal produets in the Urdon showld melude an
Ermivorene ntal Risk Assessroent (FRL) and rsk mitization measures. However, when
preparing thely FRAs, the applicants for marbeting authorisations of generic and
Biomralar medicines showld be able to refer to ERA shudies conducte d for the veforence
medicinal prodict or o ERA shudies of any other medicinel product condaining the same
active substances The same applies to hypbrid and bio-hybrid medicines as well ag o
fized doge combinalions medicines. If the applicant fails fo submit a corplete or
sufficiently substantiate d ersirorrnental risk assesstaent or they do not proposs sk
mitigation meamues to sufficientlyaddress the risks identified in the ersdroremental risk
assesstuent, the arketing authorisation should be refused. The ERA should be updated
when new data or knowle dge dhout relevant risks becorme availahle .
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(M) Dlarketing authorizsation applicants should take into account ersironrnental risk assessment
procedures of other ETT legal fraraenarorks that may apply o chernicals dependent on thear
nge. Further to this Fegulation, there are four main other fiame works: (1) Industrial
chemicals (REACH, (Regulation (EC) Mo 190772006); (1) Biocides (Regulation
(EC) Mo 52812012); (i) Pesticides (Regulation (ECY Mo 11070200%); and (1v) Veterinary
tnedicines (Regulation (ETT) 201961, Asa part of the Green Deal, the Corunission has
proposed a ‘one-substance one-assessment’ (05-OL) approach for che rucals™, in order to
increase the efficiency of the registration svetern, reduce costs and e cessary animal

testing.

{72} The ernissions and discharges of antimicrobials to the erpdronment from manufacturing
sites rmavlead to antirnicrobial resistance (“ANE™), which iz a global concern regardless
where the erdssions and discharges take place. Therefore, the ER& scope should be
extended to cover the risk of AWE. selection dwing the extire Life cyrle of antirnicrobials,
incloding mavofacturing. Jun order to specifi technicg] debails do conduct the FRA e
Ageney should izsue guidelines on how to measure anbimicrobial resistance other foan

For anbbiotic resizhance.

n Coranunication from the Commission to the European Parliament, the Emropean Counetl,
the Council, the Enropean Econorade and Social Comroittes and the Corenittes of the
Begions, The Enropean Green Deal, Brassels (2019, COWG2019) 640 final

a3a72a 5

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 52
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

ey

(Fd)

The proposal also includes provasions for a risk-based approach regarding the ERA
chlizations of marke ing authorisation holders before Ceiober 2005 and the setting-up of
an ERL monograph system for active sobstances. This ER ronograph systern should be
available to applicants for use when conducting an ERA for a newr application.

For e dicinal produc ts authorized prior to Cetober 2005, without any ERA, speeific
provisions should be introduced to et up a sekbessdiah-based priortisation prograrmte
for the ER& subinission or update by the market authorisation holders. For seneric,
binmmalar, Rpbrid and bio -k brd medicinal producks and ficed-dose combination
medicinal products, for which e reference medicingl product was quthorised before 30
COctober 2005 and inchuded in this progranune, the ERA conld be submitted after the
outeome of the ERA of the relevant reference medicinal prodict is made publick

v ailable By the Agency, unless the marke ing quifionsation holders concerned have
participated in a jointstedy conducted for the relovant achive substance. The same
showld apply for new applications of such generie, biosimilar, lybad and bio-Ry brid
medicinal prodicts and fized-dose combinaion medicingl products for which e
reference medicingl product was authorised before 30 Oetober 2005 and inclided in this

programme.
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)] peas—Tradand—Tdaltasmed-Tlortherm Treland kessefizs historicallsy relied on the supply of
medicinal products frorn or through parts of the United Fingdom other than Morthem

Ireland. Following the withdraweal of the Urited Kingdom of Great Britaim and MNorthern
Ireland frorn the Earopean Urion and the Faropean Atomic Enersy Cormnanity, to peese nt
shortages of medicinal products and ultiratelvio ensure a hagh level of public health
protection, syecifle deseastanatanrovisions have been putin place. This Directive seed

O-Fua-130 o ey gl h it B ol Fala e Duley 1o gy B et

£l

badend-Brasvmsa-tecuchpataadr oplaces Directive 200183 EC of the European
Posligment and of the Council of 6 November 2000 Ested in point 20 of Axnex 2t the
Hiandsor Framework and would therefore apply to and in the Urnited Kingdom edkes
thawin respect of Northem Ireland in accordance with Article 5(4) read in conjunction
with Asticle 13(3) of the Framework. To engure the continued gffectiv eness of the
specific provisions that have already been putin place, itis Yherefore appropriak o
shpulate that certain provigions of thiz Diveclve showld not apply to and in e Dnited
Engdon i respe ct of Northemn Ireland Te-oedesr-bo-snsupsaxafoarn-spplicabion-of Hrdow
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(F)

oy

ey

To ensure that all children in the Union have access to the products specificall v authorissd
for paediatric use, when an agreed paediatric irvestigation plan has led fo the anthorisation
of 2 paediatric indication for a product alvead ywinarketed for other therapentic indications,
the marketing anthorisation holder should be oblized to place the produet in the sarme
matkets within two years of the date of approseal of the mdication.

It is necessaryin the interest of public health to ensure the contiriing availability of safe
and effective medicinal products anthorsed for paediatric indications. Therefiore, if'a
matketing authorization holder intends to withdraw such 4 medicinal peoduct from the
rnarket then arrangernents should be in place so that the peediatic population can continme
to have access to the medicinal product in guestion. In order to help achiese this, the
competent quihoriyLagensy should be inforrned in good firne of anyr such intention and
should make that inferdion publiclyavailable.

To avoid wrre cessary adwministrative and finaneial burdens both for the marketing
authorisation holders and the corapetent authorities, certain strearlinng measures should
ke introduced, i line with the digital by de fault peinciple. Electronde application for
matketing authorization and for variations to the terras of the marketing authorisation
should be introduced.
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("M Asageneral rule, nisk managerment plans for generic and biosimilar medicing products
should not be developed and sabritted, considering that the reference medicinal product
hassuch a plan, except in specific cases, where a risk managere nt plan should be
provided. Hurtherracre—se-sgenspal ralaaln addition Fe vrisk mmagement plan for
Epbrid and bio-hybrdmedicingl products showld be Emided to the differences between
thiz medicinal product and the reference medicinal product, az indicated in the
epplication for the markebing authorisalion, provided Yoot no addibional risk
minimisation measures exdst for the reference me dicinal product and provided that the

tnatketing anthorisation eheasddammrasdod

e il et il lempeteff il ol lniefelo = o 1Y EFE.Q

reference medicinal product has not been withdrawn prior to the submission of the

epplication.

(7%)  Furthermore, as q general rule @ markeling authorisation showld be granted for an
unlimited period; exceptionally, one renewalmay be decided only on justified grounds
related to the safely of e medicingl product.

(800 Inthe eventofansk to public health, the marke ting authonsation holder or the comgpe tent
authorities shold be able to make urgent sate by or efficac v restric tions on their own
intiative. In such caze, when the referral procedure is launched, anyduplication of

assessrnent should be avoided.
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(513

(54

To address patients” needs, an increasing nurmber of innrvatiee medicinal products de e
frorn or are corobined with other products that maybe manofactured or tested and
regulated under more than one Union legal framework. Similarly, the same sites are
increasingly overses n by the authorities establishe d under differs nt Tnion legal
fraraeworks. To ensure safe and efficient production and superasion of such products and
to allowr an appeopeiate delivery o patients, it is irwportant to ensore coherenes. The
coherence and sufficient aligrrment can onlybe ensared through appeopriate cooperation in
the deseloprnent of the practices and principles applied under the different Union legal
framewrorks. &n approptiate cooperation showld the wfore be erbedde d within several
provisions of this Divectrve, such as those regarding classification advice, crersizht, or the
developrrent of guidelines.

For products that corabine a medicinal product and a medical device, incleding i vitro
diagnostics medical device, the applicability of the two respective e gulatory fiame works
should be specified and the appropriate interaction between the beadhree applicable
regulatory frame works should be ensured. The same should apply to corabinations of
tnedical products and products other than medical devices,
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(533

(54

To ensure that the competent authorities have all the information needed for their
assessruent in the case of integral combinations of a medicing] product with a mmedical
device, incleding in vitro diagnostics medical device, or of corbinations of a medicinal
product with a product other than a medical desice, the marketing authorisation applicant
shall subrrdt data establishing the safe and effectnee use of the integral combination of the
tnedicinal product with the medical device, inclnding invivro dicgnostics medical device,
ot of the corbination of a redicinal product with the other prodnct. The corape tent
authority should assess the benefit-rigk balance of the integral corbination taking inio
accont the suitabilityof the wse of the medicinal product together with the medical desice,
invitro dingnosies medical device or the other product.

To ensure that the competent authorities have all the information needed for their
assessruent of medicinal products in exclustve use with a medical device or in witro
dizgnostics medical device (that is fo sayrnedicinal products that are presented in a
package with a redical device or that are to be used with a redical desdce referenced in
the surrnary of product charac teristics) the marke ting authonsation applicant shall subrnit
data establishing the safe and effective nse of the medicinal produet taking into account its
nse with the medical device or in vibro dicgnoshes medical device. The comnpe tent
authority should assess the benefit-rigk balance of the medicinal product, also taking nto
account the use of the medicinal peoduct with the medical device,
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(553

The Directrve also clatifies that a medical deviee that is peart of an infegral combination has
to corply with the general safets and performance require ments set out in Arwex Tof
Regulation (E1T) 2017745 of the Ewopean Parlisment and of the Counc 1%, & medical
device in exclustve nse with a medical desvice needs to meet all of the requirements of
Begulation (E1T) 200177745, & medicinal product in exclusive nse with a medical device
that iz not ancillayy to that of the roedical device shall corgply with the reguireros nts of this
Directive and of the [revised Begulation (EC) Mo T265004] taking into account its use
with the medical dewvice, without prejudice to the specific requirernents of the Fegnlation
(BT 20170745 and of the Fegulation (ELD 20177467, as applicable.

i1

a2

Begulation (E1T) 2017745 of the Enropean Parhament and of the Coureil of 5 Apedl 2017
on tnedical devices, arnending Direc e 2001/E37EC, Fegulation (EC) Ho 17272002 and
Begulation (EC) Mo 122372009 and repealing Council Directrves 90r325EEC and
O3MAEEC (OTL 117, 552017, p. 1),

Fegulation (ELN 20177748 of the Furopean Parlioment and of the Council of 5 April 2017
on in vibro diggrostic medical devices and repealing Directve P8 7HEC and Commission
Dy cision J0I0227ED (O L 117 5.5 2007 p. I768-332)
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(26)  Forall these products (integral corabinations of a medicinal product and a sedieal device
or i vitro diagnostic medical device, medicinal products n exelustve use with medical
devices and corbinations of a reedicinal product with a product other than a medical
device) the competert authority should also be able to reguest the marketing authorsation
applicant to transit anyraddibional inforration needed and the marketing authornsation
applicart should be bound to subradt avey such inforraation regue sted. For reedicinal
product in exclustee use with a rmedical desice that 1z not aneillary to that of the medical
device, the marketing authorisation applicant shall also, upon request frorm the comgpetent
authority, subit any additional infornmation related to the medical device taking into
account its use with the e dicinal product and that is relevant for the post-authonsation
monitoring of the redicinal product, without prejudice o the specific regquirernents of the
[revised Begulation (EC Ho 72602004

{27y Forintegral corrbination of a e dicinal product with a medical desdce and for
conbinations of a medicinal produet with a product othe r than a medical device, the
matketing authorisation holder should also bear the overall responsibility for the whole
product in terns of corpliance of the e dicinal product with the e guivernents of this
Directive and the [revised Fegulation/EC) Mo T2AL2004] and should ersare coordination
of the information flow between the sectors throughout the assessment procedure and the
lifecyrle of the medicinal product.
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(88)  Inorderto ensare the gquality; safe by and e ffieacy of me dicinal product at all stages of
rnaroafac haring and distribution the matke ting anthorisation holder shall be responsible,
when necessaty to trace back an actbve substance, excipient or anvother substance that
used in the marnfae toring of edicinal product and mtended to be part of the medic inal
product or expected tobe present in the medicinal prodoct, for example npuarities,
de gradation products or contarninants.

(290 Inthe interests of pablic health rarketing authorisation holders should be dhle to ensmre
the traceability of anysubstance that is used, interded or expected tobe present ina
medicinal product at all stage s of manafae taring and distibotion, and identify any nabaral
ot legal person from whora they have been supplied these substances. Therefore,
procedures and systerns should be placed to provide that inforrmation in case it should be
e cessary with the wiew of quality, safetyror efficacy of me dicinal products.

(90 Itis recogrased that the dewelopenent of pharmaceuticals is an area where neither science,
nor technnlogyw stand still. The last decades have seen newr cate gories of medicinal products
ernerging frorn biological medicinal products to biosimilars or adwaniced thera prr e dicinal
products or in the futare phages therapies. Those categories of products may in sorne
instanwe s recuire adapted rades to Hullsy take account of their specific characteristics. For
that reason a forward looking legal fravnework should inelnde prosdsions to ensble such
adapted frameworks subject to stict criteria and under a Corardssion e mpowertnent
guided by the srientific ingnt of the Ewopean Medicine s Lgency
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(1)

(9]

The adaptations mayentai ledeyod-sahanged

e spe cifle Feguiremenis
cnd targeted te chrical adaptafions to the require rments cormpared to standard medicinal
products. Thewoould in particular include chang es to the dossier requirernents for such
medicinal products, the wayr their quality, safety and efficacy is dernonstrate d by applicants
ot tallored manufacturing controls and good marmtfacturing practices reguire e nts, as well
agadditional control methods prioy and during the v adenivd stration and use. The adaptions
should however not go beyond what is necessary for the attairenent of the objectre of
adaptation to the specific characteristics o methods related to the medicinal product or
category of medicinagl producks conce med.

Inorder to increase the preparedness and responsietess against health threats, in
partieular the emergence of antirnicrobial resistance, adapted fratee works maybe relesant
to facilitate the rapid change of antirnicrobials coraposition to roaintan their efficacy. The
uge of establishe d platforms would allow efficient and tivelyadaptation of those medicinal
products o the clinical context.
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(93 Tooptirnise the use of resources for both applicants for matketing authorisation and
cornpetent authorties and avoid duplication of assessment of chemical actrve substances of
medicinal products, marketing authorisation applicants should be able to relyon an actve
substance rmaster file certificate or a cerfificate of suidalilidy fo the monograph of the
Ewropean Pharrnacopeis, instead of subrnitting the relesvant data as reguired in accordanece
with Bnmex I1. fn active substance master file certificate wavhe granted by the Ageney
wher the relevant data on the actise substance concermed is not alreadsy covered by a
monograph of the European Pharracopeda or by anothe ¥ active substance master file
cerfificate. HWhere a certificate of suitabilid to the monographs of e European
Pharmacopoeia or an ackve subslance master file cerfificate is used as part of the
marlekng quthorisahon applcaiion, there map be a need do provide additional gually
data that are not covered by thoge processes, as part of the marleting quithorisakion
dossier bo demonstrate Fre suitebilily of the qebve substanee in the context of ths ebended
wse in the medicinal product. The Coraission should be erapowered to e stablish the
procedure for the single assessinent of an active substance master file. To frther ophirse
the nse of resource s, the Cornrvission should be empoaered to allowr use a certification
scheme also for additional gquality master files 16, for active substanees other than
chewical actree substances, or for other substavces present or used in the manufacture of a
medicinal product, recpuited in accordance with Snnex 11 e, in case of novel exelpients,
adjrrants, radiopharmace nhcal precursors and acttve substance interrnediates, when the
inferrnediate iz a chemmical active mibstance biyitself or ued in corjugation with a

hiological substance.
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(P3a)  The concept of plaltform kechrology masker files allows the relianee on data—
encompassing apects of gualily, non-clrical and clinicel information—that has been
pre-evaluated in the marketing authorisation application of @ medicinal product.
Platform technologies melude, but are not limited to, viral and bacterialv ector systems,
recombingnt profein-based methods, nucleic qcid seguences, viral and bacterialvectors
and synthetic biology approaches meh as oligonueleotides and mANA The platform
technolpoy master file Wt documents the platform kehnology should be cerfified by Yhe
Agency bo allow future uses. In the conlesd of applying for marketing authorisations,
products develope d and manufacbured whilising platform echnology mask s files must
Jocus on the cuslomization of the platform bo address the parficular atbribules of the
medicinal product in gueshon. This methodology avoids the duplicabion of assessnents
ard winimi @S the repelition of shudies, thereby streambining the development and
reculaton evaluation processes for medicinal producks. A fundamendal regquirement for
the effeckye appleakion of plafform technology is the pregence of @ common delasel that
remaing applic able aeross medicingl products emploving the same technology. To
gualf e wse of @ platform techrology masker file, applicands are obligated to
demonatrate the applcadilily of the comumon datasel subslantiate the development and
manafacturing platform, and furnish scientific jushficaion that underscores the
pertinence of the plafform data bo the medicingl productin guesRon. While the owner of
c plelform techrology master file and the markefing authorisation holder may not be
necessarily the same - some platform echnologies may emanate from academic research
and development, the marlebing authorisabon holder velping on a platform ke chnology
ragter file retails full respongibility for s marleting qutiorisaion including the parts
covered by the master file.
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(B4

(B33

Qi)

For reasons of public health and legal consistency, and with a view to reducing the
adrministrative nrden and strengthe rang predictability for economde operators, variations
to all types of marketing authorisations shodd be subject to haronised rules.

The terras of a marketing anthorization fora medicina product mavhe waried, after it has
been granted. While the core elements of a variation are laid down in this Directree, the
Coratrdssion shonld be erpowered to cormplere nt these ele ments by laying down Horther
tecessary elements, to adapt the syetern fo scientific and technological progress, incloding
digitalizatior, and to ensure that unnecessary admirgstrateee barden is avoided for both the
marketing authorization holdes and cormpetent anthorities.

Competent quthoribes showld have the power bo evaluate additional evidence that may
cffect the benefid-risk balance of medicingl products, beyond whal is provided Iy
markebine quthorisabon holders. When justified, competent quthorihies may recommend
that the marke ing authorisation holder varies the terms of il marketing authorisaion.
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(Pé)

Scientific and techriological progresses i data analwtics and data irdrastrue ture provide
valuable support to the dese loprne nt, authorisation and superdsion of medicinal products.
The digital transformation has affected regulatoryde cision-rmaking, making it raore data-
driven and multplying the possibilities for regulatory authorities o access evidence, across
the lifecwle of a mediciral product. This Directive recogrdss s the cormpete nt authorities of
the Ileraber States” capacityto access and avalyee dats subinitted inde pendently from the
matketing authorization applicant or radke ing authorisation holder. On this basis,
corapetent authorities of the Wember States showld take indtiative to update the surenary of
product characteristics in case newr efficac ywor safe ty data impacts the bene fit-risk balance
of a medicinal produet.
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(91 Access to indrddual patient data fror clivdeal studies in strochred fornat allowing for
statistical analyee s sesvedaskdeton on assist regulators in understanding the subraitted
evidence and to inforn re gulatory decision-making on the benefit-risk balance of a
medicinal product. The introduction of sueh possibility in the legislation is important to
further enable data-driven bene fit-risk assessmernts at all stages of the hikcwle of'a
tnedicinal product. This Divective therefore erapowers conpetent authorities of herbey
States to request, @s necessany, such data as part of the assessrent of indtial and post-
tnatketing anthorisation applications. Due fo the sensitive nature of health data, the
corapetent authorities shonld safe guard its processing operations and ensure that they
respect the data profecton prineiples of lawtnlness, fairhess and transparenc w purpose
liritatior, data miniraisation, acouracy, storage limitation, inte grity and cordide ntialitsy.
Whete the processing of personal data is necessary for the purpose s of this Directive, such
processing should be dore in accordance with Union law on the protection of personal
data. Aoy processing of personal data under this Divective should take place v accordarce
with Regulation (ETT) 201685792 and Fegulation (ELT) 2018/1725% of the Ewopean
Parliarnent and of the Couneil.

M Begulation (E1T) 2016/679 of the European Parharent and of the Couneil of 27 &peil 2016
on the protection of natural persons with regard to the processing of personal data and on the
free moverment of such data, and repealing Divective Q50448/EC (General Data Protection
Begulation) (OJ L 119, 452016, p. 1)

= Fegulation (E1T) 20121725 of the Euwropean Parliament and of the Couneil
of 23 Cetober 2018 on the protection of natural persons with regard to the processing of
personal data bythe Tnion institutions, bodies, offices and agencies and on the free
morveraent of such data, and repealing Regulation (EC) Mo 4572001 and Decision
Mo 124720020EC (OF L2035, 21.11 201%, p. 39).

a3a72a il

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 67
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

(BE)

Pharmacowigilance rules are necessary for the protection of pablic health in order fo
prevernt, detect and assess adverse reactions to medicing] poducts placed on the Urdon
tnatket, as the full safety profile of medicinal produc ts can onlybe knowmn after they have
been placed on the rarket.

(9 Inorder to ensare the contirned safety of me dicinal products n use, it is necessaryto
ensure that pharrnaccvizilance systems in the Urdon are continnally adapted to take
account of soientific and technical progress.

(100} It is necessary to take accourd of changes arising asa result of infervational harraonization
of definitions, terminolog yand techrological developraents in the field of
pharmac ovigilance .
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{101}

The mereasing use of electronic networks for comrauric ation of information on adverse
reactions to medicinal products rarketed in the Union is obe nded to allow corpete nt
authorities to share the irdormation at the sare tirne . Jn order fo simplfiy the reporting of
suspecte d adverse reactions, e marketing authorisalion holde s and e Member Sates
showld report those reaclons only to the Dhion pharmacovigilance dalobase and date-
processing network referred to in frevised Fegulation (ELN Np, 725720041 e
Fudraviglonee detabase ') The Fudravigilonee dababase will be eguipped to
inpnediate iy forward reports on suspected adverse reactions rece od from marleting
cuthorizaion Roldess to the Member Shates on whozse kerritory the reaction occurred
The Agency may, @ consultation with the Commission, Mewmber States and Marleting
cuthorisabon kolders, draw wp and publish q deteiled guide regarding the monitoring of
relevant adverse reacion datebases maintained outside the nion and the enbry of
relevant information from Hese databases into e Endravigilance databage.
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(T0a) Member Shates and markebng authorisalon holde rs showld operate a
pharmacovigionce spskem to collect information that is useful for the moniboring of
medicingl products, including information on suspecled adverse reactions arising from
wse of @ medicingl product within the terms of the marleting culhoraation aswell as
from wge oulside He terms of the markeling aquliorisotion, including off-label use,
overdoge, misuse, abuse and medication errors by patients and healtheare professionals.
Mfistalies in the preseribing, dispensing, storing, preparaiion and adminstration of o
medicine are common hpes of medicaion errors. Suspecte d adverse reactions should be
recorded and reported by Member Rates and markefing authorisations holders to the
Fudravigilance database for the monitorng of safely of medicingl products The reports
showld be part of the conknuows eveliation of e benefid-risk balance of e medicingl
products. Senmaries of data relevant to the bene fit-risk balance shouwld be included in
perodic safety updale reporks. Marketing authorisation holders showld also record and
reportinformation on alerse reachons occwrring i the condexd of post-quthorisalion
studies, including post auithorisation studies in specific populaions such ag children, for
evaluation of the benefi-risk balance.

(102} It is the inderest of the Urion to ensure that the pharvrnacovigilavee systerns for centrally
authorsed medicinal products and those authorizsed by othe r procedures are consistent.

(103} Dlarketing authorization holders should be proac e by responsible for on-going
pharrmarovigilance of the medicinal products the v place on the market inehiding for an
appropricte period after the marketing authorisgion has been withdrawn or revolied.

a3a72a 6%
ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 70

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

(1043 The use of colours in lornan and wete rinaryranedicingl products iz cutrentlyregulated by
Directive 2009035/EC of the Enropean Parliament and of the Council®®, and restricted to
those authorised in accordance with Fegulation (EC) Mo 133372008 of the European
Parliament and of the Council on food additives®, for which specifications are laid down
in Cormmission Fegulation (EUT) Mo 231/2012% Tses of excipients other than colowurs in
tnedicinal products ave subject to the Union rales on medicinal products and are evaluated
as part of the overall bene fit risk profile of a medicinal product,

(105}  Experience has shown the need to rnaintain to a cerain extent the prnciple of the nse in
medicinal products of those colours authorissd as food additmee s, Howeweer, 1t is alsn
approptiate to foresee a specific assessmment for the use of the colowr in medicine s when a
food additi+e is reroved frorm Union list of food additives. Therefore, in this speecific cass,
EN& should carry out its o assessraent for the nse of the colowr in roedicines, taking
into account the EFS A opindon and its underlving scientific evidence, as wellasany
additional scientific evidence and giving particular consideration to the use in medicines.
EN& should also be responsible for following any scientific evidence for the colowrs
retained for specific medicive wee only. Directive 200035/EC should there fore e
repealed.

B Dhirectre 20090 35/EC of the European Patliatnent and of the Couneidl of 23 Lyeil 2009 on
the coloaring matters which maybe added to medicinal products (OJ L 109, 30.4.2009,
p. 107

o Begulation (EC) Mo 133302008 of the European Parliament and of the Couneil of 16
Cecermber 2008 on food additives (O L 354, 31.12. 2008, p. 16).

& Coreanission Regulation (E17) Mo 23172012 of @ March 2012 lasing down specifications for
food additrres listed in Armexes [T and II1 o Regulation (EC) Mo 133372005 of the
European Parliaraent and of the Couneil (OJ L 83, 2232014, 0. 1),
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{10a}

(107

With regard to the supervision and inspections, manufachiring and irgport of starting
materialses intermediate products, excipients andeeesess Dinctiona ] esesperdo ipie nls
shall be urider surve llance due to thelr possible ancillary action to the active substance and
to their possible tnpsact to the quality, safetyand e ficacy o the medicinal produets-

The main parpose of anyregulation on the marnfacture and distobution of rmedicinal
products should be to sate guard public health,

(T07a) Manufechiring and wholesale diskibubion authorisalions are o be subjectlo certain

(102}

esgential conditions and it is the responsibilily of the hember State concerned to ensure
that much conditions are mel; whereas each Member Shate is to recognise quthorisalons
granted by other Member Shales.

It shonld be ersured that, in the Ivkrber States, the supervision and control of the
roaroafac tare and the distrbation of e dicinal products iz carried out by official
represettatiees of the corpetent anthoritsraho fulfils rdniveon corditions of

cjualification.
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(1093 There maybe cases where manufacturing s ine Riding testing steps, of medicing products
need to take place in sites close to patients, kaking into cocount e properfes of e
medicingl product as well as considerations related bo #ts gualily, safely and efficacy, for
exatrple advaneed therapy medicinal peoducts with short shelf-life, or where prosasely bo
the trecled patient or customisalion for an individual pakient to their benefi, where
deeme d appropriate by the nafional competent authonily or the Agency for authonising of
the placing on the market of such medicine during e authorisalion procedure . Insuch
cases, these marnfac hiring ss-testsasteps may need 1o be decentralized to rnltiple sites to
reach patients across the Union. When the ranfarturins-cedestisa=cteps are dece ntralised,
thesr should be carde d out under the responsibdity of the qualified person of an anthorised
central site. The decentralized sites should not require a se parate marnfacturing
authorisation from the one granted to the releveant central site bt shonld be registered by
the compete nt authorityrof the Ilerber State i whick the decentralised site iz established
and supenised by thiz authority. In the case of medicinal products containing, consisting
ot derrved from-sutelogone So0HO, the decentralised sites have to be registered ag a SoHOD
enfity as defined in and parsuant to [5oHO Regalation] for the actmAaties of donor resdens

and eligibility assessmment, donor testing and colle chon seastfersetlse-bostho-sance-of
ga-w e re applicable. In respect of decenbralized

sites falling within the scope ﬂfihwﬁamewurk crd engagng in gobvies covered by
cther Union legal acls, and in order Yo enswre their effective funcBoning, the competent
authorities of the Member States responsible for the supenision of the central and
decentralised sites should cooperate and exehange information with the aubhonifies
supervising these qokvities under other Union legal acls. This cooperction should, where
appropriate, perkain to the coordinalion of authorization, registration and supenision
cebyvifes, meluding joint mapections, related to the central site and the decentralised

sites, aiming to ensure efficiency of these activifies.
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(1103 The quality of redicinal peoducts rmarmfactured or svailable in the Urdon should be
guararteed by requiring that the acttve substances used in their composibion corgply with
the principles of good manufac taring practice in relation to those medicinal products. It has
proved necessary to reinforce the Union provisions on inspec tons and to corgpile a Urion
database of the results of those inspec tions.

(111} WVerfication of complianee with the legal requirerments of manufactunnne, distribotion and
nse of medicingl products by relevant entities throngh a systern of supe mision, is of
fundamental irportance to ensure that the objectives of this Directiee are effeclively
achieved. Therefore, the compete nt authorities of the Ivknber States should have the
power to perfort on site or rernote inspections, as part of the systern of supervision at all
stages of anufachiring, distibution and use of medicinal products or active substance s
and relyon the outcore of inspe chions conducted by tusted Hhasd-semmtaes on- nion
corapetent authorities. To preserve the effectieness of the inspections, the corpetent
authorities should have the possibilityto perfor joint inspections and also, where

e cessary, unarmounc ed inspec ons.

{112y The frequeney of controls should be established by the corpetent anthorities having regard
to the nsk and to the level of cormpliance expected in different situations. That approach
showld allow those competent anthorities o allocate resources whete the risk is the highest.
In sore cases, the swetern of supervision should be applied inespectie of the level of sk
ot suspected non-cormpliance, for exaruple peestasin the context of granting

rnanmfar tring anthorsations.
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(113}

(114

(115

Within the procedure for "Certification of Switability to the raonographs of the Buropean
Pharmacopoeia” the Buropean Directorate for the Cuality of Wedicines and Healtheare
verifiesbyimeans of inspec tions whether the data subiaitted by the applicant e stablished by
the Council of Europe confitrns the suitability of monographs to control the chernical
parity;, ricrobiological qualityand TSE rsk (if relevant). It also verifies whether the
rnanmfar tring corplies with good manufartaring peactice for acfve sbstances.
Depending—of or the outeome of the inspection, a certificate of compliatce or non-
cotapliance of good mannfachuing practice, is issued by the Ewropean Divectorate for the
Cualityof Medicite s and Healtheare or by the Ivleraber State participating in the

inspection.
Each urde rtaking that raavaafachares or imports medicinal products shonld setup a

mecharistn to ensure that all inforrmation supplied about a reedicinal product cordormms to
the approved conditions of nse.

The conditions gowverring the supplyof redicinal products to the pdblic shoald be

harmorsed.
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(116}  Inthis connection persons mosving aronnd within the Union have the right to carya
reasonable quantity of medicinal products lawfally obtained for their personal use. It
should also be possible for a person established in one W rober State to receme fom
another Mereber State a reasonable quantity of e dicinal peoducts intended for their

personal use.

(11 Byvirioe of [revised Fegulation (EC) Mo T2652004], cerfain redicinal peoduc iz are the
subject of a Union raarketing anthorisation. In this context, the prescnption status of
medicinal products cowve ved by a Union ratketing authonsation needs to be established. Tt
1z therefore itoportant to st the criteria on the basis of which Urion decisions will be
taker.

{118} It iz there fore appropriate to havraordse the basic peinciples applicable to the prescription
statns of medicinal produets in the Trdon or in the Wember State coneerned, while taking
asa starting point the principles alre adsy established on this sabject by the Couneil of
Ewrope as well as the work of harmonisation completed within the frarmework of the
United Hations, concerming pewehotropic or nareotic substances - the Urited Nations
Single Corevertion of 1961 on narcotic diugs and Correention on Peshotropie Substances
of 1971.

(1197 Dvlarer operations irsrobving the wholesale distribmtion of medicinal products maty cower
several Ivlember States sivanltaneonsly
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(1207

(1217

It is necessary to exercise control over the entire chain of distnibution of e dicinal
produc ts, fror the ir manofacture or kaport into the Tnion theough to supply to the pablic,
80 as fo guarantee that such products are stored, transported and handled in suitable
conditions. The requirernents that should be adopted for this parpose will considersbly
facilitate the withdrawal of defective products fror the market and allowr roore effec toe
efforts against counterfedt products.

Lny person drrvolved in the wholesale distibmtion of medicinal products should be in
possession of a special authorsation. Pharrnacists and persons authonsed to sappls
medicinal products o the pablic, and who cordine therselves to this actisaty, shoald be
exetapt from obtaining this authorsation. It is however necessary, in order to control the
cornple e chain of distrbubion of me dicinal products, that pharmacists and persons
authorised to supply medicinal products to the public keep records showing transactions in

products rece mved.
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(123} Certain Member States rnpose on wholesale rs who supply re dicinal products to
pharmacists and on persons authorised fo supply roedicinal products to the pablic cerain
public service chligations. Those Iletaber States shoodld be able to continue to npose
those obligations on wholesalers established within the iv te mitory, They should also be dhle
to rpose thern on wholesalers in other Merrber States on condition that the w do not
lrmpoge any obligation wore stringent than those that the wimpose on their own wholesalers
and prosded that such oblizations mavhe regarded as wartanted on grounds of phlic
health peotection and are proportionate in relation to the objective of such protection.

(1243 Rules should be laid down as to how the labelling and package leatlets ate tobe presented.
The package leaflet should be easily le gible, clearly compre hensible by ugers, including
especially the target patient groups, and indeible Degign choices showld priwmarily seme
Junckon and readabilily, rather than gesthetics.

(125} The provisions governing the information supplied to users shonld provide a high degree
of consurmer protecion, i order that raedicinal products rmayrbe used correctly on the basis
of full and corapeehe naible mformation.

{1267  The marketing of medicinal products whose labelling and package leaflets coraplywith
this Dhirectrve should not be probibited o impeded on grounds connected with the labelling
ot package leaflet.
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(127 The use of electronic and tec hnological posshbilities other than paper package leatlets can
facilitate access to medicinal products, medicinal prodwets distibution and should always
guarantee equal esdedieacuality of inforrmation to all patients cormpared to the paper form
of produe t inforrmation: and can eddifonally allow other formes of branswmission of such
information fo persons with sersorp snpairments for example ¥erongh audiovisuel or

other means

{128)  Dleraber States have warying levels of digital literac wand internet access. In addition,
patient and healtheare professional needs maydiffer. It iz therefore necessarvthat hlember
States havve a discretion on the adoption of measures enabling the exe kasive electonic
provision of product information for specific categories or for all medicines while
ensuring that no patient 1 left be hind, taking into accournt the needs of different age
categories and the different lewels of digital literacy in the popalation, and making sure that
product inforrnation is easily accessible to all patients. Mleraber 3 tates should pressesssels
alovhion appropaiate, consider ellowing the possibility for slecherdeproviding product
inforrration onde in ele chronic version, while enswring full corpliance with the riles on
protection of personal data, nokebl with Fegulation (ELD 20057679, and should prevent
the wenbification, profiling or acking of individuals and showldesd adhere to
harrnonised standards deweloped at ETT level.
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(1297

(1307

Whete Ilernber States decide that the package leaflet should be made avail ahless-painespds
onlyelectorically, all concerned marketing authonsation holders=tesr shonld-slse
ensure that a paper version of the package leaflet isdedea made available on dernand and
without additessladdition 2l cost to patients. Marleing quifionsation koldersThew should
also ensure edherence to all specificabons, standands ond formal specified by the
relevant implementing @l and guidance and that the inforrnation in digital fonmat is
easily accessible o all patients, for instance by ine lnding in the outer packaging of the
product a digitallvre adable element, for example o OR code, a date malric cods, a
harcode, o any other appropricle echnology which wonld divect the patient o the
electroric wersion of the packaze leafletin @ sinple, wser frendl and effechve manner.

The use of wrali-leguasmemalti-county packages that are alao malb-Bngual van be a tool
for access to medicinal products, in particular for small markets and in pablic health

ernergencies. Where wesid-lenauaasry ol packages ave used, Ivleraber States may also
allower the use on the labelling and package leaflet of an official languaze of the Union that
1z corrnonl y understood in the Mermber States where the seedbi-laneusgsmu i -countny
package thatis also muli-lingual is marke ted.
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(130a) Securidy of supply in Malla conbnuwes o be hindered by the low oy ailabilily of me dicinal
products with package leaflels in the official langeages of ot Member Shale. For these
reasons, itis deeme d appropriate to allow for the competent quthorities of Malta to
mainkain e force moarbelng quthorisalons that were granted, exdended or mainbsined in
cecordance with Arficle 128 of Directive 200185°EC unkl after the rules onelectronic
product information become applicable in all Member Slates, toling also inty account
the deferved application of those vules for medicingl products already placed on the
market,

(1313 Toernsue a high level of transparene yof public support fo the research and developre nt
of medicinal products, the reporting of public contribution for the deve lopruent of a
partieular redicinal product should be a requirerment for all medicines. Given howeser the
practical difficulty to identifsr how indivect pablic fandings nstorents, such as tax
advantages, have supported a particular peoduct, the re porting oblization showd only
concert the dive ot puablic finarcial support, such as divect grants or contracts, #eceived
From any public quihoridy, publicly funde d body, philanthropic organisation, or not-for-
profit organisation or fund. Therefore, the povisions of this Directive ensure, without
prejudice to the rules on the protection of condide nhial and persomal data, transperency
regarding any divect financial support recerved from anypablic authority or publicly
Junded body, philanthropic organisation, or not-for-profit organisation or funddedie
kedarto carry ot anyracttities for the research and deselopevent of medicival products.
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(132} Toernswe the acouraeyrof the iforrmation made publicly available byrthe marketing
authorisation holder, the declared indormation has to be subject to anditby an independent
auditor.

{133}  Inorder o ensare a harrnonized and corsistent reporting of plalic contribation for the
developrnent of a particular medicinal products, the Corurmission should be-cedata
adopt rnplernenting acts to clarify the principles and format that the marketing
anthorsation holder shonld adhere to when reporting thiz inforreation.

{134)  This Directtve iz without prejudice to the application of weasres adopte d pursnant to
Directive 200601 14/EC of the European Parliament and of the Council™ or pursnant to
Directive 200520/EC of the Enropean Parliament and of the Council®. Therefore the
provisions regarding the adverising of redicinal products of this Directive should
theretore be considered, where relevant, as a lex specializ with respect to
Directive 2005729/EC.

i Dhirectrve 200601 1AEC of the Furopean Patliarnent and of the Council of 12 Deceraber 2006
concetning risleading and comparattve adwertising (O L 376, 27122006, p. 21).

an Directre 2005020EC of the European Parliastnent and of the Couneil of 11 Way 2005
conce tuing unfair busitess-to-consume ¥ corenetcial practices in the internal marketand
are niding Council Direc tive B44S0VEEC, Divectives STEC, RERTEC and 20028 5/EC of
the Ewropean Parlisent and of the Coaneil and Regulation (BEC) Mo 2006/2004 of the
European Parliaraent and of the Couneil | Unfair Cornraercial Practices Divectnve ™)
(OTL 149, 11620035, p. 22).
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(135

Adbvertising, even of medicinal products not subject to a prescrption, could affeet public
he alth and distort corpe iion. Therefore, advertising of e dicinal products should meet
certain criteria. Persons qualified to prescribe, administer or supply e dicinal products can
propetlyevaluate the rformation available in advertising because of their knowledge,
traiming and experience. The advertising of medicinal products o persons who cannot
propetly assess the sk associated with the ir nse maylead to e dicinal product wimize or
orve reorsnption which is liable o harm public health, Therefore advertisetnent to the
gereral public of medicinal products that are svailable ondy on medical prescripton should
ke prohibited. Farthernore, distribution of saraples free of charge to the zereral pablic for
promotional ends is tobe peclibited, alao teleshopping for medicinal peoducts shall be
prohibited pursnant to Dire ctive 201Q715/ETT of the Enropean Parliaraent and of the
Couneil®!, It should be possible within certain restrictive conditions o provide samples of
medicinal products free of charge o persons qualified to prescribe or supply them so that
thew can farniliavize the reebre s with new products and acouire experience in dealing with
them.

a1

DCirectrve 2010013/E of the Enropean Parliarnent and of the Conreil of 10 TWarch 2010 on
the coordination of certain provisions laid down by law, regulation or adiainistrative action
in Wereber States concerning the provision of audicvisual media services (Sudicvisal
IvEedia Services Directrve) (O LO25 1542010, p. 1)
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(13a)

(137

(13%)

Advertising of me dicinal produc ts should aim at disserninating ohjectie and unbiased
inforrration about the redicinal product. For that pauqoss, it is expresslyforbidden
highlizht negatmely another medicinal product or to suggest that adwvertised medicinal
product mightbe safer or more effecttee than another rmedicinal prodoct. Coreparison of
medicinal products showld orndybe allowed if such infornation is listed in the

g aries of product characteristios of the concerned medicina] peadustleieg
adhearbesdaroducts. This prohibition covers any rne dicinal produet, also biosiralars, and
therefore it would be misleading to refer in the advertising, that a blosiradar me dirizal
product would notbe inte rchargeable with the orginal biological medicinal product or
another biosrlar from the saree orgival biological medicinal product. Additional stiet
rules about negative and corparative advertising of corapetitor medicinal products will
prohibit clairs that can rislead persons qualified to prescidbe, adiminister or supplsy the m.

The disseraination of information which encourages the parchase of medicingl products
should be considered within the concept of advertising of e dicinal products, even where
that inforrmation does not refer to a specific medicinal product, bat to unspecified
tnedininal products.

&bvertising of medicinal prodac ts should be subject to strict conditions and effective,
adeguate ronitoring . Beference in this regard should be made to the monitoring
mecharisrns st upby Directre 200651 14EC,
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(139 Dhledical sales represertattves have an tnportant role in the promotion of medicinal
products. Therefore, certain obligations should be irgosed npon thery, in particular the
obligation to supplythe person visited with a swarearyof product characteristics.

(13%) Fven minimelinducement can result in binsed decisions with re gond to prescription
be haviour by physicians. Therefore, bo avoid conflict of inlerest in the gbsence of
neRonal rneles governing the disclosure of bransfers of value, Membeor Shates shouwld
egtablish ondmantsin g publick available st of disclosure plaiforms operated By drade
aesociations or by markeling authorisation holders for the reporting of transfers of valie
related to the advertising ackivilies.

(1407 Inneeatsee, ‘corabination medicinal products” and othe rdeselope d medicinal products are
cotapley in regards to their coraposition and advanistration. Therefore, in addition to
peraons qualified fo prescribe medicinal products, also persons qualified to administer
medicinal products need o be faraliar with all characteristics of those medicinal products,
especiallywith safe admirdstration and use, ncluding the corgrehenstre instructions fo
the patients. For that parpose rdormation about medicinal products subject to medical
preacripion is alzo clearly allowed o persons qualified to adenirister thern.

(141} Persons qualified to preseribe, adrdnister or supplytnedicinal products should have access
to a neutral ohjective sowrce of inforrnation about products available on the market.
Whereas it is nevertheless for the Teraber States to fake all weamres nece ssary to this end,
in the lizht of their own particular sitnation.
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(T¢la) In oxder to avoid waste, reduce the burden on the environmend, mitigate shorkages and
relise costsavings, i i feagible to allow redispensing of medicinal products, under
strict conditions. Through the practice of redispensing, a phanmacy can take back and
redispense @ medicinal product that has already been supplisd to @ patient. Member
Shates showld ensure that e redispensing can onlp be done by the same pharmacy that
initially supplied the product Pharmacy can only redispense medicinal products bo a
name d patient on the basis of informed consent The reburned producis can be
redispensed only after the pharmacy hasverifled that the medicingl product concermed is
nota falsified medicinal product, that the expiration dake has not been exeeeded and the
package has been stored under the vight condifions. To che ol these parameters,
ingtruments such as q temper proaf bag and kemperabure logger can be used. The
pharmacy wust record the medicinal product and the recipient for e purpose of
ingpeckons. Redispensing might not be feasible for all medicinal products. Member
Shates showld be able bo identify and st in national legislabon which specific products
are allowed to be redispenged in that Member Shate, such as oral oncologic al medicinal
products, whick cowld provide for q pilot cale goay. Mewmber Sates showld lay down rules
on Babilily for potenticl demages resulling from e wse of Bie medicinal prodicks that
have been redispensed when such damages are a conse guence of failure to ensure
cppropriate storage andtranaport conditions between the nilally dispensing and
returning bo the pharmacy, or @ failure bo ensure that fre product re-dispense d has not
been falkified The provision in this Directive does not affect the possibiliy for Membey
Shabes o set addibmeal reskichye condibions under which medicingl products may be
redispersed. Member Shates showld ensure that the collection, re-dispensing will not be

wsed for oblaining economic gains and preventing penetration of the re-dispensed

medicines o the supply chain.
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(142} Inorder to ensare that inforration on the use of the medicinal produets in children are
appropriatel ytaken into account at the morme nt of markehing anthorisation, it 1s-Sesedee
necessary to introduce a requirernent for new mie dicinal products or when deve loping
paediatic indications of alreadsr authorised products eovered byra patent or a
supple mertary protection certificate, to present either the results of studies in the paediatric
popnlation in accordance with an agreed peediatic e stization plan or proof of having
chtained a warver or deferral, at the time of filing a marketing authonsstion application or
an application for a new therapeutic indication, new phartnaceutical fora or new route of
adrnivdstration. In order to ereare that the data supporting the marketing authorisation
concerting the use of a product in children are adeguate, the corpe tent authorites
responsible for the authorsation of a medicinal product should check corpliance with the
agreed paediatric investigation plan and avy wabvers and deferrals at the validation step for
matketing authorization applications.

(143} To provide healtheare professionals and patierds with indormation on the safe and effectove
use of mediciral products in the peediatric popalation, the ®esults of the studies condus ted
inarcordance with a paediatric eestigation plan, indepetide ntlvfrorm the fact that they
support or xot the use of the rmedicinal produet in chaldrey ~seeeeqaedoindosrmetos should
ke included in the surenary of product charac teristics and, if appeopriate, in the package
leaflet. Information o wabrers showld also be ineluded in product inforreation. When all
the measares in the paediabric ivve stization plan have been complied with, that fact should
ke recorded i the matketing authonsation, and that should then be the basis upon which

cornpanies can obtain rewards,
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(144

(145

(146)

Belewvant data and information eollected theough clivdeal studies conducted before the
introduction i the Tnion of a paediatic medicines Fegulation and recetved by the
corapetent authorities should be assessed without urdue delayrand taken into corsideration
for eventual variation of existing marketing authorisations.

In ordet to ensure uniform conditions for the implementation of this Resstaben e chive,
iraple menting powers showld be conferred on the Corenission. Those powers shonld be
exercised iv accordavce with Regulation (E1T) Mo 12272011 of the Earopean Parliatne nt
and of the Couneil®.

Die to the need to reduce orverall appeoesl tires for medicinal products, the tive bebween
the opirdon of the Coraredttes for e dicinal Products for Horean Uss (CHIVIF) and the
final decision on any Corenizsion Decision concetting national marketing authoristions,
in parficnlar for referrals, shonld be reduced to, 1n prneiple, 46 days.

a1

BEegulation (E1T) Ho 12272011 of the Enropean Parliaraent and of the Couneil
of 16 February 2011 laving dowr the rules and general principles conheerting mechanistos

for control by Werober States of the Corenission’s exercize of raplerne nting powers
(0T L 55, 2822011, p. 13).
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(147

(145)

O the basis of the opirdon of the Azeney, the Corenisson should adopt a decision on the
referral by means of implermenting acts. In justified cases, the Cormrdssion ray retum the
opirion for furthe r exaraination or deviate i its decision from the opinion of the Lgency.
Taking into account the need to make e dicival products swifthy available fo patients, it
should be acknowledgzed that the chairperson of the Standirg Cormittes for Wedicines for
Hurnan Use will use the available mechardsms ander Begulation 1822011 and notably the
possthilityto obtain the cormittess opinion in wiitten procedurs and within expe ditious
deadlines which, in principle, will not exceed 10 calendar dass.

The Corenission shold be ernpowered to adopt any necessary changes to Armex 0 in
order to take into account scientific and techrdcal progress.
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(149 Inorder to suppleraent or amend certain non-essertial elements of this Divectnee, the power
to adopt acts n accordance with Article 290 TFEU should be delegated to the Corrnission
in respect of specifying the procedure for exarnination of application of active substance
master file certificate, the pablication of such certificates, the procedure for charges to the
actve substance rnaster file and its certificate, access to the active substance master file
and ite aszessent re port; specifying addiional quality waster files to provide infbrraation
ot a constituent of a medicinal product, the procedure for exarination of application of a
quality master file certificate, the publication of such certificates, the procedure for
charges to the gqualitymaster file and its certificate, and access to the quality master file
and its assessrnent e port, idensifiring e substances to which e provisions on
addifional qualily master file apply, deternining the situations in which post-authorization
efficacy studies maybe reguired; specifiing the categories of tedicinal products to which
a matketing authonsation subject o specific chlizations conld be granted and spe cifying
the proce dures and requirere tite for granting mich a marketing anthorsation and for it
renewal, specifying exernptions to vanation and the categones in which wariations shonld
ke classified and establishing procedures for the examdnation of applications for wardations
to the terrns of marketing authorisations as well as specifying conditions and procedures
for cooperation with third countries and international organizations for ex amination of
applications for such variations. It is of particular importanee that the Coramission catry
ot appeopriate consultations during its pre paratory work, incloding at expert level, and
that those consultations be conducted in accordance with the principles laid down in the
Interinstitutional Agreement of 13 April 2016 on Better Lawe-Ivlaking®. In particular, o
ensure equal participation in the pre paration of delegated acts, the European Parliament
atd the Couneil recelve all docwrnents at the satne tirne as Ibraber States” experts, and
their experts systermatically havve access to meetings of Cormmission expert groupe dealing
with the pre paration of delegated acts.

# B e
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(1507

(1517

Thiz Directrve seeks to enable the right access to preventtve healtheare and to berefit frorm
medical treatrnent under the conditions established by national laws and practices and to
ensure a high level of harnan health protection in the defind ion and inpletne ntation of all
the Urdon’s policies and activities as laid down o Aaticle 35 of the Charter of Fundarne ntal
Fights of the European Urdon.

Since the objecimees of thas Directrve, namely o establish rules on medicinal products
exsring the protection of public health and the ersdronrment az well as the fiunctoning of
the internal market, carmot be suffielently achiesed by the lermber States as national roles
wiold lead to disharmonisation, e gual patient access to e dicinal products and bamers
to the interrial market, but can rather, byreason of its effects, be better achieved at Urdon
lewel, the Union may adopt measares, in accordanc e with the poneiple of subsidiarity as st
out in &rficle 5 of the Treatyon Enropean Union. Inaccordance with the principle of
proportionality; as set outin that Srticle, this Directive does ot go bewond what is
necessary in order to achieve those objectives.
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(152

In accordance with the Joint Political Declaration of 28 Se pleraber 2011 of Merber States
and the Cormission on explanatory docurne nts®, Ileraber States have unde rtaken to
accormpany, in justified cases, the notification of the ir ransposition measures with one or
rore docurnents explaning the relationship be toveen the cormponerds of a directiee and the
comesponding parts of natioral transpo sition instrarnents. With regard 4o thas Directree, the
legislator coneide s the tarsraission of such docwnents to be justified.

HeVE ADOPTED THIS DIRECTIVE:

i of 369, 17122011, p. 14,
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Chapter I

Suhject matter, scope and definitions

Arficle I
Subject matter and s ope

Thiz Dhirectre laye down niles for the placing on the market, wanm factoring, ivaport,
export, supply, distibution, pharrmacovigilatce, adve slising, supervision, ool and uss
of medicinal products for haraan use.

This Divectree shall apply to medicinal produets for harean use intended to be placed on
the market.

Inaddition o the products referred fo in parasraph 2, Chapter 2T shall also applyto
starting materials, active substances, exciplents and inte rrnediate products.

In cases whe re~adeseinta-sasermd-alloohesssdesisben 1 product falls within the
defivation of a “wedicinal product’ and withan the defirdtion of a product eovered by other
TTnion lawr and there iz a condlictbetween this Directive and other TTnion lawr, the
proisions of this Directrve shall preseail
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5. The Directrve shall not applyto:

rtal  redicinal products pre pared 1na pharnae vin accordance with a medical prescnphion
or, where provided for in nebonal law, with g whllen instruction of @ doclor, to
wmeet the special needs offeran individual patient (Zraazistral forraula® medicinal
product ),

b redicinal peedustrodicts prepared in a pharmac v in accordaree with a
pharmacopoeia and intende d to be supplied direcfly to the patients served biythe
pharrnaey in guestion (“officinal forranla’y:

o) restizational rmedicival seedusp rodicts as defined in Srticle 2, paragraph 5, of
Fegnlation (E1N Mo 33672014,

() sebstances of human onigin, wnless thep fall within the definiion of an advanced
Herapy medicinal product or @ SoH O de nved medicinal product other than
AThEs,

The excephons under poinks (o) and (b) shall not apply for medicingl products Usled in
points I and 2 of Annex Tof the frevised Re gulation (EU) 72820047

Mdernber Shakes may allow e supply of officingl formula by e pharmaoy o o kospital
it gerves upon the request of that hospital, subject to the approval of the compe tent

cuthoridy concerned.
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f. Hhen necessany bo ensure the availabilily of @ magstral formula medicingl product o
meet $e specicl needs of individual pelients, Member Siates may allow pharmacies to

prepare magistral formala medicinal products sefeased-bamd s rapltejaoiii-to—tm
preparedinin advance when dulyjustified sassein '
kesprtabard on the basis of the esdsessdanticipated medical pres: nptions et
hespstadny inchrucions, ag appropriate, for the patient population concerned These
magstral formula medicingl products shell be prepared for the following seven days, o7,
when duly jusfied and taking into aecount the properties of the medicinal product for a
period of up to three wee ks,

The Member States shall ensure that the justification for the preparation of magistra
Formula medicingl products in aecordance with Hiis paragraph is documented by the
pharmacy and that e relevant documentebon is readi§ available for inspecion.
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£

Hathow affecing the rulesset owd in Fegulation (EL) 2024719238, incliding as regards
the principle of volunbary and unpaid donations, this Directive and all Fegulations
referred to therein shall be without prejudice to the application of national legislation
prohibiting or resticing the wse of anyspecific type of substance of hurnan ongin or
anitnal cells, or the sale, supplyor use of medicinal products containing, consisting of or
dertved from these anirnal cells or substance s of horaan orlgin, on gronnds not dealt with in
the atore mentioned Uraon law. The Ileraber States shall corarnunicate the national

legislation concerned to the Corardssion.

The provisions of this Directive shall not affeet the powers of the Member Stated
authorities either as regards the setting of prices for medicinal produc ts or the v inc lusion in
the scope of national health insurance schemes, on the basis of health, econornic and social
conditions.

BIET26
LWMWEX

93
LIFE.5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

96
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

10.

Thiz Directrve shall not affect the application of national legislation peohibiting or
restricting the felesrams

Ea—the sale, supplsy or use of wedicinal peoducts as contraceptives or dbortifacients;

The Mewmber Statez shall copunanicate e nebonal legislabon concemed to e

COMMESSion.
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Arficls 2
Advanced therapy medicinal products prepared under hosp ital exennp tion

Byway of derogation frorn Srticle 101}, only this Arbiels shall apply to advanced
therapyrmedicinal products prepared within the Meszher Shate o a non-routine basis in
accordance with the recuirernents set in paragraph 3 and used within the saroe Ilernber
State ina hospital under the exclusive professional responsibilityof a redical pracitionets
in order to coraplywith an indrddual medical prescription for a custorn-tmade product
fato meet the needs of an mdividnal patient Cadsance d theraper medicinal products

pre pared under hospital exeraption™).

The marmfactunng erd wge ofan adsanced the raper e dicingl product pee pared ander
hiospital e xeraption shall recuive an approval by the cormpe tent authority of the Ilerber
State (“hospital exernption appeosal™). Tlerbe ¥ State 2 shall notifyy any such appeowal, as
well as subsecuent changes, to the Agency

The application for a hospital exergption approval shallbe subraitted to the corpete nt
authority of the Ivlember 5tate where the hospital iz located.
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3. Dlember States shall ensure that adseaniced the rapryr medicinal products prepared under
hospital exeraphion coraply with the requirernents equivvalent to the good manfacturing
practices and trace abilityfor advanced therapry e dicinal produc ts referred to in Articles 5
and 15 of Regulation (EC) Mo 139472007 respec tively, and with pharmacovigilance
reguirernents equivalent o thoss provided for at Uraon level puarsuant to [revised
Regulation (EC) Ho T2652004].

4. Llernber States shall ensure that data on the use, safety and the efficacy of advanced
therapyraedicinal products prepsared under hosypital exernphion as well as anp relev et dala
specified in the wnplemented qels referred to in paragraph 7 1z collected and reported by
the hospital exeraption appeoval holder to the competent authority of the e nder State at
least aremally, The daba shall be collecled and reported in @ struchered and standa rdise d
way that encbles robush reliable and comparable resulls and conclesions. The corapetent
authority of the Ivlember State shall review such data and shall werifiy the cormpliance of
ackvanced theraper rmedicinal products prepared under hospital exe rgption with the
reguirernents referred o in paragraph 3. Dpor reguest the competent quthorifies shall
provide scientific and re gulatory advice to developers of advanced therapy me dicinal
products o be prepared and wsed under Rospital exempion and bo Rospital exempion
cpproval holders on the further development of their adv anced therapy medicingl
produch and when appropriak for the purpose of oblaining a markeing authosisation
by the Dhion.

¥ Regulation (EC) Mo 139472007 of the Enropean Parliament and of the Couneil
of 13 Hove rohber 2007 on adsance d therajper moe dicinal produc ts and araending Dire ctive
2001523/EC and Fegulation (EC) Mo 72602004 (O L 324, 10122007, p. 1).
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5. If'a hiospital exernphon approreal 1s revoled due to safetyor e fficacy concerns the
cornpetent authority of the Wlember States that approseed the hospital exeraption shall
inforrn the Agencwand The Agency shall inform the competent anthorities of the other
Ilernber States.

f. The corapetent authorityof the Merber State shall transrodt the data related to the uge,
safety and efficacy of an advanced theraprr rnedicinal product prepared nnder the hospital
exeraption approeal to the &gencyannmally. The Agencyshall in collshoration with the
cornpetent authonties of Member States and the Corrission, set wpand maintain a
reposttory of that data, including the me chanian for eleckronic submission.

1. The Cornission shall adopt 1raple menting acts to specify the following:

ta)  details of the application for the apgpecreal of hospital exeraption referred to in
paragraph s, second subparagraph, ncluding the evide nee on quality, safety and
efficacy of the advance therapy rmedicinal peoducts prepared under hospital
exermpton for the approval and the subse quent changes;,

iy the condend and forrmat for collection and re porting of dats referred to in paragraph 4,

el the raodalitie s for the exchange of knowle dge between hospatal exemphion approseal
holders within the sarre Dlerber State or differe nt Ilember States;
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rdy  the raodalities for pre paration and use of adsanice d thera gy me dicinal products under
hospital exernphion ona non-routine basis,

Thiose irupleme nting acts shall be adopted in accordance with the e xamination procedare
referred to in Artcle 214020,

B. The Agency shall provide to the Corarrdssion a report on the experience acguived with the
hiospital exeraption appronals on the basiz of contibmtons frore Ileraber States and the
data referred to in paragraph 4. The report shall be made publcly ovailable. The first
report shall be provided theee wears after [OF please insert the date =184 months after the
date of entering into force of this Divective] and then every fTve wars thereafter.
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Arficls 3
Excep tions umder ¢ertain ¢ irc umsiances

1. & Wemwber State rnasy in order to fulfil special needs, exclode frora the scope of fhis
Diirective medicital products supplied in response to 2 bona fide unsolicited order or
cncipated bonafide unaolicited order, formulated or used—peepend in accordance with
the syecifications of an authorised healtheare professional and for use berasdo fulfil e
needs of indirvidual patiesdrafends under the iv dive ot personal responsibility. Howeser, in
such-sase cages Merrber States shall enconrage healtheare professionals and patients to
reort data on the safetyrof the use of such products to the corape tent authority of the
Ileraber State in accordance with Article 97,

For allergen medicinal peoducts supplied in accordance with this paragraphy, the competent
authonties of the Member State mayrequest the submission of welevant inforation in

accordance with fwne s I1.
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Iz In justified cases, and whe re other poasible me asures are decwned insufficiend by the
hdermber Shale o engure availabilidy of the concerne d medicinal producks or suitable
allernatives for their pationts, @ Member Shate may temporarily allow the preparation
and supply of medicinal products prepared bo mikioate or resolve a shorage in thal
Mdermber Skake, or to address the specific needs of the pakends in that Member Sae ing
situation where @ marlieting quthorization holder has withdrawn the marketing
cuthorizaion of o medicinal product for reasons unrelated o qualih, safely or efficacy
oF to address a sibiation, where there is an authorised me dicinal product in the Union
butit does wot cover the specific strength, pharmacentical form or formulation needed to
address the specific needs of patients in that Member Shate.

The excephons referved to in this paragraph shell apply only when there is no suitable
cllernative medicinel product quihorised in the Urion, or where such an allernative
exigts, but is not available within that Member State, or cannot be supplied in
eecordance with paragraph I, and to the exdent necessary to meet $e specific needs of
the pabents, and in the case of shorlage, when the shortage in the relovant Member Shate
cannot be resolved through Uhion coordinated achons. Member Sates shall endeavous,
to the extent possible, do addvess the shortage under the rules set outin this Direchive
and Fegulabion frevised 7282006 ] before having recourse to this paragraph. Purely
Financial considerations shall nob, lead to reco gnition of the exdstence of specific needs
capeble of juskfiing the applicaon of his paragraph.
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For we dicinal products prepared and supplied in accordance with this

paragraph Member States shall ensure hat:

(iz}

(B

(e}

(it}

fe)

the preparaion of the medicinal product is approved By the nalonal competent
quthority on the bagis of an assessment of the case awd on preblic health orounds,

in the case of a shortage, the approval under point (1) is revoked when the
shorkage i resolved or the medicinal product can be supplied in aecordarce with
paregraph I;

in the cages other than shortages referved bo in the first subparagraph the approval
shall be Brited in Gme @ud assessed b appropriate intervals for the necessily of
the exemphion and shall be revoked without undue delay when o suitable medicinal
product ie quthorised in the Thion and availoble within ot Member Sale or the
medicinagl product can be supplied in gecondance with paragraph I,

appropriate oversight by the noional competent quthoridly i in place and in
particular any gsues with re gands o gualily and safely are monitored and

graluated,

the facilidy preparing the medicinal product complies with the requirements of the
Good Manufactuning Prachices referred to in Arficle Tal,
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() e gually, safel and efficacy and e posifive benefil-risk balanee of the
medicinal product is confirmed by the nekonal competent quihoriyy,

(gl e productis supp led do patiends under the supenision of an authorised

healtheare professional

Ib. Member States may temporarily exclude from the scope of this Directive me dicinal
products manafactured and supplied exclisive ) to the armed forces for military or
de fence purposes, prepared under e responsibilily of the national authonly for malitay
or defence matters and prepared on the basis of nalional monographs for the

manafacture and guelily assesswment of these medicinal products.

2. Witheout prejudice to Lrticle 30 of [revised Fegulation (EC) Mo T2602004], Ideriber States
rnay teraporarily authorise the use and distibution of an unanthorised medicinal product n
response to a suspected or cordirrned spread of pathogenic agents, toxing, cherdcal agents
ot rue lear radiation arey of which could cause harn,
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3. Ilember States shall ensure that marketing anthorisation holders, marofactore rs and
he altheare professiorals are not subject to ool or adrainistative Labality for ansy
cobse uence s resulting fromm the use of a medicinal produet othe reise than for the
authorised therapeutic indications or forn the nss of an unanthorised medicinal product,
where such use 15 recornmmended or required by a cornpetent authority in respornse to the
suspected or corfirraed spread of pathogeric agerts, toxine, chernical azents or rcle ar
radiation anyof which could canse hatm . Such provisions shall apply whether or nota
natioral o a centralised marketing anthorisation has been granted.

4. Liahility for defec tive products, as provided for by [Couneil Directive S537HEECY - OF
please replace reference by new mstoarae nt CORE 2022 495 when adopted], shall not e
affected by paragraph 3.

¥ Couneil Divective E557THEEC of 25 Tuly 1925 on the approxitaation of the laws,
regulations and adreinistrative provisions of the Ileraber States, concerning lability for
defectre products (OF L 210, 7.2 1985, p. 29).
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Arficle ¢
Definitions

1. For the parposes of this Directrve, the following definitions apply:

(1) “reedicinal produet” mea

(&) arcysubstance or combiration of substances that is pressuted as having
properties for teating or preventing disease in human beings; or

(b} any substance or combination of substance s that rmaybe used inor
adreinistered to harnan beings with aview to either restoring, correcting or
modifyng plosiological functions byrexerting a pharmacological
imrenological or wetabolic action, or to taking a medical diagrosis,

(21 “substance’ reans any matter irvespective of origir, whick mavhe:

(&) human e.g. Hissues and cells, haroan blood, harvan secretions and horman blood
products;

(b} animwal, ez, whole anirals, anitaal organs and parts thereof, animal tissues and
cells, anirnal secretions, toxins, extracts, anirnal blood and arirnal blood

produrcts;
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o) wegetal, eg. plants, including alzae, parts of plants, plant secretions and
exudates, extracts,

(d)  chermcal e g, elements, naturally occuing chemical materials and chemical
products obtaine d by chenical change or symthesis,

{e)  ricro-orgarndsms, e.g. bacteria, virnses and protozoa;
(fy  fungl including mocro-fungi (yeast),

(31 “active substance’ mears any substance or raix hare of substance s intended 1o be uged
in the marnfactire of a rmedicinal product and that, when uzed in its production,
becores ar active ingredient of that produet interded to exert a phartnacological
irvrnunological or rmetabolic action with a view to restoring, correcting or rmodifying
plosiological fune ions or 1o make a medical diagnosis;

() Cstarfing material’ mears any material frorm which an active substance iz
marmfactne d or extracted;

(da)  ntermediat product’ means any panrtly processed matesial which must undergo
Further manufochiring steps before i becomes @ bull me dicinal product oy
finished medicingl product;

15 Cexciplent” means any ingredient of a medicinal product other than the actrve

mthatahce;
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(6]

i

(5

(%

(10

(113

“furctional excipient’ meats an excipient that contrfbutes fo or enhances the
performoance of a medicinal product or perforres an action ancillary to that of the
active substance bt does not have a therapeutic contribution on its owr,

“avanc ed the rapry e dicinal produet” roe ans adsranced the raper e dicinal product as
defired in Article 213, point (&), of Regulation (EC Mo 139472007,

“allergen medicinel product” meats any rmedicinal peoduct that is mtended to identify

or induce a specific acyuire d alteration in the rnrmomological responss to an allerzen,

‘corape tent cuthorily sathertes” means the Agencyor and the competent auihordy
atveassies-0f the Ivlerabe rs Statess

*Leeney means the European Medicines Agenc oy,

‘non-clinical” means a study or a test conducted invito, exvivo, insilico, or in
chernico, or a non-haraan in vivo test related to the irpestigation of the safety and
efficacy of a raedicinal product. Such test may incnde siveple and coraplex harnan
cell-based assays, ricrophysiological systens meluding organ-on-chip, comguter
todelling and other in sifico methods, other non-hornan or hunan biolagyrbased
teat methodse and anitnal-hased tests;
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(12 “reference medicingl peoduct’ means a medicinal produet that is or hasbeen
anthorize d sethetrsesehy @ Member Sate or By the Commission under Article 5, in
accordance with &rbcle 6,

(13} “generic mwedicinal product’ means a redicinal peoduct that has the sarme gualitative
and uantitatre composition in active substance s and the same pharimace utical form
as the referenice medicinal product,

(14 hiological mediciral product” means a medicinal product, the actve substance of
whick is produced by or extracted fromw abiological source and which due to ite
cornplexity, its characte risation and the deterrnination of its gqualityrmary regnive a
corrbination of physico-chernical-biological testing, together with its control
strategy,

(Tda) Biogimalar medicinal product means q bhivlpgeal medicinel product that iz similar
o @ reference medicinal product and has e same shrength, pharmacentical form,
route of adwminiskrakon;

(15 letter of access” means an original docwnent, sighed by the owner of the data or its
representative, that states that the data raayrbe used for the benefitof'a flard partyby
a compete nt authority or the Coreaission for the parpose s of this Divective;
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(16 “fived dose corabination medicinal product’ mears a medicinal product consisting of

a cornbination of active sutbstances intended to be placed on the marketasa sngle

pharrmacentical form;

(17 “rooadbi-ree dicinal peoduct package” means a package that contains more than one
medicinal product urder a single rove nted narae and interded to be used ina medical
treatrne nt where the ndisadual medicinal products in the packagze are for medical
prrpose s sirlts heonsly or sequentially advainistered;

(1%) “radiophavrarentical” raeans ay medicinal product that, when read wfor use,
cobtains one or more radionue lide s (radicac tive isotopes) ineInded for & e dicinal
prpose

(1™ “radicrmchide generator” means any systemn incorporating a fixed parent radiornclide
frora which is produced a daughter radionuclide which is to be obtained by elution or
bryrany other method and ueed in a radiophatacentical

(200 kit for radiophannacenical preparafion’ means anyjpre paration o be reconstitted
ot cornbined with radionueclides i the final radiopharmaceutical, wsuall y peior to its

adrrinistration,
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1213 ‘radiorochide precursor’ means any other radiormclide produced for the radio-
labelling of anothe r substance prior to adrministration,

(2 fanfirndcrobial’ means any rmedicinal product with & direct action on micro-orzatisrms
nsed for treatrae nt or preve ntion of infections or infeetious diseas: s, including
antibiotics, antiviralsexed, antifungals and ansiprobozoels,

(231 “integral comwbination of a medicinal product with a medical device” means a
corrbingtion of a medicinal product with a medical device, as defined by Fegulation
(ETT) 20070745, and whers

fa)  the tao forro an integral product and where the action of the medicinal prodoct
iz priveipal and not ancillavyto that of the medical dewvice, or

by the medicinal peoduct iz inte nded to be adrainistered by the roedical device and
the two are placed on the market in such a wayrthat they form a single integral
product that is interded exclustve Iy for use in the gren corabination and where
the medical device is not reusable.

(24 “combited advanced theraper medicinal products” toeans a product as defined in
Larticle 2 of Begulation (FC) Mo 139472007, inclnding when a gene
theraprr raedicinal produet is part of the commbined adranced theraper rmedicinal

product;
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135 “reedicinal produet in exclustve use with a medical device” means a medic inal
product prese nted in a package with a medical device or to be used with a specific
tedical device, as defined by Fegulation (BT 201707435, or with @ in-vitro
diagrnostic medical device as de fined by Fegulation (E0) 2007744 and refere niced
in the surarnary of product characterstics;

126, “corobination of a medicinal produet with & product other than a me dical desdee’
tneans a corbination of a rme dicinal produoet with & produet other than a me dical
desrice (as defined by Begulation (BT 38005200 7245 and Fe sulaion
(ELD 2017748 of the European Parliament and of the Council®) and where the
tano are intended for use in the given cordbination in arcordance with the surmaryof
produet ¢ haracteristics;

127 “iraraunological medicimal product’ means:

(&) amyvaccite-ss allergen medicinel product, or any other medicingl product

eliciing an qclive and specific inanune response,

by arcymedicingl peoduct consisting of toxine-ey s s, poly clonal or
momoclonel ankbodies or other immunoglobueling and wed to produce
passive lrrnunity ot to diagnoge the state of ooty

F Fegulation (ELN 20177748 of the Furopean Parlioment and of the Council of 5 April 2017
on in vibro diggrostic medical devices and repealing Directive P8 7HEC and Commission
Dy cision J0I0227ED (O L 117 552007 p. 1749
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(28) accine” means anyraedicingl product that is ite nded to elicit an irenune response
for prevention, ncluding post exposure prophylaxis, and for teatreent of dissases

cansed by an infections agent;,

(200 “gene therapr edicinal product’ means a medicinal product, except vaccine s against
infections diseases, that contains or consists of:

{2l asubstance or a combination of substances intended to edit the host genome in
a seue nee-spec ific manner or that contain or conasts of cells subjected o such

modification; or

(b}  arecorbinant or symthetic rocleic acid used in or admindstered to huroan
heings with a view to regulating, replacing or adding a genetic seouence that
e diates its effectbylong laskn g transc ription or translation of the tansferred
genetic rmaterials or that contain or consists of cells subjected 1o thess

modifications;
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130 “sornatie eell theraper redicinal product’ means a biological medicinal produet that
hias the following characteristics:

fa) econtains or consists of cells or tissues that hase bee n subject to substartial
rnanipnlation so that biological characteristics, physiological funetions or
structural properhies relevant for the inte nded clineal nse have been altered, or
of cells or issues that are not intended to be used for the same essential
fiumetion(s) in the recipient and the donor;

(bl iz presented as having properties for, or is wsed in or adwinistered to horean
beings with a wiew to treating, preventing or diaghosing a disease through the
phatrnacological, rnrnmological or wetabolic action of its cells or fssues.

For the parposes of point (), the manipalations listed in &omez T o Begulation (BEC)
Mo 13942007, in particular, shall not be considered as substantial mandpalations.
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(30z) pladform technology’ means a bechnology or colleckon of technologies that has
the polential to be incorporated iz, or used By, more ran one medicinal product
and ig comprehensive, wellcharacterised, reproducible, and standardised and nsed
for the development, the manufackuring process or gualily control of medicingl
products that rely on prior Inowledge and are established under the same
undering seientific principles, which have reasonable sciontific certaing to

remunin wnehanged aoross medicingl products,

(30h) platform technology master file ' means q document, prepared by e owner of the
platform technology, B condaing o detadled descrphion of the plalform
technology

(317 “SoHO-dertved medicival product other than £ THWP:" treans any e dicinal produet
containing, consisting of or deriving from a substance of biuraan origin (SoHO), as
defined in Begulation [SoHO Regulation], other than tissues and cells, that iz of
standardise d consistenc ywand 1s prepared by

fa)  amethod irvobang an ndustial proce ss which includes pooling of donations;

or

(b} aprocess thatextracts an active ingredient fiowm the substance of hunan origin
ot transforns the substance of Tornan origin by changing its inherent

properties;
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13 ‘risk management plan’ meansa detailed description of the risk ranagerns nt systern,

(33 ‘ervirorrnental visk assessment’ means the esaluation of the nisks to the
erevirontrient, or risks to public health, posed by the releass of the medicingl product
in the errironrient fexefolowing the use and dispozal of the medicinal product and
the idertification of sk presention, hmitation and rmitigation measwes. For

b i ierissckielweds-ofastos anfinicrobials, the ERA

alzo encorapasses an evaluation of the risk for antimic robial resistance selection in

the erirontment due to the marnafac toring, use and disposal of that redieinal

product,

134 fanfirndcrobial resistance” reans the ability of a rmicro-organdsm o survive or to
grow in the presence of a conce niration of an antivicrobial agent that iz weually or
was previously sufficient to inhibit or kil that raiero-orgarsm

(331 ‘risks related to use of the medicival product’ means any rish:

{a)  relating to the cuality, safety or efficacyof the medicina product as regards
patients health or public health,

(b} of undesirable effects on the exparomment posed by the wedicina] product,

() of undesivable effects on public health due to the release of the medirinal

product in the ersironteent imeluding anti-rricrobial resistance;
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136, “active substance master file” mears a document that containg a detailed description
of the rarafae tuing process, quality control during manafacture and process

validation prepared in a separate docurae nt by the mannfachrer of the active
athatahice;

13T “paediatic ieeestization plan’ means a research and desee loprne nt programine airmed
at enmuring that the necessary data are generated deferroining the condiions in which
a medicival product rmaybe anthorised to treat the paediatie population

(3%) “paediatric popalation” means that part of the population aged be toveen birth and
under 12 years,

(390 “amedbieinedme dical prescription’ mweans any medicinal prescription issued by a
professional e rson qualified to do so;

040y “dbuse of medicival products” means persistent or sporadic, intentional excessme use
of edicinal products that 1s aceorpanie d by harrafil physical or peychological
effects,

(411 henefit-risk balance ” meats an evaluation of the positive therapeutic effects of the
tnedicinal product in relation o the risks referred to in point (35), subpo it (a);
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(4d)

(43)

i)

(43

46)

(47

(42

‘matketing authorsation holder representative” means the persor, cornonly known
as local repre sentatree, designated by the marketing authorsation holder to repeesent
the rarketing anthorisation holder in the Dlember State concerned,

‘package leaflet” means information for the user that arcorapanies the medicinal
product,

‘outer packaging” roeans the packazing into which is placed the irore diate
packaging;

‘rnrnediate packaging means the container or other forrm of packaging irmrne diate 1y
in contact with the medicinal product;

labelling” means information on the venediate packaging or the outer packaging;

“riaree of the medicmal product’ means the name, which mavybe either an irsented
natre hot lishle 1o confision with the common hatoe, ot a comtaoh ot a0 ienhific hame

accommypanied by a tradernark orber the nare of the marketing authorisation holder;

‘cotirnon harne  taeans the international non-proprietary narae rec orreae hded by the

World Health Orzamization for an active substance ;

BIET26
LWMWEX

112
LIFE.5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

119
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

A “strength of the medicinal product’ means the cordent of the active substances ina
medicinal product, expressed quarditatre Iy per dosage arat, per unit of wolare or
per urdt of weight according to the dosage fomnm,

(307 “falsified e dicinal peoduct’ mwears anyr toe dicinal product with a false represertation
oft

fa)  itsidentity, including its packaging and labelling, 1ts natoe or its corposiion
as regards any of the ingredie nts including excipients or the strength of thoss
ingredients;

(b its source, including its wannfacturer, its country of anufaching, its country

of origin or its marketing authorization holder; or

{c1  its history, including the records and docurents relating o the distibution
channels nsed;

This definition does not inclode uninte ntional guality deflects and is withont prejudice
to infrirgerne nts of intellectoal prope sy rzhts.

1513 “public health exnerzency’ means a public health emergenc v recognised at Urdon
level by the Coronission under Srticle 23(1) of Regulation (EL) 202202371 of the
Ewropean Parliament and of the Council®,

3 Regulation (E1T) 202272371 of the Ewropean Parliament and of the Council
of 23 Nove rber 2022 on serious cross-horder threats to health and repealing Decision
Mo 102202013/ ET (O L3114, 6,12 2022, p. 26),
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VL SUAbE-for-profit ent

(53)

i Frrb " rrea o-akerlala o
vahural o legal person that is not making or notinknded do make profils; ora
natwral or lo gal person that is not owned or controlled directly or indirectly by any
enkly Ruatis profit-maling, end has aot conclided agreements with such entiy

concerning sponsorship or participation to e medicingl product developmend.
"Entities niot engaged in an econornic actvity” e ferred to in Annex Vof
Fegulaion (EI) 20247568 of the Furopean Parliament and of the Councilaf 7
Februarp 2024 on fees and charges papable to the FEuropean Medicines Agency,,
shall be considered as @ ‘hot-for-profit entiy ' as defined in this Divective —ad-tead

“redcro, stnall and roe dinrn sized enterprises” rmeans wdcro, swall and roedinr -sized
enterprises as defined in Arficle 2 of Commission Fecorumendation 20030361 /BC3*,

Corarnission Peoormmmendation of 6 Ivay 2003 concerning the defindtion of mdcro, stoall and

tedinr-sized exterprises (OJ L 124, 20.5 2003, p. 36).
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(54 “srardation’ or Seaniation of the s of'a marke ting anthorisation” means any
arne ndrment to:

fa)  the contents of the particulas and docurnents referred to v Arbicle 6(2),
Articles 9 0 14 and Srticle 62, Annex [ and Snnex [T thereto and Aricle 6 of
the [revised Fegulation (EC) Mo T2672004] ; ar

(b the terrns of the decision granting the marke ting anthorisation for 4 medicinal
product, including the saroraryof product characteristics and arr conditions,
ohligations, or vestrictions affec ting the marketing authorization, or changes to
the lahelling or the package leaflet related to changes to the surenaryof
product characts ristics,

155 “post-anthorisation safe ty study” means anyrstudy relating to an authorised medicinal
product conducted with the aim of iWentifsying, characterising or quantifiing a safety
hazard, confirring the safety profile of the medicina product, or of e aswing the

effectrre ness of rish wanaze went meases,

(56 “pharmacovigilance syster” means a systern used by the marketing anthorisation
holder and by Werober States to fulfil the tasks and resporsbilities set ot in
Chapter I and designed to mondtor the safe ty of authorizsed e dicinal products and
detect any change to their bene fit-risk balance,
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(27

(58]

(55

(60

Ly

(6

“pharrracovigilance systern rnaster file” means a detailed descnption of the
pharmacovigilance syster used by the marketing authorisation holder with respect to

ore ot rmore authorised medicinal products,

“tisk ranagement systern” means a set of phannacovigilanee anivdties and
intervertions designed to identifyy, characterise, prevent or minirise risks relating to
a medicinal product, inelnding the assesstnent of the effechiveness of those actoities

and interventions;

“averse reaction’ means a regpohse to a medicinal product that is noxions and
nninte heled,

‘sarious adverse reaction’ means an adverse reacton that remlts in death, is life-
threatering, require s inpatient hospitalisation or prolongation of existing
hospitalization, results in persistent or sigraficant disability or incapacity, or isa
congenital avornaly or abirth defect;

‘unexypec ted adverse reaction” meats an adwerse reaction, the nabure, severity or

outeorae of which iz not consistent with the swramaryof prioduet characteristics,

‘homeopathic rmedicinal product” means a medicinal procduct prepared from
horneopathic stocks i accordarce with a homeopathic marafactoring procedure
described by the European Phavnacopoeia oz, in the abaence thereof, by the
phatmacopoeias currently used officially in the Derber States;
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(63

(B

(63

(68)

“traditional herbal medicinal peoduct’ means a hetbal me dicinal prodact that fulfils
the conditions laid dowr in Srhicle 134013,

‘herbial medicinal product” means angy medicimal product, exclusivel yoontaining as
active ingredients one of more hethal substatces or one or more hetbal preparations,

or one of more such herbal substances in combination with one or more herbal
preparations,

‘hethal substances” means all mainly whole, fragmerted or cut plants, plant parts,
alzae, furgi, lichen i an ungrocessed, wuallydried or fresh forw, and certain
exndates that have not beer subjected to a specific teatment are also corside red fo
be hethal substances. Herbal substance s are preciselydefined biythe plant part nsed
and the hotanical narne according to the binomial systern (getins, species, warle ty and
anthor?;,

“herbal preparations” means preparatinns obtained byrsubjecting hethal substatices to
treatme nts much as extracton, distillation, ex pression, fractonation, parification,
concentration or ferrmertation including coruminnted or powde red hetbal substances,
tive tares, extracts, essential oils, ex pressed juices and processed exudates;
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AT fcortesponding teadiesa-hesbelsmedioiet product” means a-eiere-hekel
seekieet product with the sarme active substances, iespecttve of the excipients
nsed, the satne or sirailar intended parpose, equrralent stength and posology and the
sane o sinilar ronte of admirdstration as the traditional herbal medicinal product
applied for;

(67a) ‘manufackre of mediciec] products' means auy operchon which is part of the
process of bringing active substances and excipients into @ medicing] product and
ary related operation, meluding but not Bmited to processing, filling, sterilisation,
aegembly, lnbelling, tmmediate and owter packaging and repackaging, storage,
gualiy control tegting, and release of the medicinal product;

(678) Dk centralize d manufachiring’ means a sel of manufachiring achvities of
wmedicingl products Frat are carvied out wnder e control of q central site which
supervises one o more de centralised sites where maufachering achivibies lale

place, and which are locate d in sufficient prosamady bo pakiends;

(a7e) wanufachere of ackive substances’ wmeang any operalion invobed in producing the
aehve substance from starfing materials and any related operaion, including bt
not mided b, processing, packaging, repackaging, labelling, storage, quality
control begting and relecse of the acbve substance;
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165} “wholesale distdbation of me dicinal produets” means all activities, consisting of
procuring, holding, supplying or exporting medicina products, whether for profit or
niot, apart from supplying medicinal products to the podlic. Such actbities are carried
ot with rarmfac torers or their depositonies, importers, other wholesale distributors
or with pharraacists and persons anthorised or entitled to supply rmedicinal products
to the public in the IvEraber State concerned;

(69 hrokering of wedicinal products” means all activities in relation to the sale or
parchase of redicinal products, except for wholesale distrbution, that do not inclode
pliosical handling and that consist of negotiating indeperdenflyand onbehalf of
another legal or natural person,

(70 “pablic service oblization” means to msrssdessnsure pertnane hllyan adeguate range
of medicinal products to raeet the recpure rerts of a specific geographical arvea and to
deliver the supplies requested withan a wery short titee over the whole of the area in
guestion.

2 The Corunission is empowered to adopt delegated acts in accordance with Article 215 1o
araend the definitions in paragraph 1, points (2) o (63, (31, (143, (167 to (317, in the light of
techrical and scientific progress and taking into account defirdtions agreed at Urdon and
infermationial lewel without sxtesdizngamending the scope of the defirdtiones.
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Chapter II

Application requirements for national

and centralised marketing authorisations

SECTION 1
GENERAL PROVISIONS

Arficle 3
Marketing authorisations

1. & oedicinal procuct shall be placed on the rnarket of a Wewber State only when a
matketing authorization has been granted byrthe competent authorities of a Member Sate
inarcordance with Chapter I1T {*national marke ting authorisation” or a marketing
authorization has been granted in accordanee with [resdsed Regalation (EC) Mo T2652004)]
i ‘centralised rmarketing authorisation™.

2 When an initial rarketing authorization has been granted in accordance with paragraph 1,
atyy developrent concerning the redicinal product cove rved by the authorisation such as
addifi onal therapentic indication, strengths, pharnace ubical fores, admimstration routes,
presentations, as well as anywariations of the marke ting anthorisation shall also be granted
an authorization in accordance with paragraph 1 orbe included in the initial rmatketing
authorization. &1 thoss rarke ing authorisations shall be conside red as belonging to the
satne global marketing authorsation, in particalar for the parpose of the marketing
anthorisations applications under Arhicles 2 to 12, meluding as regards the expiry of the
regulatory data peotecfion period for applications using a reference medicinal peoduct.
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Arficls &
General requirements for marketing authoriszton applications

1. Inordet to obtain a rarketing authorizatior, an electronic matle tng authonsation
application shallbe subrnitted to the corapete nt anthorityeoncermed in a corarnon format,
The Agency shall rake available such forrnat after consultation with the Iernber States.

2 The marketing authorzation application shall include the particulars and docume ntation
listed in Brmex [, subraitted in accordance with Sunex [ Fhere appropricte, e
marketing quihorisalion applcaion may nelude summan documents, cetifleabes,
protocols or masker files in qecordance with Chapter IT section 4 and Awnex IT

3. The docuraents and inforrmation concerting the resalts of the phanmaceutical and non-
clinieal tests and the clinical stodies referred o in Arnnex Ishallbe accomparied by
de tailed surarnaries in accordance with Article 7 and supportee raw data @ accordance
with Asticle 29 of this Direchive or Arficle gof [revised Regulafion (FC) No 7262004

4, The risk management systern referred to in Arnnex [ shallbe proportionate to the identified
rigks and the potential risks of the medicinal produet, and the need for post-authonization
safe ty data.
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5. The marketing authorisation application for a medicinal product that is not anthorised in
the Urdon at the tiree of entryinto force of fhas Directrve and for new therape utic
indications, including paediatric indications, new phanaceutical forns, new strengths and
new routes of adtednistration of authorised medicinal peoducts which are protected either
by a supplerne rtaryprotection certificate under [Fegulation (ECY Mo 46572009 - CF please
replane reference by new instnuwe ut when adopted], orbya patent which qualifies for the
granting of the supplementary profection certificate, shall include one of the following:

ra)  the results of all studies performed and de tails of all inforrnation collected in
corrpliatce with an agreed paediatrie rneestization plan;

by adecision of the Agency granting a product-specific waiver parsuant to Srticls 75(1)
of [revised Regulation Mo (EC) T2622004];

(o) adecision of the Agency granting a class waneer pursuant to Article T5(2) of [revized
Regulation Mo (EC) T26/2004];

(d)  adecision of the Agency granting a deferral porsuant to Srticle 21 of [revised

Begulation Ho (EC) T26,2004] ;
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te)  adecision of the Agency talen in consaltation with the Cormmission parsuant to
&rticle B3 of [revised Regulation Mo (EC) 72602004 o ternporarily derogate from
the prowision referred o in points (a) to (d) above in case of health e mergencies.

The docuraents subraitted under points (a) to (d) shall, ewranlativelsy cover all subsets of
the paediatric population.

é. The provisions of paragraph 5 shall not applsy to aedicina] products authorizsed wder
Articles 9, 11, 13, Articles 125 to 141 and medicinal products authe rised under &rticles 10
and 12 which are not protected either by a supple e ntary peote ction certificats under
[Fegulation (EC) Mo 46572009 - OF please replace refererice by new insthiment when
adopted], orbya patent which gqualifies for the granting of the supple mentary profection
certificate.

1. The marketing authorisation applicant shall dernonstrate that the principle of replacement,
reduction and refinetne nt of andral testing for scientific parposes hasbheen applied in
cotnpliatice with Divec tivee 2010083ET with regard to any animmal studsy conducted in
support of the application.

The marketing authorisation applicant shall not carry out arndrmal testing in case
scientifically satisfactory non-anirnal testing methods arve available. Where scientifically

safigfeclory non-animal teskng methods are not v ailable, animal esting shall be carvied
ot in qecordance with Direchve 201083/ ETT
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Arficls 7
Expert verification

1. The marketing authorisation applicant shall exsure that the detailed suramaries referred to
in frticle 603} have been drawn up and sighed by experts with the necessarytechrdeal or
professional qualifications be fore the vy are subenitted to the corpetent anthonties. The
techrical or professional qualifications of the experts shall be set out in & brief ¢ mriculumm
vitae.

2 The experts referred to in paragraph | shall justifyy any uee made of scientfic lite ratire

urder Brticle 13 in accordance with the reguirernents set out in Srwes I1

Ariicle &
Medic inal p rodw ts manufactured outside the Union

LiErrber States shall take all appropriate rmeasures to ensure that:

{a) the cornpete nt anthorit es-edheldessdossiotaa veri fir that marnfachirers and irmporters of
medicinal products coring from third counties are able o carry out manufacture in
corapliance with the particulars supplied porsuant o Anney Loede-and cany ot controls
according o the raethods descnbed 1n the parte ulars accompanying the application in

aceordance with Annex I;
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() the compete nt authorih es-edfSe-Tdssdkerstates mary allow marnfae tavers and irmporters of
medicinal products corning frorm third conntries, in justifiable cases, to hawve certain stages
of marnfac tare or certain of the controls referred to in point fa) carried out by third parties;
in such cases, the werifications by the corgpetent author be s-efthes Dlsreber states shall
also be roade in the establishroent desiznated.

SE CTION 2
SPECIFIC REQUIREMENT § FOR ABRIDCED, BIBLIOCRAPHIC
OR. CONSENT BASED APPLICAT IONS FOR MARKETING AUT HORTSATY O

Arficle 2
Applications concerning generic medicinal products

1. Boyrway of derogation frora Article 6023, the applicant for a raarke ting anthorisation for a
generic medicinal product shall ot be required to prosvide to the corpetent authorities the
results of non-clindcal fests and of clirdeal stodies if equivalence of the generic medicinal
product with the reference medicinal product is dervotistrated.

2 For the purpose of dernonstrating the equivalence as referred to in paragraph 1, the
applicant shall subrnit to the corgpetent authorities equrvalence studies, or 4 justification as
to whysuch stodies were not performmed, and deraonstrate that the generc medicinal
product e ets the relevant criteria set out in the appropriate detailed guidelines.
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3. Paragraph 1 shall also apgplyif the reference medicinal product has not been anthorised in
the Wleraber State in which the application for the generic medicinal product is subritted.
In thiz case, the applicant shall indicate in the application the name of the vk raber State in
which the reference medicinal product is or has been anthorised. &t the request of the
cornpetent authoritsy of the Wlerber State in which the application is subrmdtted, the
cotapetent authority of the other Ilereber State shall transirit within a period of one ronth
a corfirrnation that the reference e dicinal produet is or has been authonised toge ther with
the full corposition of the reference medicinal product and if necessary, any other relevant

docurnentation.

The various irrne diate-release oral pharrnace utical forrns shall be considered to be the
satne phatrracentical fomm.

4. The different salts, esters, ethers, 1somers, raxhires of 1somers, corplexes or derivatives of
an active substance shall be considered fo be the satme actmee substance, unless they differ
sigrificantlyin properties with regard to safety or efficacy In those cases, the applicant
shall subrnit additional information to demonstrate that the different salts, esters, ethers,
laorners, rmixtures of isorners, complexes or dettvative s of an active substance do not differ

sigrificantlyin respect of those properties.
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5. Whete there iz a significant difference in properies as referred to in paragraph 4, the
applicant shall subrait additional inforration in order to jrose the safety or eficacy of the
different salte, esters, ethers, isomers, mivtures of isomets, complexes or detvatires of the
authorised active substance of the reference medicinagl product in an application ander
Lrticle 10

Arficle I
Applications concerning hybrid medic inal p rod ucts

In cases where the roedicinal product does niot fall within the definition of a gereric wedicinal
product or has changes in strength, phanmacenticsl forn, route of adwinistreation or the rapeutic
indic ations, corapared to the reference medicinal product, the results of the appropeiate non-clinizal
tests or clinical studies shallbe provided o the corape tert anthorities to the extent nece ssaryr to
establizh a scientific bridgze to the data relied upon in the rmarketing authorisation for the reference
medicinal product, and o dermonstrate the safetyand efficac ywprofile of the hybrid medicinal

product.
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Arficle 11
Applications ¢ o erning biosimilar med¥ingl produc is

For a biological medicinal product that iz sirndlar to & reference biological raedicinal product
{ binsirdlar wedicinal product™, the results of appropriate corparability tests and studies shall be
pronvided to the competent authorities. The type and gquantity of supple mentary data to be provided
roust cornply with the relessant criteria stated in Sonmes 1T and the related detailed pwdelines. The
results of other tests and studies from the reference medicival product's dossier shall not be
pronaded.
Arficle 12
Applications concerning hio-hyb rid medicinal p roducts

In cases where the hologieal medicingl product does ot fall within the definition of ablosirlar
medicinal product or has changes in strength, phanmaceutical for, rote of adred nistration or
therapeutic indications, cotapared to the referetice binlogical medicival product {hio-bbrid™), the
results of the appropriate nor-clinical fests or clinical studies shall be provided fo the coragpe tent
authorities to the extent necessaryto establish a scientific bridge to the data relied uporn in the
rnatke ting authorisation for the refere nee biological medicingl product, and 1o dermonstrate the
safetvesend efficac v peofile of the bheassddahio-kyp byt d medicinal product.
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Arficle 13
Applications hased onhibliograp hic data

The applicant shall, by weasr of derozation frorn Srticle 602), not
be reguired to prosdde the results of non-clinieal tests or clinical stodies if the applicant can
dernorstrate that the actiee substances of the medicinal product have been i well-cstablished
medicinal nse within the nion for the sarme the rapeutic use and route of adwinistration and for at
least ten years, with recognised efficae v and an acee ptable level of safety in terras of the conditions
gxtoutin Annex I In that evend, the test and trial results shall be replaced by appeopriate
bibliographic dats in the fomn of sclentific Uteratare, and the applicant shall establish q scientific
bridge between the Bibliographic data and the me dicinal prodict concerned. An application
based on this Article may only be submutted if the applicant can demonstrate ot (@) no
reference medicinal product iz or has been authorised in the Thion for the active substance of
the medicing product concerned at the Hme of submission of the marleting authorisation
applicabon, or (b) while a reference medicingl product for e active substance of the medicingl
product concerned has been quthorized, i iz not available on the market within the nion, or (&)
the applicabion concerns @ herbal medicinal product for which efficacy and safely have been
established and documented in a relevant Union herbal monograph.
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Arficle 14
Applic ations hased onconsent

Following the sranting of a marketing authonisation, the marketing authorization holder may, by
letter of access, allow use 1o be made of all documentation referred o in Article 6027 wafh-asdes-
dafor the purpose of examining subsequent applications relating to other medicinal products
possessing the sarne qualitatiee and quarditattve composition in erms of actie substances and the

sarne pharmacentical fonm

SECTION 3
SPE CIFIC RE QUIREME NT 5 F OR APPLICATIONS

FORE CERTAIN CATE GORIE § OF MEDI CIMAL PRODUCT 5

Arficle 13
Fixed dose comb ination medic inal product, p latform techaalemiosn: arlotine quih onsation and
nioubii-medic inal p rodwe t pac lages
1. Where justified for Swsspsesiaclinic ol purposes, a marketing authorisation maybe granted

for a fived doge comwbination medicinal product.
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Whete justified for Sessgasioclinie ol purposes, 4 marketing authorsation ma-is
eeeptedel-sieamsreneeds be cranted for a medicinal product cormprised of a fixed
coraponent and a varishble coraporent that is pre-defined in order to, where appropriate,
target different variants of an ixdectious agent or, where necessary, o tallor the redicinal
product to characteristics of an indbvidual patient or a group of patients {“platform

toakaedaamnariefing authorisaion’).

Ln applicant that intends to submdt an application for a matketing anthovization for suchoa
medicinal product shall seel, in advance, the agreement concerning the subrnission of such
application by the competent authority conee med.

Whete justified for pablic health reasons and when the actoe substances carmot be
cotabingd within a fived dose corbination medicinal product, a marketing anthorisation
tnay, in exceptional cirewmstarices, be granted to a roult-raedicinal product package.

Ly applicant that intends to subrdt a an application for a rarketing anthorisation for such
a medicinal produet shall seek, in adveance, the agreement concerring the submission of
such application by the corape text authority conce rred.
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Ardiele 10
Radiopharmaceuticals

1. & marketing anthorisation shall be recuived for radiorme lide senerators, kits for
radiopharmaceutical preparations, and radionaclide precursors, unless the v are used as
starting material, actiee substance or interrne diate of radiopharrnaceuticals covered byra
marketing authorization under Srticle 5(10.

2. & rmatketing anthorisation shall not be required for a radiopharznace uhical pre pared at the
titne of e by a person ot by an establishraent anthorised, according to national legislation,
to e such radinpharrnacentical in an approved healthe ave establishraent e xclusivelsy fror

anthorised radiormclide gererators, kits for radiopharmac enlicql preparalion or
radioruclide precursors in accordance with the zeawafiehire's nebuctionein e summarny

of product e haracterisies.
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Article I7
Antimik robials

1. Whete the application for a marle ting authonsation concerns an antivnicrobial, the
application shall, in addition to the infornation refered to in Srticls 6, cottain the

folloaing :
(a)  anantiwdcrobial steweardship plan as referred to in Annex I,

thy  adescription of the special inforrnation reqpuiverne nts ouflined in Article &9 and listed

i Annex I.

2 The corapetent authority ssesghall reiew e information submitted in aocordance wilh
paragraph I The competent quthoridy shall impos oblizations on the marke ting
authorsation holder if it finds the risk mitization measore s contaived in the antivaicrobial
stewardship plan unsatisfactory.

3 The marketing authorisation holder shall ensure, where the pack iz intended for direct
dispensing to pafiends, that the pack size of the antirnicrobial correspords to the usual
posolog wand duration of trea et
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Arficle 18
Integral comb inations of med icinal producis and medical devices

For integral eorabirations of a medicinal product snd a redical devdce the marketing
authorisation applicant shall subrait data establishing the safe and e ffective use of the
integral cornbiration of the medicinal product and the e dical desdce.

Lz part of the assessrnent, h accordance with Article 29, of the integral combination of a
medicinal product and a medical device the competent anthorities shall assess the benefit
tigk balanee of the integral corabination of & medicinal product and a wedical device,
taking into account the suitability of the e of the medicinal product together with the
medical device .

The relevant general safety and perforrmance requirerments set out in omex [of Regulation
(ELT) 20170745 shall apply as far as the safe tyand performance of the medical device part
of the integral corebination of a tae dicinal product with a wedical device are concerned.
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3. The application for a matke ting authorization for an indegral cormbination of a medicinal
product with a medical device shiall include the docwrnerdation supporting the compliance
of the medical device part with the gene ral safe ty and performance requirernents as

referred to in paragraph 2 in aceordance with Arnwex 11 inc luding —scheresaloseand- the
regulls of the cordormity assessrnent sepestof the device part with the general safely and

pesformance reguirements of Fe gulation (ELTN) 2017745 or an opinion on the

conformiy of the device part with He general safedy and performance requiremnents of
Fe gulation (ELN 2017745 by a notified body,

4. Inits evaluation of the integral combination of a redicinal product with a medical desace
concetned, the competent anthoritie s shall recognise the weults of the assessment of
cotnpliavce of the redical devdce part of that indegral corebina ion with the general safety
and perforroance requirerments in accordance with Snnex [ of Begulation (ETT) 20177745
including, whe e relesrant, the results of the assesstoe nt by a notified body

5. The marketing authorisation applicant shall, upon reguest frorm the compete nt authority,
subrit anyaddiioral information related fo the medical device and that is relewant for the

berefit-risk balance assessment of the integral combination of a medicinal product with a

medical device referred to in paragraph 1.
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Arficle 19
Medicinal products in exclusive we with medic al devices
or in-vitro diggnostic medical devices

1. For medicinal products in exclusive use with a medic ol device or inavitro diagnosie
medical device the marketing authorisation applicant shall subrait data establishing the safe
and effectree use of the medicinal product taking into aceount its use with the e dical

device .

Lz part of the assessrnent, ih accordance with Article 29, of the medicival product referzed
toin the first subparasraph, the cornpe tent anthoritie s shall assess the bene fit-risk balance
of the e dicinal product taking into account the use of the medicinal product together with
the medical device or invitro diagnostc medical device.

2. For e dicinal products in excluste use with a medical device or invitro diagrosiic
medical device the medical device or invitro diagnoshedhe rmedical device shall meet the
reguiternents set out in Regulation (E1T) 20170745 or Regulation (B 201727744 as
applicable.

3. The application for a marke ting authorisation for a medicinal product in excluste use with
a medical device o in-vitro diagnostic medical device shall include the docurmentation
supporting the cormpliance of the medical device or #-vitro dagnoske medical device
with the general safetvand perfornmance requirernents-e-referrd-a-riparesapler i1
accordance with Sumex IT including, where velevant, the resulls of the assessment or e
corformratsy asse ssrne nt report bara notified bod sy
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4. In its evaluation of the medicinal product referred to in paragraph 1 the competent
anthority shall recognise the results of the assessrrent of compliance of the medical device

oF in-vitro diagnostic medical device concemed with the general safety and perfonmance
reguiternents in accordance with fomezx I of Regulation (E1T) 2017745 or (L) 2017744
s applicable, including, where relevant, the results of the assessnent by a notified body.

5. The marketing authorisation applicant shall, upon request frorm the comge e nt authority,
subinit avyradditional infbrrnation related to the e dical device and that is relewant fior the
berefit-risk balance assessment of the medicinal product referred fo in paragraph 1, taking
into account the use of the medicinal product with the redical desdce.

f. If the action of the medicinal product is not aneillaryto that of the medical desdce, the
tnedicinal product shall coraply with the requirements of this Divective and of the [revised
Regulation (EC) No T2602004], taking into account its uge with the raedical desdce,
without prejudice to the specific requiretne nts of the Regulation (E1T) 20177745,

In this case, the marketing authorisation applicant shall, npon reguest fror the cormpete nt
authorities, subrnit ary additional information related to the mwedical device, taking into
account its use with the e dicinal product and that is relevant for the post-authorization
ronitoring of the medicinal product, withoat prejudice to the speeific reguirerments of the
[revised Fegulation (EC) Mo 726/2004].
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Arficle 20
Coxh inations of medi inal products with produ is other than medical devices

For cornbinations of a rnedicinal produet with a produet other than a e dical desice, the
tnatketing anthorisation applicant shall subrait data establishing the safe and effective use
of the combination of the medicinal product and the other product.

Lz part of the assessrnent, ih accordance with Article 29, ofthe combination of & medicinal
product with a product other than a medical device the cormpetent anthority shall assess the
be nefit-risk halavce of the combination of a medicival product and a produet other than a
tnedical device, taking into account the use of the medicival product togethe r with the
other product.

2. The marketing authorisation applicant shall, upon reque st frorm the comgpetent authority
subrit anyaddiional inforrmation related fo the peoduct other than medical devices and
that is relevant for the benefit-risk balance assessnent of the cormbination of e dicizal
produc ts with the peoduct other than medical devices, taling into account the suitabilityof
the use of the medicinal product with the product referred to in paragraph 1.

3. The competent quthoridy may request an opivion from the quthority competent for the
supervigion of the product other than @ medic al device.
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SECTION 4
SPECIFIC DOSSIE R RE QUIRE MENT 5

Arficle 21
Rk management plan

1 The applicant of a marketing authorsation for a medicinal product refemed to in Articles 9
and 11 shall not be reguired o subrnit 2 nek managernent plan and & suvenary thereof,
provided that no additional risk raindmisation measure s exist for the reference medicinal
product and peorvided that the matke ing authorisation for the reference medicinal product
hias not been withdraws prior to the submission of the application.

2 The risk management plan for medicinal products reforred to in Arficles 10 and 12 shall
be Bmited to the differences between this medicingl product and e reference medicinal
product provided that no addibonal risk minimisalion measures exdst for the reference
medicingl product and provide d that the markeing authorisation for the reference
medicingl product has not been withdrawn prior to the submission of the applicakon.
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Article 22

Emwironmental risk assessment and other envrirenmiental information

1. When preparing the ervirorenental sk assessnent ("ERA7) {o be subratted parsuant to
Lrticle G2}, the applicant shall take into account the selentific suideline s on the
errirontnetal nisk assessme nt of wedicinal products for omnan use as referred to in
patagraph &3, or peovide the duly fastfied reasons for any drergence from the scientifie
guidelines to the Azencyor, as appropriate to the cormpetent anthority of the Tlewber State
concerted, in a tirne ly manner. Whete available, the applicant shall take into aceonnt
existing ER&s perforrned under other Union legislation.

2. The ER& shall indicate whe ther the medicingl product or anyrof its ingredients or other
cotstitie nts iz one of the following substances according to the criteria of Arvex T to the
Fegulation (EC) Ho 12720200%:

(a)  persistent, bioac curnlative and toxic (PBT),
(b wery persistent and verybioar curanlative (vEvB];
(] persistent, rachile and toxic (PIVIT), wery perastent and wery mobile (vPvIvD;

or are endocrine active agents.
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3. The applicant shall also include in the EFA nisk mitization measares to avoid or where it is
not possible, lrnit ernissions to air, water and soil of ingre diends and conshieends of
medicingl products sted as pollotants-tebed iy Dive ciive 200060EC, Directive
200651 12EC, Directive 2005105/EC and Directive 2000775/ ET. The applicant shall
provide detailed explanation that the proposed ritization measures are appeopriate and
sufficient to address the identified risks to the emiroranent.

4. The FE& for antirnicrobials shall inclode an es-aluation of the risk for antimicrobial
resigtance selection in the ervironre nt due to the entire manofacturing sapply chain inside
and outside the Urndon, use and disposal, including by healtheare professionals and
patients, of the antirdcrobial taking into account, whete relevant, the existing infernational
stardards that have established predicted no effect conce ntration (FHECs) specific for
anthiotcs.

5. The Agency shall draw up scientific guidelines in aceordance with Arficle 138 of [revized
Begulation Mo (EC) T2652004], to specifirtechnical details regarding the ER A
reguiternents for medicinal products for human use, incleding for anbimicrobial other
than anibiofics. Where appropriate, the &geney shall consult the European Chernical
Lgency (BCHA), the European Food Safety Luthority (EFS &)= the European
Ermirorene ntal Agency (EEL), and the Furopean Cender for Disease Prevenbon and
Condrol (ECDC) on the drafting of these scientifie guidelines.
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f. The marketing authorisation holder shall update the ERA with new inforrmation without
undne delasto the relevant competent authorities, inaccordance with Srticle 002), ifnew
inforraation pertaining to the assesswment criteria referred fo in Article 20 becomes
available and condd lead to a change of the conelusions of the ERA . The update shall
inclnde any relevant information from erriroreaental rordtoring, including rmordtoring
utde r Divectie 20000E0/EC, fromm eco-toxic ity studies, frorn newr or npdated risk
assesstuents under other Urdon legislation, as referred to in parazraph 1, and ernirorenental
exposure data.

For an ER& conducted peior to [OF please insert the date = 3224 months afer the date of
entering into force of this Dive ctive], the corupe tent anthority shall request the marketing
authorisation holder to update the ERA if mdssing information hasbeen idenbified for
medicinal products poterdiallvharmful to the e rsirornenent.

1. For medicinal products referred to i Articles D to 12 and 4 and fixed doge combinations
the applicant raay refer to ER studies condue ted for the reference medicinal product or to
ERA shidies of any other medicinal product containing the same acbve substances,

wher pre paring the ERA.
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Arficle 23
ERA of medi inal prod ucts authorised hefore 30 October 2005

1. B+ [OF please msert the date = 30 months afler the date of the enty into force of this
Directive] the Sgency shall, affer consultation with the cormpetent authoritie s of the
Mlember States, the ECDC, the Furopean Cherndeal Agencyw (ECHL), the European Food
Safety futhority (FEFSA) and the Enropean Erearonme ntal &zeney (EEL), establisha
prograrene for the ERA to be submdtted in accordance with Sortiels 22 of the medicinal
produc ts authorized before 30 October 2005 that have niotbeen subject to anyERS and
that the &zencyhas identified as potentially harraful to the eredronrment in accordance

with paragraph 2.
This prograrane shall be made publiclyavaildble by the Agenc .

2. The Bgency shall set the scientific criteria for the idextification of the redicinal products
as potentially havedil to the ernironment and for the prioritization of their ER & using a
risk based appeoack. For this tasl, the &geneyshall congult relevant stakeholders and
tnay request fiorm marketing authorisation holders the subinission of relevant data or

information.

3. The marketing authorsation holders for medicinal products idextified in the prograrome
referred to in paragraph 1 shall subredt the ERA to the Szency The outcome of the
assessruent of the ERL incloding a sumaeary of e ER A data subrdte d by the
tnatketing anthorisation holder shall be made puoblic Iy availdble by the Agenery.
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4. Whete there are several medicinal produets identified in the progratoene referred to in
paragraph 1 that contain the sare acttve substance and fhat are expected to poss the same
tigks to the erwvirorunent, the comgpetent authorities of the Ilerwber States or the Sgency
shall enc ourage the marketing authorisation holders o conduct joint studies for the ERA,

to minirdse unnecessary duplication of data and nse of ardmals.

) Hhere a joint shidy ag referred to in paragraph 4 hag not been condicte d, for medicingl
products referred to in Articles Qo 12 and 14 and fixed-dose combinchons, for which
the reference medicingl product or the medicingl product conbtmining the some qobye

substance g been authorised before 30 Ceodober 2005 and whick are wecluded in this
prograwume, the ERAshall be submibte d after the outcome of the ERA of such reference
medicing] product is male publely availzble by the Agency.

Arficle 24
Systemn of ER A monograp hs of the ERA data of active substances

1. The Agency shall, in collaboration with the corape tent authorities of the Member States,
set-up an actie substatce based review systern of ERL data {FRA monographs™) for
authorsed medicinal products erd publicise relevant nformation about that sy stem. hn
EB.& raonograph shall melude a cormprehe nsive set of phsiocherndcal data, fate dats and

effect data bagsed on an assesstaent of a cormpete nt anthoritsy
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2. The setting-up of the syetern of ERA monographs shall be based on a risk-based
pricrtisation of active substances.

3. In the preparation of the ERL monograph referred to in paragraph 1, the Agency may
request information, studies and data frora corape tent authorities of the TWlernber States and
frorn roarketing authorisation holders.

4. The Agencyin cooperation with the cormpetent anthorities of the MWenber States shall
conduct a proof-of-concept pilot of EFA monographs to be coraple ted withan three wears
affer entering into force of this Directive.

5. The Comraission is erapowered to adopt delegated acts in accordance with Arficle 215 and
haged on the resalte of a proofiof-concept pilot referved to in paragraph 4, to supplerent
this Dhirectrve byspecifying the following:

ta)  the corntent and format of ERS monographs,
(b the procedures for adopting and updating the ERA monographs;

(el the procedures for subdssion of inforraation, studies and dats referred to in

paragraph 3,
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rdy  the risk-based prionitisation criteria for the selection and prioritisation referred to in
paragraph 2

ey the use of ERA monographs i the context of tew marketing anthorsation
applications for medicinal products to sapport their ERA.

Arficle 25
Active substant & master file pesiBeate

1. Mlarke ting authorization applicarts may, mstead of submmitting the relevant dataona
cherical actrve substance of'a medicinal produet recuited in accordance with Sanex 11
relyon an achive substance master file, an active substance master file certificate granted
by the Sgencyin arcordance with this Srticle ("active substance master file certificate™ or
a certificate cordirening that the quality of the acttve substance concermed 1z suitably
controlled by the relevant monograph of the Europe an Pharracopeia,

Ilarke ting authonisation applicarts rnawonly relywon an active substance master file if no
cerfificate exists on the sarne active substance master file.

Iz The Agency shall be respongible for he gravting of @ coby e subshanee master file

cerkficate.
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&nactree substance master fle certificate ravhe granted bythe Agencvin cases where
the relevant data on the active substance concerned is not already covered by a

ronograph of the European Pharracopeda or by an active suhstance master file certificate.

Inorder to obtain an active substance master file certificate, an application shallbe
subritted to the Azency. The applicant for an active substance master file cerfificate shall
dernorstrate that the acttee substanee concemed is not alveady covered by a monograph of
the European Pharmacopeia or an active substance master file certificate . The Agenc oy shall
exatrine the application and, in case of a positeee outoorne, shall grant the cerificate that
shall be walid thronghout the Undon. The application for an ackwve substance magker file
cerfificate wmay be submitted to the Agency separatep from @ marlieting auihonsaion
cpplication. In case of centralised marketing authorizations, the application for an actre
substance rmaster file certificate maybe subruatted as part of the marketing authornsation
application for the comesponding e dicinal product.

The &gzency shall establish a re pository of active substance master files, their assesaments
reports and their certificates and ensure that peraonal data end formeton of a
cornercialy confidenfal nature 1s protected. The Agency shall ensure that the
comnpetent authonties of the MWeraber State have access to this repository.

The active substance master file and the active substance master file certificate shall coser
all the inforrnation requived in Annex IT on the active substance.
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4. The actre substance rmaster file certificate holder shall be the mmarnfactorer of the ache
substance.

5. The actrve sbstance raster file certificate holder shall keep the active substance master
file up to date with scientific and technological progress and introduce the changes
requited to ensure that the active substance i3 marutactured and controlled in accordance
with generallyacee pted scientific methods.

f. If requested byrthe Bgency the ranufacturer of the substance for which an application for
an active substance master file certificate has been submitted or the actrve sbstance
rnaster file certificate holder shall mndergo an inspection to werify the inforration
contained in the application or the actrve sdbstance master file or their corgpliance with
good marafae taring practices for active substances referred o in Lrticle 160,

If the wanafacturer of an active substance refises to underzo such an inspection, the
Lgene v rnay suspend or tertninate the application for an actove sdbstanee master file
certificate.

1. If the actrve substance master file certificate holder does niot fulfil the oblizations st out in
the paragraphs 5 and €, the Agency ray suspend or withdraw the certificate and, the
corapetent authorities of the e mber States may suspend or revoke the marketing
anthorisation of & medicinal product relying on that certificate ortake measres to probdbit
the supply of the medicinal product reling on that certificate.
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a. The marketing authorisation holder of the redicinal product granted on the basis of an
active substance raster file certificate reroains responsible and lable for that redicinal

product.

a, The Corunission is erpowered to adopt delegated acts in accordance with Article 215 1o
supplernert this Directrve by specifying, the following:

(a)

Ly

)
(d)

(&)

i)

the males governing the content and format of the application for an actie substance
master file certificate

the rules for the subemission and exanination of an apgplication for an actrve

substance master file certificate and for the granting of the cerbificate;
the rules for making pablicly vailable of active substanee master file certificates,

the nules for introducing changes to the acttve substance master file and the active
mihstance master file certificate;

the rules on access for competent authorties of the Merher States to the actoee
substance master file and ite assessnent repor;

the rales on arcess for raarketing anthorisation applicants and rarke ting
anthorization holders relsing on an actoee substance master file cerificate to the
actrve substance master file and to the assessrnent report.

BIET26
LWMWEX

155
LIFE.5 LIMITE EN

7424/26 ADD 1

156
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Arficle 20
Additional guality master fles

1. Ilatke ting authorization applicards ray, instead of submitting the relesant data onan
active substance other than a cherdeal actee substance, or on other sibstances present or
used in the marmfae tore of a medicinal peoduct, required in accordance with Snnex I rely
ot an additional guality master file, an addiional quality master file certificate sranted by
the Lgencyin accordance with this Srticle (“additional euality master file certificate™, ora
certificate confirrving that the quality of that substance iz suitablycontrolled by the
relevvant monograph of the Enropean Pharmacopeia.

Ilarke ting authorization applicards rnayondy relyw on an additional gquality raster file
cerfificate if no certificate exists on the savne addifional quality master file.

2. Article 25, paragraphs 1, Jq, 5to 5, 7 and B shall also apply roatadis rootandis o addibi onal
guality mwaster file certification.

2a. The Covumission is empowered to adopt delegated acts to identifiy, in the Bght of
seienkfic progress, the substances bo which thiz Arfele shall apply. Asubstance shall
ondy be idendified under this paragraph if the vee of addifional gualily master files is

seienbfically justified.
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The Cornission is ernpowered to adopt delegated acts in accordance with Article 215 1o
supple et this Directrve by specifying:

fa)

iy

fc)

(d)

(e)

i)

the rules goverrang the content and format of the applic aion for an-eebse-sdetaee
addifional gualily master file certificate;

additional cuality master files for which a certificate maybe nsed in order to provide
specific inforraation on the quality of a substance present or nsed in the mannfachire
of & medicinal product;

the rules for the exarnination of applications for making publicly svailable of
additioral quality raster file certificates,

the rules for introdueing changes to the additional quality master file and the
certificate ;

the rales on arcess for corapetent authorities of the IWErnber State to the additional
guality master file and its asse ssrnent report,

the rales on arcess for raarketing anthorsation applicants and rarke ting
anthorisation holders relwing on an additional qualitymaster file certificate to the
additioral cuality raster file and to the assessment report.
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If requested byrthe Agene sy the manufacturer of a substance present or used in the
rnaroafac tare of & medicinal product for which an application for an addiional quality
tnaster file certificate hasbeen submitted or the additional qualitvimaster file certificate
holder shall underzo an inspe ction to werify the inforenation contaire d i the application or
the gqualitymaster file.

If the manofacturer of this substatce refuses fo underzo such an spection, the Ageney
rnay suspend or terminate the application for the additional euality master file cerhficate.

Article Zaa
Platform technology master files

Marketing authorisaion applicants may, instead of submitting the relevant data related
to a platform kechnology, rely on a cerffied platform technology master file granted in
cecordance with paragraph 3. Marlelting qudlhoriseion applicants shell describe the
platform technology masker file in accordance with the information referred to Annex IT
The marketing authorisaion applicants shall tale inty cecount the scientific guideines
published By the Agency in this regard.
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2 Marketing authorisation holdgrs reling on a cerbfied platform technolo g magter file
shall keep the plalform technology master file wp to dake with scientific ad
technolpgical progress and introduce the changes reguired o engure that the platform
techunology iz in accordance with generally accepled scienkfic methods aud the shate of
the ant. The marketing authorisation holder of the me dicingl product reling on the
cerlified platform technology master file shall remain regponsible and Lable for that
medicingl product

3 In order to obbain a cerlified platform eehnology masker file, an applicabon shall be
submitled to the Ageney. The Agency shall examine e application and, incaswe of a
positive outcome, shall certifiy the platform technology master file.

4 The application for q certified plafform technology master file can be submibed only
after confirmation of elgihiliy by the Agency. Onee elghilily is confirmed, the
cpplication shall be sulmnitted oz part of the marketing cuthorsation applicakon for e
corresponding medicingl product or after the granting of the marketing quthorisation of
the corresponding medicinal product

&) The Agency shall establish a repository of cestifie d platform eclnology wasker files and
their assessments reports and ensure ot personal date and information of a
cormenercially confidential nature isprofecled. The Agency shall ensure toat the
competent quihoriBies of the Member State hove aocess to this repositor).
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If the owner of @ certifled platform technology masker file does not fulfi the obligations
set out in this Article, the Agency may suspend or wilhidraw He cerlificalion and e
competent auiforifies wmay suspend or revolie e marketing authorisation of medicinal
products relying on the cerified platform technology master file or halie wme amires to
prohibit e suppl of the medicinal producls relying on that master file. The owner of a
cerlified platform technology master file shall inform the marleting authorization
holders concermed withouwt undue delay of any mformation thatis relovant to fulfil it
obligations in accordance with paragraph 2.

Ifrequested by the Ageney or where relevant, @ national competent quthoridy, e
platform technology may be subject o inspection to verifi the information contained in
the plafform technolpgy master file. If the applicant or e owner of e certified
plalform techrology master file refuses to undergo such an inspeckon, the Agency may
suspend or terminaly the application for a certified platform technology master file or
the cerfification.
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Article 260
Medicinal products concerned with decentralised manufackiring

I Hhen justfied by the specific properties of the manufocere d medicingl product and
conside ration related bo the gualily, safely and efficacy of @ medicinal prodict such as
short shelf Bfe, or where prooamiby bo the breated patient or cuslomisalion for an
individual patient o their benefll, the marketing cuthorisakion appleant may roguest the
competent quthoriy o approve the use of a decendralise d manufachiving as referred o
in Chapter X as part of the manafacheing of the medicinal product conce med.

2 The request referved to in paragraph I shall be submitted as part of the marketing

cuthorisahon epplication in qecordance with Amnex 11

3 The competent quthoriy shall assess the request referred to in paragraph 1 az past of the

cesessment of the marleling quihorisalion application.

4 The competent quthoridy referred to in paragraph 5, shall cooperate with all relevant
regulatony authonifies, including with the supervisory authorily in charge of the
cuthorizaion of the central site identified in the applcation. The manufacturing
cuthorisabon of the central site referred bo in Arlicle 142 shall be provided as part of the

procedure for a marketing authorisation.

) The approval bo use decentralise dmanufachiing shall be included in the terms of the
muarlekng auihorisaiion.
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a The approval bo use decentralise dmanufachiing may be withdrawn By the compelent
cuthoridy, where it concludes tuat the justificabion referved bo in paragraph 1is no
longer fulfilled or that the conditions for de centralized manyfachiring as referved to in
chapter X1 are not complied with. The competend quthordy shall nform the supervisory
cuthoridy in charge of the qudhorisalion of e central side of mich a circumstance
without undue delay.

2 The marketing quthorisaion holders making use of decentralised manufacturing shall
provide e competent auiiordy with any new nformabion that might endail an
armendmend to the terms of the marbeting authorisalion ag referred to in paragraph 5
wecordance with Arkcle 90

& The Coruniasion map adopt implemenng acks bo set oud the format and content of the
reguest and on the applicalion of principles as referred do in paragraph 1

Avfiele 27
Excipients

1. The applicant shall peovide inforrmation on the exeipients used in a medicinal product in

accordance with the recuirernents set out in Lnnex 11

Ezeipients shall be exarmined by the cormpetent authorities as part of the medicinal product.
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2. Ciolonrs shall be used in medicinal products ondy if thesr are included in one of the
following lists:

(a)l  the Union list of authonsed food additvees in Takble 1 in Part B oof Annex 1T o
Regulation (EC) Ho 133372002 and coreply with the poity criteria and specifications
laid devgm in Coraredssion Regulation (E1T) Mo 23172012,

(b the list established by the Corarnission pursuant to paragraph 3.

3. The Comrnission mayestablish a list of colonrs perrnitted for nse in medicival products
other than those heluded ix the Union list of authorized food addifisves.

The Corenission shall, where applicable on the basis of an opirdon of the Sgency, adopt a
decision whether the colour concerned shall be added to List of colowrs permitted for use in
tnedicinal products referred to in the fivst subparagraph.

& colowr raayhe added to the list of colours perrnitted fior wse i we dicinal produets ondy
where the colour has been remored from the Udon list of anthorised food additmes.

Whete relevant, the list of colowrs perrnitied for use i medicinal products shall inelude
parity criteria, specifications or restictons applicable to the colours ineloded in that st
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The list of colours perruitted for use it medicinal products shall be established by way of
irople menting acts. Those imple menting acts shallbe adopted in accordanc e with the
exatnination procedure referred to in Article 21402%

If'a color used in medicinal peoduct is reraosed frorn the Union lst of authorized food
additives, on the basis of the scientific opinion of the European Food Safe ty Authornty
CEFs A7), the Agencyshall, on the request of the Cornrission or on its own initative,
without urdue delasyissne a arientific opinion as regards the nse of the colour concermed in
medicinal product, taking into accoant the opivdon of the EFSA-ssedemat The opirdon of
the Agencyshall be adopted bythe Coranittes for Iedicmal Products for Hurnan Tlse.

The Agency without undue delasshall send to the Comrnission its seientific opinion on the
nge of the colour in e dicinal product together with 4 veport on the assessrnent.

The Comraission shall, o the basis of the &gency opirdon, and without andue delas;
decide whe ther the colowr concerned canbe used in medicingd products and, wheze
applicable, include it in the list of colowrs penmitted for use v redicinal products referred

to in paragraph 3.

BIET26
LWMWEX

la4
LIFE.5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

165
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

5 If'a colonr hasheen rermoved from the Union list of anthonsed food additre s for reasons
that do not require an EFS & opirdon, the Corenission shall decide on the use of the colowr
concerned in medicinal products and, where applicable, mclude it in the list of colows
perritted for use in medicinal produets referred to in pamgraph 3. The Corarission may;

in such cases, request the opirdon fror the Agency.

f. & colonr that has been reroved from the Union list of authorsed food additives can still
be nsed as a colowr in reedicinal peoducts until the Corenission takes the decision on
whether to include the colour on the st of colowrs peritted for use in medicinal products
inaccordance with paragraph 3.

1. Paragraphs 2 to & shall also apply to colows used invete rinarvimedicinal products as
defined in Lrticle 4(1) of Regulation (E1T) 201918 of the Enropean Parliawe ut and of the

Cromneild?,

40 Regulation (EU) 201976 of the European Parliament and of the Council of
11 Decernber 2018 on weterinaty medicinal produets and repealing Directnee J0015E2EC,
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SE CTION 5
ADAPTED DOSSIE R EE QUIEE MENT 5

Arficle 28

Adapied frameworks due to the charac teristics or metheds inhezends o/cted to the medicinal

product or category of medicingl products

Medicinal products or eategory of roe dicinal products listed in Snnex VI shallbe subject
to spsifieadaple d srientific or sspuladersdechnical recpurernents wilh re gard-dus o the
characterictice-ormsthode inheranito theauthorisakion, phamacovigidance, control and
wse of those medicingl products or category of medicinal products (“adapled
Framework') A medicingl product or category of medicingl products shall be Bsted in
Annex VIl when

fa) itiznot possible to adeguately assess and monior e gualily, safely and efficacy of
the raedicinal product o cate gory of medicinal products by applying the applicable
requirernents set out in fiis Direckve, the [revised Regulafion (EC) No 7262004] or
Fegulation 13942007 due to sclentific or reoulator chalenrae arieing
Seande chnicnl o harar teristics-se-ssethads inherent to the medicinal products or die
o methods related to Bhe medicingl product or calegory of medicingl products; ands
and
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by the characteristics or methods related to $he medicingl product or eategory of
medicinal products positivel vaegesdonii bute b the quality, safety and efficacy of
the redicinal product or cate gory of medicina] peedustroducts o provided for in
this Direchive fand reviged Regulation 7262004 [ or prosdde 4 major contribution to
patient access & prevention, diagnosts, freatment or patient care.

2. The Corenission, gfter having consulled e Agency and national competent authoriies,
iz erapoaered to adopt delegated acts in accordance with Brticle 215 to awend e Est of
medicinal prodicts or cate gories of medicinal prodicks Bsted in Srmex VI inorder to
take account of srientific and technical progress.

3. The Comrnission is ernpoweted, gfter having consulle d e Agenay and nakional
competent authorifies, o adopt delegated acts in accordance with Artiele 215 to
supple ment this Directrve by lasang downes ¥ee adapted framework for medicinal products
or categories of medicingl produts lisked in Annex Vil as well as the b chnical
documentation o be sulbmitted by the marketing audhiorisalion applicands for the
medicingl product or cake gony of medicinal products for which the adapted framework is

{aid down.
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The adapted frame work may entail specific requirements and torgeted bechnical
cdaptations to the reguirerments sel oul in this Directive and [revised Regulation

F2 004 which are necessary for the purpoges of asseasing whether @ marketing
cuthorisakon referved bo in Arlicle 5 can be granted for @ me dicing’ product or calegory
of medicinal products Gsted in Annex VI and for Feeir ife -opele management The
technical adaptations shall be proporionate to the risk and impact imvoled and shall be
based on objechve and scienbific conmiderahons. In parficular, oy technical adoptafion
shall ensure that the principles of guality, safely and efficacy set out in this Divechve
fand revised Regulafion] are respected The adaptations shell be Imited to the extent
where such adaptafions are strictly necessary and duly justified by he characterishos or
methods related bo e medicing] product or cate gony of medicingl products. The
technical adaptations shall be regularly reviewed and evaluated by e Conpnission.
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The detettedsmdeswuthorisabion of @ medicingl product subject bo an adapted frame work
s referred to IIIFEI&gI&ph - e PR opasssoy ooy b ettt

Has-Easeetie-phatbappb is favourabl,

5. Until the adoption of deatedsdos-faspeaifis-des bnic ol adaptakions for medicinal
products or cate gony of medicinal produc ts listed in Arnex WII parsnant to paragraph 3, an
application for a marketing authorisation for that medicinal product maybe subraitted n
accordance with Lrticle 4020

f. When adopting delegated acts referred fo in this &rticle, the Cornmission shall take into
account arsy available inforroation esulting from a regulatory sandboz established in
accordance with Article 115 of the [revised Begulation (EC) Ho 72652004].
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Chapter ITT

Procedures for national marketing anthorisations

SECcTION]

GENERAL PROVISIONS

Arficle 29
Examination of marketing awthorization app lication
1. Inorder to exarnine an application subraitted i accordarce with Srticles 6 and 7 to 14, the

corapetent authority of the Merber State:

ta)  shallwvernfy whether the partculars and documentations submitted in support of the
application cormply with Arficles @ and 9 to 14 (Swalidation™), and exawine whether
the conditions for issuirng a marke ing authorisation set out in Arficles 42 to 45 are

corrplied with,
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Ly

fc)

(d)

(e}

tnayy submit the medicinal produet, its starting raterials or ingredients and, if need
be, its interreediate products or other consheents, for testing by an Official

Ik dicizes Control Laboratory or a laboratorythat a T raber State has designated for
that parpose in order to ensuare that the control methods eraplosed by the
marmfactorer of medicinal products and described in the particulars accor parying
the application in accordance with Sumex Tare satisfactory,

tnay, where appropriate, reguire the applicant to supple ment the particulars
accompatying the application in respect of the items listed in the Articles 6 and 9
o 14,

rnayy consider and decide upon additional evidence that is svailable to $he competend
authority of that Member State, indepe ndentlvirom the data subinitted by the
tnatke ting anthorisation applicant, form the epplicant of its decision, mcluding
the grounds for that decision, and bo reguire changes in the summany of prodict

characleristics.

may, where appropriate, reguire the applicant to provide raw dala concerning the

pharmacentical and non-clinical tests and the clnical shudies referved toin
Annex T
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3. Whete, in the courge of the valldation referred do in paragraph 1, point (a), the
cornpetent authoritsy of the Wlember State considers that the marketing authonsation
application i incormplete, or containg ssdeaddeficiencies fo the exdont that histhet may
prevert the esaluation of the weedicinalpeadustapplication, it shall inform the applicant
accordingly and shall seta firne it for sabroittng the wissing inforroation and
docurpentation. If the applicant fails o provide the missing information and doewrmentation
within the tirne livnat set, the application shall be considered to have been withdrawm by the
applicant.

4 Hhere the competent authoridy of the Member State avails dself of the ophon referred bo
in paragraph I, point (o), the tme Emits laid down in Article 30 2hall be suspended until
such Bme a5 the supplementary mformaton required has been provided or for the time
cliowed to the applicant for gving explanations.

4. In cases where on exarination of an application for a rearke ing authorisation the
cornpetent authority of the Wlember State considers that the subrratted data are not of
sufficient quality or mahwity for the corgple ion of the exarnination of the application, the
exatrination can be terrninated within 90 daye of the dale of walidation of the application.
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Prior to the terninakion, the competent authority of the Member State shall surrnarise the
deficiencies in writing. Cr thds basis, the corapetent authority of the Iember State shall
inforra the applicant accordinglvand seta reagonable tirae limit to address the
deficiercies. The application shall be suspended antil the applicant addresses the
deficiencies. If the applicant fails to address those deficiencies withan the firne Lt sstbey
the cornpete nt authorityof the Wember State, the examination shall be lerminated and the
application shall be considered as withdrawn By e applicand.

3 Hhen maling public the information on the ERA and the antimicrobial
shewardship plan referred to in Article 17, the competent quthoridy shall delele any

information of @ commercially confidential nature.

) In case q potenhial serious risk do public health related bo the reference medicingl
product is exawaned under @ specific procedure under Hhis Divechve or revised
Fegulation (EC) No 7282006 the Mewmber Shates shall suspend e examination of any
marbekng quthorisehon applcaion submitted under Arkicles 9o 12 B uzes the same
reference medicingl product until the end of the procedure related to the reference
medicinal product

a Hhere a compelent authoriy of e Member Slate becomes aware that another

rmarbekng quthorisehon applcaon for the same medicinal productis being examine d
by @ competent authorily of another Mewmber Shate itshall vefuse tovalidate the
cpplication and advise e applcant to use the procedure referred to in Arlicles 34 or 34
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2 Hhere the competent authorifies of e Member States becowme aware Yial another
bdermber Shale has authonizsed the same medicinal product, ey shall refuse tovalidate

the application unless it was submitted in compliance with the provisions referred o in
Arbicle 3a

Arficle 30
Dwration of examination of marketing authorisation app lic ation

Lk roher States shall take all appropriate measres o ensare that the procedure for sranting a
rnatke ting authorisation for we dicinal products 1s corapleted within a maxivann of 180 daye aff=r
the subraission of a walid application from the date of validation of a rarke ting anthorisatinn

application.

Arficle 31
Types of national marketing autherisation p rocedures

Matiorial rarketing authorisations raybe granted in accordance with the procedures laid down in
Lurticle 32 {“purely national marketing authorization procedure™), Snticles 33 and 34 (*decentralized
procedure for national marketing authorsation™ or Srticles 35 and 36 (“routaal recognition
procedure for national marketing authorsation™.
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SE CTION 2
MARKETING AUTHORISAT IONS VALID IN A SINGLE MEMBER STATE

Arficle 32
Purely national marketing authorisation precedure

Ln application for marketing authorisatior-eeeesdinata—totale-Ge nrider the purely
tatintial marketing authorizsation procedure shallbe subrnitted to the corpetent authority in
that Idernber State m whick the marketing authorisation is applisd.

The corapetent authority in the Member State concerned shall exarnine the application in
accordance with Articles 29 and 30, prepare an assessmernd report and grant a marketing
anuthorsation in accordanee with Srticles 43 o 45 and applicable national peovisions.

& rnarketing authorisation granted under the prre Iy national marketing anthorisation
procedure shallbe walid ondy in the Merber State of the cormpetent authority that granted
it.
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SECTIONS
MARKETING AUTHORISATIONS VALID IN SEVERAL VMIEMBER STATES

Arficle 33
Scope of deceniralised procedure for national marketing autherisations

1. Lin application for marketing authorsation under the decentralized proce dure for national
tnatketing anthorisation in several Ideraber States in respect of the sarne medicnal product
shall be subrnitted to the corpetent authorities in those Mlerber States inowhich the

tnatketing authorisation is applied.

2. The corapetent authorities in the Memwber State concerned shall exarnine the applications in
accordance with Srticles 29, 30 and 34 and grant a marke ting authorisation in accordance
with Articles 43 1o 45

3. Whete a corpetert authority of the IvlernberState notes that another marketing

anthorisation application for the same medicinal product 15 being examined by the
cornpetent authonts in ano ther Mleraber State, the corape tent authortes of the Merber
States concerned shall decline to exarnne the application and shall advize the applicant
that the provisions referred fo in Arficles 35 and 36 apply.
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Whete the competent authorties of the Member States are irdormed that another Ivk raber
State hasauthonsed a medicinal product that is the subject of & marketing authorsation
application in the IWernber State concerned, the wshall reject the application uless it was
subritted in cormpliatce with the provisions refeired to in Srticles 35 and 36,

Dlatke ting authorizations granted under the decentralised proce duare for national rnarke ing
authorisation shall be walid onlyin those Ierber States of the competent
suthorbtanuthorities that sranted dthe outhorisahions.

Ariicls 34
Decentralised procedure for national marketing anthorkations

With aview o obtain a national marketing authorization for a wedicinal product in several
Ilember States in respect of the sane medicinal product under the decentralised procedure
for national marketing authonsation, an applicant shall subinit a rarke ing authorisation
application based on an identical dossier to the cormpe tent authority of the Iileraber State
chosen by the applicant, to prepare an assessrent re port on the medicinal product in
accordance with &rticle 43(5) and to act in accordance with ths Section {“refere nee
Llernber State for the dece ntralised proce dure™), and to the competent authorities in the
other Ivlernbe r States concerned.
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The application for rmarketing authorisation shall corntain:
ral  the parbieulars and docurnentations referred to i Avticles 6, 9 to 14 and 62,
b1 alist of Mewber States concerned by the application.

The applicant shall inform all the corpete nt anthonties of all Lerber States of its
application at the tire of subtnisson. Jf wecessery bo meel e needs of pakiends in that
ddernber Shake, the corpete nt authorityof a Member State may reque st-FesastBodeprdetie
healthzeacone to enter the procedure and shall indorrn the apgplicant and the corapetent
authority of the reference Iletaber State for the decentralised procedure of its recue st
within 30 days frorm the date of subrnission of the application. The applicant shall provide
the cornpete nt authorities of those Mexober States entering the poocedure with the
application without undne delay, The Memeber Sade that reguests o ender the

de cendralised procedure under this paragraph shall be considered as Member Shate

CONCErRE .
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3a.

Hhere in the course of the validation referred do in Ardicle 29 paragraph I, point (@),
the compelent quthority of the reference Member State for the decendralised procedure
considess that the information in the submitte d markebing cuthorisaion applicaion iz
incowmplete or conkiins deflciencies bo the exdent it this may prevent e evaluakon of
the epplcation, itshall inform the applicant cocordingly and shall set @ reasonable time
Limit for subpifting the wigsing informabon and documentaion. If the applicant fails to
provide the mismng informabon and documentation within Hie tene Umit seb, the
application shall be congidered to have been withdrawn by the applicant in the reference
Member Shate of the decentralised procedure and in all Member Shales concerned

4, Incases where on exarmination of an application for a marketing authorisation the
cotnpetent authority of the reference Merber State for the decentralised proce dure
considers that the submitted data are not of sofficient qualityor matuwity for the completion
of the exarination of the application, the exarination canbe terminated within 90 days of
the date of the walidation of the application.

BIET26 179

AITHEX LIFE.5 LIMITE EN

7424/26 ADD 1 180

LIFE.5

www.parlament.gv.at

EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Prior bo the terninakion, the comypete nt authority of the reference Iverober State for the
decentralised procedure shall surarearise the deficie ncies in writing. O this basis, the
corapetent authority of the reference Merber State for the decentralised proce dure shall
inforrn the applicant and the corgetent authorities of the Ileraber States concermed
accordingly and set a tiroe livit to address the deficiencies. The application shall be
suspended until the applicant addre sses the deficiencies. If the applicant fhils to address
those deficiencies within the tirae Drait sty the comgpetent authority of the reference
Llernber State for the decentralised procedure, the assessment shall be considered
termunated end e application shallbe considered as withdvawm by e applicant & oll
Mexmber States in which it was submitled.

The corapetent authorityof the reference Ieber State for the decentralised procedure
shall inforr the competent anthorities of the Ierber States concerned and the applicant
accordingly.

5. Within $287 05 days after Hre date of ¥ee validation of the application, the cormpetent
authority of the reference Ileraber State for the decentralised procedure shall prepare an
assesstuent report, & sumrnary of product characteristics, the labelling and the package
leaflet and shall send ther to the Ikeraber States concermed and to the applicant.
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Within #8725 daye of receipt of the assesstnent report, the competent anthorities of the
Ilerber States conce rmed shall approse the assessment report, the surrnary of product
charac teristics and the labelling and package leaflet and shall nforrn the competent
authority of the reference Ileraber State for the decentralised procedure accordingly The
cornpetent authority of the reference Meriber State for the decentralised proce dure shall
record the agresment of all parties, cloge the procedure and inforrn the applicant
accordingly.

Hithin 7 daps of the receipt of the infornahon under paragraph 6he applicant shall
submat the Righ guelily anslofions of the summary of product charack righics, the
labelling and the package leaflet to each of the competent authonifies concerned.

Within 30 daye after acknowle dzere nt of the agreement, the cornpe et authorities of all
Llernber States concerned v which an application has been submitte d in accordance with
paragraph 1 shall adopt a decision according to Srticles 43 o 45 and in cordormitywith

the approved assssstoe nt report, the swramary of product characteristics and the ldbeling
and package leatlet as appeoved.
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SECTIONd
MUTUAL RECOCMITION OF NATIONAL MARKET ING AUTHORISATIONS

Arficle 33
Scop e of mutual recognition proced ure for national marketing authorkatons

1 Where the medicinal product has already received a marketing authorisaion in
eecordance with Arfcles 43 to 45 atthe Bme of application, shall be recognised in
other Member Shatez in accordance with the procedure laid down in Article 34

2. &n application for marketing authorsation for ratual recognition proce dure for national
matketing authorisatior, granted under Articles 43 to 45 and in accordance with Lrticle 32,
shall be subrnitted o the corape tent anthorities of other Merber States in accordance with

the procedure laid down in Arhicle 36,
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Arficle 30
Muiual recognition proced ure for national marketing authorsations

&n application for mutual recogration of' a marke ting awthonsation, zranted under

Lrticles 43 to disnd-accordancanath-Aatiela 22 in several Ik mber States in respect of
the same medicinal product shallbe subtaitted to the competent authority of ore of the
Ilemmber edsbeibates that granted-the @ marketing authorsaton (“reference Mleraber State
for the rantual recogrition procedure”™) and to the cormpe tent authoties of the Mewber
States concerned where the applicant see ks to obfain a national rarketing authorisation,

Lpplication shall include a list of Tlerabe ¥ States concerned by the application.

The cormpetent authortyof the reference Merrber State for the mtual vecogration
procedure shall sspeet-arapplicationrefise e reguest for rutual recognition of
matketing authorization of medicinal product within a vear frora the granting of fhat
tnatketing anthorisatioz, urdess the corape et anthority of the Ik mwber State inforras the
cornpetent authontsy of the reference Mewhber State for the mutual recogniion procedure of
its interest in this e dicinal peoduct.
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The applicant shall mformm the cornpete nt authorties of all Ieraber States of its application

at the tire of subrnission referred o i paragraph 1. If necessary to meel the needs of

patients in that Member Sate, the corapetent authoriyof a Ileraber State may re quest-fes

jastifisdpablie healthreasone to erder the procedure and shall indonn the applicant and the

cornpetent authortsy of the reference Merber State for the mutual recognifion procedure of

its recest within 30 dave from the date of subraission of the application. The applicant

shall pronade the cornpetent authonties of those Ivkrber States entening the proce dare with

the application without wdue delay The Momber Shate Hhat requests to enter the muinal
recogrifion procedure wnder Hiis paragraph shall be conside red as Member Bak

CORCEFRE .

He—Hs
El

g=[ he cornpete nt anthority of the reference Menber State
for the rautual recogrition proce dure se-sededes Rall sond the assessment re port deswme-cse
therendicinaliooether with the approved suramary of product characterishes, labelling
and package leaflet to the concermed barthaapplication Tnthat cacs_th
Ilernhier aata-phat-alatomthnmcanaaasms
days after the dabe of validation of the application. Hhe-sesapetosdautieattioa-cdthe

: ireJn cage the wpdate of the asse ssrve nt report—the
Fodaranae 15 regueste:ié[p the Ilember State shal-peenmdatho-asmmaarmaii-sainn-makis
e oncerned, he procedure may be exdended to M0 days.
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f. Within 60 daye of receipt of the assesstnent report, the competent authorities of the
Ilerber States conce rmed shall approse the assessment report, the surrnary of product
charac teristics, the labelling and package leaflet and shall inforra the corape tent authority
of the reference Ivkrnber State accordingly.

1. The corapetent authorityof reference Iletaber State for the rautual recogrition procedure
shall record the agteernent of all parties, close the procedure and nforrm the applicant
an:::urdingly_ He—sopeneree b vasant torat b Atk the-sureenarr o epaduat cherasfag otioe

sz, Hithin 7 daps of the receipt of the infornabon under paragraph 7 the applicantshall
subwud e high gually anslioBons of e summary of product characterishes, the
labelling and the paclage leaflet bo each of e competent authorfes concerned.

a. Within 30 days after acknowle dzerne nt of the agreetnent, the cormpetent anthorities of all
Llernber States concerned in which an application has been subritte d in accordance with
paragraph 1 shall adopt a decision according to Articles 43 to 45 in cordormrdty with the
approved assessrnent report, the sumrnaryof product characteristics, the labelling and

package leaflet as approsed.
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SECTIONS
C OORDINATICN OF NATIONAL MARKET ING AUTHORISATION

Arficle 37
Coordination group for deventralised and mutual recognition procedures

1. & coordination group for dece ntralised and mutnal recogrition procedure s | “cooydination
gronp’) shallbe set up for the following parposes:

ral  the exarnination of arer question relating to a national marke ting authorsation of &
medicinal product in teo or more Member States in accordance with the procedures
laid devwm in Sections 3, 4 and 5 of thas Chapter, and &rticle 25,

by the exarrination of gquestions related to the phamacosdgilanee of medicinal products
covered bynational marketing authorisations, in accordance with Aricles 108, 110,
112, 11aand 121,

(el the exarnination of gquestions relating to wariations of national marketing
anthorizsations, in accordance with Article 93017
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(i) e eshablishenent and publication of @ Bt of medicinal products for which a
harmonised suranary of product characterishios is fo be drawn wp, in qocordance
with Arficle 40

e}  the harmonisation of supenary of product charackeristics, it aecordance with
Article 40

For the fulfllment of its pharrnacovigilance tasks conteraplated undey fivst subparazraph,
point (b)), meluding approving sk managerment systeros and monitorng their
effectivens gs, the coordination group shall velyon the acientific asseasroent and the
recorrnendations of the Pharmacovigilance Fisk Assessmment Comittes referred to in
Lrticle 149 of [revised Fegulation (BT Mo 72672004

2. The coordination group shall be composed of one representattee per Menber State
appoirted for a rene wable period of theee wears. Meraber States mayappoint an alternate
for a rerewable period of three years. Merabers of the coordination group masy arrange to
ke accoraparaed by experts.

Mlembers of the coordination group and experts shall, for the falfilrment of their tasks, rely
on the scientific and regulatory resources available o cormpetent authonties of the Ieraber
States. Each competent authomtyof the Dlerdber State shall mondtor the level of expertize
of the evaluations carried out and facilitate the activities of norninated coordination

group rmerabe s and experts.
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Article 147 of [revized Begulation (BC) Mo T26/2004] shall apply to the coordination
group as regards transpare ney and the independence of its menbers.

3. The Agency shall provade the secrefariat of this coordivation group. The coordination
gronp shall drawr up its own Fules of Procedure, which shall e uter into force aftera
favourable opirdon hasbeen gien by the Cormmission. These Faules of Proce dure shall be
tnads prablielsy svailable.

4. The Executive Director of the &gencyor the representative of the Execufrve Dhrector and
represettatiees of the Coranission shall be entifled to attend all weetings of the
coordination groug.

A, The merehbers of the coordination group shall ensure that there is appeopeiate coordination
betaeen the tasks of that groupand the work of compete rt authorities of the Ilember
States, ncluding the consultative bodies concerne d with the marketing anthorisation.

f. Whete otherwise provided for in this Directive, within the coordination group, all Iember
States represe ntatives shall use their best endeavowrs fo reach a position by consensus on
the action to be taker. If such a conss neus carmot be reacked, the position of the majority
of the Mermber States re presente d withan the coordination group shall prevail

1. Mlembers of the coordination group shall be required, even after their dulies have ceased,
not to disclose inforrnation of the kind covered biyrthe oblization of professional secrecy.
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Arficle 38
Darergent positions of Member States in deceniralised or muutial recognition p rocedure

1. If, at the end of the period laid down in Srticles 3406 or 2606, thers 15 disagreement
ke tareen Merrber States on whe ther the marketing authorisation canbe issued, on the
grounds of potental serious nisk to pablic health, the-dsssssedna Ierahe r sdatebhale s
concerted shall give a detailed explanation of the points of disagreerment and the reasons
for its position to the reference Ivleraber State, to the other Ivleraber States concerned and to
the applicant. The points of dissgre erment shall be referred to the coordination
group without urdue delay.

2. Cruide line s to be adopted by the Coranission shall define a potential serious nsk to public
hiealth,

3. Within the coordination group, ebeass-esndyle rmber 5 ta tes-sesmemed shall nse their
best endeawours to reach agreernent on the action to be faken. They shall allowr the
applicant the opporhird by to wake its point of viewr knowr ormllyor in witing, I, within 60
days of the cormruardc ation of the points of disagreement, the e mber States reach an
agreetnent by conse naus, the reference Mlernber 5tate shall record the agreemment, close the
procedure and inforrn the applicant accordingly. The procedure laid down in Artieles 3407)

ot 36(E) shall apply.
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If withan the G0-day period laid down in paragraph 3, ah agreernent byreonse nsns cannot be
reached, the position of the majorityof the Mleraber State s e presented wittan the
coordination group, with @ detailed descripfion of the mabters on which the other Member
Shates have been unable to reach an agreement and of all ke diver gent positions of
hdermber Shales presented, shallbe forwarded to the Comrisson—sddste The
coordination group wmap recommend the Commizzion to refer the matter o the
Commttee for Medicinal Producls for Human Use. The Comsgior shall apply the
procedure laid down in-detielesdteand-deb Arficle 42 Hhere the Commizsion on s own
initiatve or baged on the recorenendation of the coondingtion group considsrs Huatthe
woater shall be referved to the Commitiee for Medicingl Products for Human Uise,
Arele 41 shall also apply.

5. In the circurustances referred to in paragraph 4, Ierober States that havve approeed the
assessrnent report, the swamary of product characteristics, the labelling and package leaflet
of the reference Ivkrnber State may, at the request of the applicant, authoris: the rnedic inal
produc t without waiting for the outcomme of the procedure laid down in Srticle 22 In that
event, the national raarke ting anthorisation granted shall be withoat prejudice o the
outeorne of that procedure .
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Arficle 39
Referral proced ure of divergent decisions of Memb er States

If applications for a natioral rnarke ing authorisation have been subraitted in accordance with
Lrticles & and 9 o 14 for a parficulay medicinal product, and 1fTletnber States have adopted
drrergent decisions conce rmang the national marketing authonsation, its variation, suspension or
revocation or the suramary of product charac teristics, the corape tent authorityof the Merber States
o the Commission-otheraarketing suthorication holder mayrefer the matter to the Comumtize for
LEdicinal Products for Human Use for the application of the proce dare laid down m Srticles 41
and 42,

Arficle 410
Harmonisation of summary of produe t claracteristics

1. In order to prornote the harmonisation of national matketing authorizations for redic inal
products theoughout the Urdon, the corape tent authorities of the Mlernber States shalkeay,
each year, fornsard to the coordiration gronp referred fo in Article 37 a list of tne dicinal
products for which a harmoniss d surarnary of product characteristics is to be drawn up.

2. The coordination group ebedemay lay down a list of medicinal products for which a
harrnonised swrornary of product characte stics is to be drawmn up, taking into account the
proposals frorn the competent anthorities of all Member States, and shall forrmed-fhat-liet
tecdecide on the Rarmonisation of summary of product characke ristics for those

medicingl products and shall inform the Cormraission.
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Si. If within the coordination group, te Member Shates vepresented reach agreement on

the cohion to be taken By consensus, ¥ee chairman shall record the agreement and send i
to the markebing authorisehion holder and the Member Shates The Mlember Shaltesshall
cdopt e cessany measures o vary the markeling authorisalions concerned in qec ordance
with the timetable for implementation determnined in the agreement, The markefing
cuthorizaion Rolder shall submit to e competent quthorifies of the Member Stakes an
cppropriate applicaion for avarichion of marketing cuthiorisalion, wmcluding an wpdated
surnunany of product characterisics and package leaflet within the determine d metable
JFor implementation.

4 If an agreement by consensus cannot be reached, the posiion of the majority of the
Mdemnber Shales represented within the coondination group, with a detailed descriphion of
the matters on which the other Member Shales have been unable do reach an agreement
and of all the divergent positions of Member Bates presented, shall be forwarded to the
Commizgion. The Conmnission shall apply the procedure baid down in Arkcle 42 Where
the Conunission, on #s own initiaive or based on the recommendation of the
Coordination Group, considers that the matler shall be referred to the Conunittee for
Medicinal Products for Human ke, Arfiele 41 shall also apply
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Arficle 41
Sciendifc evaluation by the Committes for Medi ina! Pro ducts for Human Use
in a referral procedur:

1. When reference iz made to the procedure laid down in this Arficle, the Corardttes for
Iledicinal Products for Hurman Use referred to in Atticle 148 of [revised Regulation (EC)
Ho 726/2004] shall consider the matter concerred and shall issue a reasorned opindon
within A0 daye from the date when the rnatter was referred o it.

Howresrer, it cases submmitted to the Committee for Ifedicinal Produets for Homan s in
accordance with Srticles 39, 40 and 95, this period maybe extended bythe Corarnittes for
Iledicinal Products for Hurman Use for a forther period of up to 90 days.

On a proposal from its chairperson, the Cornittes for Iedicinal Products for Hurnan Use
may agree to a shorter deadline.

2. Inorder to conside ¥ the matter, the Cormmittes for Idedicinal Products for Human TTae shall
appoint one of its members to act as rapportenr. The Comrrdttes may also aproin
indrvidual ex perts to adwise it on specitic gquestions. When appointing experts, the
Corarattee for IWedicinal Products for Hurman Use shall define their tasks and specify the
tirne lirit forthe cormpletion of these tasks.
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Before issuing its opirdon, the Corenittes for Medicinal Products for Hurnan Use shall
provide the applicant or the rarketing authonsation holds rwith an opporardty to present
written or oral explavations within a time livdt which it shall specifyy,

The opinion of the Corraittee for Wedicinal Products for Hurman TTee shall be
accommpanied by a swrnamary of product characteristies, the labelling and package leaflet.

If necessary, the Corouittes for Medicinal Products for Hurnar Tse wasreall npon any
other person o provide inforrmation relating to the matter befowe it or consider a pblic
hiearing.

The &gzency shall in consultation with the parties concerred, draw up Fules of Procedurs

ot the organisation and conduct of prblic hearings, in accordance with Srticle 163 of
[revized Begulation (EC) Mo 7262004,

The Coreaittes for Medicinal Products for Hurman Use may suspend the time lmits
referred to in paragraph 1 in order to allowr the applicant or the rmarketing authorization

hiolder fo pre pare e xplanations.
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4. The Agency shall without undue delay irdiorm the applicant or the marketing authorisation
holder where the opindon of the Coraadtes for Medicinal Products for Huraan Uss

prowides that:

(a)
(b

fc)

(d)
(&)

the application does not satisfy the criteria for 4 marketing anthorization,

the swrnmary of product charactenstics proposed by the applicant or the marke ting
anthorisation holder in accordanee with Article 62 iz 1o be aroe ndad;

the marketing anthorisation is o be granted subject to certain condiions, that are
considered essential for the safe and e ffectve wse of the medicinal peodust, e luding

phatmacovigilance;
a matketing authorisation is to be suspended, waried or revoked,

the medicinal product satisfies the conditions s=toutin &aticle 53 re garding
tnedicinal peoducts addressing an untre t roe dical need.

Within 12 days after receipt of the opirdorn, the applicant or the rarketing authorsation
hiolder mavy notifythe Agene win wiiting of ite tention to request a ve-exaraination of the
opirdon. In that case, theyw shall forward to the Szencythe detailed srounds for the request
within 60 davs after receipt of the opindon.
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Within 60 days following receipt of the grounds for the request, the Coranithee for
Iledicinal Products for Hurman Use shall re-exarnine its opindon in accordance with
Lrticle 1202, third subparagraph, of [revised Fegulaton (EC) Mo 72602004] . The reasons

for the conclusion reached further to its re-examination shall be armexed to the assessmment
rejort referred to in Article 1002, third sdbparasraph, of [revised Reslation (EC)
Mo T2652004) .

A Within 12 days after its adoption, the Agency shall foreeard the final opinion of the
Corarrattee for Ivedicinal Products for Hurmar Use fo the corpe tent anthorites of the
Ilermber States, to the Corrassion and to the apgplicant or the marke ting authonsation
hiolder, toge ther with a report describing the assessiment of the medicinal product and

stating the reasons for its conclusions.

In the event of an opirdon in favour of granting or waintsining a marketing aunthorization o
place the redicingl product concermed on the market, the following documents shallbe
annexed to the final opinion:

fa)  aswwrnary of product charac teristics, as referred to in Article £2;

by the details of anyconditions affecting the marketing authonsation within the
teaning of paragraph 4, first subparagraply, point {c);

(o) the details of aver rec orene nded conditions or restictions with regard to the safe and
effectore use of the medicinal product;

() the labelling and package leaflet.
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Article 42

Commission dec sion

1. Within 12 days of receipt of the opinion of the Croraemithee for Medicinal Products for
Hunan Use or the position of e majorily of the Meomber Stales represented within the
coordinehion croup, as seb outin Arhele 38 (4), the Corarassion shall submit to the
Standing Corunittes on Iledicinal Produets for Harnan Use referred to in Article 214010 a
draft of the decision on the application, on the basiz of the requirernents set out in this

Diirective.

In duly justified cases, the Cornrdssion may retom the opivion to the Bzency or e
coordinetion growy, a8 applecblz, for futher consideration.

Whete a draft decision eteisages the granting of a marketing authorsation, it shall inelnde
or rake reference to the doowrnents referred to in Saticle 3805) or 41050, second

subparagraph.
Where a draft decision differs frorm the opirdon of the Lgencwy or of the coordination
growp, the Corernission shall prosdde a detailed explanation of the reasons for the

differences.

The Cornission shall sand the draft decision to the corgpe tent authorities of the IWember
States and the applicant o the rarke tivg anthorization holder.
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The Corenission shall, by means of tnplernenting acts, adopt a final decision within 12
days after obtaining the opinion of the Standing Cormmittee on Wedicinal Products for

Huran Use.

Those iraplerenting acts shall be adopted in accordance with the exaraination procedore
referred to in Article 214(2) and (3).

Where a Mewber State raises nportant new guestions of a scientific or technical nahare
that have notbeen addre ssed in the opinion delrered by the &zency or By e
coordination group, the Corarnission taay refer the application back to the Loenoyor o
the coordinegfion gronp, as applicable, for furthey consideration. In that case, the
procedures set ot in paragraphs 1 and 2 shall start azain upon rece phion of the reply of the
Lgencyor of the coordinalion group.

The decizion referred 4o in paragraph 2 shall be addressed to all Weraber States and
forararded for information to the applicant or the marketing authorizsation holder. The
Mlermber States conce rned and the reference IEraber State shall adopt a decision to either
grant, suspend, refiese or revoke the marketing authorsation, or wary its terns as necessary
to coraply with the decision referred to in paragraph 2 within 30 dave following its
notiflcation. In the decision to grant, suspend, refuge, revole or vary the marke ting
authorsation, the IWeraber States shall refer to the decision adopte d pursaant to

paragraph 2. They shall inforim the Agene vy or the coordingion group accordingly as
cpplicable.
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5. Whete the scope of the procedure indbated under Article 95 meludes medicinal products
covered by centralised marketing authorisation parsuant to Srticle 9502, flard
subparagraph, the Corarrission shall where necessary, adopt decisions to wary suspend or
revoke the matketing authorisations or to refuse the renewal of the marketing

anthorsations concermed in accordance with this &rbcle.

SECTIONG
RESTLTS OF EXAMINATION OF A NATIONAL

MARKETING AUTHORI SATION AFPLICATION

Arficle 43
Granting of the national marketing authorisation

1. When a corapetent authority of the Mlewber State grants a national marketing
anthorisation, it shall nforem the applicart of the marke ing authorisation of the surarmary
of product characteristics, the package leaflet, the labelling as well as any conditions
established in accordance with Srticles 44 and 45 together with any deadline s for the
fulfilrrient of those conditions.

2. The corapetent authorities of the Mermber States shall take all necessary measares to ensare

that the inforrmation given in the surienary of product characteristics is in conforrity with
that acce pted when the national raarke ting anthorisation is granted or subsecuently.
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The corapetent authorities of the Mermber States shall draw up an assesament re port and
rnake corunsrits on the file as regards the reaults of the pharnaceutical and non-clinical
tests, the clinical studies, the sk managernent systern, the ewvirornrne ntal risk assesse nt

and the pharmacovigilance syetemm of the medicinal product coneerned.

The competent authorities of the Member States shall make the assessment report piblicly
available without undue delay, together with the reasons for their opirdon, after deletion of
aty irdornation of a corenercially confide ritial nature. The justification shallbe provided
separate Iy for each the rapentic indication applied for.

The pablic assessnent ve port referred to in paragraph 5 shall include a surenarsy written in
a matmet that is understandable to the public. The surorary shall contain, v parbiculay, a
sec tion relating to the conditions of nse of the e dicinal product.
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sz, The competent quthoribies of the Member Sates shall, without undue delay, make
publich available the naional marke ing authorisation ogether with the summary of
product c haracteristics, the paclage leafled, the antimicrobial stewardship plan and
special informaion requiremends referred to i Article YT, poinds (&) and (B) 2z well
25 any condibions established in qocordance with Ariicles &4 45 and any obl gakons
impoged subseguentl in accordance with Article 87 together with any deadlines for the
Fulfilment of thoze condiions and oblgabons for each medicinal product thet they have

authorised.

Arficle 44
Mational marlketing authorisation subject to ¢ond itions

1. L rnarketing authorisation for a redicinal product ravhe granted subject fo one o more
of the following conditions:

(a) o take certain meamres for enswing the safe use of the redicinal product to be
imeluded in the nsk managernent systern;

by o conduet post-authorsation safetystodies;

il to coraply with obligations on the recording or re porting of suspected adwerse
reactions that are stricter than those referred to in Chapter I

idy  argother conditions or restric ions with regard to the safe and effecinee use of the

tedicinal product;
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&)
i)

(g

(k)

gl

the existerice of an adecuate pharrnacovigilance systern,

to covduet post-anthorization efficacywstudies where corcerms relating to sore
asyects of the efficacyof the medicinal product are ide ntified and canbe resoked
ordy after the medicinal product has been marketed;

incase of medicinal products for which there is sabstantial nncerainty as to the
surrogate endpoint iz rvelation to the expected health outeorme, do conduct, whete
appropriate and relevant for the benefit-risk balance, a post-authorisation obligation
o substantiate the clinical benefit;

to conduct post-authorisation ersiroreaental sk assessment studies, collection of
tnonitoring data or inforreation on use, or & implement appropriak risk mifigation
measwres, where Wentified or potential concems about risks fo the ersdronment or
public health, ineluding antiraicrobial resistance need to be forther rrestigated or
mitioate d after the redicingl product hasbeen marketed,

to conduct post-authorization studies to iopeove the safe and effective e of the
medicinal product;

where appropriate, o carry out medicinal produe t-epecific validation studies to
replace anitnal-based control rethods with non-animal-based control methods,
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&n obligation to conduet post anthorisation efficac wetadies referred to in the first
subparagraph, point (1), shallbe based on the delegated acts adopted pusuant to Lriicle 55

2. The marketing authorisation shall lay down deadlines for the fadfilment of the conditions
referred to in paragraph 1, fiist subparasraph, where necessary,

Arficle 43
Mational marheting authorkation und er excep tonal ¢ Ire umstances

1. In exceptional cirewrnstances where, in an application under Arficl: & for a marketing
anthorisation of a medical produet, or in an application under Article 92 for a new
therapeutic indication of an existing marketing anthorisation, an applicant is wnable to
prowide cornprehersve data on the efficacy and safe ty of the medicina] produe t under
nornal conditions of use, the corapetent authority of the Member State taw, by derogation
to &rticle 6, grant an authonsation under Srticle 43, subject to specific condiions, where

the following reguire rments are mwet:

fa)  the applicant has demonstrated, in the application file, that there are ohjectie and
verifishle reasons not to be able to submit corapre henste data on the efficacy and
safetyof the medicinal product under norraal conditions of use based on one of the
grounds set out in Brnex II;

(b except for the data referred to in point (a), the apgplication file iz coraple te and
satisfles all the requiretne nts of this Directre
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ey specific conditions are ineluded in the decision of the corapetent authontizs of the
Wk her States, in parhic wlar to ensure the safety of the medicinal product as well 1o
ensure that the marke ting authorisation holder notifies to the competent authorities of
the Ileraber States any incident relating to its use and takes appropeiate action where

NECESEATT.

2. The mainte nance of the authorised new therapeutic indication and the salidity of the
tatioral marketing authorisation shallbe livked 1o the reassessmient of the conditions set
ot in paragraph 1 after tao wears or within q shorter deadline specified by Hhe competend
cuthoridy frorn the date when the new therapentic indication was authorise d or the
mnatketing anthorisation was granted, and thereafter at a risk-based fre quency to be
de terrnined biythe cormpete nt authorities of the Meraber State and specified in the
matketing authorisation.

Thiz reassesstnernt shall be conducted on the basis of an application byrthe marketing
authorisation holder to maintain the authorised new therapeutic indication or renevw the
matketing authorization under excephional cireurnstance s,
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Arficle 40
Valid ity and renewal of marketing autherisation

1. Without prejudice to paragraph 4, a marketing authonsation for a medicinal product shall
be valid for an wdireited period.

Byway of derogation from the first subparagraph, a national marke fing anthorisation
granted in accordance with Lrticle 45017 shall be walid for five years and be subject to
renewal in accordance with paragraph 2.

B yrway of derogation frorn the first subparagraph, a compete nt authorityof the Ilember
State raay decide at the tirne of granting the national marketing authorisatior, on
objectrvelyand dulvyjustified grounds relating to safety of the wedicina product, to livedt
the walidity of the national marketing authorisation o fiee wears.

2 The marketing authorisation holder roawy submmit an application for a renewal of 4 national
marketing authorization granted under parazraph 1, second or third subparagraph. Such
application shallbe subrnitted at least rane ronths before the national marketing

anthorsation ceases o be walid.

3. Onee the application for a renewal has been sbrattted withan the tire lirat provided forin
patagraph 2, the national matketing authorisation shall rerair walid until the compete nt
authority of the Ileraber State adopts a decision.
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The corapetent authorityof the Merber State tnavre new the national rarketing
authorisation on the hasis of a re-evalnation of the benefit-risk halance. COnee renevwred, the
matketing authorisation shall be valid for an unlismited period.

Arficle 47
Refusal of a mational marketing authorkation

The natiorial marke ting authorsation shall be refised if, after werification of the particulars
and docurne ntations referred to in Article 6 and subject o the specific requirernents laid
down it &rticles @ to 14, the view is taken that:

fa)
(i

()

(d)

the be nefit-risk halance is not considered to be favourahle ;

that the applicant has not properlyor sufficiently de monstrated the quality, safetyor
efficacy of the e dicinal product,

its gualitative and quantitative coraposition is not as declared,

the ermvironmmental risk assessinent is incormplete or insutficie il ysubstardia ted-kartbe
appliaand, oF If the rigks identified in the ervironrnental risk asse ssroent have not
been sufficiently addressed by the applicant: ine leding through risk mitigaion
measures, wnless He applicant has duly jushfied and substantiated the reasons for
the incomplete or inaufficiently substantiated enyirownental fsk aezessnent, and
the compelent quthorities consider that the marketing authorisation can be granted
subject to the conditions referved to in Arkicle 44 (1) (R) to conduct post-
quthorization environmental fisk assessnent shudies or o implement risk

mitigehon measures.
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ey the labelling and package leaflet proposed by the applicant do mot compl with
Chapter Vior they are not in accordance with ekeptesd e particulars Gsted in
the summary of product characle riskics.

2 The national marke ting anthorisation shall alzo be vefose d if anyperbculars or
docurrentations subraitted i support of the application do not comply with Srtiele 6,
patagraphs 1 to 6, and Articles P 1o 14,

3. The applicant or the marke ting anthorisation holder shall be responsible for the acouracy of
the particulars and docurnentstions subradthed.

SE CTION 7
SPE CIFIC REQUIREEME NT S FOR PAEDIATRI C MEDICINAL PRODUCTS

Arficle 45
Comp liance with the paediatri investigation plan

1. The competent authorityof the Dlerder State for which an application for matketing
anthorization or variation of a marketing authorisation is subemitted urder the provisions of
this Chapter or of the Chapter VIIT, shall verifirwhe ther it coraplies with the ve quirererts
laid diown in &rticle 6(5).
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2. Whete the application is submitted in accordance with the procedure set out in thas
Clapter, Sections 3 and 4, the verfication of corapliance, melding, as appropriate,
requesting an opinion of the Lgencyin accordance with paragraph 3, point (b), shall be
conducted by the reference Member State

3. The Committes for IWedicinal Products for Human Use, as referred foin Arficle 148 of
[revized Begulation (BC) Ho 7262004 may, in the following cases, be reguest=d to grve
its opinion a2 fo whether studies conducted by the applicant are in cormpliance with the
agreed paediatric restization plan as defined in Article 74 of [resdised Regulation (EC)
Mo 72672004 :

ta)  byrthe applicant, prior o submithing an application for a marke ting authorisation or

fior awariation of a marketing anthorsation;

by byrthe competent authority of the Mermber State, when validating an application fora
tnarke ting anthorisation or for a variation of a marketing authorisation that does not

alve ady inelude such an opinion.

4. In the case of a request in accordance with paragraph 3, point (a), the applicant shall not
subrit its application untl the Corgaithes for Wedicinal Products for Hurman Use has
provided its opindon, and a copy the reof shall be armexed to the application.
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lember States shall take due accourt of an opinion drawn wp in accordance with
paragraph 3.

When the corgpe tent autho ity of the Ivlerober State, during the scientifie asszssmentof a
valid application for a marketing authorisation or a variation of a matketing authorisation,
concludes that the studies are not in cordommity with the agreed paediatrie irmestigation
plam, the medicinal peoduct shall notbe eligible for the rewards and incentives provided for
in Article 26,

Ardicle 49
Data deriving from a paediatric investigation plan

Where a marke ting authorization or a varation of a marketing authorisation, is granted in
accordance with the provisions ander this Chapler or of the provisions under Chapter WIII

ra)  the results of all-ebedesd studies, conducted v cormpliance with an agreed paediatre
irvestigation plan as referred to in Srhicle &05), point (a), shall be included in the
surnrvary of product characteristics and, iff appropriate, in the package leaflet, or

(b anyagreed walver as referred to in Arficle 603, poirds (b) and (e}, shallbe recorded
in the suramary of product characteristics and, if a ppropriate, in the package leaflet
of the redicinal product concerred.
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2. If the application coraplies with all the measures contained in the agreed cornpleted
paediatic irvestigation plan and if the srararyof podact characteristics reflects the
results of studies conduc ted in cormpliance with that agreed paediatric inve stigation plan,
the compete nt authorityof the Ieraber State shall include within the marketing
anthorisation a stateranent mdicating compliance of the application with the agreed
cotaple ted paediatric rwestigation plan. The compebent authority shall make the
conelegions of the awesament regarding complionee with the agreed completed
paediatric imveshgation plan publicl availabls.

3. &n application for new therape ute indications, incloding peediatric indications, new
pharrmareutical forms, new strengths and new routes of adrindstration of medic inal
produc ts authorized in accordarce with the peoisions under this Chapter or of the
provisions under Chapter WIITand which are protected either by a supple entary
protection certificate under [Fegulation (EC) No 46972009 - OF please replace reference
by newinsttoroent when adopted], or by a patent which gualifies for the granting of the
supple ertary protechion certificate, mayhe sdbraitted under the proce dure laid doemn in
Lrticles 41 and 42.

4. The procedure referred o in paragraph 3 shall be lirdted to the assesament of the specific
section of the surenary of produet e harac teristics to be swared.
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Chapter I'V

Prescription status

Arficle 310
Preserip tion status of medi inal produe ts

1. When a marketing authorsation iz granted, the competent anthorities shall by applying the
criteria laid dovem in Article 51, specifythe prescription status of the medicinal product as:

ta)  amedicinal product subject to medical prescription; or
by amedicinal product not subject to medieal prescription.

2 The competent authorties mwatyfiz sb-categories for medicinal poducts that ave subject fo
tnedical prescription. In that case, they shall specifyr the following prescription status:

ra)  medicinal products subject to medical peescription for renewable or non-rensaable
delivery,

by medicinal products subject to special me dical prescription;

(c)  redicinal products on ‘restricted” medical prescription, reserved for use in certain

specialised areas.
A36 7126 211
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 212

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Arficle 31
Medicinal producis subject to medical prescription

1. & e dicinal product shall be subject fo medical presenphon whete it

fa)

(i

()
&)
i)

13 like Iy to pressnt a danger either directly or indirectly, even whet used correctly if

nse d without medical supervision,

15 frequently and to avery wide extent used meorrectly, and as a result is likelyto
present a divect or indirect davger to huornan health;

cobtains mubstances or preparations thereof, the artivityor adwerse reactions of which
reguuire further irvestization,

iz notroally prescribed b a doctor to be adredristered parenterallsy,

i3 an antiraicrobial; or

2 persistent, Doaccumalative and toxde, of
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() ver permistent andvery bogeenmulabye, or
() persistent, mobile and toxde, of
@) ven persistent andvery mobile,

and for which medical prescriphion as visk minimisation measure with regard bo the

e iroranent is required, unless other circumstances of wae jushfy ofherwise.

2 Llemnber States mavyset #re following additional conditions on the preseription of

antirnicrobialseebic

Fropespiess o 2okl e substances referred bo in paragraph 1, point

(2] Bmihing the guankRes prescribed o the amownt required for Hhe lreabnent oy
therapy concermed, or

(B restricing the valididy of medical prescripbion, or

) mebwitheg cerlain anfimicrobial medicinal producls Yo special medicel prescription

or restricted prescriplion.
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3. Whete Iletnber States provide for the sub-category of me dicinal products subject fo
special medical prescription, theyw shall take acconnt of the followirng factors:

ra)  the medicingl product contains, in a non-exempt gquarntity, a suhstance classtied as a
harcotic or a peychotropic substance within the reanine of the e rmational

corrventinns;

b the raedicingl product iz likely, if incorrectly nsed, o present a substantial nsk of
medicinal abuse, to lead fo addiction or be rwisused for illegal puposes; or

ey the medicinal product contains a sbstance that, by reason of its novelty or
properties, could be corsidersd as belonging to the group set out in point fe(p) as a

precantionay measire

4. Where Mernber States provide for the sub-category of e dicinal products subject o
restricted prescription, they shall take account of the following factors:

ra)  the redicinal product, becanse of its pharmacentical characteristics or novelty or in
the interests of public health, 1s reserved for treatinents that can ondybe followed ina

hiospital errdronent,
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by the raedicinal produet 1s used in the treatment of condifions that mustbe disghosed in
a hospital ersrironmment or in institotions with adecuate diagnostic facilities, although
adrnirdstration and follow-up maybe carried out elsewhere,

(el the redicingl product iz intended for outpatients bt its nse may produce we oy s rions
adverse reactions requiring a prescripion drawn up as requived by a specialist and
sperial supervision throughont the treatrnant.

5. & cormpete nt authority may wanve application of thegaragraphs 1, 3 and 4, having regard
to:
ra)  the maxirum single dose, the maximwn daily dose, the strength, the pharmaceutical
fory, certain types of packaging; or

(b exeept for medicinal products referred to in paragraph I, letter (p), other
circwrnstances of wse that it has specified.

Sa. Acompetent quhorily may waive application of paregraphs 1, 3 and 4 for medicinal
products referved bo in paragraph 1, letber (), only for topical uge.
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f. If'a cormpetent authority does not designate medicinal produc ts into sub-categones referred
toin Brticle 50020, it shall nesrertheless take into account the criteria laid down in
paragraphs 3 and 4 in dete reodring whe ther any redicinal product shallbe classified as a
medicinal product subject to edical prescription.

Arficle 52
Medicinal produw ts not sub ject to medical prescription

A redicinal predustenetprodict shall not be subject to medical prescription shall bethoss et da
if the medicinal product does not raeet the criteria laid down in Lyticle 51, paragraphs I, 3 and 4
or if Article 51, paragraph 5 or Sa, is appleahle.
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Arficle 34
Amendment of prescription status

When new facts are brought to their atte nhior, the cormpetent authonties shall exatmine and, as
appropriate, armend the prescription statuz of 4 wedicinal product by applying the criteria listed v
Lrticle 51

I cage of a potential or achial shortage of @ me dicingl product et puts patients ' neads or public
heith atrisl, a conpelent quihorly maoy bemporerily amend e preseriphon shatus of a
medicingl product from notsubject to preseription o subject bo prescription or from general
preseripion o restrickd preseriplon. The amendment shall be withdrawn as soon as e
shorkage or risk of shorkage ceases.

Arficle 33
Data protection of evidens e for the c hange of p resc rip ton stahus

Whete a change of prescription statns of a medicinal peoduet has been authorised on the basis of
significant non-clinical tests or clinical studies, the corape fent authority shall not refer o the results
of those tests or studies whe n examining an application by another applicant for or marketing
anthorisation holder for a change of prescnption status of the same substance for one sear afler the
initial change was authorised.
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Chapter V

{Ohligations and liahility of the m arketing authorisation holder

Arficle 6
General ohligations

1. The marketing authorisation holder shall be responsible for the raking available on the
rnarket of the medicinal product covered brthe marketing authorisstion it has been
granted. The designation of a rarke ting authorisation holder representative shall not
reliewe the matketing authorsation holder of its legal responsthility.

2 The marketing authorization holder of a medicingl product placed on the market ina
Ilerber State shall notifythe competent authomts of the Ilernber State concermed of the
date of actual placing on the market of the e dicinal product in that Ileraber State, taking

into account the warions pre sentations authorised.

2a. Hhere @ marketing authorisation is withdrawn, for the medicinal products that were
previously placed on Yo marlet under that marlketing authorisabon oll relovant
obligations and post-marketing provisions of thiz Directve and of [revised Fe oulation
P22 ECTahall continue to apply for an appropriake period. The period shall be
cpproved by e competent quihoridy pror to withdrawal of the markeing authorisalion.
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3. The marketing authorisation holder of a medicinal product placed on the matket ina
Ileraber State shall, within the Lrats of its responsibality ensure appropeate and continued
supplies of that medicinal product to wholesale distributors, phanracies or persons
authorised to supply rmedicinal products so that the needs of patients in the Merber State

in guestion are covered,

The arrangerne nts for implerns nting the first subparagraph showld, morecver, be justified
ot grounds of public health protection and be proportionate in relation to the ohjectrve of
such protection, i compliance with the Treaty rules, parhiculady those concerning the free
rnoeerne it of goods and competiion.

4. The marketing authorisation holder shall, at all stages of rnartachiring and distnbution
ersre that the starting materials and ingredients of the medicinal producte and the
rnedicinal products the msebes corgply with the require rmerts of this Directrve and, where
relevant, the [revised Begulation (EC) Mo 72672004 and other Urdon low and shallvernifyy

that such requirernents are met.

5. For integral corbination of a roe dicinal produet with a medical desvice and for
cotabinations of a wedicingl product with a product other than a medical device, the
matketing authorization holder shall be responsible for the whole product in terrns of
corapliance of the medicinal produet with the ®guirernents of this Directive and the
[tevised Begulation (ECY Ho T26/2004].
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The marketing authorisation holder shall be established in the Union.

Where the marketing anthorsation holder considers or has reason to beliewe that the
medicinal product it has made available on the market is not in conforeaaty with the
tnatketing anthorisation or this Divective and the [tevized Resulation (EC) Mo T2E02004] it
shall imrnediate Iy take the necessaryeorrectie actions to bring that medicinal product into
conforenity, o withdraw it or recall it, asappeopriate. The marketing authorisation holder
shall irnrnediate Iy ivdorm the corpetent anthorities and the distribotors concerned to that
effect.

Uypom reguest, the marketing authorisation holder shall preedde the corpetent anthorities
with free sarnples in sufticient gquartities to enable controls o be made on the medic inal
products that it has place d on the rmarket.

Upon recpuest the marketing authonsation holder shall prosdde the corape tent authorty
with all data relating to the wolune of sales of the medicival product, and anydata in its
possession relating to the wolune of piescnptons.
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Article Saa
Secific reguirements m maling available and supplying
of a medicinal product in a Member Sate

I Hith aview to faciliteling access to a medicinal product covered by avalid marleting
cuthorisahon within e territory of a Member Slate suljectto re mdatory protection
pursuant bo Arficle 80, o, if qpplicable, the market excluswily in gocordance with
Arkcle 72 of revised Regulafion 7282004 ] a Member Stade map reguest the markeling
cuthorisahon kolder of Yhat medicinal product to place i on the market of that Member
Shate and supply it so that the weeds of palients in e Mewmber Shate in gueshon are
covered as specified by that Member Stake.

pes For the purposes of paragraph 1, a Member Sate may regquire the marleting

cuthorizaion Rolder o carsy oub, one or more of e following:

(@) submitavalid pricing and reimbursement applicalion, in eccordance with nabonal
faw,;

(b)) Rulfilspecific reguirements for marketing aithorisation holders in procurement

procedures in accordance with nalonal and Uhion law,;
() eskeblizh aroll-ouwplan, as referred bo in paragraph 3.

The arrangements bo mplement Yhe requirements referved to in fhis paragraph shall be

proporfionate to e oBective pursued and in complianee with Dhion law.
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3 The roll-owt plan shall ine lude information about the supply of the we dicinal product by
the markebng quthorisahon holder over a gven period in the Member Sak concerned.
The roll-out plan shall be prepared by the marketing authorisation holder and be agreed
by the Member Stale concerned. The Member Siate may when justified reguire the
marbekng authorisehon holder bo updale the roll-oud plan.

4 Hhen @ Member Stale applies paragraph 1, i shall commuunicate it o the marketing
cuthorisabon kolder, together with the modalibes referred to in paragraph 2, within one
yecr from the marleting authorization for that medicingl product The communicabion
under this paragraph shall contain explicid reference to this Article.

Hhen appling this Article, the Member Stake and the marleting authorisation holder
shall cooperate in good faith and undertalie best offorts to ensure, within the Emits of
their responsibility, Yee availabilily and supply of the me dicinal product concerned.

) Hhere within Jyears after @ Member Shate submitted is regquest pursuant o
paragraph 3 the marketing authorisaion holder has not, within the limiks of i
responsibiliies, made the medicinal product available and has not sup plied it
conkinuousl within Bt period so that the needs of patients in e requesting Member
Shate in queshon are covered, the market profeclion for that medicinal product in
aecordance with Arficle 8002), and, if applicable, the prolongabion of the market
exclusiedy in accordance with Arkele 72(2) of frevised Fegulakion 7282004 shall not
apply within that Member Shate. Tn those cases, Arficle 1oa(5) shall apply.
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. The Mewmber Shate shall make the mnformabon referved o in paragraph 5 publicly
v ailable without undue delay. For medicingl products authonised in eecordance wilh
frevised Regulation (EC) Mo 7282004 the Member State shall also notifi the Agency.

a By way of derogaion from Article 80(T), a marketing authorisalon applcation may be
validated and assessed by the national competent authorities or the Agency sizyears
cfter the start of the dala protection period of the reference medicinal product where the
medicinal prodict is g generic or blosimilar medicingl product to @ reference medicingl
product and where @ Member Sate has made publicl avmilable informaion with regard
to et reference medicingl product i qecordance with paregraph Sa. The marketing
authorizaion validated and awessed in accordance with this paragraph shall not be

granted prioy to the expivy of the re culatory data protechion period.

2 This Arbicle shall not affect the applicabion of netional le gislafion and procedires,
including pricing and reimbursemend, public procurement and ary other procedures
cirang et maling availeble and suppling the medicinal product concerned within their
tersitory at any time following the marketing authorization.

Thiz Article shall also not affect the right of markefng authorisation holders bo make
b aifable and supply e medicinal product concermed in o Memeber State by carsping oul

the relevant procedures pursuant to national law, regardless of whether a reguest in
eecordance with paragraph I has been made by that Member Shate.
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Mdember Shakes representatives map reguest the Commission Yo discuss issues related to
the practical applicalion of this Article in the Commitlee established by Council
Decigion T5320EEC! { Pharmacentical Committee”’). The Commission may invite
bodies responsible for health fechnology assesswent @ referred to in Regulation

(ELN 20212282 or naional bodies responsible for pricing and reambursement, as
reguired, to participate in the deliberafions of the Pharmacentical Commities,

The Pharmaceutical Commitiee may exchange views on nelonal measures ervisaged in
the event when the oblgebions under this Arficle are notmet

Markeing authorisaion holders shall comply with e obligations set outin this Article,
except for excephional and unforeseeable circumstances, meluding those related to
dizruphons of supply, or duly justfied circwmstances fully oulside e marketing
cuthorizaion holder's control the conseguences of which conld not have been avoided
even if all best and reasonable measures had been taken. In such q case the marketing
cuthorisaion kolder shall provide an explanchon of the case and circumstances and

Jushfy the reasons for non-complianes.

I 7 Council Decision of 20y 1975 selling wp a pharmacendical commibies

(O L 147 251975 p. 23).
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Arficle 37
Responsiility to report on public finaw ial support

1. The marketing authorisation holder shall declare to the pablic any divect finavcial support
received frorm any poblic authorityey publiclyfundes d body, philenseropic or ganisation,
oF not-for-prafit or ganisabion or fund, in relation to arsr actrdties for the research and
developrnent of the e dicinal product cosrered byra national or a cenfralised marketing
anthorisation, itvespective of the legal entitythat received that suppor.

2 Within 30 daye after the marketing authorsation is gravted the marketing anthorisation
haolder shall:

fa)  draw upan electronie ve port listing:
{1y the aracunt of financial sopgport rece Dved and the date thereof),

(1] the gealedismmathaadis
support referred fo in point (1),

ety that provided the fivarcial

{iiiy the legal entitythat veceiwed the support referred to in point (1),

(b ensure that the electrondc report s accwrate and that it has been audited by an

ndepe ndent external anditor,
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ey make the electroric report aceessible o the public via a dedicated webpage ;

1d)  corareumicate the electronie limk to such webpaze to the compete nt anthorityof the
WEwher State or, where approptiate, to the Agency

For the medicinal products aunthorised under this Divecttve, the competent authority of the
Llernber State shall corunicate in a tive ly manner the electronic ik fo the Sgency.

The marketing authorisation holder shall keep the electrorde link up to date and, as
ne cessary, update the report arvmally,

The Merrber States shall take appropriate measures o ensare that paragraphs 1, 2 and 4 are
conplied with byrthe marketing authorsation holder established in their country

The Corarnission ssesghell adopt iraple menting acts to lay down the prineiples and format
for the mformation o be reported parsuant to paragraph 2 By [18 months from the date of
entyy into force of this Directive ] Those Dnpletne nting acte shall be adopted in accordarce
with the examination procedure referred to in Arficle 214{27
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Arficle 38
Traceah ility of substances used in the manufac ture of med i inal products

1. The marketing authorisation holder shall, when necessars; ensare the traceabilityof an
active substance, starting material excipient or anyother substance intended or expected to
ke present in a medicinal product at all stages of ranufachoing and distribation,

2 The marketing authorization holder shall be able to idertifty avyr nataral or legal person
frorn whom the whave been supplied with an actoee substance, starting material, excipisnt
ot any other substance mtended or expected tobe present in a medicinal product.

3. The marketing authorisation holder and its supplie s of an actve substance, starting
tnaterial, excipient or any other sthetance used in the marnfachiing of a e dicinal product
shall havee in place systerns and procedure s that allow for the mforrmation referred to in
paragraph 2 tobe made available, upon reguest, to the corapetent authorities.

4. The marketing authorisation holder and its supplie s shall have in place systems and
procedures fo identifir the other natural or legal persons to whom products referred to in
patagraph 2 have beer supplied. This indormation shall, upon reguest, be made available to
the compete nt authorities.
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Arficle 39
Flac ing on the market of p rod w ts with paed iairic indcations

Whete medicinal products are authonsed for a paediatrie indieation following cormple ion of an
agreed paediatric inve stization plan and those redicingd products have alreadsrbeen matke ted with
other therapeutic indications, the marketing anthorisation holder shall, within two years of the date
ob which the paediatic indication 15 aunthorised, place the medicinal product on the market taking
into account the paediatric indication in all Ivleraber States where the medicinal product 1s alveady
placed on the market.

& register, coordinated by the Ageney, and made prablicly available, shall mention these deadlines.
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Arficle G0
Dicontinuation of the placing on the market of p aed iatric producis

If a rnedicinal product 15 authorised for a paediate indication and the marketing authorisation
holder hasbenefited from rewards or incenttves under Ariicle 26 of this Directive or haticle 93 of
[revized Begulation (EC) Mo 72652004, and these periods of protection have expired, and if the
rnatke ing authorization holder intends to discontinue placing the medicinal product on the market,
the marketing anthorisation holder shall transfer the marketing anthorisation to a thivd partyor
allonara thivd party, which has declared its intention to continne to place the medicimal prodoct in
guestion on the market, to use the pharmaceutical, non-clinical and clivdeal doearnentation
contained in the file of the medicinal product on the basis of Lrticle 14

The marketing anthorisation holder shall inforn the corapetent authorities of its nte ntion to
discontinme the placing on the market of the medicinal product no less than tarebre ronths before
the discontinnation. The cormpete nt authorities shall make this fact publicly arailable.

Arficle 6]
Liah ility of the marketing authorization holder

The marketing authorsation shall not affect the covil and criminal liability of the marketing

author=sation holder.
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Chapter VI

Product information and labhelling

Arficle 62
Summary of prodw i characteristics

1. The swrmwary of product charvae teristics shall contain the particulars listed in Samex V.

2 For marketing authorizsations under Srticles Pssddd 0 1.2 and subeeguent variations to
such rmarketing anthorizations, if one or more of the therape utic indications, posologies,
pharmareutical forms, methods or routes of administration or any other weay in which the
tnedicinal product rmasbe used are still corve ved by patent law or a supple mertary
protection certificate for e dicinal products at the tiree when the generic-ax biositniar,
Rybrid or biohybrid medicinal product was marketed, the applicant for e marketing
cuthorizaion or @ varighon of @ markebng anthorization for a generic-es biosirmilaz,

Rpbrid or biohpbrid medicingl peoduct rmay regquest not to inelude this information in their

tnatketing anthorisation, however all relevant safely informabtion related to the aafe use of
the medicinal product shall be included.
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Arficle 63
General prineip les on pac kage keaflet

1. & package leaflet shall be andatorsy for medicinal products. The packege leaflet shall be
made aratlable by the marke Bng authorisafion kolider in the packaging in paper format
and electronically @ accordance with He specific abions, standards and format specified
B the implementing act pursuant o paragraph &

2. The package leatlet shall be written and desizned in a clear and understandable wazy
etgbling nwers to act appropriately, when vece ssarwwith the help of he althears
profeasionals.
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By derogakon from paragraph I, Idember States may decide that the packaze leaflet shall

ord be made available thmmcﬂ?ﬂw By
the marketing muthoriseion holde rﬁ:lr spemfil: a3l - e

g efacale porier of medicinal products or
Jor all medicina] peedest=tproducts, following o consuliation of paents, healthcare
professionals and other relevant stalieholders. Bt shall be ensured that the information in
digial formatis eamly eecessible to all patients. Where the package leaflet is ondymade
available electronically, the patient’s right o a printed coprrof the package leaflet
phesaldefall e guaranteed upon wouest and fiee of charge. The markefing authorisaton
Rolder 2hall be responsible for preparing the elechronic leaflet and enqurin vl ahenld
be—sneurad that the doneatonin-digitalole chronic and printed versions of the paclage
leaflet are readily available to the pabent. IF o Member Stake decides that the package
leafletshall be only made available electronic ally, it shall not preclide the marketing
authorization Rolder from providing the package leaflet in paper fonnat iesacilsy

socaspibledo-all e bardoin addition to the eleclronic version on avolunbary basis.

BIET26
LWMWEX

232
LIFE.5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

233
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

5h. The obligation fo male available the package leaflet in paper format in the packaging in
@ Member State shall not constifute q reason for the markeling aquthoriselon holder to
refuse bo supply the medcinal product on the marliotin that Momber Shate.

4. Byrderogation frorn paragraphs 1 and 2, where the infbrrnation regnived mnder &rticles 64
and 73 is directlyeormeyed on the outer packaging or on the dnmediate packaging a
package leaflet shall not be required.

é. The Cornission shall [By 18 months after e entny indo force of the Direchive |
adopt tnplernenting acts in accordance with the exaraination proce dure referred 4o in
_;ﬁ,‘,rh,l:le 214{2} [t ... a1 T e e N = R T e = "... H] "!‘. H EHpe—ea e s

(@) establizh common standards and formats for the electronic vession of the package
leafled the summany of product characteristics and the labe ling taling into
aecount available ehnologies,
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(B}

(e}

(it}

fe)

establish criteria for the provision of information referred do i point (@) iy the
markebng quthoriseon holder Frirough secure digiial platforms and digital
services and for the provision, establishment, maagement and accessibilily of
sueh digital platforms and services.

set the necessary processes o validate he elecbronic version of the package lpaflet
ard make & available bo pakents;

specifi information on the packaging on how b gocess the electronic version of the
package leafled;

specifir the details of wnplementing commony recognised global andimicrobial
registance spmbol as referved to in Article 89 (2), in the sechon of the package
feaflet that condaing specific nformabon about the medicinal product concerned,
information on autimicrobial resistance and the importance of appropriale use and

disposal of antimicrobials.

aa. The Agency shall male available a system o accommod@e the electronic product
information after consulialon with Member Shates and the relovant stakeholders. The
spstern shall be available b e latest by [ Smondlis before bransposifion of his
Directive
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1. Phese MR en qocessing the package leaflet isssedeareekdeele cironical ly, Se—ndrcdaed
sreki-teparaespe roonel date protecion shallbe ensured. &ny fecloology gving access to
the inforrnation shall ensure the protecion of personal data in accordance with
Fegulation (EL) 2015670 and Directe 2002758 FC and shall not allow the
identification, profiling or tracking of individuals, nor shall itbe used for coroene reial
parposes including for adveftising or markefing achvities.

Arficle &4
Condent of package leaflet

1. The package leaflet shallbe drawn up in accordance with the suremary of product
chatacteristics, referred to in Srticle 62017 and shall include the particalars listed in
Lirmex VI

3. The package leaflet shall reflect the results of consultations with target patient groupe to
ensure that it1s legible, clear and easy to use.
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Arficle 63
Cordent-of-Labelling pesbewdarsc| oo onler or immediate packeging

1. The outer packaging of medicinal products or, where there is no ouler packaging, the
irnene diate packaging, with the exception of the packaging referved fo in Brticle 66,
patagraphs 2 and 3, shall include the labelling particalars hsted in Snnex IV

2 The Corunission is erapowered to adopt delegated acts in accordance with Arhicle 215 o

ra)  amend the list of labelling particulars set ot in Aunex IV in order fo take account of
srientific progress or patient needs;

by supplement Arnex IV by seting out a reduced list of mandatorylabelling partic ulars

that shall appear on the outer packaging ofswati-lewenass mali-county packagzes
Hhat are also multi-lin oual.

Arficle 86
Lahelling of hlister pacls or small immediate pac lnging

1. The particulars laid down in Samex IV shall appear on ixanediate packagings other than
those referred to in the paragraphs 2 and 3.
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The following parficulars at least shall appear on nmediate packagings that take the form
of blister packs and are placed i an outer packaging that cormplies with the requirerne nts
laid down in &ricles 65 and 73

(a)  the narne of the mwedicinal product,

(b the nare of the marketing authorization holder placing the product on the market;
oy the expiry date,

(dy the batch number,

The following parficulars at least shall appear on stnall imrnediate packaging units on
which the particulars laid dowr in Articles 65 and 73 cannot be displayed, she-nebado-at

ta)  the narne of the medicinal product and, if rece ssary, the ronte of adwirdstration,

(b the method of administration, if not alre ady evident from the name or from the
route of adwiniskakon of the medicinal product ag referred to in point (1),

(o) the expiry date,
(d)  the hateh number,

(el the contents by weight, byrvohuae or by unit,
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Article 67
Safety features

1. Mledicinal products subject to prescription shall bear the safeds features referred 1o in
Lymex IV, unless the w have been listed in aceordance with the procedure referred fo in

patagraph 2, second subparagraph, point (b

Iledicinal products not subject to prescription shall not bear the safety features referred to
in &rrex IV, unless, by wayof exception, the v bave been listed in accordance with the
procedure referred to n paragraph 2, second subparagraph, point (b, or whese the
marketing quihorisalon holder chooses o do so voluntarily .

2 The Corunission shall adopt delegated acts in ancordance with Arficle 215 to supple ment
Srmex IV by laying down detailed rules for the safetyieatues.

Those delegated acts shall set ont:

fa)  the characteristics and technical specifications of the unigue ide ntifier of the safety
features referred fo in Arvex IV point (o) that enables the authenticity of e dicinal
products 1o be verified and indiidual packs to be ide ntified;

by the lists containing the mediciral products or product cate gories that, in the case of
tnedicinal peoducts subject to prescription shall notbear the safety features, and in
the case of medicina products not subject o prescription shall bear the safety
featires referred to in Armex IV point (o),
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ey the procedures for the notification to the Corenission prosided forin paragraph 4
and a rapid syster for evaluating and deciding on such notification for the purpose

of applying point b,

() the raodalities fior the verification of the safety features referred to in Lnmex IV point
(o) by the mannfae tavers, wholesale distribartors, phatmacists and natoral or legal
persons authorized or entitled to supply medicinal products to the pblic and by the
cornpe tent anthorities,

(e)  provisions on the establishenent, wanage ment and accessibilityof the repositores
systetn i which information on the safety features, enabling the wverification of the
anthe rtieity and identification of medicinal products, as provided for in Anmex IV
point (o), shall be contained.

The lists referred to in the second subparazraply, point (b)), shallbe established conside ring
the risk of falsification relating to the rnedicinal products or categories of medicinal
products concermed. To this end, at least the following criteria shall be applied:

ra)  the price and sales vohuone of the medicinal produect,

bl the ruraber and fregqueney of previous cases of falsified redieinal products being
reported within the Urndon and in third counties and the evolution of the rraber and
frecpuene v of such cases to date;

a3a72a 239

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 240
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

ey the specific characteristics of the medicinal products concemed,
1d)  the sesverityof the conditions interded to be treated;
(el other potential risks to public health.

The modalities referred to in the second sobparagraph, poirt (d), shall allow the
verfication of the authenticity of each supplied pack of the me dicinal products bearing the
safe ty features referred o in Arwex IV poind (o) and deterroine the extent of such
verification. When establishing those modalities, the parficular characteristics of the supply
chains in Merrber States, and the need to ensure that the impact of verification measares
on particular actors in the supply chains is proportionate, shall be taken into accournt.

For the parposes of the second subparagraph, point (), the costs of the repositories syster
shall be borne by the marketing quhiorisakon holder or anufachring anthorisation
heddoxa-edhiolder of the edicinal peedusteproductbearing the safetvfeatores as relevant.

3 When adopting delegated acts referred to in paragraph 2, the Cormizssion shall take due
account of at least the following:

ra)  the protection of personal data as provaded for in Urdon law,

by the legitivnate interests to protect irdormation of a corarnete ially cordidential nabore;

a3a72a 240

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 241
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

ey the ownership and confide nhality of the data generated by the nse of the safety
features; and

(d)  the cost-effectieness of the measures.

The corapetent authorities of the Mewmber States shall notifsr the Cormmission of non-
prescption medicinal products that they judge to be at risk of falafication and may inform
the Conenission of e dicival products that they deern not to be at risk of falsification in
accordance with the criteria set out in paragraph 2, sscond subparagraph, point (k).

Ilember States rnawy for the parposes of reirnbarse ment or phartnacovigilance, extend the
scope of application of the unigue identifier referred to in Annex IV poind (o) to any
tnedicinal product subject to prescription or subject to reltmborserent.

Blerabog-Sdatee-The compete nd auihorfes may, for the parpose s of reiimburserment,

phan‘maﬂm"_igﬂanm, Fl]:lﬂﬂ'[l&l:lj&pid&l‘flil:l].l:lgjfﬂr e e e e s e
bmebd o monitor any expecte & potenkial or aoduel shorkege of @ medicinel product, as

well as to aggess the general supply situation to avoid shorages, use the information

contained in the repositores syster referred to paragraph 2, second subparagraph,
point (g).

Ilember States rnawy for the parposes of patient safety, extend the scope of application of
the anti-taripering device referred to in Arwex IV to any medicinal produoct.
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Arficle 68
Lah elling and instruction leaflet of radionw b es and radiop harmac euticals

1. Inaddition o the niles laid dowr in this Chapder, fhe outer carton and the container of
tnedicinal products containing radinrmelides shall be labelled in accordanee with the
regulations for the safe transport of radicactove matenals laid down bythe International
Atormic Energy Sgency Ioreower, the labelling shall cornply with the prosdsions set ont

in paragraphs 2 and 3.

2 The label on the shielding shall include the particulars laid down in Lyticle 65, In addition,
the label on the shielding shall explain in full, the codings nsed on the wial and shall
indicate, where necessary, for a given titne and date, the armount of radicact ity per dose
ot per vial and the waraber of capeules, or, for lepids, the waraber of millilitres in the

container.

3. In addition to the reguirements of Arkicle a4 the vial shallbe labelled with the following

infarmation:

ta)  the nare or code of the medicinal product, meluding the natoe or chetnical sybol
of the radiorclide;

by the batch idertification and expiry date;
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ey the infermational sseobol for radicae oAty
(d)  the name and address of the marnnfac tarer;
(el the araount of radioas thvity as specifled in paragraph 2.

The-coepadertanthonit markebing authoriseion kolder shall ensure that a detailed
instruction leaflet is enclosed with the packaging of radiophartracenticals, radicnaclide
generators, radionclide kits or radionmclide precursors. The text of this leaflzt shall be
established in accordance with Article 64{1). In addition, the leaflet shall ielude any
precautions to be taken by the user and the patient during the preparation and
adrinistration of the raedicinal product and special pre cautions for the disposal of the
packaging and its unuzed contents.

Arficle 69
Y ecial information reguirements for antimicrob ials

The marketing anthorization holder shall ensure availability of edncational material to

healtheare professionals, ineloding theough e dical sales representattve s as referred to in
Lrticle 175013, point (o), regarding the appropriate use of disgnostic tools, festing or other

diagnostic approaches related to antirnie robial-resistant pathogens, that may 1nform on the

use of the antirdcrobial. Any edue aional material shall be compabble and in qecordance

with the summary of product characte rishes.
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2. The marketing authorisation holder shall include in the peskasmahecinning of the
package laflet of andiznic robials a-deessssdt section that contains e global
anfinicrobial resistance gwmbol, specific information abont the medicinal product

=emsaesemraaardmaate gl 1nforration on antiracrobial resistance and e imporiance
of the appropriate e and disposal of antide robials,

Hhere MNerber State s zaeaszdecide that $re paclage leaflet iz made available in the
elzetromic format only v eccordance with article 63 (3), B information referred o in
the previous subparagraph shall also be made oy ailable to patients in paper formal
(Mawareness card). The awareness card shallbe seadeprosented in a dishnet and
inpnedicte iy visible way.

I duly justified cases referred bo in Article 75 Member States muy decids bo waive the
oblizabon to make available Sepeps

suaekrepeeifierales e reber- Sekardlie avareness card in paper forrnat shedHee
wmeludedin the packaging efsnandadercbial

3. The text of the ewassneps-sssdinfonnation in peragraph 2 shall be alizned with Lnnex VI
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Articls 70
Leghility

The packaze leaflet and labelling particulars referred to in thas Chapter shallbe easily legible,
clearly coraprehe naible and indelible.

Arficle 71
Accessihility for persons with disah ilities

The nare of the e dicinal product, followed by e sbrength, if appropriake, and pharmacewticsl
form, if appropriate, shall alsobe expressed in Braille forrmat on the packaging . The marketing
anthorisation holder shall ensure that the package leaflet referred to i Arhicle 63 15 made available
Free of charge upon request from patients’ orgardsations in formate appropeiate for peraons with
dizabilities, including blind and partiallysighted persons.

Arficle 72
Member States Labelling req uirenwenis

1. Hotaithstanding &rticle #4478 Merber States a vy require the use of certain forrs of
lahelling of the e dicizal product making it possible to aseertain

ra)  the price of the medicinal product;

(hy the reimbursement conditions-sfeesial-semmiitransapiaakong,
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ey the legal statos for supply to the patient, inaccordane e with Chapter IV,
1d)  anthenbic ity and identification in accordance with &rhicle &705).

() Hhe identily of the medicingl productin aeeordance with naimal reguirements,
meluding for shabistical reasons.

2. For redicinal products for which a centralised marketing anthorisation as refened fo in
Article 5 hias been granted, Ilember States shall, when applying this &iticle,
chesrmracong der the detailed suidance refered fo in Article 77

Arficle 73
Symbols and pictogram

The outer packaging or, where there is no outer packaging, the immediak packaging, and the
package leaflet ray include syrbols or pictograrms desizned to clarifiy certain information set out in
Lrticles 6(1), a5 and G0-akdis and other infonmation cormpatible with the surarvary of peoduct
characteristics that is useful for the patient, to the exclusion of anyelerment of a proraotional ratore.
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Arficle 74
Requiremends on languages

The particularsfea-tabeine listed n Articles 64 and 65, shall appear in an official
language or official languages of the Ileraber State where the medicinal product iz placed
ot the market asspecified, for the purposes of this Directive, by that Dlerber State, as
well g in the English Iamgueage in the eleclronic version of the package leafled.

2. Paragraph 1 shall not prevent thoss parbculars from-beingindicadsd appe aring in several
languages, provided that the sarne parficulars appear v all the languages nsed.

3. The package leaflet ranst be clearly legible in an official language or official languages of
the Ileraber State whete the medicinal product iz placed on the market, as specified, for
the parposes of this Direc trve, by that Merhber State

3. The awareness card mugt be clearly legible i an official language or official languages
af the Meweber Skhate wheve the medicingl product iz placed on e marked, as specified,
JFor the purposes for this Directwe by that Member Shate.
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4. Fhieaezsrestarthearies-edthe-Dvlember State matredes grant a full or partial exernphon
to the oblization that the labelling-esd the packaze leaflet and ewereness cand rstbe in

an official language or official languages of the Ivlerdber State where the e dicinal product
1z placed on the ratket, as specified, for the parposes of this Directiee, bythat Mewhber
State. For the purpose of ol ti-language or malli-counby packazes Yt are also
mudtiingual, Mermber States rnay allooa the use on the labelling and package leaflet of an
official language of the Undon that is cormonlyunde rstood in the Ik rober States where
the multi-language or mali-countsy package Hratis also mulblingual is marke fed.

Arficle 73
Memb er States exenp tions from requirements for lab elling and p ackage leaflet

The competent anthorities of the Member States tay, subject to measures the v consider necessaty
to safegnard puablic health, grant an exeraphion to the obligation that the parbculars requirved in
Lrticles 64, aF and ddamds shonld appear on the labelling and in the package leaflet in the
following cases:

fa) where the medicinal peoduct is not intended to be delivered directly to the patient;

() where there are problerns in respect of the svailability of the medicinal product;
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()

(d)
(&)

where there are space constraints due fo the size of the packaging or of the package leaflet
ot in case of wedebeeseknali-longuage or mulii-countty packages or package leaflets,

in the context of a pablic health emerzeney,

to facilitate access to medicines in e mber States.

Arficle 70
Approval of the Iibelling and package leaflet information

Oine o rote mock-ups of the outer packaging and the irene diate packaging of 2 medicinal
product, toge ther with the package leaflet, shallbe subinitted to the corapetent authorities
for authorising marketing when the matketing authorsation is requested. The results of
assesstuents carried out in cooperation with target patient groups shall also be provided to
the cornpets nt authority

The cormpetent authortyshall refze the marketing authorization if the labeling or the
package leaflet do not coraply with the provisions of this Chapder or if the ware not in
accordarce with the partioulars listed in the suratnary of product characteristics.

&1 proposed changes to an aspect of the labelling or the package leaflet covered by this
Clapter and not conzected with the soarayof product charactenistics shall be subritted
to the corpetent authorities. If the corupetent anthonties have not opposed a proposed
chatgze within 90 dass following the-dsbkedusten submission of the request, the applicant
tnay put the change into effect.
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4. The fact that the corpetent authority does not refiuse a marketing authorsation parsuant to

paragraph 2 or a change 1o the labelling or the package leatlet parsuant to paragraph 3 does
niot alter the general legal lishility of the marmfac torver and the marketing authorisation
hiolder.

Arficle 77
Guid ance on lah elling p artic ulars

[n consultation with the Ivlerober States and the parties concerned, the Conenission shall draw
up and publish detailed suwidance concerning in particular:

() the wiordirng of certain special warnirngs for certain categories of medicinal products;
fea)  the wording o prudent uge of andimicrobials,

() the particular inforrmation needs relating o non-prescripton medicingl products;

o) the legibility of particulars on the ldbelling and package leaflet;

i) the rmethods for the identification and anthe nbeation of me dicinal products;,

(e the betedinfornaim for specific excipients thatesaset feature on the labelling of medicinal
prl:ld'l_'l_l: [E—a A= .‘ "... e ] '!!.: P .‘.=... T3l E ,
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ify harmonised prosisions for the irgple mentation of Article 72,
(el wse of symbols, pictograms and abbreviahions.

Arficle 75
Placing on the market of lihelled medic inal products

LiEreber States rnay not probdbit or irgpede the placing on the market of medicmal products within
their territory on grounds connected with labeling or the package leaflet where these comply with
the requirernents of this Chapter.

Arficle 79
Mon-comp Bance with the requiremends for labelling and p ackage leaflet

Where the provisions of this Chapter are not cormplied with, and a notice served on the marketing
anthorisation holder concermed has remained without effect, the corape tent authorities of the

Ik tober States may mepend the marketing anthorisation, wtl the labelling and the package leaflet
of the medicinal product in gquestion havee been rade to coraply with the requirerments of thiz

Chapter.
6367126 251
ANNEX LIFE.5 LIMITE EN
7424/26 ADD 1 252

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Chapter VII

Regulatory protection, unmet medical needs and rewards

for paediatric medicinal prodncts

Arficle 20
Regulatory data and market p rotec tion

1. The data referred to in Srmex I, origivallysubritted with the view fo cbiaining a
matketing authorization shall notbe referred o by anotherapplicant for a subse quent
matketing authorisation dunng eightyecrs from the date when e marketing
authorization for that medicinal product was grants dw—periad-detorssdnnd i1 accordance
with Article B16(35), except when one addiionalyear of data prolechion is granted in
cecordance with Arficle 41 (1) of frevised Regulation (EC) No 7282004 “regalatory
data protection period”). For markefing quihorisations that belong to the same global
moarlbebng authorisalon i accordance with ArBele 5(2) the perod of date prokecion
shall start from the date when the milal markeling authorisahion was granted in the

Lhion.
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2. & medicinal product coneerned by a subsequent rarketing authorisation referred to in
paragraph 1 shall notbe placed on the market for a period of Swe-smessone pear after the

e piry of-e-selomand re gulatory data protec ton gesedesetbed-tain ro oulatory market
profecion period'). Thiz period may be prolonged in aocordance with Article 21

3. Byrwayof derogation frorn paragraph 1, the rmarketing authorisation holder concerned raay
grant the rarketing authorisation applicant for another rmarketing anthorisation a leter of
access to its data submnitted under Srmex ©oas referved to in Artcle 14,

4, Boyrway of derogation frora the paragraphs 1 and 2, when a corpmlsory licence has been
granted bya relevant anthority in the Union de-a—peimrio—saddroasagadeliotea L
edneEema-theparsuant to Fegulation (EL) 20252645 on compulson eensing for
cHgis management, or o national compulsory licensing franeworls, He relevant data

and market protection shallbe sspended with regard to that pesdadicenser insofar as the

cornpnilsory icence requires, exd-dasiator the duration pesedebend the berriton of the
hdermber Skates for which the corpulsory lice nce- kas been granded

5. The data protection period set out to in paragraph 1 shall also apply in Ileraber States
where the medicinal product is not authorized or is w0 longer authorized.
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. National competent qubhoridies shall male on their website available the lst of medicingl
products they Rave granted @ nofional markeling quthorsation and are protected Iy
regulatony protection, indicabing the applicable prolongation in accordance with Arficle
81 The Agency shall compile and publish q st of lyperlinks to e websites referred to
in bhis paragraph.

Arficle 81
Adelior 2l regulatory dete-pretesdonnar Lot profection periods

reculaton market yrotec tion period refened to in Article 80 paragraph 1.2 shall he

prolonged by 12 months:

ta)  eebesske=rhere the marketing anthorisation keddesapplicant dermonstrates St

whortheat Bre Eme of the mibial marketing antho risation weeararded-crwathin
e = snE-earkitesspplication that e

wmedicingl product addresses an unmet medical need as referred to in Article 33, or
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(B for medicingl products condzining a vew achyve substance, where the marketing
cuthorisation applicant demonstates Yhat:

(1)
clinical tricls supporting the initial markeing authorisation applicabion use q
relevant and evidence baged comparator i cecordance with the scientific
cdvice provided By the Agency;, and

I:]J_:I ardihes no :'.-_:::=.':-:.=-.="..:.: At net for yee e

marke ing quthonsation appleation has been first submitted bo the
competent quiiondy in the nion or has been submitted no later Hhan 90
diaps after the submission of the applicabion for e first marketing
authorisgion outside the Imion; or
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i) for medicingl products containing @ new active substance, where the markefing

cuthorisaion epplicant demonstrates that:

2 the clnicel tnels supporbng te inifal markeling eauthorisaion application
wae @ relevant and evidence-based comparator i accordance wilth e
seientific advice provided by the Agency, and

@ clinical rials evaluating the efficacy of the medicinagl product and used for
the markebing authorisaion were conducted in wmore than one Member Shate;

ar
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(et}

for medicingl producls condaining o vew active mibstance, where the markeling
cuthiorisaion epplicant juskfies that ¢ clnical drial referred bo i (BIE) and (c)2) &
not poaible or appropriate and demonstrates that:

2 elinicl fials evaluating the efficacy of the medicingl product and wsed for
the morkebng authorisalon were conducted i wmore than one Member Shate,

@R

() the marleing authorisalion applicaion has been first submitied to e
competent autfiondy in the Union or has been submitted no later than 90
daps after the submission of the application for the first marketing
cuihorisgion oulside the Union.

Inthe case of a conditional marketing authorisation granted in accordance with Article 19
of [revized Regulation (BC) Mo T262004] the prolongation referred o in the first

subparagraph, poirt Sebi), shall onl s apgplvif-wekas

- within four pears of the granting of Yie conditional marbeting qudlhorisalion, the

medicinal product has been granted o marketing authonsabion in accordance with
Arkele 1907) of frevised Regulation (EC) No 72072004, and,

- i the came of medicingl products referved to in Arlicle 83, paragraph 1(B), the
shudies referved bo in Arbele T4) of [revised Re gulalion (EC) No 72620047

include chinical trials et use, where possible and approprick, @ relevant and

evidence-based comparator.
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piv)

The regulatory marlet protechion period shall be exdende d by an addibonalpear if;
during e regulatony dala profechon period referred to in Arkicle 80 paragraph 1, the
marketing authorisalion holder oblaing an authorisabion for one or more new

the rapeudic indications which, during e scientific evaluation prior to their
cuthorisabon and based on supporfing date submitted by the morketing authonsation
holder, are held to bring a significant chinical benefitin comparison with exdsing
therapies. This exdensio may only be granted once.

zh The cummlatve duration of the regulatory market protection for o medicimal product
shall not excee d o years from the date when the regulmtony dala protecBon expires
except when one addiional year of the regulatony market profechion is granted in
eecordance with paragraph 2a.

3. The Agency shall zet the scientific guide lines re ferred to in paragraph de—pedsd-fad on
criteria for proposing a corgparator for a clinical trial, taking into account the results of the
consultation of the Corenission and the anthorities or bodies irsrolved in the mecharism of
consiltation referred to in &rticle 162 of [revised Regulation (EC) Ho 7262004
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Arficle 53
Medicinal products addressing an unmet medal need

1. & roedicinal product shall be considered as addre ssing an nmrnet roedical need i at least
ote of its therapeutic indications relates to a life theeate ning or severe Iy debilitating disease
and either of the following conditions are met:

ra)  there is no medicinal product authorised in the Tiion for soch disease—esrdess

by the use of the e dicinal product for such @ disease results in eseoaresafal-redaetas
iFeahisoam-sealiditrorsartalimrfosthalinically relevant yetesnd
pepalatioscimprov ement i efficaoy, or in safely with at least comparable efficacy,
in comparison with exasting medicingl products or other methods of diagnosis,

prevenfion or treatwment quthorised in the nion

2 Degignated orphan medicinal products referred to in Aricle 67 of [revised Fegulation (EC)
Ho 726/2004] shallbe considered as addressing an unret redical need.

3. Where=The &genc yedepiasiall adopt scientific guidelines fado sapport the application of
this Article. To this end, it shall consult the Commission and the authorities or bodies and
the stakeholders referred o in Laticle 162 of [revised Regulation (EC) Mo T28/2004).
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Arficle 84
Data protection for repurposed medicinal products

1. & regulatory data peotection period of four years shall be granted for a medicinal product
with respect to a new therapentic indication not presdonsly anthorizsd in the Tnion for Hee
ce by e subshanee (5), provided that:

ra)  adequate-ses-slsdaadcs clinical stadies and, where relevant, non-clinical
studiesdests were carried ont in relation to the therapeutic indication demonstrabing
that it i of sighificant clirde al e nefit, and

by the raedicinal product is authorised in accordance with &rticles ? to 12 and has not
previosly be nefitted from data protection, or 25 years have passed since the granfing
of the initial marketing authorisation of the medicinal produet coneerned.

2 The data protection period referred to in paragraph 1 may onlybe granted once for any
given e divinal product,
3. Dhuring the data profection period referred to in paragraph 1, the marketing anthorsation

shall indicate that the medicival product iz an existing medicinal produet authorized in the
Union that hasbeen anthorised with an additional the rapeutic mdication.
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Arficle 83
Exemp tion to the proiec tion of intelleciual p rop erty rights

The prokection provided by patent rights, or supplementary profec fion certificates axdesthe

medicinal products shall notbe regarded as indhinged wher esedesonseseadiam
the necessary shidies, triaks and other aolvifes are conducled for the parposes of!

(a)

Eu obtaining a matketing authorsation of medicinel products, in parficalar of genenic,
biosinilar, hybirid or bio-hebrid medicinal products and for subsequent variations,

(eedy  condecting health techoolog vassessment as defined in Regulation (EIT) 202152252,
(bilt) ofdaining pricing and weiraburserent approvel;

fiae:) complring with subse guent praccal requireme nds associated wilh aobvifies referred o
in points (i2)-(zh]

fed)  submitheg an applicakio on procurement tendees, in conplance with Dnion and
nekonal law to the exdent ot it does not entail the sale or offering for sale or
wmarbekng of the medicinal product concerne d during the prokechon period provided by
patent rights or supplementary protechon certificate.
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The actrities conducted exclusively for the puarposes set out in peid-faihe first
subparagraph, mavycover, where relevand the subrssion of the application for a
tnatketing anthorisation and the offer, marmfacture, sale, supply, storage, irmport, wse and
parchass of patesded-rnedicinal products or processss, including by third party supplisrs
and service providers.

2 Dycizions adoplted conceming the achvities referred bo in paragraph 1 shall not be
considered as infringng intellectual properly rights, within the meaning of Huat
paragraph. The mdellechial properdy vights of the reference medicina! prodict shall wot
represent qvalid groundio refuse, revoke or suspend decisions adopted prrsuand to
paragraph 1.

3 Thie The exception provided for in this Arficle shall not cover the placing on the market of
the medicinal products resulting frorm such activities.
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Arficle 80
Bewards for paediatrk medicinal products

1. Whete an application for marketing authorisation, includes the results of all studies
cotducted in corapliance with an agreed paediatyic restigation plarg the holder of the
patent or supplerne ntaryprotection certificate shall be entitled to & siz-month extension of
the period referred to in Srticle 153, paragraphs 1 and 2 of [Fegulation (EC) Hao 46572009 -
OF please replace veference by new instment when adopted].

The first subparagraph shall also apply where cornple ion of the agreed pas diatrie
inwvestization plan fails fo lead fo the authorisation of a peediatic indication, bt the results
of the studies conducted are reflected in the suramary of product characte ristics and, if
appropriate, in the package leaflet of the medicinal product concermed.

2. The mclusion in a marke ing authorization of the staternent referred to in Brticle 4902 of
this Directve or in Article 90020 of [revised Fegulation (EC) Mo 72602004 shall be nsed

for the parposes of applsing parasraph 1.

3. Whete the procedures laid down in Chapter IT1 Sections 3 and 4, have been nsed, the six-
month ex tension of the period referred to in paragraph 1 shallbe granted ondy if the
product iz anthorised in all e mber States.
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In the case of an application for newthempeuhﬂ indications m-l-uelmg-whwh leads to the
cuthorisaion of @ new Fﬁg.jlatm i

isedi ndicaiion for @ medicinal peedastsproduct

which axsis protected either bya supplene ntarvpeotection cerfificate nnder [Regulation
(EC) Ho 46202009 - CF please replace reference barne winstument when adopted], orbya
patent which quall.ﬁes fior the grantmg of the supplem ttarrprofes ton certifica teaddak

by 2K : : bon, paragraphs 1, 2 and 3 shall not
apply if the applicant applies for, and obtains, a one-wear extension of the period of
weaadeedting et protec ion for the medicinal product concerred, on the grounds that flas
new prediatrie indication brings a sigraficant clinieal bene fit in coraparisorn with e xisting
therapies, in accordance with Srticle E0 firet eubparamaph oeand (AT a).
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Chapter VIII

Post-marketing authorisation measures

Arficle 87
Imposed posi-autherisation studies

1. After the granting of a marketing authorsation, the corope tent authority of the Merdher
State ray imposs an cbligation on the marketing authorisation holder:

ta)  toeonduct a postanthorisation safety studs if the re ate concerns about the risks of an
authorised medicinal product. If the same concerns applyto more than one redicinal
product, the cormpete nt authortyof the Ileraber State shall, following conmiltation
with the Pharrac ovigilance Risk Sssessment Coraruittes, encourage the marketing
authorisation holders corcermed to conduct a joint post-authorisation safety stodsy,

by o conduct a post-anthorisation efficac w study whe n the unde rstanding of the disease
ot the clinical rethodology indicate that previons efficacty evaluations waght have to
be revised significantly. The oblizgation to conduet the post-authoriszation efficacy
study shall be based on the delegated acts adopted pursuant to Arficle 22 while
taking into account the seientfic guidance referred to in fBxticle 123
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(bl o conduct any other post-authorizaion shudies bo umprove the safe and effecty e
use of the medicinal product incleding trealment opltimisation based on clinical

experience;

() toconduct s post-authorsation ervdronenental risk assessment stody, collection of
tonitoring data or inforrmation on use, if there are coneerns ahout the risks to the
ervirontrent or public health, including ardimicrobial resistance, dus to an aunthorised
tedicinal product, or selatedothe r medicinal products containing the same active
athatahice;

If the sarre concerms apgply to mote than one medicinal peoduct, and post
quthorsation sudies are considered necessany, the competent authority of Merber
State shall, following consultation with the Ageney, encourage the marketing
anthorsation holders concermed to conduet a joint post-authornsation ersaro neaental

tisk assessrne nt study,

The oposition of such an oblization shallbe duly justified, notified in wrting, and shall
include the objectbres and tive frae for submmission and conduct of the studsy.

2. The corapetent authorityof the Merber State shall prosdde the roarke ing authorzation
hiolder with an opporhimdty to present writte n observations in response to the rnposition of
the obligation within a fitne liwdt whick it shall specifyy, if the marketing authorization
holder so recuests within 30 days of receipt of the wntten notification of the oblization.
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3. On the basiz of the written obserrations subrnitted byrthe marketing authorisation holder,
the compete nt anthorityof the Ileraber State shall withdraw or cordirr the obligation.
Where the competent authorityof the Mernber State confivas the obligation, the marketing
authorisation shall be waried o include the oblization as a condition of the marke ting
anthorisation and, where appropeiate, the nisk manage rent systero shall be updated
accordingly.

Arficle 22
Delegated acis on posi-authorisation efficacy studies

1. Inorder to deterrrine the situations in which post-anthorisation e fficacy stadie s raybe
required under Articles 44 and 57, the Corerission mayadopt, by means of delegated acts
inarcordance with Arficle 215, measures supplernenting the provisions in Articles 44
and 7.

2 When adopting such delegated arts, the Corarnission shall art in accordance with the

proisions of this Directrve,
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Arficle 89
Recording of conditions related to marketing authorkations

1. The marketing authorisation holder shall incorporate aror safetsror e fficacy conditions
referred to in Arficles 44 poragraph I, poinds (@) to (o) and poing (1), ArEele 45 and
Arkele 87 paragraph I, points (@), (b) and (hel in the nisk manazement systern.

Arficle 20
Update of marketing authorkation relaied to
scientific and technological-progress dove lopenents

1. After a marketing anthorisation hasbeen granted in accordance with Chapter II1, the
matketing authorization holder shall, in respect of the rnethods of rmarafacture and control
stated in the application for that marke ing authorisation, take accourt of selentific and
techrical progress and mbroduce anyehanzes that maybe required to enable the medicinal
product to be mannfactured and controlled by teans of gererally accepted scientific
rnethods.

Those changes shallbe subject to the appeonal of the corapetent authority of the Merber

State concerned.
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2. The marketing authorisation holder shall without undue delay prosdde the corpetent
authority of the Mleraber State with any new inforrwation that waght entail the armeridrae nt
of the particulars or docwrne ntations referred to in Brficlesd, 9 to 13, 62, 4105}, Lnnex I or

Enmex I

In partieular, the marketing authorisation holder shall without undne delay inforrm the
cornpetent authority of the Wlerber State of any prolabition or restriction imposed on the
tnarketing anthorisation holderor any entity in contractual relationship with the marke ting
authorization holder by the corgetert authorities of anyeounty in which the medicinal
product iz rarketed and of anyother ne winformation that raght influence the evaluation
of the bene fits and risks of the redicinal product concemed. The information shall include
bioth positive and negatre results of clivdeal trials or other stadies in all the rapeutic
indications and popalations, whether or not included n the marketing authorisation, as well
agdata on the use of the medicinal product where such use iz outside the terns of the
rnarketing authorisation.

3. The marketing authorisation holder shall exsure that the terms of the marketing
authorisation ine lnding the surenary of product charac teristics, the labelling and package
leatlet are kept up to date with cwrrent scientific knowledze, including the conclusions of
the assesament and recornrmendations made publiclyavailable by reans of the European
medicines web-portal set up in accordance with Article 104 of [revised Regulation

(EiC Mo T26r2004]
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The corapetent authorityof the Merber State masrat anyrtine request the marketing
authorisation holder to subait data dervonstrating that the benefit-risk balance re mains
favourable . The marketing authorisation holdershall anseer full v and within the time Limit
set, any such request. The marketing authorization holder shall also respond fullyand
within the tirae livaat set to ansy request of a cornge tent antho ity re garding the

irmple rentation of any measares previouslyirmposed, e luding visk miniwisation

IMEAsSUTes.

The corapetent authorityof the Merber State mayrat anyrtite ask the marketing
anthorisation holder to submit a copyrof the phartnacovigilance systern master file, The
mnatketing authorisation holdershall subrait that coprrat the latest seven daye afler
receipt of the request.

The marketing authornsstion holder shall also respond fully and within the fivae it set to
any request of'a corpe tent anthority re garding the rmplernentation of ary measures
previously rnposed with regard to risks to the ersirorzaent or public health, ineloding

antirnicrobial resistance .
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Arficle 81
Update of risk management p bans

1. The marketing authorisation holder of a medicing] prodnct refemred to in Articles P and 11,
who did not submit q risk management plan in qecordance with Article 27 shall subrnit to
the compete nt authorities of the Ivletnber States concermed a risk managerment planand a
sutrrnary thereof, where the marketing aunthorisation for the reference medicinal product 15
withdrawr bt the marke ting anthorisation for the mwedicinal product referred to in
Lrticles and 11 i maintained.

The risk managerment plan and the surrnary thereof shall be subraitted to the corpetent
authorities of the IvEber States concerred within 60 dass of the withdrawal of the
tnatketing authorisation for the reference medicinal produet by means of a variation.

2. The corapetent authorityof the Merdber State mayimpose an oblization on a rarke ting
authorsation holder for a rmedicinal paoduct veferred to Lrticles 9 and 11 to subinita sk
manage et plan and sommary thereof where

ra)  additional nsk rinimisation measures have been imposed conce ruing the reference

medicinal product; or

by itz justifled on pharrmacosdzilanee grounds.
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3. In the case referred to in pesessapbparagraphs 1 and 2, point (), the risk management
plan shall be alizned with the nsk management plan for the reference medicinal product.

4. The oposition of'the ohlization referred to in parazraph 2.2 shall be duly justified in
writing, notified to the marketing authorisation holde r and shall include the deadline for

subrission of the sk managernent plan and the sarenary by rmeans of 4 variation.

Arficle 52
Variation of marketing authorisation

1. &n application forwariation of a marketing authorisation by the marketing authorsation
holder shiall be made electrordcallyin the formats made svailable bythe Agency; unless
the wariation is an update by the marke ing authorization holder of their irdornation held in
a database.

2 Wariations shall be classified in different cate gories depending on the level of risk to public
health and the potential irnpact on the gqualitsy; safetyand efficacy of the medicinal product
concetned. Those categories shall range fromw changes o terns of the marketing
anthorisation that have the highest potential irapact on the quality, safety or efficacy of the
medicinal product, to charges that have no or mivimal impeact thereon and to

adrnirdstrative changes.
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3. The procedures for examination of applications for variations shall be proportionate to the
risk arnd irapact irvoked. Those procedures shall rarge fiom procedures that allow
Lmple rentation only after approval based on a complete seienbfic assesstnent to
procedures that allowsr irerrediate 1raple mentation and subse quent notification by the
matketing authorisation holder to the cormpetent anthority. Such proce dures roay also
include updatesbiythe marketing authorization holder of their inforoation held in a
datahase.

4. The Comnission is ernpowered to adopt delegated acts in accordance with Article 215 1o
supplernent this Directtve by establishing the following:

ra) the categories referred to in paragraph 2 in which ariations shall be clasafied,

by rales for the exarnination of applications for variations to the terrns of marketing
anthorizations, meluding procedures for updates theough a database

ey the conditions for subrnission of a single application for rore than one charnge to the
terrns of the same marke ting authorisation and for the same change o the terms of

srveral marketing anthorisations,
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dy  specifying exemptions o the variation procedures where the update of inforrmation
the marketing anthorisation referred to in Brmex Troayhe directly oplernented,

ey the condiions and procedures for cooperation with competent anthorities of third
conritries or itde rmational organisations on e xarndhation of applications for variations

to the terres of marketing authorsation.

Arficle 93
Variation of marketing authorisation
under the deveniraliced or mutual recognition p rocedure

1. & ny application bythe marketing anthorisation hiolder to vary a marketing authornsation
that hasbeen gravted in accordarce with the provisions of Chapter IIL Sections 3 and 4,
shall be subrnitted to all the Ivermber States that havee presdouslyanthorised the rnedicinal
product concermed wnder the procedure set out in Article 34 or 34, The sarne shall apply
where the initial rarketing anthorisations were granted through separate procedures.

2 In case of athitration subrnitted fo the Corenission, the procedure laid down in Articles 41
and 42 shall apply by analogy to sarations made to marketing authonsations.
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Article 93

Variation besed on addifonal evidence

I The competent authordy of the Member Rate may consider and affer having informed
the markebing quthorisaion holder decide wpon additionel evidence available,
independently from the date mubmitted By e marketing auihionsation holder. Oh Bt
basis, if the addifional evidence has an inpact on e benefit-risk balance of @ medicinal
product the competend @ithoritios wmay recorwnend Huat the summary of product
characterishes is updated. In this case e markeling quthorisahon holdey shall submit
to the compelent quthorly an appropriale application for avanation, ncluding @
update d suramary of product characteristics. For medicinal products authorised in
eecordance with ArEcles 3d or 35 the reference Member Sate and all concerned
member Shides shall be involved.
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Arficle ¥
Variation of marketing authorkations on the hasi of paediatric studies

1. O the basis of relevant paediatric-shssssd stodies recetved in accordance with
Lirticle 4501) of Begulation (EC) Mo 190172006 of the Faropean Parliarment and of the
Coune i, the competent authorities of the I mber States may; following o conmelbation
af the marlelting quthorisahon holder, vary the marketing authorisation of the medicinal
product concermed aceordingly and conseguently the markefing authorisalon holde
shall update the surernary of product charae teristics and package leatlet of the medic insl
product concernead. The corapetent authorities shall exchange mformation regarding the
studies smbmitted and, as appropriate, their tnplications for any arketing authonsations

concerted.

2 The actrvitie s pursuant fo paragraph 1 shall be concluded within five years from [CF please
insert the date = 3824 rnonths after the date of erdering into foree of this Directre] .

3. When a medicinal produet hasbe e authorsed under the prosisions of Chapter 111, on the
basig of the information receved in aceordance with Article 91 of [revised Fegulation
(EC Mo 72652004], the corpetent authorities of the Tlerber States mmasywary the
matketing authorization of the medicinal product concermed accordingly and update the
surnrnary of product characte stics and package leaflet.

a2 [y Eegulation (EC) Ho 190172006 of the European Parliamment and of the Couneil
of 12 Deceraber 2006 on medicital products for paediatic uee and amending Regulation
(EEC) Ho 17689, Directive 200102002, Directive 2001/23/EC and Regulation
(EC) Mo 72652004 (O L 378, 2712 2006, p. 1).
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4. The Ilernber States shall exchange information regarding the peediatric studies submitted
and, as appropriate, their irplications for any ratketing authorisations concerned.

5. The Agency shall coordinate the exchange of indtimmation.

Arficle 23
Union interest referral p rocedure

1. The Iernber States or the Corarnission shall, in specific cases whe e the terests of the
TTnion are enlved, refer the matter to the Corarittes for Ik dizinal Produets for Human
Use for the application of the peocedure laid dowrn in Articles 41 and 42 before ansy
decision is reached on an application for a marke ting authorisation or on the suspension or
revocation of a marketing authorisatior, or on any othe rvariation of the marketing
anthorisation that appears necessaty The Meraber States and the Corenission shall take
ehapmapeamiadeonsider anyrequests by the applicant or the marketing authorisation holder

to initiake such a refersal.

Where the referral results from the evaluation of data relating to pharmacovigilance of an
anthorised medicinal product, the matter shallbe referred fo the Pharrac ovdgilanee Risk
Lsseasraent Coreaittes and Brticle 11502) maybe applied. The Pharrmacovigilance Risk

Ligze sere nt Coranittes shall issue a recorenendation according to the procedure lad
down in Arficle 41, The final recorenendation shall be forwarded to the Corrrattee for

Iledicinal Products for Hurman Use or to the coordination group, as appropeiate, and the
procedurs laid dowm in Article 115 shall apply.
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Hooweseer, where one of the criteria lsted in Srticle 114(1) is met, the procedure laid down
in &rticles 114, 115 and 116 shall apply

The IWlernber State concermed or the Corenission shall elearly ide ntify the gquestion that is
referred to the Cormrittes for consideration and shall inforr the applicant or the matketing
authorization holder.

The Merrber States and the applicant or the marketing authorisation holder shall supply the
Corarrattee with all available mformation relating to the matter in gueston.

Whete the referral to the Corarittee concerns a range of medicinal products ora
therapeutic class, the Bgeney rmay limit the procedure to certain specific parts of the

anuthorisation.

In that event, Srficle 93 shall apply to those wedicival products only if the v were covered
by the authonsation procedure s referred to in Chapter IT1, Sections 3 and 4.

Where the scope of the procedure initiated under fhis &rticle concertis a range of medic inal
products or a the rapeutic class, medicival products covered bya centralizsed matke ting
authorsation thatbelong to that range or class shall alaobe included in the proce dure.
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Without prejudice to paragraph 1, a Ierober State may where wrgent action 1s necessaty to
protect pablic health at any stage of the procedure, suspend the marketing authorisation
and prohibit the use of the medicinal product concerned on its territory urtil a defivd tive
decision is adopted. It shall inforen the Corenission, the &zencyand the other Iernber
States, no later than the following working davy, of the reasons for il acton.

Whete the scope of the procedure mitiated under this Arhicle, as deterreaned in accordance
with parazraph 2, includes medicinal products eovered byra centralized marketing
authorization, the Cormission Ay, where wgent action is necessary o protect public
health, at aner stage of the procedure suspend the matketing authonsations and peokabit the

nge of the medicinal produc ts concetmed or fale rish minimisation measures until a
de fivatree decision 1sadopted. The Commission shall irdiorm the Sgencyand the Wember
States no later than the following working day of the reasons for its action.
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Chapter IX

Pharm acovigilance

SECTION]

GENERAL PROVISIONS

Arficle 36
Member State pharmacovigilance system

1. Ilember States shall operate a pharmacovigilance systern for the fulfilrnent of their
pharmarovigilance tasks and the ir participation in the Urndon phartnacovigilance activities.

The pharrnacovigilance systen shall be used to collect infommation on the nisks of
medicival products as regards health of the patients or the public. That information shall in
partieular refer to adserse reactions in lomnan beings, atising from use of the medicinal
product within the terms of the rarke ing anthorisation as well as from use outside the
terrns of the marke ting authorisation, and to adwerse reactions associated with cconpational

B X OSUTE
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2. Dlember States shall by rneans of the phatmacovigilance system referred to in
paragraph 1, evaluate all inforroation scie ntifically, consider options for nsk mindmisation
and prevention and take regulatory action concerning the marketing authorisation as
necessary. The v shall perfonm a regular audit of their pharinas oigilance systern and take

correctve actions if necessary

3. Each Ilerrber State shall desiznate a corapetent anthority for the performance of
pharmarovigilance tasks,

4, The Corunission rayreguest the Wewber States to parficipate, wider the coordination of
the Lgency in intermational harrmonisation and standardizsation of techrdcal measures in
relation to phatmmac oviglance .

Arficle 97
Memh er Siate responsibilities for plarmacovigilance actirities

1. The Iiember States shall:

ta)  take all appropriate measures to encourage patients, doctors, pharrnacists and other
healthrare professionals to report suspected adverse reactions to the cormpetent
authorty of the WEraber State and mayirwobe organizations representing
consummers, patients and healtheare professionals for those tasks where appeopriate;
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Ly

fc)

id)

(&)

facilitate patient re porting through the provision of alternatnee reporting forrmats in
addition to weh-hased forrats;

take all appropriate measares to obtain accurate and wenifiable data for the scientific
evvaluation of mspec ted adwerse reaction reports;

ensure that the public is ghen irportant infornmation on pharmacovigilance concems
telating fo the use of a medicinal product in a timely mateey through pblication on
the web-portal and through othe r means of publicly available mfommation as

LECeEsATT,

ensure, theough the me thods for collecting mformmation and where necessary through
the follow-up of mepected adverse reaction reports, that all appropriate meamres are
taker to 1de nbfsy clearly argrbiclogical medicinal product pre serbed, dispensed, or
sold in their territory that is the subject of a suspected adwerse reaction re port, with
due regard to the nare of the mmedicinal product, and the bateh wraber.

2 For the purposes of paragraph 1, points (a) and (), the IErder States ma v impose specific
chlizations on doctors, phartnacists and other healtheare professionals.
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Arficle 88
Memb er State delegation of pharmacovigilance tasks

1. & Nemwber State mavdelegate ansy of the tasks entrasted to it under this Chapter to another
Llernber State subject fo 2 written agree ment of the latter. Bach Mlereber State may
represent no rore than one other e rber State.

2 The delegating Wleraber State shall inforra the Cormission, the Sgenc v and a1l other
Ileraber States of the delezation in writing. The delegating Mlernber State and the Sgency
shall wiake that information pablicly avalable.

Ardicle 99
Marketing authoriation holMer pharmacovigilance system

1. Lularke ting authorisation holders shall operate a pharrnacovigilanee systern for the
fulfilrrent of their pharmac ovigilance tasks equrvalent to the relesant lember State’s
pharmac ovigilance syetem referred fo in Article A1),

2 Ilatke ting authorization holders shall by raeans of the phatnae ovigilance syetern re ferred
toin Brticle 6013 evaluate all inforraation scientifically, consider options for risk
rnindrnisation and preseention and take appropriate weasares as necessary.

6367126 224
ANNEX LIFE.5 LIMITE EN

7424/26 ADD 1 285

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

3. Ilarke ting authorization holders shall pediorm a regular audit of their pharraae ovigilatce
systern. The wshall place a note concerring the main findings of the audit on the
pharmarovigilance sietemn tmaster file and based on the andit findings, ensure that an
appropriate correctve action plan is prepared and impleme nted. Onee the comective
actions have been foll virglerne nted, the note maybe mrocved.

4. &g part of the pharrnacorigilance systemm, marke ing anthorisation holders shall:

ta)  have perrnanently and continuously at their disposal an appropeate by gualifi=d
person responsible for pharrmar ovigilance |

by maintain and rake svailable on reguest by a competent anthority a
pharrnaccovigilance systern master file;

(] operate arishk management syetern for each me dicinal product,

(d)  monitor the outcore of tisk mindtisation measnres that are cortained in the risk
tnanagere it plan peseaesd-tamtotialamt0r that ate laid down as conditions of the
tnarke ing authorization pursuant to Articles 44 (1) poinds (2)-(g) and point @), 45
and any obligations inposed in accordance with brticle 27 (1) poink (@), (B)

and (ba),
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ey update the risk manageert syeter and rmonitor phartnacs ovigilance data fo
deterrane whether there are new risks or whe ther risks have changed or whe ther
there are changes to the benefit-risk balance of medicinal products.

The ualified person referred to in paragraph 4, point (a), shall reside and operate in the
Union and shall be responsible for the establishene nt and matutenance of the

pharmac ovigilance syeter. The marke ting authorsation holder shiall subeniat the namme and
contac t details of the gqualified person to the corapete nt authority of the MWerber State and
the Agency

The marketing authorisstion holder shall, on reguest from the competent anthoritrof a
Dlember State, nowdnate a contact person for pharrnacorigilance issues in that Mernber
State who shall report to the qualified person referred to in paragraph 4, point (a).

To enmire paient's safely, the markebing authorisabon holder shall have proceduresin
place to enmure coninued complionee with Hreir pharmacovigilance tashs for an
cppropriate period after the marleling quthorisaon has been withdrawn or revolied
The period shall be approve d by the competent quthoridy prior to the withdrawal or

revocalion of the marketing authorisalon.
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Ardiele 100
Rk management system

1. Hahow prejudice to paragraph 2 3 and 4 holders of marketing anthornsations granted
before 21 July 2012 shall, by way of derogation froz Arficle 9204, point (o), nothe

requited to operate a risk manage ment system for each of thege medicinal

pradusiprodic s

2. The corapetent authorityof a e rber State may ropose an oblization on a marketing
anuthorsation holder of & national rwarke ting authorisation to operate a risk rmanagement
systern, as referred to v Arficle 99(4), point (o), if thete are coneerns shout the risks
affecting the benefit-risk balance of an authorised redicinal product. In that context, the
corapetent authority of a Ileaber State shall also oblige the marketing authorisation holder
to subinit a visk maragerment plan for the sk manage ment syetern that they mtend fo
introduee for the medicinal product concerned.

3. The obligation referred to in paragraph 2 shallbe duly justified, notified in wnting, and
shall include the tireframe for subrission of the sk management plan.

4. The corapetent authorityof a Ierber State shall provide the marke ting anthorisation
hiolder with an opporhndty to subeait wiitten obse rrations in response to the inpositon of
the obligation within a fitne liwdt whick it shall specifyy, if the marketing authorization
holder so recuests within 30 days of receipt of the wntten notification of the oblization.

6367126 287
ANNEX LIFE.5 LIMITE EN

7424/26 ADD 1 288

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

On the basiz of the written obserrations subrnitted byrthe marketing authorisation holder,
the compete nt authorityof a Merber State shall withdraw or confirra the obligation.
Whete the competent authorityof a Ieraber State confirins the chligation, the marketing
anthorisation shall be waried accordingly to include $his and the measures to be taken as
part of the 1isk manageme nt system as conditions of the marketing anthorisation referred to
in brticle 44 (1), point (a).

Ardiele 10J
Funds for pharmac ovigilane e activities

The management of fivds intended for activities connected with pharmacovizilance, the
operation of corpnurnication e bworks and marke t surveillanee shall be under the
petrnane nt control of the corape tent authorties of the Ileraber States in order to guarantee
their independe e 1n the performance of those pharrnacovigilance activities.

Paragraph 1 shall niot preclude the corapete nt anthorities of the IWErmber States from
charging fees to marketing authorisation holders for perfonming pharrnacorigilance
activities on the condition that the independe nee in the perfonmance of those
phatrmarovigilanee activities is stictlyguaranteed.

BIET26
LWMWEX

288
LIFE.5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

289
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

SE CTION 2
TRANSPARENCY AND COMMUNICATIONS

Ardicle 102
MNational wzedicines webh-porial

1. Each Mlernber 5tate shall set up and maintain a national medicine s web-portal which shall
be linked to the European medicines web-portal established in accordance with Article 104
of [revised Regulation (BC) Mo 7262004 By reans of the national medicines weh-
portals, the e mber States shall make poblicly available at least the following:

fa)
Ly
e

(d)

public assessmernt reports, together with a surenary the reof,
swrarnaries of product characteristics and packaze leaflets;

surornaries of sk maragerne nt plans for medicinal products covered by a national

tnarke ting anthorisation in accordance with Chapter I1T;

inforrmation on the different ways of reporting suspected adverse reactions o
tredicinal products to cornpe tent authorite s of the Mewber State s biyrhe altheare
professionals and patents, meluding the web-based stuctured forms referred o in
Lrticle 102 of [revised Regulation (EC) No T26/2004].
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fe) mformabon on prescripion stabus of medicinal products authorised i their
territory.

fea) wformabon on the shorlage status of medicinal products @z referred to in
Article 12I(1) point () and Article 121q of frevised Fegulation
(EC) A 72a7 20048

2. The smrinaties referred to in paragraph 7, point (o), shall include, where relevant a

de sxniption of additioral risk minirasation rmeasares.

Arficls 103
Pub lication of assessment

The &zeneyshall rmake publicly available the final assessrent cone lusions, recormendations,
opinions and decisions referred o in Lrticles 107 0 116, by rneans of the Ewropean medicines web-

pottal.
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Arficls I

Publc announcements

1. &z soor as the marketing authorsation holder intends to roake a pablic announee ment
relating to information on pharraacovigilance concerns in relation to the use of a redicinal
product, and in anyevent at the same fime or before the public announe etne nt is roade,
the shall be required to indiorm the cornpe tent authonties of the Wemwber States, the
Lgeneyrand the Coraredssion.

2 The marketing authorization holder shall ensure that infonvation fo the pblic i presented
objectrvelyand is not misleading.

3. Unless urgent public arnoarce rnents ave required for the protection of public health, the
Dlember States, the SLzencyand the Coranission shall ivdiorm each other not less than 24
hoars prior to a pablic anmouane erment relating to information on pharracovigilance

COLCEITS.

4, For active substances contained in medicinal products authorsed in raore than one
Dlember State, the Azency shall be resporsible for the coordination betwe en cormpetent
authorities of the Ivkrmber States of safety anmounc ements and shall provide tiree tables for
the inforrnation being made pablicly availdble.
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5. Under the coordination of the Agency, the IWernber States shall make all reasonable efforts
to agree ona cornimon message in relation o the safetyof the medicinal product concerned
and the tirne tdbles for their distribution. The Pharac ovigilance Risk Assessiment
Corarrattee shall, at the request of the Agency pronade advice on thoss safety

announcermnents.

f. When the &geneyor corpetent authorties of the Merber States make mbliclyavailable
inforraation referred to in paragraphs 2 and 3, any personal data or data of a corarne roially
confidential natare shallbe deleted unless its public disclosure is necessary for the

protection of gpublic health,
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SECTION 3
RECORDING AND REPORTING OF SUSPECTED ADVERSE RE ACTIONS

Arficle 105
Rerording and reporting of susp ected adverse reac tons
by the marketing authorisation holdex

1. Iularke ting authorisation holders shall record all suspecte d adverse veactions i the Urdon
ot in third countries that are brought to their attention, whether reported spontansously by
patients or healtheare professionals, or ocowring in the context of a post-authorization
studyrincluding data relating to ef-lakelussatrume ched adierse reqotions occusrring
where the product i wsed owbmde e termg of e marketing quthorisation.

Ilarke ting authorisation holders shall enmure that those reports are accessthle ata angle
point within the Unior.

Bsrway of derogation frorn the first subparagraph, suspected adverse reactions ocowring in
the context of a clirdcal trial shall be recorded and reported in accordance with Regulation
(ETT Mo 3362014,

2 Iularke ting authorisation holders shall not refuse o consider reports of suspected adwerse
reactions rece Tved elec trorae ally or by aroy othe r appropriate means from patierds who ey
be aasisted by other persons, ot healtheare professionals, including reports received in
eecordance with Arkele 1052,
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Ilatke ting authorization holders shall subiit electronically to the datdbase and data-
processing network referred to in &rticle 101 of [revised Fegnlation (EC) Mo 72672004
(“Endravigilance database”™ inforrmation on all serions suspected adverse rear tions that
oc ot in the Taion and in fhard countries within 15 dave following the day on which the
matketing authorisation holder concermed gained knowledgze of the event.

Ilarke ting authorisation holders shall subiit electronically o the Eudrasdzilane e database
inforrmation on all non-serions suspected adverse reantions that oceur in the Undor, within
A0 days following the day on whick the marketing authonsation holder concerned gained
knowledze of the event.

For raedicinal products containirg active substances referred to in the st of pablications
rnonitored by the Agene v parsuant to Article 105 of [revised Fegulation

VEC) Mo T2652004], marke ing anthorisation holders shall ot be required to report o the
Eudradgilance database the suspected adverse reactions recorded in the listed publications,
bt the wshall rordtor all other roedical Literature and re port anyrsuspected adve rse

reactions recorded therein.

Llarke ting authorisation holders shall establish procedures in order fo obtain accurate and
verifiable data for the scientific evaluation of suspected adverse reartion reports. They
shall also collect follow-up information-ca-thoes-reporte and sbrait the updates to the
Endravigilance datahase. Reporke obtoined from the ‘Fudravigilonce database’ shall not
be re-mubwitted By the markefing auihorisation holders to the Endravigilance datebage |

unleas they contain addibonal nformation.
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5. Ilatke ting authorization holders shall collaborate with the Szency and the cormpetent
authorities of the Ivkrber States in the detection of duplicates of suspected adwerse

reaction reports.

é. This Srticle shall apply ratatis rantandis to unde rtakings supplying medicinal products
used in accordance with Article 3) paragraphs 1 or 2.

Asticle 105a
Fecording and reporting of suspected adverse reachions by wholesale distrilbubos

Hholesale distributors Rt distribute me dicinal products in accordance with Arkecle Ta2(5) bo (5)
shall record all suspected adverse reachions with regard bo those medicing products which are
browght to Helr attention, whether reported spontaneously by patients or by healtheare
prafessionals, inelndingsuspeck d adverse reachons occuring wheve the product is weed oulbside
the lermg of the markefing authorisafion. They shall tranamit those reporls immediclely to Yhe
marketing authorisalon holder Rolding the markefing authorisalon in the source Menber Sake.
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Ardiele 104G
ERecording and reporting of suspecied adverse reactions by Member States

Each Ierrber State shall record all susyected adverse reactions that oceur in its eritory
atdhat which are brought to its attention frorn healthe ave professiorals and patients. This
shall inelude all authonised redicinal products and medicinal products nsed in ace ordance
with Article 3, paragraphs 1 or 2. eraber States shall itreolse patients and healtheare
professionals, as appropriate, in the follow-up of any repors they recerre in order to
cornply with Article 3910, points (o) and (e).

Llernber States shall ensure that reports of such reactions maybe subraitted by means of
the national medicines web-portals or by other means.

For reports submitted byra marketing authorisation holder, Iletober States on whose
territory the suspected adverse reaction ocowrred may irvvolve the marke ing anthorisation
hiolder in the follow-up of the reports.

Llernber States shall colldborate with the Sgencyand the marketing anthorisation holders
in the detection of duplicates of suspected adverse reaction reports.

Llernber States shall, within 15 daye following the receipt of the reports of serions

suspected advers: reactions referred to in paragraph 1, submit the repors electrorically to
the Eudravigilance database.
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Ilember States shall, within 90 dave frorn the receipt of the reports referred o in
paragraph 1, subrudt reports of nor-ssrions suspected adverse reactions electrordcally o the
Eudravigilance database,

Llarke ting authorisation holders and markeEng quilionsetion apploants to the exdent
recezaery shall have access to the reports referred o in this paragraph theough the
Eudravigilance database.

5. Ileraber States shall ensure that reports of suspected adverse reactions ansing fiom an
error azaoclated with the use of a redicinal product that ave brought to their attention aze
tnade avwailable to the Endravigilanee datsbase and to any anthorifies, bodies, organisations
ot institations, responsible for patient safety wittan that e raber State concerned . They
shall also enre that the authorities responsible for medicinal products within that Member
State are inforrned of ansrsnspected adverse reactions hrought to the attertion of any other
anthority within that Mermber State. These reports shallbe appropiately identified in the
forras referred to in &rticle 102 of [revised Regulation (EC) Mo T2652004] .

é. Unless there are justifidhle grounds resulting from phanmacoedgilance activities, e mber
States shall not irapose any additional ohligations on marketing anthorisation holders for
the reporting of suspected adverse reactions.
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SECTION 4
PERIODIC SAFETY UPDATE EEFORT §

Arficle 107
Periodic safety update reporis

1. Iularke ting authorisation holders shall subenit to the Agency periodic safetyupdate re ports
containing:
tal  sunaries of data relewant to the be nefit-risk balanee of the e dicinal product,

meludirg results of all studies with a consideration of the ir pote ntial impact on the
trarke ting authorisation,

by ascienbfic esaluation of the berefit-risk balance of the redicinal peoduct;

oy all data relating to the volwoe of sales of the medicingl product and any data in
possession of the marke ting authorisation holder relating to the wolue of
prescriptions, including an estivnate of the popalation exposed to the e dicinal
product.

The data provade d in accordarce with the first subparagraph, point (o), shall differentiate
betaeen sales and volares generated within the Union and thoss generated outside the

TTniomn.
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2. The evvaluation referred to in paragraph 1, first subparagraph, point (b, shall be based on
all availahle data, including data frora clindcal trials in wnauthorised the rape utic indications

and populations.

The periodic safetyupdate reports shall e submitte d ele cronically,

3. The Agency shall make available the reports referred to in paragraph 1 to the competent
authorities of the Wember States, the metabers of the Fharrnacovigilance Risk Sezessment
Corarnittes, the Corrnittes for Ik dicinal Products for Hornan se and the coordinahon
gronp by raeans of the repositoryre ferred to in Artiele 103 of [revised e gulation (EC)
Mo 726/2004] .

4, Boyrway of derogation fromm paragraph 1, the markfetmg authorization holders for medicinal
products referred to in Artieles 3, or 13, xd-thezee

oot emiimtrtlos=tmimas=tadit chall onlybe requrred to subrit periodic safety
update reports for much redicinal products to the cormpetent authorityin the following

Cases:

ta)  where mich oblization has beer laid down as a condition in the marketing
anthorisation in accordance with Arbcles 44 or 45; or
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by when requested by a corapetent authority on the basis of concerns relating to
pharmacovigilance data or due to the lack of periodic safety update reports relating to
an acttve substance after the marketing anthorisation hasbeen granted.

By way of derogabion from paragraph 1, the registration holders for medicingl products
referved boin Arbeles 128 or 134(1), shall ondy be required bo submil periodic aafely update
reporis for such me dicingl prodicks when requested by q competent authoriy on the basis
of concerns relafing o phamacovigiance date.

The assessrnent veports of the periodic safety update reports referred to in the fivst
subparagraph shall be corrurde ated biythe competent anthorityto the Fharraconizilance
Bisk &ssessraent Corenittes, which shall consider whether there is 4 need for a single
assesgrnent veport for all rarketing authorisations for medicinal products cortainng the sae
actmee substance and which shall mforra the coordination group or the Comrittee for
Iledicinal Products for Hurnan Use accordingly in order to apply the proce dures laid dowm in
Lrticles 10804y and 110,

Arficle 108
Frequency of periodic safety update rep oris

1. The freue ney with which the perodic safetvupdate ve ports are to be subrrdtted shallbe
specified in the rarke ing authorization.
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The dates of submission aceording to the specified frequenc wshall be calenlated frorm the
date when then matketing authorisation was granted.

Holders of marketing authorisations which have heen granted hefore 21 July 2012, and for
which the frequency and dates of subrission of the periodic safetynpdate re ports are not
laid down as a condition o the matketing anthorisation, shall submit the perodic safety
update reports in accordance with the second subparagraph until annther fregquency or other
dates of subrnission of the reports are laid down in the marketing anthorsation or
deterrnined in accordance with the paragraphs 4, 5 and 6.

Periodic zafe ty update reports shallbe submitted to the commpetent anthonties irediately

upon request oF i accordance with e following:

ta)  where amedicinal product has not yetbeen placed on the market, at least everysix
months following the marketing authorisation and until the placing on the market;

by where a medicinal product hasbeen placed on the market, s eastoemran-snesthe
once a pear during the first<bwe fve wears following the irdtial placing on the market,
once-a-tear for the followans too mare avd st and o three -yearly intervals for He

subseguent sicpe ars and wilth @ five years inle e al thereafter.

Paragraph 2 shall also apply to medicinal products that ave authorised oy in one Member
State and for which paragraph 4 does not apply.
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4. Where medicinal products that ave subject o different marketing anthorsations contain the
satne active substance or the saoe corabination of active substances, the frequenc v and
dates of subrnission of the periodic safety update reports resulting from the application of
the patagraphs 1 and 2 mavybe amended and havtoordizsed 1o enable a single assessiment to
be made i the context of a periodic safetyupdate report work-shanng procedure and to set
a Union reference date fror which the stbinission dates to be caleulated.

The harmondsed freque ney for the subraission of the reports and the Urdon reference date
maybe deterrnined, after corsaltation of the Pharmacowdgilance Risk Assessrment
Corarrattee, by one of the following:

(a)  the Corumittes for edicinal Products for Hurman Use, where at least one of the
tratke ting anthorisations for the medicinal products cordaining the active substance
concerned hias been granted in accordance with the cerdralised proce dure peovided
for in Arhicle 3 of [revised Fegulation (EC) No 7262004,

ithy  the coordivation grong, in other cazes than those referred to in point (a).

The harrnordsed freque ney for the submmission of the reports deterrined parsuant to the
first and second subparagraphs shallbe made pablicly available bythe Agency Ilarke ting
authorsation holders shall subinit an application for a variation of the matketing

anthorisation accordingly,
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For the parposes of paragraph 4, the Urdon reference date for roedicinal products
containing the sarme active substance or the sarme corhbination of active substance s shall be
ote of the following:

ra)  the date when the first rnarketing anthorisation was granted in the TTrnion for a
medicinal product containitg that active substance or that cormbination of actre
athatanees;

by i the date referred to in point (&) cannotbe ascertained, the earliest of the known
dates of the rmarketing authorisatinns for a redicinal product containing that active
mibstance or that corbination of active substances.

Iularke ting authorisation holders shallbe allowed to subrnit reguests to the Coranittes for
Iledicinal Products for Hurman Use or the coordination group, as appropeiate, to deferroane
Undon reference dates or to change the freque ney of subrission of periodic safe ty update
reports on one of the following grounds:

fa)  for reasons relating to public health,
(b1 inorder to avoid a duplication of the assessment,

(c)  inorder to achieve intermational harrnonization.
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Such requests shall be subrnitted in wiiting and shallbe duly justified. The Corarittes for
Iledicinal Products for Hurman Use or the coordination group shall, following the
consltation with the Pharrnacovigilance Risk fagessinent Coronittes, either approve or
de oy sach requests. Lnychange in the dates or the freque ney of subrission of perodic
safe ty update reports shall be made pablicly svailable by the Azency The mathke ting
anthorsation holders shall subindt an application for a variation of the marketing
anthorisation accordingly.

1. The Agency shall rmake public a list of Urdon reference dates and frequency of submdssion
of periodic safetsrupdate reports by means of the Emopean medicines web-portal.

&nchange to the dates of submission and freue ney of periodic safety update reports
specified in the marke ting authorisation as a resalt of the application of the paragraphed, 5
and 6 shall take effect four ronths after the date of the publication referred fo in the first

subymrazraph.
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Ardiele 109
Assessment of periodic safety uwpdate reports

The competent anthorities of the Merber State shall assess periodic safety update reports to
deterreine whe ther there are new risks or whe ther rishs have changed or whether there are changes
to the benefit-risk balance of medicinal products.

Arficle 110
Single assessment of periodic safety update reporis

1. & sivgle assessment of periodic safe ty update reports shallbe performed for medicinal
produc ts authorised in more than one Ileraber State and, in the cases referred to in
Lrticle 10, paragraphe 4, 5 and 6, for all medicinal products containing the sarne actbe
substance or the same cormbination of active substances and for whick a Urdon reference

date and a frecpue noy of periodic safe tyupdate reports hasbeen established.
The single assesstnent shall be conducted by either of the following:

ta)  aDllember State appointed by the coordination group where none of the marketing
authorisations concertied hasbeen granted in accordance with the centralized
procedure provided for in Srticle 3 of [revised Begulaton (EC) Mo T2602004],

(b & rapporteur appointed by the Pharraacovigilance Fisk besesstnent Corarnittes,
where at least one of the marke ing anthorisations concermed has been granted in
accordance with the certralised procedure provided for in Srticle 3 of [revised

Fegulation (EC) Ho 72652004
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When selecting the Member State in accordance with the second subparagraph, point (a),
the coordination group shall take into acconurt whe ther any e rber State is acting as a
reference Ivleraber State, in accordance with Chapter [IL Sections 3 and 4.

2 The Merrber State or rapporteur, as appropriate, shall prepare an assessine nt report within
60 davys of receipt of the periodic safety update report and send it o the Agencyand to the
Ilember States concerned. The &geney shall send the report to the marketing anthorization
hiolder.

Within 30 daye of receipt of the assessrent report, the Ileraber States and the marketing
anthorsation holder waysubinit corame s to the Seencyand fo the rapportear or Mewber
State. Hhere the report inclides guesfions to the marleling authoriaztion holder, the
holder shall provide answers within those 30 daps.

3. Following the receipt of the comments referred to in paragraph 2, the rapportew or
Llernber State shall within 15 daye npdate the assesstaent report taking into account arsy
corntne his subinitted, and forweard it to the Phartnacovigilance Fisk Sasessme nt
Corraittee. The Pharrnacovigilance Rigk &esesstnent Cornrnittee shall adopt the
assessrient report with or without firther changes at its rext reeting and isae a
recormtrendation. The recominendation shall menfion any drverzent posiions with the
gromnds on which thety are based. The Agency shall include the adopted assessrnent ve port
and the recorrnendation in the repository set up under Byticle 103 of [revized Begulation
(EC) Ho 7T265r2004] and forward the m to the marketing anthorisation holder.
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Ardicle 111
Regulatory action on periodic safety up daie reporis

Following the assessmment of periodic safe ty update reports referred to in Srticle-tER 109, the
corape tent anthorities of the Member States shall consider whethe r awyr action concerning the
rnatke ing authorization for the medicinal product concerned is necessary and shall maindain, vary,
suspend or revoke the rnarke ing authorisation as appropeiate.

Arficle 112
Procedure for regulatory action on periodic safety update reporis

1. In the case of a single assessent of periodic safe ty update reports in accordance with
Lrticle 11001% which rec ornetids artion cotce ming more than one matketing
authorisation that does not include any centralised marketing authorsation, the
coordination group shall, within 30 days of receipt of the assessroent re port of the
FPharrnacovigilanee Fisk basessment Comindttee, consider the assessment re port and reach
a position on the mainte navce, wariation, suspension or revocation of the marke ting
authorsations concerned, mcluding a tirnetable for the implernentation of the agreed

position.
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2. If, withir the coordivation grong, the Iernber States represented reach an agreerent on
the action to be taker by consensus, the chairperson shall record the agresrnent and send it
to the marketing authorisation holderand the Ileraber States. The Mewber States shall
adopt necessary measure s to maintain, vary, suspend or revoke the marketing
authorisations conce rmed in accordance with the tiretable for implementation dete roine d

in the agreement.

In the event of a wariation, the marketivg anthorisation holder shall sobanit to the
cornpetent authorities of the Dk raber States an approptiate application for a modification,
inclnding an wpdated suramary of product characte nstics and an updated package leatlet
within the determined tirmetable for itplermentation.

If ar agreetnent by consensus carmotbe reached, the position of the majority of the
Llember States represented withan the coordimation group shall be forsrarded to the
Corarrdssion which shall apply the procedars laid dovwn in Article 42,

Where the agteement reached bythe Ierber States re presente d within the coordination
gronp ot the position of the majonty of Ivleraber States differs frorm the recorumendation of
the Pharrnacovigilance Risk Lasesstnent Coranittes, the coordination group shall attach to
the agreernent or the rnajorty position a detailed explanation of the scientific grounds for
the differences together with the recormraendation.
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In the case of a single assessment of periodic safe ty update reports in accordance with
rticle 11001} that recornmends action concerning rmore than one rmatketing authorisation
that includes at least one centralised marketing anthonsation, the Coreaittes for Medic inal
Froducts for Hurnan Use shall, withan 30 days of receipt of the report of the
Pharmacovigilance Risk Assessraent Comraittes, consider the report and adopt an opdrdon
ot the mainte nance, variation, suspension or revocation of the marke ting anthorsations
concerted, including a tirnetable for the raplerne ntation of the opirdon.

Whete the opinion of the Corenittes for hedicinal Produc ts for Hurnan Use referred fo in
paragraph 3 differs frorn the recornmendation of the Pharmacovigilance Risk Assessment
Committee, the Cormemttee for Ivedicinal Froducts for Human Use shall attach o 1ts
opinion a detailed explavation of the scierntific grounds for the differences together with
the recormendation.

O the basiz of the opirdon of the Cornmittes for Iedicinal Products for Hutean Use
referred to in paragraph 3, the Corarnission shall, by means of inplerenting acts:

(a) adopta decision addressed to the Ivletaber States concerring the measures o be taken
in respect of marketing authorisations granted by the Member States and coneerred
brthe procedure provided for in this section; and
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by where the opinion states that regulatory action coneerning the marke ting
anthorisation 1s necessary, adopt a decision to vary, suspend or revolke the centralised
tnarke ting anthorsations esdconcermed bythe procedore provided for in this section.

é. Lrticle 42 shall apply to the adoption of the decision referred fo in parazraph 5, point (a),
and to its irnplerne rtation by the Member States.

1. Lrticle 13 of [revised Fegulation (EC) Mo 72602004 shall applsfo the decision referred fo
in paragraph 5, point (b)), Where the Cornoission adopts such decision, 1t may also adopt a
decision addressed to the Dlewber States parsuant to Article 5557 of [revised Pequlation

(EC) Mo T2652004] .
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SE CTION 5
SICNAL DETECTION

Ardicle 113
Signa ]l monitoring and detection

1. Regarding medicinal products authorised in accordance with Chapter I11, cormpete nt
authorities of the MWember States shall in collaboation with the Beeney, take the following

IMEasUTes:

ra)  monitor the outeorne of nsk rirdredsation measures contained in rsk managerne nt
plars and of the conditions referred to in Lrticles 44 (1) points (@)-(g) and poind 3,
45 and avey oblizations taposed in accordance with Arficle 87 (1) points (@), (B)
and (bal;

by assess updates o the sk mavagerme ut system;

(o) roonitor the data in the Endravigilance database to deterenive whether there are new
tisks or whether risks have changed and whether those nsks impact on the bene fit-

tzk halanee.
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The Pharrnacovigilance Fisk fasessmment Cornmittes shall perform the initial analysis and

pricritisation of signals of new rsks or nsks that have changed or changes 1o the benefit-

tigk balance. Where it considers that follow-up actinn mavhe necessary, the assessment of

those sighals and agreement on any sdbsequent action conce rrang the rnarke ting
authonsation shall be conducted in a tirmescale cormmensurate with the extent and
serionshess of the issue. Where appropricte, the assessment of those signals may be
inebuded in @ pending assessment of @ periodic safely update report or @ pending
procedure in accordance with Arbicles 92to 95 and 114118 of this Directive or Arficle
S5 of frevised Regulation ]

3. The Agencyand corapetent anthorities of the Iieraber States and the marketing
authorsation holder shall mforrn each other in the event of nev risks or nsks that hawe
changed or changes to the bene fit-risk balance being detected.

4. Ilember States shall ensure that marketing anthorisation holders inforn the Agencyand
cormpetent authorities of the Ik raber State in the event of new risks or risks that have
changed or when changes o the bene fit-risk balance have been detected.
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SE CTION 6
URGENT UNI G PROCEDIEE

Ardicle 114
Initiation of an urgent Union procedure

1. L Nlernber State or the Corarndssion, as appropriate, shall, on the basis of concerms
resulting from the evaluation of data from phanmacovigilance activities, initiate the
procedure provided for in this Section (the “urgent Union procedure™) by informing the
other Wember States, the Agencwand the Comirdssion whete:

fa)
Ly
e

(d)

it considers suspending or revoking a marke ting anthorisation,
it considers prohibiting the supply of & medicinal product;
it considers refusing the renevwral of a matdketing authorisstion; or

it is inforrned by the marketing anthorisation holder that, on the basis of safety
concerns, the marketing authorsstion holder hias inderrupte d the placing on the
tnatket of a redicinal product or has taken action to have a marketing authorisation
withdrawr, or intends fo take such action or has not applied for the renewal of a
narke ing authorisation.
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2. & Wember State or the Cornvdssion, as appropriate, shall, on the basis of concerns
remilting from the evaluation of data forn pharmmacoigtlance achivities, inform the other
Llember States, the Agencvand the Corarrission where it considers that a new
contraindication, a reduction in the recorare nded dose or & restriction to the therapeutic
indications of a raedicinal product is necessary. The nfbrmation shall outline the action

considered and the reasons therefore .

Loy Ilernber State or the Comraission, as appeopeiate, shall, wher urgent action is
considered necessary in any of the cases referred to in the first subparagraph, indtiate the
urgent Union proce dure.

Where the urgent Union procedure is not ritiated, formedicinal produets authorised in
accordance with Chapter IT1, Sections 3 and 4, the cage shall be hrought to the attention of
the coordination group.

Lrticle 95 shall apply where the interests of the Tnion are irnobed.

3. Where the wrgent Union procedure is indtiated, the Ageney shall verifywhether the safety
concern telates o rmedicinal products ofher than the one covered by the formation, or
whether the safetyconcem is corrnon to all medicinal products belonging to the same

range or the rapentic class.
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Whete the medicinal product rrolved is authorized in more than one Meraber State, the
Lgency shall withont undue delayinform the iratiator of the nrgent Union proce duare of the
outeorne of the werification, and the procedures laid down in Brticles 115 and 116 shall
apply. Otherwise, the safety concem shall be addve ssed by the Ileteber State coneemed.
The &gzency or the Ivlezaber State, as applicable, shall make the information that the wgent
Union peocedute hasbeen inifiated available o taarketing anthorisation holders.

4. Without prejudice to paragraphs 1 and 2, and Brficles 115 and 116, a Ilereber State mav,
where urgent action is nece ssary to protect public health, suspend the marketing
anthorisation and probibit the use of the medicinal product concerned on its mtory untila
de finitive decision is adopted in the wgent Trion procedure. Tt shall inforea the
Corarrdssion, the Szeneyand the other Wember States no later than the following working

day of the reasons for its action.

5. Atarystaze of the procedure laid down in Arbicles 115 and 116, the Comrission may
request a Iernber State in which the redicinal product is authorised to take te roporary

measures rnmediate Iy

Whete the scope of the procedure, as deterrninied in accordance with paragraphs 1 and 2,
inclnde s redicinal products cove red by ce ntralised ratketing authorsations, the
Corraission tay, at any stage of the wrgent Urion procedure, take ternporary toe asures
irmne diatelywin relation to those marketing authorisations.
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The mformmation referred to in this Arbels mayrelate to mdradoal medicina products or to
a range of medicinal products or a therapeutic class.

If the Agencyviderdifies that the safetyeoncern relates to more medicinal products than
those that are covered biythe indirnation or that the safety concern iz corrmon to all
medicinal products belonging o the same range or therapeutic class, 1f shall extend the
scope of the procedurs accordingly.

Where the scope of the wgent Union procedure concerns a range of medicinal peoducts or
therapeutic class, rnedicinal peoducts covered by the centralized marke ting authorisation,
thatbelong to that range or class shall alao be included in the proce dure.

Lt the firne the inforrnation referred o in paragraphs 1 and 2 is peovided, the Dleraber 5 tate
shall rake svailable to the Agenevall relevant seientific mforrmation that it has at its
dizposal and anyassessrent by the Mermber State.
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Ardiele 115
Urgent Union p roced wre sciendific assessment

Following receipt of the infomnation referred to in Axticle 114, parazraphs | and 2, the
Lgeneyshall publicly arwionnce the indfation of the wrgent Union proc edure by weans of
the Furopear me dicines web-portal . [In parallel, Ileabe r State s may pablicly announee the
intiation of the procedure on their natiotal medicines web-portals.

The armiourcernent shall specifirthe matter subreatted to the Agenc v in accordance with
Lrticle 114, and the medicinal products and, whe re applicable, the active substances
cotcerned. It shall contain information on the right of the marke fivg anthorization holders,
healtheare professionals and the public to submit to the Lgene v indormation relessant to the
procedure and it shall state how sach irdonma tion taavbe subiitted.

The Pharrnacovigilance Fisk fasessment Cormittes shall assess the matter that has been
subrnitted o the Sgencyin arcordance with Brticle 114, The rapportenr, as referred to in
Article 152 of [revized Begulation (BEC) Mo 72602004, shall closelyeollaborate with the
rapportenr appointed by the Corrnittes for Medicinal Produets for Haraan Use and with
the referenice Ivkreber State for the medicinal products conce rmed.

For the purposes of the assesstnent referred to in the first subparagraph, the marke ting

anthorisation holder maysubinit corrme nts i whiling.

BIET26
LWMWEX

a1
LIFE.5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

318
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Whete the urgencywof the matter permits, the Pharinacovigilance Fisk Sssesament Corittee
tay hold public hearings, where it considers that this is appropoiate on justified grounds
particnlarl ywith regard to the extent and serionsne ss of the safety concerm. The hearings shall
be held in accordance with the rmodalities specified b the Age ey and shall be announced by
means of the Buropean medicines web-portal. Jn e hearing e Pharmacovigilance Fisk
Azsesement Committes shall alao give due regard o the therapentic offect and clinical
conkexd of the medicinal product The announcerne nt shall specifyrthe rmodalities of
participation.

The Azencyshall, in consaltation with the parties concerned, draw up Bules of Procedure on

the orgarisation and conduct of pablic hearings, in accordance with Aticle 163 of [revizsed
Fegulation (EC) Mo 72672004

Where a marketing anthorisation holder or anothe ¥ person mte ndivg o subrot infornation,
hias confidential data relesvant to the subject matter of the procedure, they may request
permission to present that data to the Pharmmac ovigilance Risk bssessent Coreaittes ina

not-public hearing.
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3. Within 60 daye of the submission of the indomnation, the Pharracovigilance Risk
Lsseasrae nt Corenittes shall make a recoranendation, stating the reasons on which it is
bazed, having due regard to the therapeutic effect of the me dicinal produet. The
recormtrehdation shall mention anydivergent positions and the grounds on which they are

based. In the case of wrgenc v, and on the basis of a proposal byitks chairperson, the
Pharrnacovigilance Rigk bosessinent Comrndttes mwayagres to a shorter deadline. The
recormtrehdation shall include anyor a corbination of the following conclusions:

fa)
Ly

)

(d)

(e)

i)

to farther evaluation or action is required at Urdon level

the raarketing anthorisation holder should conduet forther evaluation of data and
catry ot a follow=up of the results of that evaluation,

the marketing anthorisation holder should sponsor a post-authonsation safety studsy
and carry out a follow up evaluation of the results of that stady,

the Mleraber States or marke ting aunthorisation holder should implerment risk

Iunirsation e asures;
the raarketing anthorisation should be suspe nded, revoked or not renewed,

the marketing anthorisation shouald be saried.
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For the parposes of paragraph 3, point (d), the recorene ndation shall specify the nsk
mirdrmisation weasures recorattended and argr condifions or restricions o which the

tnatketing anthorisation should be made subject, including the tireeline for inplerne ntation.

For the prposes of paragraph 3, point (f), where it 1s recoriended to change or add
inforrration i the swrnematy of product characte risties or the labelling or package leaflet,
the recoramendation shall suzgzest the wording of such changed or added wforraation and
shall indicate where in the surraary of product characteristics, the labelling or package
leatlet such wording should be placed.

Arficle 116

Follow-up of recorumend ation made in the framework of the urgent Union p rocedure

Whete the scope of the wgent Union procedure, as deterreaned in accordance with
Article 114(6), does not melude any centralized marke ting authorsation, the coordination
gronp shall within 30 days of receipt of the recoranendation of the Pharrmac cvigilance
Figk &szseastne nt Comrnittes, consider the recomne ndation and reach a position on the
mnaintenance, variation, suspension, revocation ot refusal of the renewal of the marketing
authorsation concerred, including a tiretable for the aplere rtation of the agreed
positior. Where an nrgent adoption of the position is necessary, the coordination

gronp may, oh the basis of & proposal brite chairperson, agree to a shorter deadline.
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2. If, withir the coordivation grong, the Iernber States represented reach an agreerent on
the action to be taker by consensus, the chairperson shall record the azreerent and send it
to the marketing authorisation holderand the Ileraber States. The Mewber States shall
adopt necessary meamure s to maintain, vary, suspend, revole or refuse renewal of the
matketing authorisation concemed in accordance with the fropleros niation timetable

deterrnined in the agresmnent.

In the event that a wariation is agreed npon, the marke ting anthorisation holder shall sabrnit
to the competent authorities of the IWernber States an appropedate application fora
vatiation, inclnding an updated suramary of peoduct characteristics and an npdated package
leaflet within the deterrnined tirnetable for irmple e ntation.

If ar agreetnent by consensus carmotbe reached, the position of the majority of the
Llember States represented withan the coordimation group shall be forsrarded to the
Corarrdssion which shall apply the procedars laid dovwn in Article 42,

Where the agteement reached bythe Ierber States re presente d within the coordination
gronp ot the position of the majority of the Ierber States represe nted within the
coordination group differs fiorn the recoramendation of the Pharmacovigilance Risk
Lzseaarne nt Corenittes, the coordination group shall attach to the agreement o majonty
position a detailed explanation of the sclentfic grounds for the differences toge ther with
the recormmerdation.
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3. Whete the scope of the procedure, as determined in accordance with Srticle 114063,
inclndes at least one centralised marketing authorsation, the Corenites for Medicinal
Products for Human Use shall, withan 30 daye of receipt of the recormemendation of the
Pharmacosdgilance Risk Assessrnent Comraittes, consider the recotome ndation and
adopt an opinion on the mairtenance, varation, suspension, evocation or refusal of the
renewal of the marketing authorisations concermed . Where anwrzent adoption of the
opinion 15 necessaty, the Corardttee for Ik dicinal Products for Hurnan Use tnay, on the
basigof a proposal by its chairperson, agree to a shorter deadline.

Whete the opinion of the Corenities for Medicinal Products for Huraan Use differs from
the recorne idation of the Pharmacovigilanes Fisk fssessient Comrittes, the
Coratrattee for Ivedicinal Products for Hurmar Use shall attach fo its opinion a detailed
explanation of the scientific grounds for the differences together with the recoramendation.

4. O the basiz of the opirdon of the Cornmittes for Iedicinal Products for Hutean Use
referred to in paragraph 3, the Corarnission shall, by means of inplerenting acts:

fa) adopta decision addressed to the Ivletaber States concerring the measures to be taken
in respect of marketing authorisations that ave granted by the Ivleraber States and that
are subject to the wrgent Tnion proce dure;

a3a72a 322
ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 323

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

by where the opinion states that regulatory action coneerning the marke ting
anthorisation 1s necessary, adopt a decision to wary, suspend, revoke or refuse the
renewral of the centralised rarketing anthorisations esdscorce med by the procedure
prosaded for in this section.

5. Article 42 shall apply to the adoption of the decision referred to v parazraph 4, point (a),
and to its irnplernertation by the Mermber States.

a. Lrticle 13 of [revised Fegulation (EC) Mo T2602004] shall apply to the decision refered to
in paragraph 4, point (b)), Where the Corarnission adopts such decisinr, it rnavalso adopt a
decision addressed to the Dlerber 5tate s parsuant o Article 5557 of [revised Regulation
(EC) Ho 72652004

SE CTION 7

SUPERVISION OF POST-AUTHORISATION SAFETY STUDIES

Ardicle 117
Non-interventional p ost-authorisation safety studies

1. This Section applies to non-interventional post-anthorisation safetyetudies that are
initiated, raanaged or financed bythe marketing anthorsston holder wolurtarly or
parsuant to chligations imposed in accordance with Arhicles 44 or 27, and that ireobee the
collection of safetydata fror patients or healtheare professionals.
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2. Thiz Section iz without prejudice o Iernber States and Urnion reqpuiternents for ensuring
the well-being and rights of participants in non-interventional post-anthorisation safety
studies.

3. The studie s shall notbe perfonmed where the act of condueting the stady promotes the use
of & medicinal produet.

4. Payrnents to healtheare professionals for perticipating in non-interve ntional post
anthorisation safety studies shall be restricted fo the corpe nsation for tiree and e xpenses

incmrred.

5. The corapetent authorityof the Meraber State toavreguire the marketing authorisation
hiolder fo subiait the protocol and the progress reports to the cormpete nt authorties of the
Ilember States in which the stody is condue ted.

f. The marketing authorisation holder shall send the final report of the stady to the cormpete nt
authorities of the IvEber States in which the studsywas condue ted within 12 rmonths of
the end of data collection.

1. While a study iz being conducted, the marketing anthorisation holder shall monitor the data
gererated and consider its implications for the be nefit-risk balance of the redicmal

product concemed.
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Any new inforrnation that right influe nee the evaluation of the bere fit-risk balance of the
medicinal product shall be corarenrdcated to the competent authorities of the Ivkraber State
in which the redicinal product has been authorise d in accordance with Lrticle 90,

The chligation laid down in the second sbparagraph iz without prejudice to the
inforration on the results of studies that the marketing anthorisation holder shall make
available by means of the periodic safe ty update reports as laid dowmn in Axticle 107,

a. Articles 118 to 121 shall apply exclustvely o studies mferred to in paragraph 1 that are
cotducted pursnant to an obligation iraposed in accordarnce with Articles 44 or 27,

Arficle 118
Agreement of a protocol for 3 non-inierventional post-authorisation safety study

1. Before a stodyriz conducted, the marketing authorisation holder shall subiwit a draft
protocol to the Pharrnacosdgilanee Risk &ssessment Comrdttes, exce pt for studies to be
conducted in oxlyone IWember State that requests the study in aceordance with Article 27
For such studie s, the marketing anthorisation holder shall subrt a draft profocol to the
cornpetent authoritsy of the Ilernber State in which the studyis condueted.
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2. Within 60 days of the submission of the draft protocol referred fo in paracraph 1 the
cornpetent authortsy of the Ileraber State or the Pharrnacovigilance Risk Sssessment
Cornittee, as appropriate, shall issue:

fa)l  aletter endorsing the draft peotocol,

(bl aletter of objectior, which shall set out in detail the groumnds for the obijection,
whete:

(1) it considers that the conduet of the stad yprotaote s the use of a medicinal
product;
(i) it considers that the desizn of the study does not fulfil the stody ohjectives; or

(el aletter notifying the marketing authorisation holder that the stadyis a clinical fial
falling under the scope of Regulation (E1T) Mo 53652014,

3. The stody ra vy cotrrnence only when the wiitken endorserme nt from the comgpetent
authority of the Mlernber State or the Pharmac ovigilance Bisk Sssessrnent Corenitles, as
appropriate, has heen smed.
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Whete a letter of endorsernent of the draft protocol as referned to in paragraph 2, point (a), has
been ismed, the marketing anthorisation holde r shall forward the protocol 4o the cormpetent
authorties of the Mlemmber 5tates in which the stady is to be conduc ted and may the reafter
cornmenee the study according o the endorsed protocol.

Ariicle 119
Update of a protocel for a non-interventional post-autherisation safety study

Lfter a stodyhasbeen corarmenc ed, anysubstantial araendme nts to the protocol shall be sdbritted,
hefore their iraplernentation, to the cornpe tent authority of the Ierber State or to the

Fharmac ovigilance Risk Sosessment Coraittee, as appropeiate . The cormpetent anthorityaf the
LiEreber State or the Pharmacovigilance Fisk Assesstnent Cornittes, as approptiate, shall assess
the araendrments and inforen the matke ting anthorisation holder of its e ndorse ent or chijec tion.
Where applicable, the rnarke ting authorsation holder shall inforen the v raber States in which the

study is conducted.
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Ardiele 120
Fimal study report on a non-interventional post-avitorisation safety study

Upon completion of the stady, a final stady report shall be subrutted to the cormpetent
authority of the Ivlerber State or the Pharrac ovigilance Risk fegessrnent Coranities
within 12 months of the end of data collection unless a written waiver has been granted by
the compete nt authorityof the Ierber State or the Pharnacorrdigilance Bisk fssesament
Coriraittee, ag appropriate.

The marketing authorization holder shall evalnate whe ther the results of the study have an
impact on the raarke ting authorisation and shall, if nece ssary; subait to the compete nt
authorities of the Ivkrober States an application to varythe marketing authorization.

Together with the final study report, the marketing anthorisation holder shall electronically
subrit an abstract of the studyresalts to the cormpete nt autho ity of the Ierber State or
the Phartnacovigilance Risk Sasessmment Coronittes.
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Ardiele 121
Recommendations following the sub mission of 2 final stud ¥ report
ol on-interventional p ost-authorisation safety studies

1. Bazed on the results of the stodsrand after consultation of the marketing anthorisation
holder, the Pharrnac cvigilance Bisk Assessment Corrattes maymake recommendations
concerring the marketing authorisation, stating the reasons on which the v are based. The
recorrnendations shall rnention any dive rgent positions and the gronvds on which the v are
hazed.

2 When recorarne ndations for the wariation, sispe nsion or revocation of a national rarketing
anthorisation are made, the Member States represented within the coordination group shall
agree ora position on the matter taking into account the recoraendation referred o in
paragraph 1 and shall inclode a fivaetable for the impletnentation of the agreed position.

If, within the coordination group, the Dlember States represented reach an agreetnent on
the action to be taker by consensus, the chairperaon shall record the agreetnent and send it
to the marketing authorisation holderand the Ileraber States. The Mewber States shall
adopt necessary meamire s to vary, suspend or revoke the marketing anthorisation
concerted in accordance with the implernentation titnetable determined in the agreernent.
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In the event that a waration 1z agreed uporn, the marke ing authorization holder shall submit
to the competent authorities of the Wemmber State an appropeiate application for a variation,
including an updated surarnary of product characte vstic s and an updated package leaflet
within the dete rrnined tirnetable for irgple mentation.

The agreement shall be rmade publiclyavailable on the Enropean medicine s webh-portal
established in accordance with Articls 104 of [revized Fegulation (EC) Ho 7T26:2004].

3. If an agreernent by consensus cannotbe reached, the position of the majority of te
Llerber States represented within the coordination group together with a detoiled
deseription of the matters, on which He Member Sates hove been unable o reach an
cgreement, all the divergent positions of Member States presendsd and the scienkfic
grounds on which thep are baged, shallbe forwarded to the Corunission, which shall
apply the procedure laid down in Srticle 42.

4. Whete the agreernent reached bythe Ileraber States re presente d within the coordination
group ot the posiion of the rajorty of Mewber States differs from the recorwene ndation of
the Pharrnacovigilance Risk Lasessinent Coranittes, the coordination group shall attach to
the agreernent or majority position a detailed explanation of the sciertific grourds for the
differerices together with the recorene ndation.
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SECTION S
IMPLEME NTATION, GUIDANCE ANDEEPCRTING

Arficle 122
Imp kementing nmeasures related to plarmacovisibinee ac i ites

1. Inorder to harrnonize the performance of the pharracovigilance activities provided for in
this Directtve, the Coranission shall adopt itaplernentivng measares in the following areas
for which pharraacovizilance actrities are provided for in Brmex [, Bricles 56, 99, 100,
105 to 107, 113, 115 and 120 by setting out:

fa)

b

fc)

(d)

&)

the content and the rules on the maintenance of the pharmacovigilance system master
file keptborthe marketing authorisation holder;

tirdpoare veuirernetits for the gquality systern for the perforraance of
phatmacovigilance actitiesby the compete nt authorties of the IMerber States and
the marketing anthorisation holder,

rules on the use of inde mationally agreed terminolog v forrmats and standards for the

perforrmance of pharrnac ovigilance activities;

rndnirenrn vequiteraents for the mordtoring of data in the Eudravigilance database o
deternine whether there ave rew risks or whe ther risks have changed,

the forrmat and content of the electronic tansmission of smspec ted adverse reactions
by Ilernber States and the marketing authorization holder,
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i) the format and content of electrorde periodic safety update reports and risk

maragemes nt plans,

rzy  the format of protocols, abstracts and final stad e ports for the post-authornsation
safety stadies.

2 Those measure s shall take account of the work on rternational harmordsation carred ont
in the area of pharmac ovigilance and shell, where necessary, be revised to talie account of
technical and scientific progress. Thoss measires shallbe adopted in accordance with the
regulatory procedure referred to in Article 214(2).

Arficle 123
Guidance to facilitate the p exformanc e of pharmacovigilanee ac trities

The Agencyshall, in cooperation with cormpetent anthorities of the DMerber States and other
interested partes, draw up:

{a) guidance on good pharmacovigilance practices forboth cornpete nt anthorities and
marketing authorization holde s,

() scientific gwidance on post-authorisation efficacy stadies.

Ariicle 124
Beporting on p harmacovigilinee tasks

The Bzeney shall rmake public a report on the perforance of pharmacovigilance tashks by the
Ik tober States and the Agencyrevery three years, The first re port shall be made public by [heee
wears after application date of [revized Regulation (EC) Mo T2672004] .
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Chapter X
Homeopathic medicinal products

and traditional herhal medicinal products

SECTION 1
SPECTFIC PROVISIONS APPLICABLE TO HOME CPATHIC ME DICTIVAL PRODUCT §

Aviiele 125
BRegisiration or authoriation of homeop athic medic inal p rod ue ts

1. Mlember States shall ensure that homeopathic e dicival products warafactored and placed
ot the raarket in the Urdon are registered in accordance with Srbicles 126 and 127 or
authorised in accovdarce with Srficle 133(1), except where such hormeopathic redic inal
products are covered bya reglstration or authorization granted in aceordance with national
legislation on or before 31 Decerber 1993, In case of registrations, Chapter [T, Sections 3
and 4, and Lrticle 3%, parasraphs 1, 2 and 3 shall apply raelatis mutandis.

2 Llernber States shall establish a sivplified registration proce dure referred to in Arficle 126
for the horae opathic wedicinal produets.
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Ardiele 126
Simplified regisiration procedure for homeopathic medicinal products

1. Homeopathie medicinal products that satisfiyall of the followdng conditions maybe subject
to a sitnplified registration peoeedure:

(a)  thevare adrinistered orally or externally,

by no specific the rapentic indication appears on the ldbeling of the Romeopethic
tedicival product, is conveped i Fre name of e homeopathic medicinal producls,

ot in any inforrmation relating thereto,

ey there is a sufficient degree of dilubion to guarantee the safety of the Romeopatiic
medicinal product.

Iz For the paurposes of peragraph 1 point (o), the homeopathic medicinal product ray not
cottain either raore than one pert per 10000 of the raother tine tare or wore thay 17100t of
the srnallest dose nsed in allopethyrwith regard to active substances whose presenee inan
allopathic medicinal product results in the obligation to subinit a doctor’s prescription.

Ih, The Corenission is ernpowered to adopt delegated acts in accordance with Article 215 1o
arned-He-Frptaukpeasmapkepad-res paragraph Ia, in order to take account of scientific

progress.
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&t the time of registration, Ivletaber States shall determineg the prescription status for the
dispensing of the horaeopathic rmedicinal product.

2. The eriteria and rales of procedure provaded for in Articls 10100, point beki), Article 30,
Chapter III, Section &, &rticles 191, 195 and 204 shall applyvboranaloss mutatis mutandis
to the sinplified registration procedure for homeopathic medicinal peoducts, with the
exception of the proot of therapeutic efficacy.

Arficle 127
AppLic ation req uirements for sinp lified regictration

I The holder of homeopathic medicingl product simplified registration shall be established
inthe Lhicm.
2 Ly application for a sinplified registration may cover a series of horaeo pathic medicinal

produc ts dermved from the samme homeopathic stock or stocks. The following shall be
inclnded with the application in order fo demonstrate, in partieular, the phatraceutical
uality and the bateh-to-bateh horoge neity of the homeopathic medicinal products

concerted:

ra)  the scientific nawe or other name goven ina pharmacopoeia of the horeopa thic
stock or stocks, together with a statement of the sarious routes of adwinistration,
pharracentical forns and degree of dilotion to be registered,
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Ly

a dossler describing how the horneopathic stocl or stocks are obtained and
controlled, and justifiang the ir hore opathic nse, on the basis of an ade quate
bibliographsyr,

(o) the marnfac hiring and control file for each pharvacentical forn and a description of
the method of dilution and potentisation;
ca) i the homeopathic medicingl product containg biologic cl substaices,
documentation on the weamires taken b ensure i ebsence of pathogens,
rdy  the manofaetoring anthorsation for the home opathic medicinal produst cone erned,
ey the coples efor references do iden B fi any re gistrations or anthorisations ohtained for
the sarne horne opathic medicinal produet in other hlember States;
if) one or more mock-ups of the outer packaging and the tomediate packaging of the
hiorne opathic medicinal products o be vegistere d,
z)  the data concerning the stability of the horae opathic e dicinal produc t=end she If &fe
of the home opathic medicinal product,
() nane or corporale name and permanend address of e applicant and, where
cppleable, of the manufackirer,
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Ardicle 128
Application of deceniralised and mautual recognidion proced ures
to homeopathic medivinal products

1. Lrticle 3%, parasraphs 4 and &5, Srticles 39 1o 42 and 95 shall not apgplirto the
horneopathae medicinal products referred to in Article 126,

2 Chapter ITI, Sections 3 to 5, shall not apply to the horaeopathic medicinal products referred
toin Article 133(2).

Ardiele 129
Lah elling of homneop athic medicinal producis

Homeopathic medicinal products, with the exception of those referred to in Artiele 126010, shall be
labelled in accordance with the provisions of Chapter VI and shall be iderdified by a reference on
their labels, in clear and legible form, o their homweopathie nature.

Ardiele 130
Specific requirements for kb elling of certain homeop athic medic inal products

1. The labellivg and, where appropeiate, the packaze meert for homeopathac rnedic inal
produc ts referred to in Article 126017 in addifion to the clear rention of the words
‘horneopathic redicinal product’, shall bear the following, and no other, infornation:

ral  the scientific name of the stock or stocks followed by the degree of dilutior, making
ug: of the syrvbols of the pharmacopoeia used in accordarce with &rticls 4620,
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Ly

fc)
(d)

(&)

warre and address of the registration holder and, where appropriate, of the
marmfachner,

tnethod of adrnirdstration and, if necessarsy route of admindstration,

phatmaceutical form and the content by weight, volume or namber of doses of the
product;

expiry date, in clear termms (roonth, wear);

1z)  special storage precautions, if any,
by aspecial warrang if necessary for the sesdiemed-product,
(1) marmfachire s hatch romber,
1) registration number,
(k) “homeopathic medicinal product without appecved the rapentic indications ™,
(1) awarning advising the e ipate nts not b
mberrupt any ongoing medic ol reatment prescsibed oy instrucked by healtheare
professionals, when faking the product.
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() forthe package ingerl: the date on which the package leaflel was lagt revised;

(n)  Hhe Bt of Hose excipients Enown to Rave @ recognised acion or effect and
moluded in the debpiled guidance published pursuant fo Arlicle 77

L regards the first subparagraply, point (a), if the homeopathic medicinal produet is
coraposed of two or more stocks, the sclentific narmes of the stocks on the ldbeling mayhe

supple metted by an irneette d navae

2 Hoteithstanding paragraph 1, Member States mayrecuire the use of certan fypes of
labelling in order to show:

ra)  the price of the horee opathic medicinal product;

M the relmbussement conditions$s

Aviiele 131
Adv ertising of homeop athic medicinal producis

1. Chapter X1 shall applyto hormeopathic medicinal products.

2 Boyrderogation frorn paragraph 1, &rticle 176010 shall not apply to Romeopatiic mwedicinal
products referred to in Srtcle 12601,
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However, onlythe mformation specified in &drticle 13001 maybe used in the adve rising of
such hormeopathic e dicinal products.

Arfiels 132
Exchange of information on homeop athic medicinalproducts

Ik tober States shall cormrunricate to each otherall the information necessary o gnarantee the
gpuali ty and safe ty of horoe opathic e dicinal products manafactored and marketed within the
Urdor, and in particlar the inforrmation referred to in Srticles 202 and 203

Ardicle 133
Other requirements for homeopathic medic inal p rod w is

1. Homeopathie medicinal products other than those referred to in Article 126(1) shall be
granted a marke ting authorisation in accordance with frticles & and 9 to 14 and labelled in
accordance with Chapter VI

2 & Nlernber State mwayintoduce or retain in ite territory specific rles for the non-clindcal

tests and clivical studies of homeopathic medicinal products other than those referred to in
Lrticle 126013, in accordanc e with the principles and characte ristic s of hormeopa thyy as

practised in that Wember State.
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In this case, the Ierrber State concermed shall notifsrthe Comrnission of the specific rules

in force.

3. Chapter I3 shall applyto homeopsathic medicinal products, with the exception of thoss
referred to in Arficle 126010 Chapter XTI, Chapter XII, Section 1, and Chapter ZIV shall
apply o homeopsathic medicinal products.

SE CTION 2
SPE CTFIC PR OVTSIONS APPLI CABLE TO TRADITIONAL HERBAL ME DI CINAL PRODUCTS

Ardicle 134
Simip lified regiiration procedure for trad itional hexb al medic inal products

1. Hethal medicinal products that satisfyall of the following conditions maybe subject toa
simplified registration procedure {“raditional-use registration’:

fa)  theyhave therapentic indications exclusivel vy appropriate to traditional herbal
tnedicinal peoducts that, byiriee of their comwposition and parpose, ave intended and
desigted for nse without the supervision of a medical practitioner for diagnostic
prarposs s or for pre s ription or monitoring of teatrnent;

by thevrare exclustvely for adrdnistration in accordance with a specified strength and
posolog,

(o) theyrare an oral, external or inhalation preparation,
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rdy  the period of tradiioral nse as lad down in Arfiele 13601), point (o), has elapsed,

el the data on the tradifional nse of the herbal medicinal produet referred to in
&rticle 13601), point (o), are sufficient.

The data on the use of 4 medicinal product referred fo in the first subparasraph, point (g),
shall be considered sufficient where the herbal medicinal product proves not to be harraful
in the specified conditiors of use and the pharnacological effects or efficac ywof the herbal
medicinal product are plausible on the basis of longstanding use and experience.

2. Hotaithstanding &rticle 413, point (64), the prese noe in the herbal medicinal product of
vitarnins or mirerals for the safetyof which there 15 well-docure rded evidence shall not
prewent the hethal medicinal produet frorm being elighle for registration in accordance
with paragraph 1, provided that the action of the witanins or minerals is ancillary to that of
the hetbal actrve substances regarding the specified clairaed therapeutic indications).

3. Howeseer, in cases whete the cornpetent authontizs judge that a herbal medicinal product
that fulfils the conditions laid dowr in paragraph 1 {*traditional he thal medicinal product’
fulfils the criteria for a national rarke ing authorisation in accordance with Axtiele 5 or for
a sirmplified registration in accordance with Brticle 126, the peovisions of this Section shall

not apply
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Ardicle I35
Submission of dossier for traditional hethal medic inal product

1. The applicant and the sedidewsd—smeholder of the radibional herbal me dicinal product
simplified registration-heddas shall be established in the Trdon.

2 Inorder to obtain a traditional-use registration, the applicant shall subinit an application to
the corapete nt authorityof the Werber State coneerted.

Ardiele 136
Application rei uirements for iraditivnal uge registration

1. An application for traditional-nse registration shallbe accormpanied by
ra)  the parficulars and docwraentation:

(1 referred fo in poirds (17, (2, (30, (5) to £S04I 1), (160 and (1°7) and (15) of

Annex T,

(i)  the results of the pharrnacentical tests referred to in point 12(a) of Srvex I,

(i) the seorwaryof product characteristics, without the slsdea-pesbamoss
phamacological properties as specifled in Armex V, unless necessary for the

safe uge of the product,
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(Tw)  incase of cormbinations, as referred to in Arhicle (1), point (64, or in
Article 1342, the mforraation referred to in Article 134(1), first subparagraph,
point (e}, relating to the cowbination as such, if the individual ac tve
substatce s are not sufficiently knowty, the data shall also mlate o the
individual actee substances;

by any national marketing authorisation or registration obtained by the applicant
another Member State, orina third country to place the herbal e dicinal product on
the market, and details of any decision to refuse to grant a national marketing
anthorisation or registration, whether in the Union ot a fhard country; and the reasons

for ary such decision,

() hibliographical or expert evidence to the effect that the herbal me dicinal product in
guestior, or a cornesponding seedisised product kas been in rmedicinal nse thronghount
a period of at least 30 years preceding the date of the application, including at least
15 e ars within the Urndon;

(d)  abibliographic review of safety data together with an expert re port, and where
reguived byrthe corapetent authority of the Mernber 5 tate, npon additioral vecuest,
data necessary for assessing the safety of the herbal me dicinal produet.
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For the parposes of the first subparagraph, point (o), at the request of the competent
cuthoridy of @ Werber State where the application for traditioral-use registration has been
subrnitted, the hetbal medicinal products working group shall drawe up an o pinion oz the
adeguac v of the evidence of the long-standing use refered to in the first subparazraph,
point (), of the herbal me dicinal product, or of the comesponding ket
product. The competent authority of @ herber State shall subredt relevant dooure rtation
supporting the referral.

For the parposes of the first subparagraph, point (d), i cese of combinhions, if the
indrvidual actrve substances are not sufficiently known, the safely date dederedomred-ta-ia

Hhe-Fapbaukparaasaplepadd-taiaa—chall alan relate to the indbidual active sbstances.

Linmex I shall applwberanalogrr mutatic mutandls to the parienlars and docurae rtations
specified in the first subparagraph, point (a).

2 The recuirerne nt to show e dicinal use throughout the period of at least 30 years, set out
in paragraph 1, first svbparagraph, point (o), i3 satisfied even where the marke ting of the
hedbalwmadicinaleorregponding product has notbeen based on a specificaacketing
authorisation. It iz likewisze satisfied where the nurber or quantity of ingredients of the
heabalssadiadmady oy respo naing product has been reduced dhrirng that period.
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Whete the hesbadssedistnedeorrasponding product has been used in the Urdon for less
than 15 yearsbut is otherwise elizible for a tradifional-use registration in accordance with
paragraph 1, the corapetent authorityof the hernber State where the application for
traditional -use registration hasbeen subtnitted shall refer the application for the traditional
hethal raedicinal product to the herbal medicinal products working group and sabroit
relevant doowmentation supporting this referral

The herhal e dicinal produe ts working group shall consider whether the criteria other than
the period of-seseiiened tradibonel nse for a traditional -use registration as referred to in
&rticle 134 are corgplied with, B the hetbal me dicinal products worling group considers it
possible, it shall establish a TTrion hetbal rmonograph as referred to in Srticle 14103 which
shall be taken into account bythe commpete nt authonty of veraber State when taking its
firal decision on the application for the traditional use registration.
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Arficle I37

Applic ation of dece niralised or modual recognition to trad ifonal herbal medivinal products

Chapter II1, Sections 3 to 5, shall applykarasedess mubetis mukandis o traditional -use
registrations granted in accordance with Lrticle 134 pecnddad et

For traditional hethal medicinal products not covered by paragraph 1, the competent
authority of each Ivk rmber State shall, when evaluating an application for tradiional-use
registration, take due account of registratinns gravted b the corape tent authority of
another Derber State in accordance with this Section.

Ardicle 133
Eefusal of regisiration of traditional herhal medic inal products

Traditioral-use registration shallbe refused if the application does not corglywith
Articles 134, 135 or 136 or if at least one of the folowing conditions is fulfilled:

ray  the gqualitative or quantitative cormposition is not as declared,

ity the therapentic indications do niot cornply with the conditions laid dowmn in
Lrticle 134,
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oy the traditional hetbal redicinal peoduct conld be hatraful under normal conditions of

152 |

]

rdy  the data on traditional use are insufficient, especially if phatmmacological effects or
efficacy are not plansible on the basis of long-standing use and experience;

(e)  the pharmaceutical quality is not satisfactorilyde monstrated or inadaguate.

2. The corapetent authorities of the Member States shall notifsr the applicant, fhe Corenission
and avy corapete nt authorityof the Merber State that requests it, of any decision they take
to refuse traditional-use registration and the reasons for the refusal.

Ariicle 139
List of herhal sub stances, herbal preparations and comb inations thereof

1. The Corraission shall adopt 1raple menting acts to establish a list of hetbal substances,
pre parations and corbinations thereof for use in traditional hetbal rmedicinal products,
taking into account the draft list pre parved byrthe hetbal medicinal products working
group. Those inplernerting acts shall be adopted v accordanes with the examination
procedure referred to in Srficle 214023, The list shall contain, with regard to each hethal
substance, the therapentic mdication, the specitied strength and the posology, the mute of
adrinistration and ansrother informmation necessaryfor the safe use of the hetbal substance
asa traditional herbal medicinal product.
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2. If an application for radiional nss registration relates to a hetbal substanece, preparation or
a corabination thereof contained in the list referred to in parasraph 1, the data specified i
Lrticle 136013, points (b, (o) and (d), shall not be recpuired and Sriicle 138(1), points (o)
and (d), shall not apply

3. If'a hetbal substance, pre paration or a cormbination 1z no longer ineluded m the list referred
to in paragraph 1, registrations parsuant o paragraph 2 for hethal medicinal products
containing this substance shall be revoked nrdess the parficnlars and docarne niations
referred to in Brficle 13601 ) are suhitted within three rmonths.

Arfiele 140
Oither requirements for traditional herb al medicinal products

1. Lrticle 103}, points (a) and (b} and Arficle 1(10), point Cedie), Lrticles &5 to B, 29, 30, 44,
di, 54 al, §9 90, Q20155 tadiala-tii—paasapbat-atiltds 158 Lrticles 19] mtilililin
LR, 02, 203 and 204 and 208 and Chapters IV, T KT and XTT and T esdal
of this Directtre as well as Coreaission Divective 0ESHWEEC (1T 200 741 5 72045)a11
apply, zeastadic eastandiemutadis mutandis, to traditional -use registrations granted under
this Section.

: - (E 1) 20171572
af 15 September 2017 supplewending Elre I::m'e EDIS'IHS'REC af the European Parlament
czmi ﬂf 3.319 Cﬂumai g :reganis the pmmplﬂs and gmdﬂlmes of' good manufacturing practice
wal iy reedicinal products for

humanuse (CIJ LEéQ—Lﬂ—l—QQQQS—p—QQERS !&9201? p dﬂ.‘i]l
o 27 Commission Divective 200304FC of & Chtober 2003 Iyying down the principles

and guidelings of good manfacturing praciice in respect of me dicinal products for
human wse and vesh gabional medicingl products for human wse (OF L 282 1410 2005,

p. 22)
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2. Inaddition o the requirernents set outin Srticles 63 to 66, 70 to 72 and Avvex IV, any
labelling and package leaflet of a traditional herbal medicinal product shall contain a
staternent to the effect that:

a)  the product is a traditional herbal medicival product for wse i specified therape utic
ndic ations) exclusme lybased npon long-standing nse;, and

(b the user shonld corlt a doctor or a gualified healthoare practifioner if the syraptors
persist during the use of the tradifional herbal e dicinal product or if adverse effects
tiot rentioned in the package leaflet ocour.

& Werwber State ravrecuire that the labelling and the package leaflet shall also state the
nature of the tradition in guestion.

3. Inaddifion o the require rents set out in Chapter ZII1, anyradvertise ment for a tradifional
hethal redicinal product registered under this Section shall contain the following
staterment: Traditional herbal medicinal product for use in specified the rapeutic
indications) exclustvelybased upon long-standing use.
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Arficla 141
Herhal medicinal producis workdng group

1. & herbal medicinal peoducts working group is established as referred to in Arhicle 142 of
[revised Begulation (EC) Mo 726/2004] . That working gronp shallbe part of the &gency
and shall have the following competence:

fa)  as regards tadifional-use registrations, to:

(1) perforrn the tasks arising fror Arhicle 136, parazraphs 1 and 3,

(il prepare adraftlist of hethal substances, preparations and cordbinations thereof,
as referred to in Article 139010,

() establish Urnion monographs for traditional hethal medicinal products, as
referred to in paragraph 3,

thy a3 regards marketing authorsations of herbal rredicival products, to establish Urion
hetbal raonographs for hetbal e dicinal products, as referred to in paragraph 3,

o) as regards referrals to the Szency under Chapter II1, Section 5, or Article 25, in
relation to traditional herbal e dicinal produe ts as referred to in Srticle 134, o
performn the tasks set out in Article 41,
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rdy  where a matter cone erring -seedeEm

seeairkpradustamatbes e dicinal products containing herbal substances or ferbal
preparations, other than radiional-use me dicinal products, is referred to the

&geney under Chapter 111 Section 5, or Arbicle 95, to ghe an opindon on the hethal
substance, where appropeiate.

Appropriate coordination with the Comraattes for Huranan Medicinal Products for Hurnan
Usze shall be ensured hiya procedute to be de terrnined bythe Executive Director of the
Agenoyin accordance with Article 1450100 of [revised Regulation (EC Mo T26,2004].

2 Each Meriber State shall appoint, for a thre e-year teren which masyhe renewed, one
merbet and one alternate to the herbal medicinal working group.

The altermates shall repeesent and vote for the members in their sbsence. Iembers and
alternate s shall be chosen for their role and experience in the evaluation of herbal
tnedicinal products and shall repre sent the corape et anthorties of the hetnber States.

The mebers of the herbal medicinal products working group mayhe accormpanied by
experts in specific seientifie or techmnical fields.
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3. The hethal e dicinal products working group shall establish Union herbal monographs for
hethal raedicinal products with regard to the application submitted in accordance with of
Lrticle 13 as well as traditional hetbal medicinal products.

Whetre the Union hethal monographs have been established, they shall be taken into
account by the competent anthoritie s of Tletober States whe n examinng an application.
Whete no such Urdon hethal raonograph has et been established, other appeopriate
ronographs, publications or data mwaybe referred to.

Whet new Urdon hetbal monographs are established, the traditional-use registration holder
shall congider whe ther it is necessary to rmodify the registration dossier accordingly. The
traditional -use registration holder shall notifyrany such modification to the competent
anthority of the Ileraber State concermed.

The hethal rmonographs shall be published.

4 Provvisions of Article 146, paragraphs 3 o 5 of the [revised Begulation (EC) Ho 72652004
applying to the working party shall appl wheseselaas mubatis mutands o hetbal medicinal
produc ts working group.
5. The herhal e dicinal produe ts working group shall draft its nules of proce dure.
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Chapter X1

Marufacturing and import

SECTION]

MANUFACTURING AND IMPORT OF MEDICTHAL PRODITCT S

Ariicle 142
Manufacturing autherkation

1. Ilember States shall take all appropriate reasures to ernsare that the rmarafactare of the
medicinal products within their territory is subject to authorisation (the “rmannfarturing
authorsation™). The marnfachoing anthorisation shall be required also if the roedic inal
produc ts aritachored are irdended for export.

2. The marmfactuning anthorisation referred o in paragraph 1 shallbe required for both fotal
and partial manmfac ture, and for the varous processes of drviding up, packaging or
presentation. The manufacturing authorisation shall apply only to the cale govies of
medicingl producks, phamacentical forms, e manufockuring operafions and He

premises specified in the application.
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3. Byrderogation from paragraph 2, the manufactiring authorisation shall not be required for
the following:

ta)  preparation, dividing up, changes in packaging or presentabion where these processes
are carried out, solely for retail supply, by phannacists in dispensing pharmaries or
bypersons legally authorised in the Ileraber States to carrsyrout such processes; or

(b decentralised sites canrying out marmfachiing or testing steps, @ aecordance with
Arbticle 2680 and Article 146, under the responsibilityof the gqualified person of a
central site referred to in Article 151030,

4. & rarmfacturing authorsation shall also be recuired for imports of e dicinal produac ts
cotnitg frora thivd conrbies into a veraber State.

This Chapter and &rticles 195050 and 198 ghall apgly to oports of wedicinal produs te
frorn third countries.

A Llernber States shall enter the indfonmation relating to the manofae tiring anthorisation
referred to in paragraph 1 in the Urion datdbase referred to m Srticle 155(15).
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Ardicle 143
Eeyuirements for a manufac hring avthorisation

1. Inordet to obtain the manufachring anthorsation, the applicant shall submit an
application by electronde means to the corpetent authority of the Ieraber State conce med.
Member Shabes may, unkl [OF please insert Syears qfler ¥he date of applicabon] provide
for the poszibility of @ paper form submission.

That application shall include the following particulars:
(-a)  nawme or corporate nawe and permument address;

ra)  the medicingl products, the pharrmaceatical forws and the manufactoring operations
that are to be manufactired, tnported or carried ot and the place where the activity
will take place;

(b proof that the apgplicarts hase at their disposal, for the rmavafae tove or irgport of the
ghoree, suitable and sufficient prernises, techrdeal equipprent and control facilities
corrplying with the legal requirerments that the Ermber State concerned lays down
as regards both marnfac tire and control and the storage of medicinal products, in
accordance with Arhcle ¥,
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oy proof that the applicants hasee at their disposal the services of at least one qualified
person within the meaning of Article 151;

Ia In the cage of an application for a central site responsible for decentr alised
marufacturing the particulars referved to in paragraph T zhall alse inelude:

(b}  descripion of the medicinal product(s) that are subject bo manufachining stepsin
the decentralised sites, mcluding the manufackering or besting ackvities bo be
performed for those medicingl products at the decentralised sites,

fc) proof that the applicants have at their disposal appropriake proce dures and
resources for e oversight of decentralised sites in cocordance with Arficle 1271,
Jirst subparagraph, point (1),

() foreach decentralived sile at the time of the application, @ whitlen confinmaion by
the gualified person referved to in Article 151(5) Hiat the applicant hasverified i

complignee with principles and guidelines of good manufackiring practice referred
foin Arbele 160 By conduching an audit
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2. The applicant shall peovide, byelectroric means, particulars in support of the abowve in
their application. Member Shates meap [OF plecse ingert 5 pears after e date of
application [ provide for the posibility of a submizsion in pape r format.

Arficle 144
Granting of a mamufacturing autherisation

1. The-ciRedal-sepronomdatmag-odthe cotapetent anthorty of the IVErber State concemmed
shall carry out an inspection to ensure the accuracy of the particulars inclnded n the

application subrnitted in accordance with Lrticle 143,

Where the accuracy of the partic nlars is corndirmed in accordance with the first
subparagraph, o in ary evend=edno later than 90 dave after the receipt of the application
subritted in accordance with Article 143, the competent authority of the Ivkraber State

shall grant or refuse a marntac turing authorization,

By way of derogation from the second subparagraph, in jusified cases, the nspechion
map be carried ot after the manyfacturing authorisation has been granted.

2 To ensure that the particulars referred to in Arficle 143 ave dulysubrnitted, the corupetent
anthorty of the Ivlember 5tate rmavy grant a marntachiring authorisation subject to

condiions.
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Arficle 143
Changes in a manufacturing authorisation

If the rnannfae hing authorisation holder requests a change in anyof the particulars referred to in
Saticle 1431 second subparagraph and Arficle 143 (Ta) points (B) and (g), the cormpetent
anthority of the MErhber State shall axwndtalke q decision on the reguested amendmnent of the
rnatfacturing anthorzation no later than 30 daye fror such reguest. In exce phional case s this
period of time mavhe extended to 90 days.
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Ardicle 144
Request for ad ditional information

The competent anthority of the DMermber State ray request the applicant to subimit addiional
inforraation on the particulars supplied posuant to Srticle JA200 743 and on the qualified peraon
referred to in Article 151; whete the compete nt authorityof the Ilember State make s such reuest,
the tirne hireits referred o in Articles 144010, second subparagraph, and 145 shall be suspended undil
the addifional information has heen supplied.

Arficle 147
Oblizgations of the manufacturing authorisation holMer

1. Llernber States shall ensure that marnfachiring anthorisation holders shall:

(a)  hae at their disposal the services of staft who coraply with the lezal requirerne nts
existing in the MErber State both as regards ranufacture and cordrols;

|:l':l:| d_'[spjse Elf"ﬂ:'LE I'I:'LE-'d.'I.I.'!]I'Lﬂl pI‘DdUJ:‘tS o e s
only in aceordance with the legislation of the Ilerber States,

() give priot notice to the coropetent authontyof the Meraber State of any changes they
sy wish o rake to anyof the pariculars provided in accordance to &rticle 143,
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(d)

&)

i)

ig)

(k)

a]lnw-t-hﬂ-e-f-ﬁaqﬁl-ramm&ah#m-ai'ﬂm cornpetent aumnntj,r of the Mleraber State

access to their prernise s e

sentral or the-docexdaliced sites-at any titne;

enable the qualified persons referred to in Arxticle 151 fo carry out their duties, where
appearate appliceble also in decentralised sites, for example by placing at their
disyosal all the nece ssary resmuces and ensuring thely gecess to the promises
meluding relevant electronic gustemes and documentation of e decentralized
sieis),

corrply, i arey relevant site and at all irmes with the principles of good
tnarufactoring practice for medicinal products,

use only actore substances that have been rmarnfac tared in accordance with good
tanafactoring practice for active substances and distribated in accordance with good
distribmtion practices for actiee substances;

inforre the corapete nt authority of the DMember State and the marke ing authorization
hiolder 1roane diately if they obtain indorvation that me dicinal products that come

under the scope of the ir manmfachring anthorsation are, or are suspected of being,
falsified irvespe ctive of the way the medicinal products were distrbuted,
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1) werify that the manofacturers, nporters or distbutors from whorn the yobtain actise
substances are registered with the compete nt authositsof the Ilerober State in which
theyr are established, and

(33 werify the authenticity and guality of the active substances and the excipie s,

Lz regards the first subparagraph, point (o], the cormpetent authority of the WE mber State
shall, in arey event, be e diate Iy inforraed if the qualified person refened to in
Articles 14301, point (e}, and 151 is replaced e pec tedly

For the parposes of points (f) and (), mardactaring anthorsation holders shall we nfy
cornpliarice—sespeetEedas by the rmarmtac torer or distributors of active substance s with
good rmarafae toring practice and good distribation seesesspractice respec by e, by
conducting #e gelar audits at the marafactaring and distribution sites of the manufae horer
and distribuators of active substance s, Idanafacturing anthorization holders shall venify such
corapliance either by the rmsebee s or through an entityacting on their behalf under a
contract.

2. The mannfacturing anthorisation holder shall ensure that the excipients are suitable for use
in medicinal products by ascertaining the appropeiate good marnufctring practice on the

hasis of a fonmalised nsk assessment.
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I

The marmfactuning anthorisation holder shall ensure that the appropriate good

rnaroafac haring practice ascertained in accordance with paragraph 2, isapplied. The
rnatmfar taring anthorsation holder shall docarne nt the measare s taken in acc ordance with
patagraphs 1 and 4.

Ariicle 148
Registration and Hetmgprecessc:pervision of decentralised sites

The manfacturing anthorisation holder of the central site shall register all of its
decentralizsed sites in accordance with the provisions of this Arficle.

The registrafion of @ decentralised manufachening site shall include, where applicable,
the registrafion of the site ag @ manufackuring site for the achive substance pertaining o

the medicinal product i encompasses.

The marmfacturing anthorisation holder of the central site shall request the corgpe fent
authority of the Mlermber State in which the decentralized site is established, fo register the
decentralised site.
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Ja.

The marketing authorisation holder seesrecrmansete-aobrstsri-thee hall enaere fat ol
the qohvities at the central and decentralised side-tm-sesssetensiios are carried out in

cﬂmpﬁﬂnﬂe with the sesdad-de e b e e e
databasdele cated aols referred bo in Arficles 160 and 161 and the

authorisaion referred 0 n Article 368 ST I W TR RSO PaeE

The manufackering authorizaion holder may commence e actaily in the decentralized
site in connection with the centralsite only when the use of decentralised manufociuring
has been approved pursuant to Article 260 paragraph I and the markeing auihorisation
holder has ensured that.

() Hhe central fite 5 authorised by the competent authoridy of e Member Sate where
it iz locate d;

(B e decenbralised site iz registere d by the competent quiioridy of the Member Shate
whare it iz locate d; and
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fc) e registrabion of the decentralised sile is referenced with the aulhiorisation of the
corresponding cendral sile By Hhe compelent quithonyy of the Member Skate where
the central site i located in the Union database referred to in Arficle 188(135).

4. The competent authorityof the Derder State in which the decentralised site iz establishe d
1z responsible, inaccordance with Srticle 185, for the supervizion of the manufacthiring
and testing actmities carried out in the decentralised site.

5. For the paurpose of paragraph 2 the marnofac taring authorisation holder of the central site
shall subrit a registration foren that shall ineInde—atleset the following information:

fa) naroe or corporate name and perroane nt addre ss of the dece ntralised site-csed a proof
of itz establishrne nt in the Union and e name and contact de tails of a person
designated as the local contact for the decentralised site along with a written
confirmation of the decentralised site ¥hat it mupporks the application for
re gistrakon.,

(bl the phanmacentical forms and the medicinal products that ar subject to
marmfachning or festing steps in the dece ntralized site, ineloding the manufacturing
or testing actrvities to be perforred for those medicing products erd, as
appropriate, the reference o the relovant marketing authorisabion or the marketing
quthorisation application referred bo in Arkele 268, paragraph I,
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0y parteoulas regardivg the premmises of the decentralised site and the techrdcal
equipraent to carry ot the relevant actrites,

rdy  the reference fo the marnfactunng antho risation of the central site;

ey the written confinmation by e gualified peraon referred to in Articls 140 eaond
edpasaasaphe] 11 (Fithat the sessfesbaesmanufociring authodsation holder of
the raedicinal product hasverified corapliance of the dece ntralised sife with
principles of good ranufacturing practice referred to i Beticle 160 by condue ting
andite; and when seguested by the competent authority of the Momber Stale in
which the decentralized site is establiched, the latest qudit report for the concerned
decentralised sits |

() proof that e appropriak resources are available ot the contral site for the
guclified person referred bo in Arkele 151 ko carrp oud the tasks referred ioin
Article L53(d) regarding the supenision of the decentralised site.

Sa. Hhen manufacturing qciyifies at @ decentralised site inpolve steps pertained to the
marafacture of the aclive subgtance of the wedicinal product subject bo decentralised
manafacturing those steps shall be included in the nformation sulmmibted wnder
points b, ¢, e and f of paragraph 5.
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f. The corapetent authorityof the Merber State supervising the decentralised site parsuant to
paragraph 4 may decide to carryont an inspection as referred to in Arhicle 188(1), first

subparagraph, point (). In such cases, that cormpetent anthority shall cooperate with the
conpetent authority of the Wlernber State responsthle for the supervision of the central site.

If the oulcome of the inspechion shows that he applicant does not comply with the

principles of good manfacturing praciices as referved to in Arficle 150 the competent
cuthoridy shall not register Yhat enbly in the Union dotebase referred o in

Arficle T188(15) or if that entily is already registered in the Union dotabase referred o in
Arficle T183(15), & shell remove the entily from this database.

1.
a. The corapetent authorityof the Merber State supervising the decentralized site parsuant to
paragraph 4 shall cooperate with the relevant authoritie s responsible for the supervision of
the marufactwring or testing actmrities under other Union acts as regards the following:
ra)  the redicingl products that were ranufae tored in a decentralised site, the testing or
marmfachoing of which trolves using raw material, medicinal produc ts regulated
urider othe ¥ relevant Undon law, o medicinal products that are interided to be
cotrhined with medical device s,
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by where specific rarmfac hring or testing activities are applied to the medicinal
products containing, consisting or dermed frorm 50HO for which specific
manufacturing or testing activities are applied within a decentralized site that is also
anthorized under fEeHO Fegulationd (EI0) 20247958 Such co-operabon shall
include sharing informaion aboud any eckons in relzkon o the decentralised site

resulting from their respective respongibilifies.

(b2) The respective competent quthorifies of the Member Rales supenising e condral
and de cendralise d sites shall coope rate and exchange informetion ag regards the
quthorisation of the central site, the registration of the decentralised sie(s) and

their supenision.

a, Where-releneant appropriate, corpetent anthorities of the Ilerbe r StateBates supervising
the central and decentralised sites sasrbedonaathean d the Agency or the corpetent
authority of the Mermber State responsible for the supervision of the marketing
anthorisation shell cooperate and exchange information. Where e supenvison
authorities detect any deficiency in the central fike or the decontralised sites that may
impact e gualily or safel of the medicinal product concerned, ¥rey shall inform the
relevant nabonal compelent quihorities or the Agency without undue delayp.
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I

&b,

In case of any sdheation having an impact on the gualiy or safely of e medicinal
products that are manufactured or tegted at the decenbralised site, the marketing
authorization holder and the gualified person of the central te shall inform the
competent quihorifies supervising the cendral and decendralised sites, and the compelent
cuthoribes supenigsing the marleting authorisalon respectively without undue delay, in
order to tale the appropriate aclions.

The competent quthoridy of the Member SRale where the decentralised sile is located may
susperd or revoke e regstration of the decenbralised site, fully or parfially, as
cppropriate, if the condifons set out in paragraph 2o 5 cease to be mel Tn suck an
event the compelent authority of the hMember Sate shall without undue delay inform the
competent auifiorifies referred to in paragraph @

Arficle 149
Cond itions related to the safety featrefiaheres

The zafety features referred to in Lymexr IV shall notbe rernoved or covered, either fullyor
partally, urless the following conditions are fulfilled:

ra)  the ranufachuring authorisation holder verifies, prior fo partlyor fully removing or
covering those safety features, that the medicinal product concemed is authentic and
that it has not been tarape red with;
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by the raanuofacturing authorisation holder coraplies with Armex IV by replacing those
safety featares with safety featare s that are equivals nt as regards the posstbility to
verifyy the anthenticity, identification and to provade evidence of tarapering of the
tnedicinal product. Such replacerment shall be conducte d without operdng the
irrnediate packaging.
Safety featare s shall be considered equrealent if the v

(1) coraply with the requirerments setout in the delegated acts adopted parsuant to
Lrticle 6702, and

(i) are equally effective in erabling the verfication of authe nticityrand
ide ntification of e dicinal products and in providing evidence of tatnpering
with medicinal products;

ey the replacement of the safety features is condueted in accordance with applicable
good manufachring practice for medicival products; and

idy  the replacement of the safety features iz subject to supe rvision by the cornpe tent
authority of the MErdber State.
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2. Mlanufachuing authorsation holders, including those performing the activities referred to
in paragraph 1, shallbe regarded as producers and therefore held lisble for darages in the
cases and under the conditions set forth in Directive 25374EEC,

Arficle 100
Potentially fakified med icinal produe is

1. Byrderogation frorn Srticle 102), and without prejudice fo Chapter XIT, Section 1, Iembey
States shall take the necessary measures in order to prevent medicinal products that are
introduced into the Trdon, bt are ot intended to be placed on the market in the Uninn,
from entering into cireulation if there are sufficient grounds o suspect that those produs te
ate falsified.

2 lernber States shall-oxmares

& cornrniicate public
inforraation about the actions undertaken in the area of prevention and enforce ment to
cotnbat the falsifieation of medicinal products involving pebents' and conswmers’

or ganisations and, as necessary, Meanber Sates’ enforcement officers.

3. Inorder to establish what the necessary measures referred to in paragraph 1 are the
Corraission is erpowered to adopt delegated acts in accordance with Article 215, to
supplernent paragraph 1 by specifyang the criteria to be considered and the venfications to
be made when assessing the potential falsified character of redicinal products introduced
into the Undon bt not interded o be placed on the market.
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Ardicle 13]
Availahility of qualified person

Ilember States shall take all appropriate easures o ensure that the marnafactaringe
authorsation holder has pernmarertly and continnously at their disposal the services of at
least one cualified person residing and operating in the Union, it accordance with the
conditions laid down in Srticle 152, responsble in particular for carsang out the doties
specified in Article 153,

L rnarmfacturing authorisation holder who isa natural person and personally fulfils the
cordiions laid down in Sunex IIT rayrassurme the re sponsthility referred to in

patagraph 1.

Whete the manufacturing authorisation is granted to a central site specified in the
application parsiant to Article ST, the qualified person referred to in paragraph 1
shall also be responsible for canying out the duties specified in Biticle 153(4) regarding

the decentralised sites. For this parpose, ¥he available resources for the sevvices referred

to in paragraph 1 atq central site shall be commensurale wilth e number of
decentralised sites and thelr achviy.
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Ardicle 152
Cualification of g ualified person

1. Ilember States shall ensure that the qualified person referred toin Arhicle 151 fulfils the

cordiions of gqualification set out in Anmex II1

2 The manufacturing authorizsation holder and the qualified person shall ensure that the
practical experience acquired is appropeiate to the types of products to be certified.

3. The corapetent authorityof the Mewber State rnayrlay down appropnate advirastratme
procedures to wenify that a qualified person referred to in the paragraph 1 fulfils the
condiions set out in Srrex TIL

Ardicle 153
Eesponsih ilities of the gualified person

1. Llernber States shall take all appropriate weasares to ensare that the gualified person
referred to in Brficle 131, without prejudice to their relationship with the marnfactoring
anthorization holder, are responsible, subject to the proce dures referred to in Article 154,

for secwing:

ta) inthe case of medicinal products rmanwdactured within the Iember States concermed,
that each production batch of medicinal products hasbeen marnfactured and checked
in corpliatice with the laws in force in that e mber State and in accordance with the
requirernents of the marketing authorisation,
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by inthe case of rmedicinal products imported fror third countries, irespectne of
whether they havee been manufac tured in the Urdon that each produc ion batch has
underzone in a hember State a full qualitative analysis, a qnantitative analysis of at
least all the active substances and all the other tests or checks necessary fo ensure the
guality of the medicinal products in accordance with the reguirerments of the
tratke ting anthorisation.

The gualified person referred to in Srficle 151 shall in the case of medicinal peoducts
intended to be placed on the Urdon rnarket, ensare that the safets features referred 1o in
Lrmex IV have been affived on the packazing.

The batches of medicinal products that have undergone the controls referred to in the first
subparagraph, point (b, i a Iletaber State shall be exernpt from those controls if they are
tnarketed in another Ivleraber State, accorapanied berthe control reports signed by the
ualified person.

2 In the caze of medicinal products iraporte d frora a third country, whe re approprate
arrangernents have been made biythe Urnion with the ex porting country to ensre that the
rnatmfar tarer applie s standards of good marmfactuing practice at least euivalent to those
laid devwn by the Undory, and to ensure that the controls referred to in paragraph 1, first
subparagraph, point (b)), have been caried out in the exporting country the gualified
peraon raaybe relieved of responsibility for carying out those controls.
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3. Inall cases and particulatlywhere the medicinal products are released for sale, the
ualified person shall certiffyin a register or equivalent forraat provided for that pamposs,
that each produc tion batch satisfies the prorvisions of this Brhicle | that register or eqpuivale nt
forraat shall be kept up to date duting the tirne when operations are caried out and shall
retvain at the disposal of e-effoed-sepresestemosol the compe tent authority of the
Llernber State for the period specified in the provisions of the Tk rdoer State concerned and

inanyevent for at least fove wars.
4. For the paurposes of &rticle 151(3), the qualified person shall, in addition:

(a)  supervise that the marnfactiing or testing actbities carried ot at the decentralized
sites commply with principles of sdesssdoood mannfactuing practices referred to in
Laticle 160 and conforra to the marketing authorisation,

by conduct regular qudils, incleding periodic on-gie visits at the decenltralised sites
and provide a written confirmnation-es that the Rolder of the manufachiving
quthorisation for the central site hasverified compliance of the decentralized site
with principles of good manufacturing practice referred to in Soticle 14400 cacond

bparaiaphl 6,
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ey nobfyernaell to the competent anthority of the Member State where the
decentralised site is established, an irvertoryof the changes that have taken place as

regards the information provided in the registrabon form subrmitted parsuant to
Lurticle 143(5).

Areychanges that mayhave av irapsact on the gquality or safety of the medicinal products
that are manufactured or tested at the decentralissd site raust be notified iraroediately

The Comraission is erapowered to adopt a delegated act in accordance with Brticls 215 to
supple ment the first sbparagraph, point (), specifying the notification made brthe

ualified person.
Arficle 134
Professional cod e of conduct
1. Dlember States shall ensure that the duties of gqualified persons referred to in Artiele 151

ate fulfilled, either by rneans of appropeiate admirdstrative measures or by making such
persons subject to a professional code of conduct.
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2. Mlermber States rnavprovide for the terporaty suspension of a qualified person referred fo
in &rticle 151 upon the comenence ment of adiirdstratoes or disciplinary proc edures
against that qualified person for failure to fulfil its duties set out in Arficle 153, The

suspengion of @ gualfied person applies to all marnufactusing cuthorisalons concerned.

3 In the case of decendralised manufockiring, the supervisory cuthorifies of e condral sike
and of the decentralise d sites, if different shall cooperate to implement for the measures
referred to paragraphs T and 2.

Arficle 133
Certificaip-for exportof Corfificates for a medicinal produet inbende d for expost

1. Lt the recpuest of the marmfac tover, the exporter or the cormpete nt authorites of an
irmporting thivd country, the compe bent authoridy of the MWeraber Stateestate shall issue @
cerfificate for export do certifythat a manufacturer of medicinal products is in possession
of & marufacturing authorization, o refer to the manufachiring authorisaon and the

P cortificate available i the databage referred toin Article 188715 Wherismsirg
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Ia.

il

At the reguest of @ marketing authorsation holder or an applicant for @ markeling
cuthorisabon the competent authoridy of the Member Siate or e Agency shall ssue a
cerfificate for the medicinal product in compliance with the prevailing administrative
arrangements of the World Health O gavd mtion.

For the purposes of paragraph 2, the competernd authorily of the Member Sale or e
Agency shall, for ree dicinal products inte nded for export that ave alveady anthorised in
their territorsy, sapply the sumrnary of product characteristics as appeoved by thern in
accordance with Article 43 or, ag appropriate, refor bo the summmany of product
characterishos they made publicly available.

For the purpose of paragraph I, when the marfacharer is not in possessionof a
tnatketing anthorisation it shall provide the corape tent authoritie s vesponsible for issuing
the certificate referred to in paragraph 1, with a declaration explaming whyra marketing
authorization is not available
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SE CTION 2

MANUFACT URING, IMPORT ANDDISTRIBUTION OF ACTIVE SUBSTANCES

Ariiele 157
Regisiration of imp orters, manufac turers and dstributors of ac tive substances

1. Importers, mannfacturers and distributors of acttve substances who are established in the
Union shall register the iv ar tivity with the cormpete nt anthorityof the Ideraber State in
which the ware established.

2

The registration forn, tobe submitted by electrorde means, shall include, at least, the
following indorrmation:

fa) hame of corporate name and perrnare nt address,
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by the active substance s that are o be irmported, marafactared or distrbuted,
o) parienlars regarding the premises and the techrical equiprment for their actmaty.

Memmber Sates may, untl [OT please ingert Sy ears after the date of epplicaion] provide
for the poszibiliy of a paper form submission.

3. The persons referred to in paragraph 1 shall subrait, by elechiorie rmeans, the registration
forra to the corpetert authority of the Werber State at least 60 dass peior o the indended
cornrne weernent of their activaty Memeber Shates may, wntid [OT ple ase ingert Jyears after
the dale of application Jprovide for e possibilily of @ paper form submizion.

4. The corapetent authorityof the Merber State masy based on a sk assessment, decide to
catry out an inspection. If the corupe tent authority of the Ik mber State notifies the
epplicant within 60 dave of the receipt of the registration foren that an mepection will be
catried ont, the actmaty shall not begin be fore the corpe tent authority of the hlember State
hias notifled the applicant that they may coramence the actiwaty I within 60 dawe of the
receipt of the registration forra the corpetent authority of the IWeraber State has not
notifled the applicant that an inspection will be caried out, the applicant may cormmence

the actrity.
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If the oulcome of e inspection carried owt in aecordance with paragraph 4 shows that
the applcant does not comply with the principles of good manufeckining practice or
good distibution practices for achve substances as referred bo in Article 160 the
competent quihoriy shall not e gister Hat entily in the Union database referredtoin
Article 138(13).

Arrmally, the persons referred to in paragraph 1 shall comraunicat:, by electondn me ans,
to the cormpetent anthority of the hlermber State an irventoryof the changes that have taken
place as regands the rdormation provided in the registration form. Ay chanszes that may
hiave an 1xnpact on the quality or safetyrof the active substances that are manufactured,
imported or distributed roust be notified iroeve diate ly,

The coxeptetsnt: ompetent authorityof the hermber State shall enter the infornmation
provided in accordance with paragraph 2 in the TUnion database referred to in
Lrticle 128(13).

The competent authoridy of the Member Rate may suspend or revoke the re gistration of
the site fllly or parkally, az appropriate, if the conditions set out i paragraph 2 and
Arficle 158(1) coage to be met In much an event e competent authorily of the Membey
Shte shall without wndue delay nform e conpelent auihorBes of other Member Sates
and the Agency.
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Ardicle 138
Conditions for imporiing active sub siances

1. Ilember States shall take appropedate measures o snsure that the marnfacture, import and
digtribufon on their territory of active substances, including active substances that are
intended for export, complywith the principles of good manufactring practce and good
distrbution practice s for active substances specified in the delegated ants adopted in
accordance with Lrticle 160,

2 Active substance s shall oxdyhbe iraported if the following conditions ave fulfilled:

ray  the active substance s have been marnfactored in accordance with the principles of
good marmfactring practice s at least equivalent o those laid down brthe Undon
parsuant to Articl: 160; and

ity the active substances are accompanded bya written condirnation issued by the
corrpe tent authority of the exporting third country stating that:

(1 the principles of good marmfactuning prac tices applicable to the manufac hiring
site marnfachring the exported active substance ave at least eutvalent to those
laid down by the Urdon parsuant Srticle 160,
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(i) the manufachring site concerned is subject to regular, shict and transparent
controls and 4o the effective endorcerne nt of good mannfacturing practice,

e lnding re peated and unannoanced inspections, ao as to ensure a protection of
public health at least equivalent to that in the Union; and

(i) i the event of findings relating 4o non-cornpliance, mformation on such
findings is supplied by the exporting thivd couantry to the o withoat undoe
delay.

The conditions set out in paragraph 2, point (b)), shall not apply if the exporing countryis
ine fded in the list referred to in Loticle 155(2).

The conditions set out in paragraph 2, poinut (b, waybe watved by angr coropete nt
anthority of a Weraber State for a period not exceeding the validity of the certificate of
good raanufac turing practice 1ssued in accordance with Sriicle 155(13) where a site
rnanmfar taring an artive substance for export has been inspe cted by the corape tent
authority of a Meraber State or the Agenap and was found o coraplsy with the prineiples of
good marnfac turing practice laid down parsuant to Axicle160.
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Ardiele 159
Ag tive substances ip orted from third coundries

&t the request of'a third courdry the Corareission shall assess whether that counbry’s
regulatory fratoe work applicable to antive substances exported to the Urnion and the
respectve control and exforcement activities ensare a level of protec ion of public health
equrvalent to that of the Union.

The assessrnent shall take the forrn of a reviesr of relesvant docurnentation subroated by
electronic means and, unless arrange rnents ag veferred to in Lrticle 153020 ave in place that
cover thiz area of activity that assessment shall include an on-gite review of the thivd
country’s regulatory systern and, if necessary, an observed inspection of one or more of the
third country’s rnannfar teing sites for active substances.

Based on the assessinent referred to in paragraph 1, the Cornrdssion may

adopt nplernenting acts to inelude the thivd conntryin a list and o apgly the reguive ments
set out in the second subparagraph. Those irgple menting acts shall be adopted in
accordance with the exarmination procedure referred to in Arficle 214(27.
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When assessing the third country parsnant to paragraph 1, the Cormrrassion shall take

account of the following:

fa)
(i
fc)

(d)

the county's rales for good mannfacturing practice,
the regularity of inspec ions to werify compliance with good manafachaing practice ;
the effectrvensss of enforcernent of good mannfacturing practice;

the re gularity and rapidityof informa tion provided by the thivd country relating io

nor-cornpliant marnfachore rs of active substance s,

3. The Corenission shall verify regularly whether the conditions laid down in paragraph 1 ate
fulfilled. The firstverification shall take place no later than 3 wears after the third country
hasheen ineluded in the list referred to in parasraph 2.

4. The Comenission shall perform the assessment referred fo in pargagpboaragraph 1 and
verfication referred o in paragraph 3 in cooperation with the Szeneyand the competent
authonties of the Nember States.
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SECTION 3
PRINCIPLES OF GOOD MANUFACT URING AND GOOD DISTRIBUTION PRACTICES

Ardicle 160
Eules applicab ke to medicinalproducts and actire substances

The Cormrnission seeselall adopt sepdessesdinads looated acte in accordance with Lrticle 460217
to supplernernt this Divective hyrspec iffying:

{a) the principles of good marufae tonng and good distibution practices for re dicinal
products cormpletnented, where relesant, byspecific measares applicgble notablyto
phammaceutical forms, medicinal products or mannfac turing activities in line with good
rnanmfar tring principles;

)] the principle s of good marufae ting and good distibution practices for acthe substatces.

The Agency, in particular through il ingpection worling group referved to in Arficle 142(%) of
fthe revised Regnlnbon (EL) 72620047 in aoreement with the Commission, shall draw

wp muidelines on good manufechiring and digtibution practices, including guideines specific o
advanced therapy medicinal products.
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Whete relevant, these principles shall be specified in coherence with anyprneiples of good
practice s establishe d under anyother Union legal framework.

Arficle Iol
Rules applicahle to excipients

The Cormtnission is ernpowered to adopt delegated acts in accordance with Brticle 215 to
supplere nt thiz Dive ctive on the fonvalised risk assessment for ascertaining the appropriate good
raroifachiring practice for excipients referred to in Srbicle 14702 Such risk assessruent shall take
into account reguire rents under other appropriate gqualityeyeterns as well as the somce and
intended nse of the excipients and previons instance s of quality defects.
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Chapter X1I

Wholesale distrihution and sale at a distance

SECTION]

WHOLE SALE DISTRIBUT ION AND BROEE RIN G OF MEDICTHAL PRODITCTS

Ariiele 162
Wholesale distrd ution of med inal p rod ue is

1. Without prejudice to Lrticle 5, Ileraber States shall take all appropeiate action to ensure
that only redicinal products in respect of which a marketing authorisation has been
granted in accordance with Union law are distibated on their territory.

2 In the caze of wholesale distibution includirge storage, rmedicinal products shall be cove red
by either a centralised marketing authorisation or byra national rarketing authorization.

3. Hholesale distributors who intend tossspesd obbain a medicingl product frorn @ source
el Dvlereber State shall notiffyrthe marketing authorization holder and the competent
authiority ofke destination Member 5 tatedo-whisthe seadicinal produstie-o-be-drnperis
of their intention to-seapeat distribude that medicinal product in e destination Member
Shate.
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3a. hdemmbor Stales shall ensure that the wholesale distributor demonstrabes that the
medicinal prodict obdained from q Member Shate (sowrce Member State’) and
digtributed in another Member State ('destination Mewmber State ') is already covered by
2 marketing aulhorisation @ e destination Mewber Skaite, ncluding demonstrakng
that the medicingl products share @ common ongn. AMember Slate may set addiional
reguirements whose fulfibnent it considers necexary to demonstrate that the medicinal
product authorised in the source Member Sate and the medicingl product anlfiorised
the destination Member Stake may be reqsonably considered the same product.

The desfinaion Member Rate shall refuge to permit the parallelivade of @ medicingl
product by @ wholesale distributor from the source Member Shate in cage they consider
that permiting such parallel #rade would circumvent the muteal recognition procedure
cs referred bo in Chapter 111

4. In the case of medicinal products covered bya national marke ting authorisation, the
notification referred o in paragraph 3 to the competent authority of the vk rober State shall
ke without prejudice to addiional procedures prosdded for in the legislation of that
Ilember State and to fees pasable to the competent authority of the e nber State for
exatiining the notification. A Member Sate may reguire Fiad the imporled medicingl
product is labelled in aecordance with Arficle 74 The Member State may also roguire
that the electronic product information iz provided in aecordance with Arfcle 83(3).
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In the case of medicinal products covered bya centralised marke ting authorisatior, the
wholesale distributor shall submait the sare notification e ferred to in paragraph 3 to the
Lgencywhich will be in charge of checking that the conditions laid down in Undon law on
medicinal products and in the marketing anthorisations are cheerved. For this check, a fee
shallbe payahle to the Szency.

Ardicle 163
Authorisation for wholesale d st uiion of med icinal products

The cormpetent authorityof the Merber State concermed shall take all appwopriate
rneasures to enmre that the wholesale distribution of medicinal products is silsject o an
anthorisation to ergage in activity as a wholesaler in medicinal products (“wholesals
distrihution anthorisation™). The wholesale distribuation authorization shall indicate the
prermises, the cobegories of medieimal products and the wholesale distibution operations
for which it 1gvalid.

Where persons authorised or extifled to sopplyivedicmal products to the public mayalso,
under national law, engage in wholesale business, such persons shall be subject to the

anuthorsation prorvided for in peragraph 1
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3. & marmfactming authorsation requited under Srticle 142 shall include an authorisation to
distribute by wholesale the redicival products that 1t coners. & wholesale distribation
authorsation shall not give dispensation frorn the obligation setoutin Article 142 40 hold a
rnaroafae haring authorsation and to cormply with the conditions set out in that respect, even
where the marntac ting or irmport busitess is secondary.

4. The corapetent authorityof the Merwber State concerred shall enter the indormation
relating to the wholesale distribution authorizations in the Union database referred to in
Lrticle 128(15).

A The competent authorityof the Tleraber State that granted the whiole zale distribution
anthorisation for premises located in its tenitoryshall ensure that controls of the persons
authorised to engage inactiityas a wholesaler in wedicinal producte, and inspec tions of
their prernises, ave carried out at an appropriate freque ney.

The competent authorityof the Dleraber State that granted the whiole zale distibution
anthorization-skeall #eap suspend or revoke it if the conditions for granting it set outin
Lrticle 162 and Jod cease to be met or if the obligations set ot in Article 188 are no
longer fulfilled. ITn much event the Dernber State shall, withont undue delay; infomn the
other Member States and the Cormrnission thereof.
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f. Whete a corpetert authority of a Iember State considers that the conditions for granting
a wholesale distribution authorisation set ont in Awticle 162, Téd and Tagare not met with
regpect to a wholesale distribution anthorisation granted by the compete nt authorityof
another Dereber State, it shall without undue delay inforen the Coronission and the
cornpetent authority of the other Meraber State thereof The corape tent anthority of the
other Wernber State shall take the measures it considers necessartrand shall inforra the
Corarrdssion atd the cormpete nt authorityof the first Member Siate of those measures and

the reasons for them.

Ardicle 164
R e uirements for 2 whelesale distrih ution authorisation

1. Inorder to obtain a wholesale distribution anthorisation, applicants shall subrit an
application by electrornie means to the comwpetent anthonty of the Ivkraber State. Aember
Shates may, unkl (O please insert Sy ears after the dake of applic ation [ provide for the
possibiliy of @ paper form submission-seteerred.

2 The application referred to in paragraph 1 shall include the following particulars:

ta)  aconfiraation and proof that the applicants keve q permane nd address in e
Afommber Shate and have at their disposal suitable and adequate pre mises,
nstallations and equipenent, fo ensure propet conservation and distribution of the

medicinal products,
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by aconfirnation and peoof that the apphcants birve at their disposal appropeiately
trained staff, and in particuls
teeting the gualificaions and conditions provided f'-:urh;rthe legislation of the
Ive mber State-coneamed:

e 2 esponsible person,

ey anundertaling to fulfil the oblizgations mmeumbent on thern under the terrns of
Larticle 166.

Arficle 165
Granting of a wholesale disird wiion authorisation

1. Fhmadbiased-seppapebaimas-ed= | he corpe fent anthority of the IErber State concemed
shall carry out an inspection to confitm the accuracyof the partioalars provided in
accordance with Axticle 164,

Whete the accuracy of the partic nlars is cordirmed in accordance with the first
subyparacraph and, or @ ey evend 1o later than 90 dase after the receipt of the application
subrnitted in accordance with LedielededArticle T 64, the corpete nt anthorityof the
Ilember State shall grant or refus a wholesale distribntion authorisation.

By way of derogaion from the second subparagraph, in justified cases, the inspechon
way be carried out afer the wholesale digtribution authorisation has been granted.
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2. The corapetent authorityof the Merber State concerred may require the applicant to
supply byelec tronic means, all necessary inforrnation conceming the particulars for
granting the wholesale distibution authorisation. In such case, the period laid down in
patagraph 1 shallbe suspended until the requisite additional infoermation is supplied.

-} Member Shabes may, unkl [OF please insert Syears qfler ¥he date of applicabon] provide
for the poszibility of submission of the nformabon referved o inthe flegt
subparagraph in paper format,

3. The competent authorityof the Dlerder State avorant a wholesale distrbution
anthorsation subject fo conditions.

4, The wholesale distibution authorisation shall apglyordy to the wholesale distribution
ce b iies, cate gories of wme dicinal producks and e prerises specified in the

authonsation.

Ardicle T66
Oh ligations of the wholesale disivihuton awtherisation holder

1. Ivlernber States shall ensure that wholesale distibntion authorisation holders shall:

fa)  hae at their disposal the services of staft who cormgply with the legal requirernents
existing in the MErdber State as regards wholesale distibution,
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Ly

()

()

(&)

alloatke-edfiadadseppopesbatmased the cormpetent authontsy of the Ilernber State
access to their prerodse s, installations and equipenent referred to in Arbcle 16402,

point (a), atall tiree s,

shdaizerrocure, including by financial transar ons, their supplies of medicinal
products only fron persons who ate thernsebees in possession of a wholesale

distribmtion authorization in the Union o a marufactuing authornsation refened fo in
Lrticle 163(3);

supply, including by finarcial traksaction, medicinal products ordy to persons who
are thernsebres wholesale distibution authorisation holders or who are anthorised or
entifled to supply medicinal products to the pdblic,

werifty that the medicinal products recerved ate not falsifled by checking the safety
features on the outer packaging, in accordance with the require rments laid dovwr in
the delegated acts adopted parsuant to Brticle 620, second subparagraph,

(f)  hawe an ernergency plan that ensures effective inplernentation of ary recall from the
tnarket ordered by the cormpetent authorities or caried out in cooperation with the
marnifachrer or marke ting authorisation holder for the rmedicinal product concerned,
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ig)

keep records ghving, for anymedicinal products recerved, dispatched or broke red, at
least the following mformation:

i1y the date of receipt, dispatch or brokering of the medicinal product,
(i) the narne of the medicinal product,
(i) the quantityof the medicinal peoduct recerved, sapplied or broke red,

() the navee and address of the sopplierof the mwedicinal product or the consigree,
as approptiate,

i) the bateh roareber of the medicinal peoducts, at least for redicinal peoducts
bearing the safetyfeatues referred to in Article 67,

by keep the records referred to in point (g) available fo the compete rd authorities of the
LEwher States, for sepeeBorsuperision parposes, for a period of e wears,
(1) corplywith the principles of good distibution practices for redic inal peodacts laid
dowm in Article 160,
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1) maintain a quality syetem sething out responsbiliies, processes and risk manageraent

measres in relation to their actodties;

ik nmediately mfora the compete nt authorityof the Ivlerber State and, whete
applicable, the marketivg anthorization holder, of medicinal products thesy recetve or
are offered that the v identifir as falsified or suspect o be falsified,;

(1) contrously guarantes, within Hie Bmits of theiy responsibiliy, the appropriate and
continmed supply of an sdseuatasuibable range of medicinal products to meet the
requiternents of a specific geographical avea, and delrver the supplies requested ooy
the whaole of the area in questior, within a reasonable timefrarne—sddak-ahallaa
dedised I aecordance with e reguirements of the national legislation;

rm)  cooperate with rarketing authonsation holderssnd, cornpetent authorities of the
Wk mwher States and the Ageney on the secwityvof supplwmeasures referred to in
Chapter X of frevised Fegulzhon |

(ma) cooperate with marketing authorisalon holders and competent authorities of the
Afewmber Shales on monitoning and management of shortages and critical shorkages
referred bo in Chapler X of frevised Regulation]
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Whete the medicinal product is cbtained frorm another wholesale distribator, the wholesale
distribution authorisation holders obtaining the product shall verify corapliance with the
principles of good distrbation practices by the supplang wholesale distribator. This
inclnde s we nifyang whether the supplyving wholesale distrbutor holds 2 whiolesale
distribution authorisation, or a manafacturing anthorisation referred to n Article 163(3).

Whete the medicinal product is chtained from a marafactarer or woporter, wholesale
distribution anthorisation holders shall werify that the marnfactarer or importer holds a
rnaroafac haring authorisation.

Where the medicinal product iz chtained throngh brokering of wedicinal products,
wholesale distrlbution authorisation holders shall venfsy that the person brokening the
tnedicinal product fulfils the reguive ments set out in Lrticle 171,
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In respect of @ medicingl prodact where Yhe protection referred to i Arlicle 80,
paragraph (21 or the prolongation referred bo in Arfele 72(2) of [revised Re milation
F2a 2004 does mot apply in a Member State pursnant to Asticle S6a(5), the wholpaale
digtrbulion holder or awy person or enlily engaged insale ol o distance of medicinal
products shall not male the generic, bosimilar, hpbrid or biokybrid me dficinal product
available on the market of another Member State where the protoction referred o in
Arficle 80 paragraph (2) and, if applicable, Arbicle 72(2) of frevized Fegulabon

F2 2004 applies, during the period of the protecBon.

Hhere such a generic, biosinilar, kybrid or Bokybrid medicingl product is mbended for
export io another Member Shate in which protection periods do not apply pursuant to
Arficle 56a(5), the wholgsale diskibufon authorisation holder shall keep specific reconds
v ailable to the competent quthorities of e Member Sates for a period of three pears.

BIET26

399

ANNEX LIFE 5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

400
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Ardicle 167
Obligation of supply of med i inalp roducts

With regard to the supply of e dicinal products to pharacists and persons authorissd or
entitled to sapply redicinal products to the puablic, Ivkber States shall not iropose wpon
the whiolesale distibution anthorization holder that has been granted by another e mber

State ary obligatior, in particular pablic service obhigations, roe strngent than those they

impose on persons whorn the whave therasebres authorized to engaze o equivalent

achvities.

The wholesale distibutors of a wedicinal product placed on the rarket in a LWember State
shall, within the Lirits of their responsibilities, ensure appropriate and continned supplies
of that rmedicinal product to phartnacies and persons authorised o sapply roe dicizal
products ao that the needs of patients in the Merrber State in question are covered.

The arrarngernents for mplere nting this Article showld, morecver, be justified on grounds
of puablic health protection and be proporionate i relation to the objectve of such
protection, in compliance with the Treaty riles, particulady those concerning the free

rnowerne it of goods and cormpetiion.
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Ardicle 168
Documentation accompanying supp lied medicinal products

1. For all supplies of edicinal products o a person anthorisad or extitled to supply
tnedicinal products to the pablic in the Member State concerried, the authonsed wholesaler
wrenatemelossahall provide a document, which may be sulnulied in ele chronie format, that
makes it possible to ascertain the following:

fa)
Ly
fc)
()
&)

the date of the supply,

the name and pharrnacentical foren of the medicina product;

the guantity of the redicinal produet supplied,

the riarne and address of the supplier of the medicinal product and consignee;

the bateh wwaber of the medicinal products at least for products bearing the satetsy
featores referred to in Arhicle &7

2 Mlerber States shall take all appropriate rreasiares to ersare that persons authonsed or
enfitled to supply medicinal products to the public are able to provide inforrmation that
tnakes it possible o trace the distdbution path of every medicinal product.
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Ardiele 169
Mational requirements on wholesale d isirdh wiion

The provisions of this Chapter shall not prevent the application of more strinzent recpure raents laid
doam by hlember States in respect of the wholesale distribution of!

fa) narcotic or peyrhottopic substance s,
()] medicinal products derived fror blood,
o) irmeennological me dicinal products; and
() radiophatrrnace uticals.

Arficle 170
Wholesale distribution to third couniries

In the case of wholesale distribution of medicinal products to thind countries, Srticles 162
and 166(1), point L4, shall not apply.

Where wholesale distributors supplyroedicinal products to persons in third countries, they shall
exsure that such supplies ave onlymade to persons who are authorised or entitled to receiwe
medicinal products for wholesale distibution or supply to the public i accordance with the
applicable legal and administrattve provisions of the third couxtry conce med.
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Lrticle 168 shall applyvto the supplyof medicinal products to persons in third countries authorised
or entitled to supply e dicinal products to the pblic.

Arfiels 171
Brokering medicinal products

1. Persons brokering medicinal peoducts shall ensare that the brokered medicinal products are
covered by a valid raarke ting anthorsation granded in qecordance with Tnion law.

Persors brokenng raedicinal products shall have a perrnanent address and contact details in
the Urdon, 20 as o ensure accurate idertification, locatior, corenunication and superision

of their activities by cormpe tent authorities of the Iernber States.

The requirernents setoutin Srticle 166(1), points fe-e-if) b (), shall applymutatis
rontaridis to the bioke ring of mwedicial products.

2 Persons roay ordybroker e dicinal producte if the ware registered with the corape tent
anthority of the Ivlember State where they have their permanent address referred to in
patagraph 1, second subparagraph. Those persons shall subrat, by electonic means, at
least, their name, corporate nare and perrvanent addvess to the corpete nt authority in
order to register. The w shall notifty, by electrorae means, the corape tent anthornty of the
Ilember State of anychanges the reof without wrdie delay.

a3a72a 403

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 404
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Mdemnber Shabes may, unkl [OF please insert 5 ypears afler ¥he date of appleabion] provide
for the possibility of submission of the nformabon referved to inthe flrgt
subparagraph in paper format,

The competent authortyof the Deraber State shall enter the information referred o in the
first mbparagraph in a register that shall be b liclyasailable .

The priveiples ve ferred to in Lrticle 160 shall include specific provisions for brokering.

Inspections referred to in Article 158 shall be carvied out under the responsibility of the
Ilember State where the person brokering medicinal products is registered.

If'a persor brokerng medicinal products does not cornply with the requirements s=t outin
this Article, the cornpe tent authority of the Dk rber State may decide to rermove that
peraon from the register veferred to in paragraph 2. In such event, the corape tent authority
of the Mlermber State shall notify that person the reof.
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SE CTION 2
SALE AT A DIST ANCE TOTHE PUBLIC

Ardicle 172
General requirements for sale at distance

1. Without prejudice to national legislation prolabiting the offer for sale at a distance of
preacption medicinal products to the public bymeans of information socie ty services,
Ileraber States shall ensure that medicinal products are offered for sale ata distance to the
public bymeans of services as defined in Divec e (E1T) 201501535 of the European
Parliament and of the Council® laying down a procedure for the provision of inforration
in the field of technical regulations and of males on Indormation Socie ty services under the
following conditions:

ta)  the ratural or legal person offering the medicinal products iz authorised or entitled to
supply medicinal products to the pablic, also at a distance, in accordance with
national legislation of the Dleraber State in which that person is established,

4 DCirectrwe (BTN 201501535 of the European Parliawent and of the Council of @ 5e pternber
2015 laving down a procedure for the provision of nforrmation in the field of tec hnical
regulations and of rules on Indormation Socie ty services (O L 241, 1792015, p. 1)

a3a72a 405

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 406
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

by the person referred to in point (a) has notifled the Merber State in which that person
15 established of at least the following informmation:

(1) narne or corporate nare and perrnarent address of the place of actvitsyfrom
where those medicinal products are suppli=d;

{i)  the starting date of the activityof offering medicinal products fior sale ata
distance to the pablic by means of infonwation socie ty services,

(i) the address of the website used for that parpose and all relesant inforration
necessary to ide ntbifyrthat website,

(r) fapplicable, the prescnption status in accordanece with Chapter IV of the
e dicival products offered for sale at a distance to the public by means of

inforrnation society service s,
Where approptiate, that irdonmation shall be updated,

oy the medicinal products coroply with the national legislation of the Ileraber State of
destination in accordance with &rticle 5010,
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rdy  without peejudice to the information require rmenits set out in Divective 200003 1EC of
the European Parliament and of the Council®®, the website offering the medicinal
products contains at least:

{1y the contact details of the cornpetent authority of fthe Mewber State or the
anthoritynotitie d parsaant to point by,

(i) ahoperlink to the website referred to in Article 174 of the Dletaber State of
establishine nt;

(i) the cornmmon logo referred to in Axticle 173 clearly displayed on everypage of
the website that relates fo the offer for sale ata distance to the public of
tnedicinal products. The cotanon logo shall contain a hyperlink to the enttyof
the person in the list referred to in Srticle 174(1), pointic).

2 Dlember States rnayirapose conditions, justified on grounds of pablic health protection, for
the retail sopply on their tenitory of medicinal products for sale ata distance to the public

by tneans of information soc lety service s.

4 DCirectrve 2000031/EC of the Enropean Parlisraent and of the Coared of & June 2000 on
certain legal aspects of indommation socie ty services, in partcular electronic corenerce, in
the Internal Iarket (Directive on electronic corarnerce (O L 1TE, 17.7.2000, p. 1),
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Without prejudice to Directree 2000031EC and the require rments set out in this Secton,
Ilermber States shall take the necessary reasures to enstre that other persons than thoss
referred to in paragraph 1 that offer medicinal products for sale at a distance to the pablic
by means of information society servace s and that operate on their territory are subject to

effectrve, proportionate and dissuastve penalties.

Ardicle 173
Beguiremends for ¢ommon logo

& corarnon logo shallbe established that is recogrisable throughot the TTrdoz, while
etghling the identification of the hember State where the person offering medicinal
products for sale ata distance fo the public is established. That logo shallbe clearly
displaved on websites offering medicinal products for sale ata distavce to the poblic in
accordance with Srticle 17213, pomt (d).

2 Inorder to harraonize the functioning of the coreaon loga, the Comenizsion shall
adopt tnplernenting acts regarding:
ra)  the techrdeal, electroric and cryptographic requiterne nts for werification of the
anthe rtic ity of the cormon logo,
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by the design of the corrnon logo.

Those implerenting acts shall, whe re necessary, be araended to take account of techrical
and scientific peogress. Those nplementing acts shall be adopted in accordarnce with the
procedure referred to in Srficle 21400,

Ardicle 174
Information about the supply at distanc e to the public

1. Each Iletrber State shall set up a wehsite prondding at least the followdng:

(a)  inforraation on the national legislation applicable o the offering of medicinal
products for sale at a distance to the public by e ans of information societyservices,
mmeludirg inforrmation on the fact that there mavbe differences betwee n e raber
States regarding classification of edicinal peoducts and the corndifions for their

supply,

(b inforraation on the parpose of the corenon logo;

(o) the list of persons offering the medicinal products for sale ata distance to the public
bymeans of inforwation socie ty services in aceordance with Article 172 as well as
their wehsite addresse s,

d)  backeround informmation on the 1ishs related to medicinal products supplied illegallsy
to the public by mears of inforrmation socie ty services.
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Thiz website shall contain a hyperlink to the website referred to in paragraph 2.

The Agency shall zet up a webaite providing the mformation referred fo in paragraph 1,
first mbparagraph, points (b)) and (d), indfommation on the Union law applicable to falsified
tnedicinal products az well as hyperlinks to the websites of the W rber States referred to
in paragraph 1. The Sgencv's website shall explicitly e ntion that the Bleraber States”
websites contain inforrvation on persons authorised or entitle d to supply toe dicinal
products by sales at a distance in the herber State concerned.

The Coruraission shall, in coope ratior with the corape et anthorities, conduet or prowote
inforraation carpaigns aimed at the general public on the dangers of falsified wedicinal
products. Those carmpaizhe shall raise consatner avwareness of the risks related to redic nal
products sapplied illegallyvby sales at a distance as well as of the fnetiordng of the
coranon logo and the websites referred to in paragraphs 1 and 2.
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Chapter XIIT

Advertising

Aviiele 175
Defindtion of adv ertising of medic inal p roducits

1. For the parposes of this Chapter, “advertising of medicinal products” shall inelude any

forrn of desr-te-deerinfo nuatioreearsrassing actrmaty or inducernent desizned to promote
the prescription, supply sale or consmoption of wedicinal products.

It shall include in particular:

fa)
iy

i)

(d)

(e)

the advertising of medicinal products to the general public;

acvrertising of e dicinal products to persons qualified to prescribe, adwdrister or
supply ther, seferred b in this Chapler ag healtheare professionals,,

wisits by medical sales representative s o perpens-spaadifed-b
ygradusal calthe are professionals;

the supply of saraples of e dicival products free of o harge,

the provision of induce wents to prescribe or sipply medicinal products barthe gift,
offer or prowdse of anyrbene fit or bonus, whethe r in rmonesy or i kind —eeept-ades:
i ool i seiaianad
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i) sponsorship of prowotional meetings attends d by persoss-aaali
eappbreiaselpreastelie ol care professionels,

1z)  sponsorshipor aup form of fnancial condribukon foref solentific-senssonses ovenls,
attended bypezeone-gpaalifis ' o -
peaiades healthoare professionals, including payment bo Bre oroarising endily and

pavne nt of Sedparfcipants’ ravelling-ssed, accommodation and celefing expenses

in conne ction there withs

(b advertizing related to medicinal products, that does not refer to specific medic inal
products.

2 The following ave not covered by this Chapter:
ra)  the labelling and package leaflets, which are subject to the provisions of Chapter VI,

(b corespondence, possibly accormparded bynatetial of a nob-prormotional nature,
teeded to answer a specific guestion about a parficular medicinal product, provided it
does not prowoke the prescriphon or congwmphon of the medicinal product,

ey factual ivdomnattee announcernents and reference material relating, for exarple, to
pack changes, adve rse-reac ion warnings as part of gene ral dug precautions, trade
catalogues and price lists, provided the yinclude no product claims;

1d)  inforrnation relating to hurean health or diseases, provided that there 1z no reference,
even indivect, to medicinal products.
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Ardiele 176G
General provisions on advertising of med i inal producis

1. Ilember States shall prohibit ary advertising of a medicinal product in respect of which a
tnatketing anthorisation has nothbeen granted.

2 &1 parts of the advertising of a medicinal product st coraply with the particnlars listed
in the swrornary of product characteristics.

3. The atrverising of a4 medicinal product:

ra)  shall encourage the rational nse of the mwedicival product, bey presenting it objectively
and without exasgerating its properties;

by shallbe accurate, werifiable and nothe misleading.
(ha) shall not induce to an exvessive or abusive use of the medicinal product.

4. Lpyr forn of adveertising that aitas to hizhlizht negative Iy another e dicinal product shall
ke probabited. Sdvertising that suggests that a me dicinal product is safer or more effective
than another rne dicinal product shall also be prolibited, unless deseesstzeated
sndeomparison of gualily, safey and efficaey i supported objective i biythe
paaaE um raries of product characteristics.
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Ardicle I77
Resirk tions on advertising of medicinal products

1. Ilember States shall prolabit the adsertising to the general public of rmedicinal products
that:

(a) are available on medical prescription only, in accordance with Chapter IV,

by contain substances classified as pewhotropic or narcotic within the meaning of

inte rmational correntons.

2 Lledicinal products maybe advertized 1o the general public where, byrvirte of fheir
cornpositon and parpose, the wate intended and desizned for use without the indersention

of & swediselpeastibereshoalticar e profeasional for diagnostic purposes or for the
preacription or taonitoring of treatment, with the advice of the phanvacist, if neceszary.

3.
- adverBging to the general public of medicinal products the cost of which may be
reimbursed;
- dverbang related to medicingl products that does not refer Yo q specific medicingl
produc.
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4. The probubition cortained in paragraph 1 shall not apply to-veseities carmpaishs
promoting vaccinabons cared ot kerbhe-rebasarasaor approved by the-sesspeded
eathenstiogmadthe IVE rber States.

A, The prohibition referred to in paragraph 1 shall apply withont prejudice to Aricle 21 of
Directive 2010/ 3/ET.

. Ileraber States shall prohibit the direct distibartion of e dicinal peoducts to the public by
the industryfor promotional parposes.

2 Mdember Shales may suspend e adv ertising of @ me dicingl product in case of shortages
or rigk of shortage of s medicingl product The suspension shall be withdrown as soon
as the shortage or risk gf shorbage ceases.

& hdermber Skakes may apply stricler measures with regard bo adverfisement of me dicinal
products o heallicare professionals guelified o admimigter medicinal producs.
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Ariicle 178
Advertising to the general public

1. Without prejudice to Srticle 177, all advertising to the general public of a medicinal
product shall:

(a) e getout in such a way that it is clear that the message is an advertiseroent and that
the product is clearlyidentified as a wedicinal product, eed

by include the following raivdteurn mformation:

{1y the naree of the medicinal product, s well as the cormrmon narae i the
rnedicinal product containe onlyone acttve substance;

(i) the inforrnation necessary for correct use and disposal of the wedicinal
product;

(i) ar express, leghble vatation to read carefully the instactions on the package
leaflet or on the outer packaging, as the case mavhe, and b consult @ medic el

pracifioner or a pharmacist for additional information.

2 Llerber States mavydecide that the adwertising of a me dicinal product to the general public
rnay, notwithstanding parasraph 1, include only the narae of the medicinal product o its
active substance, or the tradernark if it is intended solelyas a rerander.
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Ardicle 179
Resirk tons on advertising to the general pubbe

1. The atvertising of a medicinal peoduct o the general public shall not contain any materal
that:

fa)  gives the impression that a redical consultation or surgical operation s unnece ssary,
in particular by offering a diagnosis orbysuggesting treatine nt by seaddeny means of
CORURMRL Ao,

by suggests that the effects of taking the medicival product are muaranteed, are

uraccorapatied by adve rse reactions or are better thary, or equrralent to, those of
another treatme nt or mwedicina product,

() suggests that the health of the subject canbe enhanced byrtaking the medicinal
product,

() suggests that the health of the subject conld be affected by not taking the medicinal
product,

ey is ditected exclusmely or peine ipally at claldren,
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i)

ig)
(k)

1)

{Jl
(k)

refers directly or indize oty to a recomrnendation by scientists, he altheare
professionals, healtheare facilifes or persons who are neither of the foregoing but
who, because of their celebrity or professional activiy, conld encourage the

consurption of medicinal products,
suggests that the e dicinal product 15 a food, costnetic or other conswmer product;

suggzests that the safetw or efficac yof the e dicinal product is due to the fact that it is
of vatural origin;

conld, by a description or detailed repre sentation of a case hastorsyy lead to erroneons
sl diagnoss,

refers, in irgpeopet, alartning or misleading tertns, to clains of recovery,

uses, in tupropet, alarrming or misleading ters, pictorial representations of changes
in the harean body cansed by diseaze or injary, or of the action of a medicinal
product on the haroan bodsy or parts the reof.

2 The prohibition set out in the paragraph 1, point (d), shall not applyto the promofion of
vaccination carnpmizns referred to in Article 17704,
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Arficle 180

M‘rﬂrt.ﬂing [[F=R=EaREn—g ..:.:::.'.: ettt S :.:."..':..":'. F = SR R-redieine

healtheare professionals

Lurradve riising of & medicinal product to gesenegoalif
pappreusk-peadasahaclthe are professioncls shall include bolf of the following:

(a)  essenfial informmation corapatible with the sweroary of product characteristic s,
ithy  the-sagpgler pre soption statns of the medicinal product,

Llember States mavyalso requive such afwertising to include the s:lling price or indic ative
price of the warions presentations and the conditions for reitmburserne nidssesiel-aesats

Ileraber States It].&j.fd& cide that the advertising of a e dicinal product to—pessers-saalifiad
i fealtheare professionals mavy,
notwithstanding paragraph 1, include onlythe navae of the medicinal peoduct, or its

internatioral non-propeie tarynatee, where this exists, or the trademark, if it is interided
solely az a rerninder.
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Arficle 151

Supporting decumentation for advertising to-peesess-
supplhermedisinalproduss e althoare professionals

1. Lny docwrnentation relating to 4 medicinal product that is transraitted as part of the
prommotion of that rmedieinal product to persons qualified to prescribe, adrdrister or supply
it shall include, as a mirdman, the particulars listed in Article 120010 and shall state the
date on which it was drawn up or last revised.

2 L1 the inforwation contained in the docwrnentation referred to in paragraph 1 shall be
acourate, up-to-date, werifiable and sufficiently coraplete to enable the recipient to form
their oan opirdon of the therapeutic walue of the medicinal produet conce med.

3. Cuotations as well as tdbles and other Mlustrative matter taken fromw medical jommals or
other scientific works for use in the docwnertation refered to in paragraph 1 shall be
faithfully reproduced and the precise sources indicated.
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Ardicle 1582
Oh Ligations related to medi al sales representatives

Iledical sales repre se ntattves shall be ghven adecpiate traind ng by Se—ambebelis—edt
exaplozethaza thely emploper and shall have sufficient selentific knowladgze tobe able to
prondde inforrnation that iz precize and as complete as possible dbonut the me dicinal
products that the vpeomote . The rdormation provided bymedical sales repre se nhatnees
shallbe in accordance with Brficle 176,

Dring each wisit, medical sales ve presentative s shall gove the persons wisited, or hawe
available for thew, sumrnaries of the product characteristics of each medicival product the y
present toge ther, if the legislation of the Meraber State so permits, with details of the price
and conditions for reiraborse ment referred to in Srticle 12001, secord subparagraph.

Iledical sales repre s ntattves shall transmoit to the scientific service referred to in
Lrticle 12701} any inforrmation about the use of the medicinal products the wadvertise, with
parteular reference to ary adverse reactions reported to thera by the persons theywisit.
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Ardicle 183
Promotion of medic inal producis

Where medicinal products are being promoted to-sesess-raelidfes

thews Realtheare professionals, no gifts, I:en:uma.tyadvamages ot henefits in kind ma;rhe
supphed, offered or pmr:used to such persons-sedess-thessaei

2. Paragraph I shall not prevent hospitality being offered ot promotionalatealssprozacton
evetts. Sieh hospitaliy shall aluays be stictly mited to thedwthe main parposs andaf the
event The Fwspa.ta.?zi}' roust notbe extended to persons other thar-pessese-aucifodte

i fealthoare profeasionals.

3
not solicit or accept arcy mduc erve it proldbited nnder parasraph 1 or contrary fo
paragraph 2.

4, Existing measwres or trade practices in Iember States wlating to prices, marging and
dizcourts shall nothe affected by the riles setout in paragraphs 1, 2 and 3.

BIET26 422

ANNEX LIFE.5 LIMITE EN

7424/26 ADD 1

LIFE.5

www.parlament.gv.at

423
EN


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Ardicle 154
Hospitality at sciendific events

The provisions of Article 183(1) shall not prevent hospitalitybeins offered, dive otlv or indive ctly, at
evetits for pare Iy professional and scientific parposes. Such hospitalityshall alessebe stictly
litnited fo the main scientific objectrre of the event and meust be inepensive. The hompilalipy-—H
romst not be extended to persons other than pessese-apsdifoad-bo-paeaaToom-ca- TRl ]
produsiehealthe are prafessionals.

Arficle 153
Provision of samp ks of medic inal produets free of charge

1. Exea=satuple s of tedicinal products shall be provided free of charge on an exce ptional
basis only to persons qualified to prescrbe them and on the following conditions:

ra)  the roraber of saraples for each medicinal peoduct each year on prescription shallbe
lirnited,

ity any supply of sarnples shallbe in response to & written request, signed and dated,
from the persons gqualified to prescribe or supplyimedicinal products;

oy the persons-spsedeiedsbs who supply sarople s shiall maintain an adecuate systemn of
control and accountability,
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idy  each sarnjple shallbe no larger than the staallest presentation on the market,

el each saraple shallbe marked “free raedical sarnple — not for sale”™ or shall showr
sotne other wording having the satne meaning,

i) each sarnjple shallbe accorparded by a coprrof the surmenary of produet
charactenstics;

1z)  nosamplesof medicing products containing substances classified as peyrhotropic or

narcotic within the meaning of ntervational corventions or autibiohie mayhe

supplisd,

2 Mdember Shakes may decide ¥hat onan exceptonal basis, free sanples of medicinal
products not subject o medical prescription mayalso be provided to persons qualified o
supplyther, subject to the conditions of paragraph 1.

3. Llernber States mavwalso place firther restic ions on the distibution of saraples of certain
rnedininal products free of charge .
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Ardicle 186G
Imp lementation of advertising provisions by the Member States

Ilember States shall ensure that there are adecuate and e ffectree methods to rmorator the
advertising of medicinal products. Such methnds, which raybe based on a systern of peior
vething, shall in argyevent include legal prosasions ander whick persons or organisations
regarded under national law as having a legitimate inderest in probubiting ansy

avertise ment inconsiste nt with this Chapter, maytake legal action against such
advertizernent, or bring such adve risernent before the cormpetent authonty of the Mlember
State either to decide on complaints or to ixdtiate appropmiate legal proces dings.

Under the legal provisions referred to in paragraph 1, Member States shall confer upon the
courts o corape tett authorities of the Merber States powers enabling thetn, in cases
where they deern such measures to'be necessary taking into account all the interests
irweobved, and in partionlar the pblic e rest:

ta)  toorder the cessation of, or to institute appeopriate legal proceedings for an order for
the cessation of, misleading adve rtising; or

by if risleading advertising has not vet been published bt publication is rmreanent, to
order the prokibition of, or o institute appropriate legal proceedings for an ovder for
the prokdbition of, such publication,
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Ilermber States shall confer upon the courts or competent anthorities of the Iember States
the powers referred to in the first subparagraph, points () and (b), ever without proof of
actual loss or darmage or of intention or neglizgence on the part of the adweriser.

Llernber States shall make provision for the measres veferred o in paragraph 2 1o be taken
under an accelerated proce dure, either with interira effect or with definitre o ffeet.

It shallbe for each IvEraber State to decide which of the two options s:tout in the frst
subparasraph fo select.

Ilermber States rnayoonfer wpon the coarts or competent authorities of the Member States
powers enabling thern, with a view to elirdnating the continuing effects of sl ading
advertising the cessation of which has been ordered by a final decisinn

fa) o require publication of that decision in full or in part and in such forw as the ydeern
adeguate,

(bl o reguire i addition the publication of & corective state ment.
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da. In the absence of nabonal rules governing the disclosure of rangfess of value, Mewmber
Shates shall establish and maintain on the nationel webportal referred o in Arkcle 102 a
publicl available list of Bnks to the discloqure platforns operated by trade asociations
or by marketing authorisation holdzrs for the reporting of transfers of value relaked o
the edverfising acbvities referred to in Arficles 182 to 185, as applicable. Markebng
authorization holdess shall provide the necessary weblinks and shall remain responsible
For ensuring the eceuracy and Bmely publicalion of the diselosed imformabon.

5. The paragraphs 1 4o 4 shall not exclude the woluntasy control of adve riising of medieins]
produc ts by s lf-regulatorvhodies and recourse to such bodies, if proces dings before such
bodies are possible in addition to the judicial or adrdristratiee proceedings referred to in
patagraph 1.

Aviicle 187
Imip lementation of advertsing p rovisions by the marketing authorkation hoMer

1. The marketing authorisation holders shall establish, within their sndestals s or sed-fa-
peofitertiissoroanisation a sclentific service in charge of information about the
tnedicinal products that the v place on the market.
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2. The marketing authorsation holder shall:

fa)

(i

e

(d)

(e)

keep available for, or comrnunicate to, the competent authorties of the Wember
States or bodies responsible for ronitoring advertising of e dicinal products, a
satnple of all advertiserne nts eranating frora its nrdertaking or not-for-profit entities
together with a state ment indicating the persons to whon it 15 addressed, the e thod
of dizze mination and the date of first disse mination,

ensure that adve rhising of medicinal products by their undertaking or not-for-profit
entities conforres to the recuivernents of this Chapter;

verify that medical sales representatives employed by the v undertaking or not-for-
profit entities have beer adeguately traine d and flfil the obligations imposed wpon
thern by Axticle 182, paragraphs 2 and 3,

supply the corapetent authorties of the Merber States or bodies responsible for
ronitoring adve rising of medicinal products with the irddrrmation and assistance
theyr require to carry out their responsibilities,

ensure that the decisions taken by the cormpetent authorties of the Mlemmber States or
bodies responsible for moratorng advertising of medicival products ave irmediate by
and fully coraplisd with.
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3. The Ilernber States shall not probibit the co-prommotion of a medicinal product by the
matketing authorisation holdes and one or more corapsernies nordnated by thera,

Chapter X1V

supervision and controls

SECTION]
SUPERVISION

Ardicle 188
Sysiem of sup ervision and inspeciions

1. The corapetent authorityof the Merber State concerred shall, in cooperation with the
Agenoyand where relevant, other Memwber States, ensure corgpliance with the rles of thas
Diireotive ~seeedsr ine leding the peinciples of good manufacturing practice and good
distribution practice s referred to in Articles 160 and 161,

For the parposes of the first subparagraph, the corapetent authonty of the Merdber State
shall have in place a syetern of supervision that shall inclnde the following meames:

fa) announced and, where appropriate, anannounced on-site mspections,

by rerote nspectons, condicte d where justified;
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ey complianee control measures,
rd)  the effectrve follow-up of the measures referred to in points (a), (b)) and (e).

2 The competent authorities of the Mlewmber State coneetmed, and the Lzeney shall exchange
inforration on the inspections referred fo in paragraph 1, sscond subparasraph, points (a)
and (b}, that are planned or that have been conducted and shall cooperate in the
coordination of such ingpec tiohs.

3. The corapetent authorityof the Mewber State shall ensure that the meamres referred toin
patagraph 1, second subparazraph, are carvied out by the official repee sentatnes of the
cornpetent authontsy of the Ilernber State concerned:

ta) atan appropeiate fregqueneybased on nsk, at the premmises or on the activities of
trarafactore s of medicingl products, located in the Urdon o in thivd countries,
meludirg where appropriate at cerdral or decentralised site(s), and at the premises or
ot the activities of wholesale distributors of medicinal products located in the Union,

by atan appropedate fregueney dedermineg d by @ risk based ssedaluzpproach, at the
prerodses o on the activities of the marnfacturers of active substatces located in the
Union or in thivd conntries and at the preraises or on the actratie s of importers, or
distrbutors of active substances, located in the Union.
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impleme nt @ rsk assessnent referred
to in paragraph Sepesa-e, the cormpetent authonty of the Ile raber State may

ta)  trelyon inspecton reports from trusted non-Tniorn e galatoryanthorties,

(b1 take into account whe ther the manufactarer of actire suhstance i3 located ina third
comrtry included in the list referred to n Arficle 159020

Where the competent authorityof the ember State considers it nec essary-Ssrpeskeses
ineluding where there ave grounds for suspecting non-cornpliance with the mles of thiz
Directive, ine lodirg with the principles of good manofacturing practice and zood
distribution practices, referred to in Lrticles 160 and 161, it may havee its official
represertatives carry out the measares referred fo in paragraph 1, second subparasraph at

the preraises or on the activities of!

fa)

rrarnifachoin s-spest authorisation or

wholesale distribution anthorisation of me dicinel products,

b

Anganplicants for a registration exof
manu.f'an:hn'jng sebaosacasledss !
digtribubion of active subslances,

PLTPEE TIEE O DCICCEC el L1000 WCEE R0 E.?'?'E.pﬂﬂ ﬂ?‘i‘,(i
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(b} decendralised sites subject bo request for a registraion and registered decentralised

fc)
(d)

&)

i)

ig)

(]

Sbes;

narke ting authorisation holde s,

wilhout prejudice b paragraph 3 manufackere s, wholesale distibotors of
medicingl products, manufacturers and distibutors of active substances located in

the Uion or in third coundries and inporters of medicing products or ac e
athstances located in thasd conmbdsethe o,

marmfachore s of & xciplents, funetional excipients, starting materials or intermediate
products located in its territorsy or in a third country,

mrporters of excipients, fune onal excipients, starting materials or irde rroediate
products located in its territory,

persons brokering medicinal products located in its territory

third parkies, contracted by the markeling authorisaion holder or q marketing
authorization applicant for the performance of certain of its tashs or the
preparation of evidence or dete submatted in accordance with Annex 11
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f. The measures referred to in paragraph 1, second subparazraphy, roay also be carried ot at
the request of a cornpete nt authontyof a Wember State, the Cormmission or the Azencvin
the Union or in thivd connties or, where appropriate, by asking an Official hedicine s
Control Laboratoryor a laboratorsy that Mereber State has designated for that purpose to
catry out tests on saraples.

1. Each Ierrber State shall ensure that official representatives of its corapetent authomties
atre ernpowe red and reguired to carryout one or wore of the following ae tivitizs:

() inepect the warnfae tiing or coreae eial establisheve ute of mannfactoe s of
tnedicinal products, of active substavce s or of exciplents, and any laboratories
etnployed by the marfachiring authorisstion holder to carry out venifieations and
cottrols parsuant to Lrticle 2,

() examine any documents and records toverify compliance with the parfculars of
this Directive, and obtain evidence, such ag copies of documents, photographs or
videos.

by take saroples during an inspec tion o request saraples as part of the me asures referred
to in paragraph 1, second sbparagraph, including arny required essential testing
tnaterial or reagent with a view to indeye ndent tests being carred ot by an Cificial
WEdicines Control Laboratory or a laboratory that a e raber States has desigrated

for that parpos:
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ey inspect the prervdses, records, docwrnerts and pharmacovigilance systemn master file
of the rmarketing anthorisation holder or any undertaking exaployved byrthe marketing
authorisation holder to pe oo the activities described in Chapter X

g Inspec tions referred to in paragraph 1, second subparagraph, poiuts (a) and (b), shall be
catried ont in accordanes with the principles referred to in Article 190,
9. Lfter every inspection carried out in accordance with paragraphs 3 and 5, the competent
authority of the Mleraber State concermed shall issue a report on the corapliance of the
raarpafie b activities inspected with the good marufacturing practice and good
distribution practice s referred to in Articles 160 and 161, as applicable.
10. The cormpetent authorityof the Ieraber State that had its official represe ntative s carry out
inspections in accordance with paragraphs 3 and 5, shall share its deallpreliminary report
with the inspected entity.
11. Before adopting the report, the compete nt anthorityof the Ierber State shall give the
inspected entity the opportunity to subrnit comments.
12. Witheout prejudice to any arrangerne nts that rmayhave been concluded be tareen the nion
and thard countries, a vk raber State, the Commission or the Sgeney may reguire a
rnaroafac tarer of a medicinal product or of an actiee substance established ina third country
to subnit to an inspection as referred to in this Article.
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13, Within 20 daye efhs-senslasterefiafler conduckng an inspection carried out in
accordarce with paragraphs 3 and 5 the competent authoatyof the Merber State
concetned shall issue to the inspected erdity a certificate of corapliance of good
rnaroafac haring practice (G or good distrbution practices (GDF) if the outeore of that
inspection shows that the inspected entity corplies with the principles of zood
rnatmfar tring practice or good distrdbution practices referred to in Articles 140 and 161,

14. If the onte orne of the inspec tion carvied out in accordance with paragraph 34 and 5 shows
that the inspected entity does not coraply with the principles of good manufacturing
practice or good distrbution practices as referred to v Articles 160 and 161, the cornpetent
authority of the Ivlember State concemed shall issue a staternent of non-corpliance, as
appropricte and shall revoke the corfificate of compBance with good manufachring
practice or good distibution practice fully or partially, as appropriate.

15 The corapetent authorityof the Merber State shall exter the certificates of good
rnaroafac haring practice or good distrbution practices in the relevant Urdon databass
managed by the Sgene v onbehalf of the Urdon. Parsuant to Article 157, paragraph & and
& the cornpete nt authority of the Dletaber States shall also enter inforrnation in that
database regarding the registration of aporters, marnfacturers and distiboators of actoe
substances and decertralised sites performing dece ntralised warmfactuning actreities,

giergforred to in Arficle 148 paragraph 3, point b and paragraph 11,
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16

17.

If the oute orne of the inspection carvied out in accordance with paragraph 3 ead 5 1s that
the inspected e ntity does niot cornply with the legal requireraents or the principles of good
rnatmfar turing practice or good distrbution practice s as refemed to in Srticles 160 and 161
the information shallbe entered in the Union database as referred to in paragraph 15 a9
cppropriate .

If the oute orne of the actity carred out in accordance with paragraph 7, point (2, is that
the marketing anthorisation holder does not coraply with the phartnacovigilance systern as
desznbed in the phartnacovigilance systern aster file and with Chapter I the competent
authority of the Mlermber State concemed shall bring the deficiencies to the attention of the
tnatketing anthorisation holderand give the marketing authorisation holder the opporbumdty

to subrnit comments.

In such case the e mber State concerned shall inform the othe r vkmber States, the
Agencyand the Corgnission accordingly.

Where appropeiate, the Memwber State concerned shall take the necessary meamres to
ensure that a marketing anthorsation holder is subject to effecttve, proportionate and
disguastve penaltiesas laid down in yticle 206.
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Ardicle 189
Coop eration on inspections

1. Upon recpuest by one or rore corpe tent anthorities of e Member States, inspections
referred to in Arficle 122, paragraphs 3 and 3, maybe caried outbyr official
representative s frorn rore than one Mermber State, together with the mspectors of the
Lgeveyif specifically regueste d by the aforemenbione d compelent autkoriy n
accordance with Article SAC—pedntLal-52(T) of [revized Begulation (EC) 72602004 (“the

joint inspection™.

The competent authorityof the Tlerdber State receving a request for a joint inspec tion,
shall ake all reasonable eftorts, keking into aecount reir o ailable resources, to
accept such a reguest, and coordinate and support that joint inspection, where:

fa)  itizdemonstrated, or there are reasonable ground for suspecting, that the actnvities
cartied out on the ternitory of the Lember State recemving the request pose a risk fo
the safetsy and quality of Hre medicinel product in the Mewher State of the
cornpe tent anthority requesting the joint inspection and e competent authorities of
the concermned Member Rates agree that an ingpection is neaded,

(b corapetent authorities of the Merber State requesting the joint inspe ction require
spercialist techmical exyertise available in the Memmber State recenving the joint

nspection request,
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ey the competent authorty of the Dleraber State recenang the regquest agrees that there
are other reasonable grounds such as training of inspectors, sharing of good practice,
for for conducting a joint inspe ction.

2 The competent authorites participating in a joint inspection shall conclude an agreement
priot to the nspection that defines at least the following:

(a)  the scope and chijective of the joint inspection,

thy  the roles of the parficipating inspectors during and following the inspec tion,
imeludirg the designation of an anthority leading the inspection HRere the joint
tmapeckon is conducted on the ferritory of one of the Member Rabes, e competent
authority of that Member State shall act as the leading authorly for the joint
mapechow, unless otherwise qgreed bebween the Member Shates,

ey the powers and responstbilities of each of the cornpe tent authorities.

3 The competent authorities participating in the joint inspection shall coramit thermselves in
that agreement to jointly accept the results of the inspection.

4. Whete the joint inspection 1s conducted i one of the Ierber States, the corpetent
anthority-leedie-the-temd-mmepestie of thet Mereber Slade shall ensare that the joint
inspection is carried out in aceordance with the national legislation of the Mernber State in
which the joint inspe cion takes place .
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5. Ilember States rnayaet up joint hepec ion progratones to facilitate mutine joint
inspections. Werber 5tates mayoperate such prograroemes under an agreernent as e ferred

to in paragraphs 2 and 3.

é. & corapetent anthorityof a Ieraber State may request another corapete nt anthority to take
orvet one of its inspections referred to in Article 128, parasraphs 3 and 5.

1. The other compe tent authorityof the Ivleraber State shall corarumicate to the requesting
cornpetent authorits whe ther 1t accepts the request to conduct the inspec ton within 10
daye. Where it accepts, it shall be responsible as the corapetent authority o carry ot the
ingpections pursuant o this Section.

B. For the parposes of paragraph 6, and when the request iz agreed, the requesting cornpetant
anthority shall, in a Hraely mannet, sabinit the relesant inforrmation necessary o conduct
the inspection to the competent authority of the Merber State that accepted the request.

Ardiele 190
Inspestiongudelines Mrinciples applicable to supenision and inspections

1. The Corunission seatgholl adopt splasentingdelemated acts in aecordance with
Arficle 215 to besgupplement this Divechve by Iyping dowm the principles applicable to:

(a)  the systern of supe rvision referred fo in Srticle 12213,
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Ly

fc)

id)

fe)

the joint inspe chions referred to in Srbele 1E9(1);

the exchange of infbrraation and cooperation in the coordimation of inspe ctions in the
systern of supervision be tweer the Iletnber Statesand the Szeneyreferred o in
Article TE3(2); and

trusted non-TUnion re gulatory authorite s-referred do in Arficle T30,

the exchange of information and cooperalion as regards decendralised

manufac biing between the competent authorities in charge of the supervision of
toe condral st and decentralised sites and of Yhe marketing authorisaion referred
o i Arkicle 148,

The-seplessesbng dele poted acts referred to in the first subparagraph shall be adopted in
accordance with the procedure referred to in Artiele 2140275,

Llernber States shall in cooperation with the Lgency, estdblish the forra and content of the
rnanmfar taring anthorisation referred to in Article 14201} and of the wholesale distribution
authorization referred to in Article 163(1), of the report referred to in Article 128 (%), of the
cerfificates of good manufarturing practice and of the certificates of compliance with good
distribution practices referred to in Arbicle 128(13) and the stelement of non-complicnce
referved bo in Article 188(14).
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SE CTION 2
CONTROLS

Arficle 19]
Conirok on medicinal products

Ik tober States shall take all appropriate measures fo ensure that the marketing authorisation holder
fior a wedicinal product and, where appropriate, the marnfactoring authorisation holder, fomish
proof of the controls carried out on the medicinal product or the ingredients and of the controls
carried out at an inferrnediate stage of the marafachuing process, in accordance with the methods
laid dowm in Sumex I

Arficle 152
Sub mission of ¢ onirol reports for immmological medicinal products
and of medicinal producls derived from human Hood or plasma

For the parpose of tonplerenting Artiele 191, Member States may recuire manufae torers of
irrnunological products end of medicingl products derwved from human bood or plasma to
subinit to a corpete nt authontsof the Ilerober States copies of all the control reports signed by the
gualified person in accordance with Arhicle 153
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Ardicle 193
Baich condrol of specific medicinal produci by AMemhber States

1. Whete it considers it necessaty in the interests of public health, a Iember State may
reqquire the marketing authorization holder of!

fa) loe vaccines,

by rareanological medicinal products used in the pritaary roroonisation of infands or of
other gronpes at msk,

() imenanological medicinal products nsed in public health irnunisation peogtararnes,

() new eaunological medicinal products or nrearological medicinal produocts
tnanufactored using new or altered kinds of technology or new for a partienlar
marnfactorer, dunng a transiional perod nomvally specified i the marke ting

anthorisation,
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to subrdt saraples from each bateh of the kealleedkeme dicinal product and if reguired, from
the bulk, for exaroination by an Official Medicine s Control Laboratoryor a laboratory that a
Llernber State has designated for that parpose before release on fo the market unless the
cornpete nt authortyof another Member State has presdously exarmined the bateh in question
and declared it 4o be in conforrity with the approved specifications. In such a case the
declaration of condornity issued by another vk raber States shall be dssetlsrec oorized The
markebng cuthonsation holder, in consultabon with the Cfficial Medicines Congrol
Laboratory, shall malie reasonable efforts to submitsamples for examination at the
beginning of their own controls. Ivlemaber States shall exsare that anysuch exardnation is
corrpleted within 30 days of the receipt botk of the sanples and documentabion of e
controls carried out by the markeing authorsation holder in accordance with Asticle 191
Thiz period of tme shall be extended to 60 daps if necessary o complete the examingtion.
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Whete, in the inderests of public health, the laws of a Idernber State so provide, the
cornpetent authorities of the Ik raber State may recuire the marketing anthorisation holder
for medicinal peoducts derived from harnan blood or Inpnan plasma to submit samples
frorn each batch of the balk-eethe-medicinal product end if reguired, from the bulk, for
testing byan Cfficial Iedicines Control Laboratory or a laboratory that a MWerber State
hasdesighated fior that parpose hefore being released dve-Baa-sizsalatomn the marlet,
urless the cormpete nt authornties of another Werber State have presaonsly exarmined the
batch in guestion and declared it to be in conformitywith the approsed specifications. M
such @ case e declaration of confornily isued by another Member Shake shell be
recoguised. The markefng authorisehion holder, i consuBalion with the C¥ficial
Medicines Control Laboratory, shall make reqsonable efforks to submit samples for
exawination af e beginning of thely own controls. Ik raber States shall ensure that any
such exatrination is complete d within-g8 30 daye of the receipt bokh of the sarmples and
documentation of the condrols earried oul by $he markeling authorisahon holder in
eecordance with Arkele 191 This period of time shall be exdended do &0 daps if

necesaery to complele the examinalion.
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Ardicle 19
Processes for the preparation of medicinal prodw ts
derwed from humenbloed-aerhotances of human plasaensigin

1. Llernber States shall take all necessary e asures to ensre that the rannfac hring and
parifiying processes used in the preparation of medicinal products derreed frorn keassas
kleasd-eamhatances of hurman plessaaseorigin are, inagfar oo Be shate of e nology
pernits propelyvalidated, attain batch-to-bateh corsiste ney and suarantee Suecfar aotha

peatoskmaloarapeanddes the dbsence of specific viral or other adventifions agent
contatnination.

2. To thiz end rmarotac tarers shall notifythe compete nt anthorities of the e rber States of
the methadmethods used to reduce or elitninate pathogeric s irug o other
adi entitions agents liable to be tansmitted by e dicinal produc ts dered from baassas
klead-eamhabances of hurman plesssrrioin . The corpe tent authority of the Member State
mnay submmit sarnples of the abeerfweraedicinal product end from the budk if reguired,
for testing bya State laboratory or a laboratory desishiated for that parpose, either during
the exarination of the application pursuant to Article 29, or after a marke ing authorsation

hasheen granted.
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Chapter XV

Restrictions of marketing anthorisations

Aviiele 195
Suspending, revoking or varying the terms of marleting authorisations

1. The corapetent authorities of the Mewwber States o, in the case of centralised ravke ting
authorisation, the Coranission shall suspend, revoke or vary a marketing authorsation if
the wiew iz taken that the medicinal product is haveafial or that it lacks therapeutic efficac sy
ot that the bene fit-risk balance is not favourdble, or that its qualitative and quantitatise
cotnposiion is not as declared. Therapeutic efficacy shall be considered fo be lacking when
itis concluded that therapentic results cannotbe obtaived frora the medicinal produoct.

2 The cormpetent authorities of the Wember States or, in the case of centralise d marke ting
anthonsation, the Corenission may suspend, revoke or warya marketing anthorisation if a
serions sk to the ervironteent or pablic health has been identified and not sufficienfly
addresze d by the marketing authorisation holder.

a3a72a 444

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 447
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

& marketing authorisation may alao be suspende d, revoled or varied where the particalars
supporting the application as provided for in &rticles 6, P o 14 or Snnexes [ to V are
incorrect or have nothbeen amended in accordance with Lrticle 90, or where any condifions
referred to i Articles 44, 45 and 57 of Hhis Directive or Arficles 12 and 20 fof e revised
Fegulation Jhave notbeen fulfilled or where the controls referred to in Srticle 191 have

not been carred ont.

Paragraph= 3 alsn applies in cases where the marmfacture of the medicinal product is not
catried ont in cormpliance with the particulars provided parsuant to Annex I, or whe re
controls are not carried out in corgpliance with the control methods de seribed parsuant fo

Annex I

The competent authorities of the Mletmber State or, in the case of centralised marketing
anthonsation, the Cormnission ekedlr ey suspend or revoke the marketing authorizsation for
a category of preparations or all jre parations where anyone of the reqpuirernents laid down
in &rticle 143 is no longer met.
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Arficle 126

Prohih ition of supply or withd rawal of 2 medic inal prod uet from the marlet

Without prejudice to the rmeasares provided for in Article 105, the competent anthorities of
the IWleraber States and, in the caze of centralized rarke ting anthorisation, the Cornission
shall take all appropriate steps to ensure that the supply of the redicinal peoduct 1s
prohibited and the medicinal product withdrawn frorn the rarket, 1F the sdew is taken that:

fa)
Ly
fc)
()
&)

the medicinal product is harfil,

it lacks therapeutic efficacy,

the be nefit-risk halance is not fasonrahle;

its gualitative and gquantitative coraposition is not as declared,

the controls on the medicinal product or on the ingredients and the controls at an
ntermediate stage of the manufachring proce ss have notbeen carvied out or if some

other requirertent or chlization relating to the grant of the manofacturing
anthorisation has not been fulfilled; or
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i) aserious sk fo the evsdronment or fo public health via the ernarorenent has bheen
ideritifie d and not sufticiently addressed by the marketing anthorisation holder.

2. The corapetent authorityof the Merber State or, in the case of centralised rnarketing
authorsation, the Coreaission mway lirdt the peobibition to supplythe product, or its
withdraaral frorn the rnarket, to those batehe s that are the sbject of dwspute.

3. The competent authorityof the Dlerder State o, in the case of centralized matketing
authorisation, the Coraission way, for a medicinal product for which the supply has been
prohibited or that has been withdrawr frorn the market in accordanee with parasraphe |
and 2, in exceptional citeurastance s during a trarsitional period allows the supplyof the
medicinal product to patients who are alreadybeing treated with the medicinal produet.

Ardicle 197
Susp ected fakified medicinal prodw s and medicinal producis
with susperted quality defecis

1. Llernber States shall hawve a systern in place that aims at presventing medicinal products that
ate suspected to present a danger to health from reaching the patient.
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The systern referred to in paragraph 1 shall coser the receipt and handling of notifications
of suspected falsitied medicinal products as well as of medicinal products with suspected
guality defects. The systern shall also cover recalls of medicival products by arke ting
anthorisation holde rs or withdrawals of medicinal produets from the matket ordered by
cornpetent authorities of the Ik raber States or, in the case of centralised marketing
authorsation, the Corgaission fiom all relevant actorsin the supply chain hoth during and
outside nommal wiorking hours. The systern shall also make 1t possible to recall, where
tecessary with the assistance of health professionals, medicinal products froz patients who

received such products.

If the medirinal peoduct in gquestion is suspecte d of presenting a serious risk to public
health, the corapetent authority of the Member State in which that product was first
identified shall, without undue delay, ransaita rapid alert notification to all Wember
States and all actors in the supply chain in that e rhber State. In the event of such
medicinal products being deerned fo have reached patients, wgent public armouncements
shall be 1ssued within 24 hours in order to recall those me dicinal products from the
patierts. Those armoune erae nte shall contain sufficient indonnation on the suspected
cuality defect or falafication and the nsks wrolved.
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Ardicle 198
Suspending or revoking manufac turing suilorsation

In addition to the measures specified in Srticle 196, the corapetent anthority of the Menber Sate
nay suspend marmfacture or imports of tedicinal produe ts coring frorm thivd countries, or msperid
ot revoke the mannfacturing authorisation for a cate goryof pre parations or all preparations where
Srticles 144, 147,153 and 191 are not complied with.

Arficle 199
Refusal, susp ension or revocation within the limits of the Divectire

1. frved marke ing authorisstion de-seesdetof a medicinal product shall not be retused,
suspended or revoked except on the grounds set out in this Divective.

2 Mo decision concerning suspension of warnfacture or of irmportation of medicinal peoducts
corming frorm third countiies, prohibition of supply or withdrawal fror the market of a
medicinal product rayhe taken except on the grounds set out in Artieles 195050 and 196,
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Chapter XVI

{zeneral provisions

Avdiele 200
Competent awthorities of the Member States

1. DMlermber States shall desiznate the corapetent authorities to carry out tasks under thiz
Diirective.
2. Ilember States shall ensure that adecuate financial resoarces are available 4o provide the

staff and other resources necessary for the corapetent authorities to carry out the activities
reqquired bythis Directtve and [revised Regulation (EC) Mo 72652004

3. The corapetent authorities of the Mermber States shall cooperate with each other and with
the Agencyand the Comrdssion in the perfirmance of their tasks under this Directrve and
[revised Begulation (BC) Mo 7262004 to ensure proper application and due enforcerment.
The competent authorties of the Dletnber 5 tates shall Semesadeommunicate to each other
all mesesessmappropriate information within @ reasonable Bmeframe.
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4. The corapetent authorityof the Merber State mayprocess personal health data fom
pearseiethea-thersecliTica ] sadieslriols and other sources, ncluding real world data, to
support their piblic health tasks and, in particular, the evaluation and mondtorng to
medicinal products, for the parpose of roproving the robustness of the scientfic
assessruent or verfying clairas of the applicant or matheting authorisation holder.

Frocessing of personal data under this Directtve shall be subject to Begulations
(ETT) 20165679 and (ET1T) 2015801 725, as applicable .

Arficle 200
Coop eration with other authorities

1. Llernber States, in applyving this Divective, shall ensure that when gquestions arise with
regard to the regulatory status of a medicinal product, in relation to their link to substances
of hrnan origin as referred to in Begulation (E1T) Mo [5oHO Regalatiorn], the corape et
authorities of the NWewber States shall consult the Agency and e relevant anthorities
establishe d under that Bagulation.

2. Dlember States, in applying this Directive, shall take the necessary reasares 1o & nsare
cooperation between cormpetent authorties for medicinal products and custorms authorites.
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piv)

In order to Gnprove regulabory certainly and crogs-se cloral cooperation, Member Sales
or the Agency map request e Commission, where necessary, to organise joint meekings
between the Agency and the relevant advisony and re gulatory bodies established under
other Union I mslalon bo awess, for the purpoges of this Direchyve, emerging trends and
gueshons on the regulatory status of products or substances and to find agreement on
common regulatony status principles. The suranaries and conelusions of those joint
wmeetings shall be made publicl avaloble, inchiding the opinions and conclisions of
each of the respective bodies. The Commission may also organise joint meetings on its

OHR indtiative.

Arficle 202

Memb er States exc hange of information of manufac turing or wholesale disiribution

authorikations of medicinal producis

Ilember States shall take all appropriate rmeasiares to ernsare that the competent authorties
of the Wiember States concerned corgnricate to each other such information asis
appropriate to guarardee that the reguire ments placed on the anthorisations referned to in
Articles 142 and 163, on the certificates referred to in &aticle 1550130 or on the marketing
authorsations are fulfilled.

Uypom reasone d reguest, Iletnber States shall send elec trondeally the re port referred fo in
wath Srticle 122 to the competent anthorities of another Ileraber State or o the Lgency.
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3. The conclusions reached in accordance with Articles 128(13) or 122(14) shall be walid
throughout the Tnion.

4. Howeseer, in exce pticrial cases, ifa Mewber State 15 unahle, for reasons relating to puablic
hiealth, to arcept the conclusions reached following an inspection under Arficle 135(1), that
Dlermber State shall without undue delay inforn the Cormmission and the Azeney. The
Agencyshall inforrn the Member States concermed.

5. When the Coramission is informed of these dorergence s of opindon, it may, after consulting
the Ileraber States coneetned, ask the inspector who perforrmed the original inspection to
perforrm a new inspection, the inspector mavyhe accorpanied by two other inspec tors from
lember States that are not parties to the disagreement.

Ardicle 208
Information on prohibition of supply or other ac tion on a marketing authorisation

1. Each Ierrber State shall take all the appropriate measares to ensure that decisions
granting marketing authorization, refusing or revolking a marketing authorisation,
cangeling withdrawing a decision refusing or revoking a marketing anthorisation,
prohabiting supply, or withdrawing a product from the market, fogether with the reasons on
which such decisions ave baged, are brought to the attention of the &genc v without nrndue

delasy
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ot dbedE T e marLeting qudhorisalon holder shell notify the nafiond competend
authority without undue delay of any action thep tale b suspend the marketing of a
medicinal product, to withdraw a medicinal product from e markel, Yo reguest the
withdrawd of @ marketing quthorisation or notio apply for e renewal of @ markeling
authorization together with the reasons for such achon. The matketing authorisation
holder shall declare-wathestwndusdealasy if such notified action is based on any of the
grounds setout in Articles 195 or 196017 and specifiy the grounds for such action.

-} The marketing quthorisaion holder shall male the nolification eleclronically and in the
Formats made available by the Agency. The Agency shall consult the Member Shates
when drawing up the formats,

3. The marketing authorisation holder shall also make the notification parsuant o paragraph 2
in cases whete the action 1s taker in a third countryrand where such action is based on any
of the grounds setout &rticles 195 or 196(1).

4, The marketing authorisation holder shall furtherore notify the Agenc v where the action
referred to in paragraphe 2 or 3 is based on anyof the grounds referred fo in Articles 195

ar 196(13.
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5. The Agzency shall forarard notifications recened in accordance with paragraph 4 o all
Ileraber States without undue delay

f. Ilember States shall ensure that appropeiate indormation about action taken pursuant to
paragraphs 1 and 2 that ray affect the peotection of public health in fhard courtries is
without undue delaybrought to the attention of the Woild Health Organization, with a

copry to the Agency.

1. Each sear, the &zency shall make public a list of the medicinal products for which
tnatketing anthorisations have been refused, revoked or suspe nded in the Traor, whose
supplyhasheen prohibited or that have been withdraws frorn the market, including the

reasons for such action.

Ardicle 204
Motific ation of decisions related to marketing authorkations

1. Exery decision referred to in this Directree that 13 talen by the comgpetent anthority of a
Llernber State shall state in detail the ®asons on which it is baged.

2 Such decision shall e notified to the partyeoncerted, toge ther with inforration as to the
redress available to the m under the laws in force and of the time litait allowed for access to

such redress.
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3. Decizions to grart or resvoke a marke ing authorization shallbe made publicly available.

Aviiele 205
Authorisation of a medicinal prodwt onpublic health grounds

1. In the abzence of 4 marketing authorisation or of a pending application for a medicinal
product authorsed in another Ileraber State in accordance with Chapter 11, a Werber
State may for justified public health reasons, suek ag e need io ensure access,
v ailability or secundy of supply, anthorise the placing on the rarket of the said medicinal

product.

2. When a Idernber State avails itse I of this possibility; it shall adopt the necessary measures
inorder to enare that the reguirernents of this Divective ate cormplied with, in parficular
those referred to in Chapters IV, VI [, ZIIT and ZIV, and Srticle 206, Member States
rnay decide that Srticle 74, paragraphs 1 to 3, shall not apply o me dicinal products

authorised under pearasraph 1.
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3. Before granting such a marketing authorisation, a Memwber State:

val  shall notifyr the marke ting anthorisation holder, i the Ivkraber State in which the
medicinal product conce rmed 1z authorized, of the proposal fo zrant a marketing
authorisation undey this &rticle in respect of the medicinal product concerned,

(bl rayrequest the compe tent authority in that Mermber State to subioit copies of the
asseastne it report referred to in Article 43(5) and of the rearke ting authorisation in
force in respect of the medicinal product concerted. If so requested, the cozpetent
authority in that Merber State shall supply, within 30 dave of veceipt of the recuest,
a copryrof the assesmment report and the marketing authorisation in respect of the

tedicinal product corce rmed.

4. The Cornission shall sat up a pabliclyavaildble register of medicinal products anthorsed
under paragraph 1. e rber States shall notifrthe Cormrnission if any medicinal produact is
authorsed, or ceases o be anthorised, under paragraph 1, incloding the nawe or corporate
natne and perrnanent address of the marketing anthonsation holder. The Corarmission shall
atnend the register of me dicinal products accordinglyand rake this register available on

their wehsite.
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Arficle 200
Penaliies

1. Dlember States shall lay down the rales on penalties applicable to infringerents of natinnal
provisions adopted parsuant to this Directiee and shall take all raeasures necessatyrio
ensure that theyare tnplemented. The penalties roust be effective, proportionate and
dizsuastve . W mber States shall, without delay; notify the Comnission of those rilesand
of those meamtes and shall notifyr without delay of anyr subee guent arme ndwent affec ting
them.

Those penalties shall not be inferior to those applicable to inflingerments of national law of
sirnilar natare and irmporance.

2. The rales referred to in paragraph 1, first subparagraph, shall addre sz, inter alia, the
following :
ray  the manufachoring, distrbution, brokering, irmgport and export of falsified e dicinal
products, as well as sale at distance of falsified me dicinal products to the padlic,

(b nor-cornplianee with the prosdsions laid down in this Divective on tnannfac hring,
distribartion, iraport and export of actve sbstances;
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ey non-corgpliane e with the provisions laid down in thas Directses on the use of

exciplents,

rdy  non-corgpliane e with the provisions laid dosm in fhas Directise on
pharmmacovigilance,

(e)  non-commplianee with the provdsions laid down in thas Divective on advertising,

3. Where relevarnt, the penaltes shall take into account the sk to pablic health presented by
the falsification of medicinal products.

Arficle 207
Collection . wmiztagerent of unused or expired medi inal produe is

Ik tober States shall ensure that an approptiate and aecessible collection ssmbesss-asaaygten ig In
place for roedicinal products that are urmsed or have expired and Hat the collected me dicinal
products are managed properly in accordance with the applicable Union and naional
environmental o gislefion, taking into account best available bechnigues.
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Article 2077
Fedispensing to the public of unused medicing] products

I Amedicingl product collecled in accordance with Arlicle 207 shall not be refispensed bo
the patients.

2 By way of derogaion from paragraph 1, Member States may, allow specific unused
medicingl products subject o prescripBon, after having been dispensed bo the patiends,
Rave been collected By @ pharmacy Yo be re-dispensed bo thedr pakents if all of e
Following condifions are met:

) e medicingl product is re-dispensed by the same pharmecy ol nikally
dispensed it and the pharmacy is, atits own reguest, authorised by the competent
quthority Mewber State bo re-dispense medicinal prodiucts;

(B ke colleckon of the unuged medicingl product iz not prejudicial bo the patient o
whaw @ was indielly dispensed;

fc) e colleckd medicingl product has ot been already the subject of re-

dispensation,
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(i) e medicingl product was inibdly dispersed with aview of being potentiall re-
dispense d and necessary safeguards were applied by the dispensing pharmacy o
enaure that this medicinal product is not tampered with and ifs storage and
transport condibions will be respected,

fe) e re-dispensed medicingl product i ntende & for wse of an indaidual nemed
patent;

(1 e paientreferred b in point (&) has explicitly given their written consentlo be
supplied with q re-dispensed medicinal products after being informed by the
pharmacy of e wse of a re-dispensed medicingl product and the rules concerning
e -dispenang laid oud in applicable nebonel lows in accordance with this Arlicle.

3 Memmber States shall ensure Hhat before @ phannacy redispenses medicinal producks b
their palients in accordance with paragraph 2 much pharmeey

fr)  verifies that the medicinagl product concerned is not a falsifie d medicinal produch

(B verifies that the expiralon date of the medicinal prodict has vot been excee ded
arad it has been stoved and transported under Yhe appropriak condifions,

fc) records the name and e batch number of the medicingl produch, the person from
whom the medicingl product has been collected, and the receiving patient for the

purpose aof recall investicaions and supenizion.
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Mdember Shabes may set addidional restrickve conditions under which medicingl products
gy be re-dispensed to Wie paliends i their terrton.

Mdember Shakesshall engure that e colleclon and re-dispenaing of wme dicinal products
will not be uged for oblaining economic geing and perelration of the re-dispensed

medicines o the supply chain.

Memmber Shates shall lay down rules on Bobilily for potential damages remulting from the
use of the medicinal products that have been re-dispensed when such damages are a
conseguence of a failure bo enaure appropriale storage or transport conditions between
the initially dispensing and returning to the pharmacy, or @ foiliere o ensure that the
product redispensed has not been falsfied

The informalion on the safely feahires conbnined in the reposibories referved to in
Arkcle 67(2) point (&) shall not be modified upon collection and respenming of a
medicingl product,

Thiz Article shall not apply o me dicinal products that are offered through sale at a
distance.
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Member Shakesshall nobfj to the Commission the nakional rules they implement within
the scope of this Arcle. In parficular, Member Sakes shall notfir: . The ypes of
medicingl products for which redispending is allowed in accordance with this Article; b,
the cate gories of pharmacies enbilled o re-dispending, e the addibonal safely measures
cnd the addibmal restrictve conditions ibroduced i accordance with paragrapk 2,
letter () and paragraph 4.

Arficle 205
Declaration of interesis

Inorder to guarardee independence and transparency the Tlerber States shall e nsure that
mernbe s of staff of the cormpetent authonty responsible for granting authornsations,
rapportenrs and experts coneerned with the anthorization and surve lavice of medicinal
products have o direct or Pudirect financial or other interests in the pharmace nfical
industry that conld affect their o parbiality and el ndependence. Thess persons shall
mnake an antal declaration of their financial intere sts end update them whenever

MnECesauy.

In additior, the Ileraber States shall enswe that the cornpe tent authority rmakes pablic Ty
available its niles of procedure and those of its medicieal products’ authonsation
corarrd ttees, agendas for its meetings and records of its meetings, accornpanied by
decisions taken, detodla-aimadas-and-oiplantionsmadmadea=i nelnding minority opinions.
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Chapter XVII

ASpecific provisions concernin g-=ypras—+tretandSlalta-and
the United Kingdom in respect of Northern Ireland

Ardiele 209
Provisions relevant io the United Kingdom in respect of Morthern Ireland
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Byrway of derogation frorn Srticle S66054(4), marke ing authorisations mayhe granted by
the compete nt authorities of the United Kingdom in respect of Northern Ireland:

ta) o applicants established i parts of the United Kingdor other than Hotherm Treland,

by o marketivg authorisation holders established in parts of the United Kingdom other
than Morthe m Ireland, in accordance with the rortual recogration or the dece niralised
procedure laid down in Chapter IIL Sections 3 and 4.

The corapetent authorities of the United Kingdom in respect of Morthern Ireland may
extend marketing authorsations alteady gravded prior to 20 &pril 2022 o marketing
authorisation holde rs e stablished in patts of the United Kingdorn other than HNorthemn
Treland.
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3. Byway of derogation frorn &rticle 33, paragraphs 1, 3 and 4 and Article 3501, if an
application for marke ting authorisation is subritted in one or more e mber States and in
the Unite d Kingdom in respect of Morthem Ireland, or iff an application for matke ting
anthorisation is subrrdtted in the Urited Kingdorn in respect of Mortherm [reland for a
medicinal product that is alreadybeing exarined or has alread wheen authorised ina
Llernber State, the application regarding the Urited Kingdom in respect of Morthem
Ireland shall not have to be submitted in accordance with Chagpter 111, Sections 3 and 4,
provided that all of the following condiions ave fulfilled:

ra)  the matketing authonsation for the United Kingdom in respect of Northern Ireland 1z
granted by the competent anthority for the United Kingdom in respect of Morthern
Ireland in corpliance with Urdon law, and such corgpliance with Urdon Law is

ensured during the period of walidityof that marketing authorisation;

by the medicinal products authorized b the corpe tent anthority for the Urdted
Eingdorm in respect of Morthe m [reland are made available o patients or end-
consurners onlyin the territory of Morthern [reland, and they are not made available

n any Mlemmber State.
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() Arkele SIINe) shall not apply bo and i the Unibed Eingdom in respect of Northern
Treland

4. The marketing authorisation holder of a medicinal prodnet for which a marketing
authorsation has alreadyheen granted for the United Kingdom in respect of HNorthe
Ireland in accordance with Chapter [I1, Sections 3 and 4, before 20 April 2022 shall be
allovaed to withdraw the rmarke ing authorisation for the Urated Eingdorm in respect of
Morthem Ireland frora the mutual recognition or the decentralized procedure and to subrait
an application for a rarketing authorisation for that medicinal produact to the competent
authorities of the United Kingdom with respeet to Northern Ireland in accordatce with

paragraph &3,

A, With regard to gquality control testing referred to in Lrticle 2 canded out in parts of the
United Kingdomn other than Morthern Ireland regarding e dicinal products e luded in the
list referred to in Srticle HEHEGAON T other than those anthorised by the Corenissior, the
cornpetent authorities of the Urnited Fingdorn in respect of Horthermn [reland may consider
that there 154 justifishle case within the meaning of Article 2, point (b)), without carrying
ot a cass-by-case assessient provided that:

ta) eachbateh of the redicival products coneerned 1z released by a qualified person ona
gite it the Urnion o in Morthen [reland or by a gqualified person on a site in parts of
the United Kingdom other than Morthern Ireland applying quality standards that ave
equrvalent to those laid down in Article 153;
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Ly

()

the establishenent designated by the third partsy conducting the gquality control testing
15 supervised by the corape tent authority of the Uniled FKingdorn, including by
perforrning on-the-spot checks,

where the batch release iz camied outbya gualified person who resides and operates
in patts of the United Kingdora other than Morthern Treland, the manofae turing
anthorisation holder declaves that it does niot have at its disposal a qualified person

who zesides-and-operataeyesided and operabed in the Tnion on 20 fypedl 20022

Boyrway of derogation frora Brticle 142010, the competent anthorities of the Urited
Kingdom v respect of Northern Ireland shall allowr medicina] products to be imgported
frorn parts of the United Kingdom other than Horthern eland bya wholesale distribution
authorsation holders as e ferved to in Article 16301} that are not in possession of a relevant
rnanmfar tarivg anthonsation provided that all of the following condibions are fulfilled:

(a)

(i

the raedicinal products have andergone quality control testing either in the Union, as
proaded for in Article 153(3), or i parts of the United Kingdom other than Horthem
Ireland in corgpliance with Lrticle ¥, point (b},

the medicinal products have been subject to batch release by a qualified person in the
Union in accordance with &rticle 15313 or, for medicinal products anthorised byrthe
United Kingdorn in respect of Morthern Ireland, in parts of the United Kingdormn other
thar Horthe m [reland applsing quality standards that are equivalent 4o thoss laid
down in Article 15317,
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ey the matketing authonsation for the redicinal product concermed has been granted in
accordance with Urdon law, by the compete nt authorityof a Weraber State orbythe

Coreaission of, as regards medicinal products placed on the market v Morthern
Ireland, brthe competent anthority of the Undted Kingdorn in respect of Horthern
Ireland;

dy  medicinal products are oxlyvnade availdble fo patients or end-consiners in e

1. For batehes of medicinal products that are exported to parts of the United Kingdom other
than Hortherm Ireland from a Iember State and subsequently iraported into Morthem
Ireland, the controls upon inportation referred o in Srticle 153017, first and second
subparasraphs, shall not be required, provided that those batehes havee underzone such
controls ina Wermber State prior to being exported to parts of the United Kingdom other
than Morthern Ireland and that the ware accorapanied byrthe control repors referred to in
Article 15301, fhard subparazraph.
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a. Where the manufacturing authorisation iz granted by the corape tent authority of the United
Kingdom in respect of Northern Ireland, the qualified person refered o in Article 15101)
tnay reside and operate in parts of the United Kingdom other than Horthern Ireland. This
paragraph shall not apgplsy where the manofactuing authorization holde r alreads has at its
disposal a qualified person who seeebee-sdapereteireside d crd operabed in the Union on
20 & prl 2022,

= Boyrway of derogation fror the Brticle 99057, where the marketing anthorisation is granted
by the corapete nt authorityof Urated Kingdom in respect of Morthern Treland, the qualified
peraon referred to in Article P9(4), point (&), rmav reside and operate in parts of the Tnted
Kingdorm other than Northern Ireland. This paragraph shall not apply where the marke ting
anthorisation holder alveads has at its disposal a qualified persor who resdee-and
epesrter e5ide d and operated in the Urdon on 20 &pril 2022,

10. The corapetent authorities of the United Kingdom in respect of Morthern Ireland shall
publish on their website a list of medicinal products to which the yvhasve applied or intend to
applsy the derogations as setoutin this Article and shall ensure that the List is updated and
managed i an independe nt ranner, at least on a six-raonthlyvhass.
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Ardiele 210
Regulatory fun tions carried out in the United Kingdom

1. The Cornission shall continuouslyrmorator deseloprments in the Undted Kingdom that
cold affect the lewel of protection regarding the regulatory fuvctions referred to in Lrticle
00{4), Article 151030, Article 211, paragraphs 1,2, 5 and 6, Arficle 209, paragraphs 6 and
7, that are carried out in parts of the United Eingdom other than Morthem [reland falang
into account, in particular, the following elerne nts:

(a)  the mles governing the granting of marketing authorisations, the cbligations of the
tnatke ting anthorisation holder, the granting of manufac toing authorisations, the
ohlizations of the marmfactoring anthorisation holder, the qualified persons and their
obligations, quality control testing, bateh release and pharmarordgilatice as lad
down in United Kingdora lawr;

b whether the compete nt authorities of the Tnited Kingdorn ensare the e ffective
enforce ment within their territory of the niles referred to in point (a), byneans of,
inter alia, inspec ions and andits of marketing anthorisation holders, marmfachring
anthorisation holders and wholesale distributors located in their teritories, and on-
the-spot checks at their premizes regarding the exercise of the regulator yfme Hions

referved to in point (a).
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Whete the Corenission finds that the lesel of protection of public health ensared by the
United Kingdomm through riles governing the production, distibution and use of medic inal
products as well as the effe ctive enforcerment of those rles iz no longer e sse ntially
eurvalent to that guaranteed within the Unior, o where sufficient information is not
available to the Cormrrassion to enable it to e stablish whether an e ssentially equivale nt
lewel of profec ion of public health is ensured by the Tnited FKingdor, the Corenission
shall inforr the United Eingdor theongh a written notification of that finding and of the
de tailed reasons therefor.

For a period of six months following the written notification rade pursuant to the first
subparagraph, the Corrrission shall erder into consultations with the Urited Fingdorm
with avigw to remedying the situation gring rise to that weitten notification. In justified
cases, the Cornrmission ray extend that period byrthres rmonths.

If the situation giving rise to the written notification reade pursuant to paragraph 2, first
subparagraphy, 15 not remedied within the tirme limit referred to in paragraph 2, second
subparasraph, the Coraredssion shallbe erapowered to adopt a delegated act amending or
supplernerting the provisions armong thoss refered to in paragraph 1 whose application
shall be suspended.
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4. Whete a delegated act prarsuant to paragraph 3 has been ado pted, the provisions referred to
in the introductory serdence of paragraph | as specified in the delegated act shall cease to
applyon the first dayof the month following the enty into force of the delegated act.

A, Where the sitmation giving rise to the adoption of the delegated act pursnant to paragraph 3
hasheen remedied, the Corrdssion shall adopt a delegated act specifying those suspended

proisions that shall apply again, In that case, the provisions specified m the delegated act
adopted pursuant to thiz paragraph shall apply again on the fivst dar of the rmonth
following the entrywinto force of the delegated act referred to i this parazraph.
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Ardicle 212
Derogations for medicinal producis placed on the seasloeios

af Morthern Iteland

The derogations set out in &rticls
%@Hﬁ@a%ﬁ%@l&% a ?:zmi 3 sha]l ot affect the oblizations of
the rarketing anthorization holder to ensure the quality, safety and efficac v of the medicinal

product placed on the seeadete-ed-oaetrelaraDdelieamn ark el of HMortherm Ireland laid dowmn in

this Dhirec trve .
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Chapter XVIII

Final provisions

Arficle 213
Amendment to the Annexes

The Comrnission 1s erapowered to adopt delegated acts in accordaree with Srticle 215 stnending
Symezes I to VI in order to adapt thein to scientific and techrical progress and amend Srticls 22
with regard to the ERL requirements set out in paragraphs 2, 3, 4 and & of that Aeticle.

Ardicle 214
Standing Committes on Medicinal Prodw ts for Human Use

1. The Comrnission shall be assisted by the Standine Corenitee on bedicinal Products for
Human Use. That Cornredttes shallbe a corrittes wittan the rmeaning of Begulation (E1)
Mo 18272011,

2. Whete reference i3 made to this paragrapl, Srticle 5 of Begulation (EIT) Ho 15272011 shall
applyr.

3. Whete the opinion of the Corardttes is tobe obtained by written procedure and reference
izmade to this paragraph, that procedure shall be terrainate d without re sult ondywher,
within the tirne litnat for delisery of the opirdor, the chair of the Coramittes so decides.
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4. The rales of procedure of the Standing Coramittes on Medicinal Produects shall be made
publicly available.

5. The Standing Coraittee on Medicinal Produets for Huran Use shall ensure that its rales
of procedure are adapted to the need to roake redicinal products swiftlvavailable to
patients and take account of the tasks ineurnbent upon it under Chapter TIT and the
procedure set outin Srticle 42,

Arficle 215
Exercie of the delegations

1. The power to adopt delegated acts is conferred on the Corrrdssion subiject to the
conditions laid down in this Srticle.

2. The power to adopt delegated acts referred to in Articles 4(2), 2405, 25(9), Zaf2e), 2603,
28, paragraphs 2 and SesRiER-ess, 65020 610, BE(1), 2204, 126013, 150030, 153(4),
Ia, 161, IT907T) HHBeR-2 103 and 213 shall be conferred on the Coratrdssion for a period
of five years from [OF please nsert the date of the entry into force of this Directive] . The
Corarrdssion shall draw up a report in respect of the delegation of power ot later than nine
months before the end of the foe-year period. The delegation of povwer shiall be tacitly
extended for periods of an identical duration, unless the Enropean Parliament or the
Coureil opposes such ex tension not later than three months betore the end of each period.
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The power to adopt delegated acts referred o in Article 210, paragraphs 3 and 5, shall he
conferred on the Coramission for an indeterrainate period of e from [OF please insert
the date = the date of the extry into force of this Direciive].

The delegation of power referred to in Articles 4023, 2405), 2507), 2a(da), 26037150, 28,
paragraphs 2 and 383658 A5, 6702, BE(1), D204y, 12601, 15003), 15304, Tal, 161,
1001, HBER-2T 03] and 213 mavhe resoked at angytivne by the European Parliament or
b the Couneil. & decision to revoke shall pat an end to the delegation of the power
specified in that decision. It shall take effect the day following the publication of the
decision in the Official Jowrnal of the Europearn Union or at a later date specitied therein. It
shall not affect the walidity of anyrdelegated acts alread vin force.

Befbre adopting a delegated act, the Coranission shall consilt experts desiznated by each
Llernber State in accordance with the peinciples laid doem in the nterinstitotinnal
Agreerment of 13 Lypeil 2016 on Better Law-Ivlaking.

&z soon az itadopts a delegated act, the Coroission shall notifirit simoualtaneously to the
Ewropean Patliament and to the Couneil.
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L delegated act adopted pursuant to Articles SGR—SCEL 2405, 2579, 2a72z), 2a(3),
28, paragraphs 2 and SesRiEa-giss: 65020, 67020, BR(1) P20, 126013, 15003), 133(4),
Taf, 161, T90¢T), el 7073 and 213 shall enter into force only if no objec ion hasheern
expressed either by the Furopean Parliament or by the Counedl within a period of two
months of notification of that act to the European Parliaraent and the Council or if, before
the expiryof that period, the European Parliarne nt and the Couneil have both informed the
Corarrdssion that thew will not object. That period shall be extended by two months at the
initiative of the Emropean Parliament or of the Couneil.

HArficla 216
Eeport

By [OF please insert the date = 10 years following 1824 months after the date of extering
into foree of this Directive], the Corenission shall present a report to the Enropean
Parliament and the Couneil on the application of this Direc trve, neluding an assesstnent of
the fulfilment of its ohjectrves and the esource s required to aplernent it. The report shall

in particular include an assessment of:
(@) Hhe revized Framework for regulatory protec Bon periods;

(b} the provisions to facilitale access b medicingl products Inid down in Article Saa;
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fc) e approprakness of the framework of howme opathic medicingl products.
() e applicabon of edapled frameworlis aoconding bo Article 28
The report shall be based, among others, on imformabon provided by Member Shates.

Hhere @ Member State has applied Arbicle Soq, the information provided to the
Commizgion shall wnelude an assessnent on whelher the rules provided in rat Arkicle
ensure Bmely aailabiliy end continuous supply of sufficient guentitios in thet Member
Sdate.

2 By [OP pleage ingert the date = I0years following the date of application of this
Drrectve | the Commizsion shall present a report o the European Parliament aud the
Councid on the applicakon of Chapter VI The reportshall be based among others, on
information provide d by Member States fand marketing authorisation holders] and it
shall include an assezsment on whelther the level of i gidalisehon provided for in that
Chapter remaing appropriate. The Comumission shall, if appropriate, present legislatue
proposals based on that assessment in order to amend this Directive or make further

proposals, including on requiring e provision of the awareness card in elechronic

format ondy.
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By Syears from the date of applicaion of this Dérechve, the Commission shall presend a
reportio the Furopean Parliament and e Counci on e application of Article 22 and
the impact of the Environmental Fisk Assessment of me dicinal products on the
profecion of human kealth and the environsent The reportshall be baged, among
others, on information provided by the Agency, the compelent quthoriies of the Member
States and the marleting authorisation holders. It shall include an assessnent on
whether ¥he rules provided for in Arficle 22 approprictely contribute to risk mili cabon
JFor the ernvironment and public health. When carrping out the amessment, the
Commission shall take into qecount exdshng obligations in the field of environmental
profeclon to econowmic operalors already et outin Union law. The Compnission shall, if
cppropriate, present egislative proposals based on that assesswment in order o @mend
thiz Direchive or male further proposals, ineluding on expanding the scope of ERA o
the manufachiring phase for all medicinal producks.
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Arficla 217
Repeak

1. Directive 2001083/EC 15 repealed with effect from [OF please insert the date = e
tnonths after the date of entering into force of this Directive].

2 Directive 20000535/EC is repealed with effect from [OF please insert the date = 1824
tnonths after the date of entering into force of this Directive].

3. Beferetices o the repealed Divectives 2001/83/EC and 2009/35/EC shall be constried as
references to this Directive. References to the repealed Directree 20010837EC shall be read
inaccordance with the correlation table in Annex VIII

Ariicle 218
Transitional p roviions

1. The procedures concerning the applications for matketing anthorisations for mwe dicinal
produs t seldatsdn bnifted ih accordance with Srticle 19 of Divective 2001EZEC before
[OF please insert the date = 3824 months after the date of entering into force of this
Directive] and that were pending on [OF please insert the date = the dayhefore 1824
rnonths after the date of entering imto force of this Divective] shall be cormple ted in
accordance with Lodssdedll Ny ontive 200LABIEC
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Procedures initiated on the basis of Articles 29, 20, 31, and 1071 of Directree 2001 523/FEC
before [OF please insert the date = 18 raonths after the date ofentering mto force of this
Directive] and that were pending on [OF please insert the date = the dayhefore d22d
months after the date of endering into force of this Directive] shallbe cormpleted in
accordance with Articles 32 to 34 or Article 107k, as appropeiate, of that Directive as
applicable on [OF please insert the date = the dayhbe fore 4224 months after the date of
entering irdo force of this Directive].

Thiz Directree shall also apply to medicingl products authonsed in aceordance with
Directive 2001053/EC before [OF please insert the date = Hef rnonths after the date of
entering into force of this Dire ctive].

This Divectrve shall also apply to registrations of hore opathic e dicinal produc ts and
traditinrial hetbal rredicinal products carried out in accordance with Divectie 2001E3EC
before [OF please insert the date = Fedd rnonths after the date of entering into force of this

Directive] .
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Byway of derogation frorn Chapter VI, the redicinal produets placed on the market in
accordance with Directree 2001583/EC before [OF please insert the date = 824 ronths
after the date of entering into foree of this Direc tove] majrcontinne o be made available on
the mmarket until [OF pleass insert the date = five sears after 1824 ronths after the date of
entering irdo force of this Directive], provided that the sro ozl with the provision on
lahelling and package leaflet set out in Tifle V of Divective 2001/E3/EC ag applicable on
[OF pleass insert the date = the daybefore 1824 ronths after the date of erdering into
force of this Directive] .

Bywayof derogation fror Srticle 21, mikrence medicinal products for which the
application for marke ting aunthorisation has been subtnitted befor [OF please insert the
date = 1edd months after the date of entering indo force of this Directive] shall be subject
to the provisions on data protection periods set out in Article 10 of Directiee 2001/E3/EC
as applicable on [OF please insert the date = $-m Bemeberbmerreis 2+
5Dzt ; ; p-date=T1aM months after the date of entering

e Phrectrasel unbl TOE slasne measd 1

into force of this Divec frve] .

B yrway of derogation frorn paragraph 3, the reporting chlizations as referred to in
Article 57, shall not apply with regards fo medicinal products anthorised in acc ordance
with Directre 2001783/EC before [OF please insert the date = 1824 months after the date

of extering indo force of this Directise].
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&z, For we dicinal products qubthorized before [OF please ingert the date the date of endering
indo application of this Directive fand for which the volidily expires after Hoad date, the
renewal of the marketing authonsation shall follow the procedures referred to in
Article da

&h, Medicinal products placed on the market prior bo [2d months qfter the date of enlering
indo force of this Directwe Twhich do not comply with Bee requirements of this Direclive
oy be markeled unkl e stocks of the medicinal prodiccls are exhausted

z The requirement to make the package leaflet available eleckronicallp, pursuant to
Arficle 83, paragraph I shall apply as follows

(@) for medicinagl products for which the application for marketing authorisaion was
submithed after [OF please ingert e date of entering indo applicabon | # shall
apply imme diately, provided that the implermenting act referred to in Arkicle 4308
ig adopted,

(b} for medicingl products authorised before [OF please ingert the date the dake of
entering into force of tis Directive [ and wme dicinal products for which the
applic afion for markebng cuthoriselon was submilted before [OF please ingert the
date of entering into application | tshall apply on [OF please ingert the date =3
years after he date of endering into application of this Directive | unless a
markebng quthoriseion holder chooses to comply with the requirement earlier

and provided that the implementing act mentioned in Article 8378 i adople d.
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& Medicinal products authorized before [OF please ingert the date of entry indo force of
this Directve [ which do not comply with e requirement bo malke e package e aflet
available electronically, pursuant to ArBicle &3, paragraph Tmap continue to be placed
on the market distributed, dispensed, sold and wsed unkl focks of those medicingl
products are exhansted,

aQ The competent authoriies of Malla may maintain i force markeling authorisabions that
were granked, exdended or maintained in qecordance with Article [2% of
Drrectve 2000783 EC and Hat are valid ot the tme of entering into force of this
Drrectve, unkil [OT ploase ingert the date = Jyears and dmonths after the dale of
entering into application of this Directive]

Arficle 212
Transposition

1. Llernber States shall bring into force the laws, regulations and advdrdstrative provisions to
cornplywith this Direc tive by [1224 months after the date of entering into foree of fhas
Diirective] . Thewshall irne diatel v orarrricate the fext of those measures to the
Corraission. Memeber Sates shall epply those provisions from [ 24 months after the dak
of ertering indo force of this Direckye]
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Iz However Member Rabes may apply Arbicle 56z as from [12 months after enlering into
force of this Direchive fin respect of medicingl produck quthorised after the date of
entering into force of this Directive. In case of a me dcinal product which has been
granted a marlebng quthorisahon in accordance with Re gulotion 7262004 or the
Drrectve 2001783 bebween the enly into force and the dake of application of this
Dirvective, the second subparagraph of ArBiele 10 (1) of the Direchye 200183 shall not
applp in the member state ot made a requestin accordance with Ariicle 56a, if the
marketing quthorisalion holder has not made the medicinal product available and has
notsupplied it coninumsl in it Member Shate in accordance with that Arficle.

2 When Dlerber States adopt those meamues, they shall contain a reference fo this Directve
ot be aceornparied by such reference on the occasion of their official publication. They
shall also include a staternent that references in existing laws, regulations and
adrnirdstrative provisions to the Direc tive s re pealed by this Dhirective shall be construed as
references to this Directive. Ierber States shall deterrrane how such reference is to be
tnade and howr that staternent is to be forranlated.

3. lernber States shall communicate to the Cornroission the text of the main measures of

rational lavw that thesy adopt n the fie1d covered by fhas Dive ctisee.
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Arfiels 220
Entry into force

Thiz Directree shall enter indo force on the twentieth dayfollowing that of its publication in the
CHfficial Jowrnal of the European Undon.

Arficle 221
Addressees

This Directrve 15 addressed to the hletaber States.

Daone at Brmasels,
For the European Farliament For fhe Council
The President The President
BIET26 493
ANNEX LIFE 5 LIMITE EN
7424/26 ADD 1 494

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

(1)

(<)

(3

()

(5]

ANMEX I
INFORMATION REFERRED TOIN THE APPLICATION

Marie or corporate name and pernarent address of the applicant and, where applicable, of

the manufacturer.
Marie of the medicinal product.

Cualitative and gquantitative parficulars of all the constituents of the raedicnal product,
including the reference fo it international nov-proprietary natae (IMM) recormended by
the World Health Crganizatior, where an INH for the me dicinal product exists, ora

reference to the relesant chemical name.

Ln errirontnental risk assessmment (ERA) in accordarnce with the requirernents laid down in
Articles 22 and 23,

For rne dicinal product for barnan use contaivang or consisting of geretically rodifled
organistus, ah errvironnetital sk assessment identifying and charactersing possible
hazards for unan health, anirnals and the ersAronment. The assessment shall he
conducted in accordance with the eletne nts described in Article 2 of [revised Regulation
(ECY Ho 72652004] and the require ments of Armex I o this Divec tive, based on the
prirciples st out in Sune s 1T 4o Directive 2001712/EC of the European Parliarment and of
the Couneild? taking into account the specificities of medicinal products.

d7

DCirectrve 200118EC of the Enropean Parlisraent and of the Counel of 12 Tlarch 2001 on
the deliberate release into the ersironmment of geneticall v modified organisms and repealing
Courieil Directrve J22MEEC - Corarnission Declaration (O L 106, 1742001, . 1)
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()
{f)

(%)

(%)

(10}

(11}

Description of the manufachring e thod.
Therapentic indications, contra-indicatinns and adwerse reachons.

Posology, phartnaceutical forn, method and route of adeirdstration and expected shelf
life.

Feasons for any precantionary and safetsy measure s to be taken for the storage of the
medicinal product, its adwinistration to patients and for the disposal of waste products,
together with an indication of potertial nsks presented by the e dicival produet for the

e rvIromene tt.
Description of the control methods ermploved by the marnafactarer.

L written confirmation that the marmfietorer of the medicinal product has werified
cornpliance of the rmarnufac hirer of the active substance with principles of good

rnanmfar tring practice by conducting audits, in accordanee with Srticle 160, The written

confirtnation shall contain a reference to the date of the andit and a declaration that the

outeorae of the andit confirrms that the manufacturing corgplies with the principles of good

rnatmfar taring practice.
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{127 BReslts of’
ta)  pharrmaecentical (physico-cherical, biological or micro binlogical) tests,
(b1 non-clivdeal (toxicological and pharraacological) tests,
(o) clinical thals.

(13 Whete relevant, evidence from other sources of clinical data (nor-interre ntional clinical
studies, regishies).

(ldy A surernaryof the applicant™s phanacovigilance syetern which shall inelude the following

elements:

ra)  jwoof that the applicant has at their disposal a qualified person responsible for
phatmacovigilance,
(b the hlember States in which the qualified person resides and carries out their tasks,

o) the contact details of the qualified person,
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id)  astaterent sizned by the applicant o the effe ot that the applicant has the nece ssary
roearns to fulfil the tasks and responsibilities listed in Chapter VI,

) areference to the location where the phartnacovigilance svelem master file for the
tredicinal peoduct s kept.

{157 The risk management plan describing the nsk managerne nt systern which the applicant will
introduce for the medicinal product concermed, toge ther with a suraary there of.

(&) & statement to the effect that clivdeal tials carried out outside the Furopean Urdon e et
the etldcal requirerents of Regulation (ETT) Ho 53652014,

(1N A swerraryof product charae teristics in accordance with Article 62, a mock-up of the
outer packaging, contaning the details provdded for in Armex IV, and of the imrediate
packazing of the medicinal product, contairning the details prorided for in Aicle 66,
together with a package leaflet in accordance with frticle 64,

{12) A docwent showing that the manufactorer is authorized in their cwm country to produce

medicinal products.
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(1% Copies of the following:

tal  anymarketing authorsation, obtaned m another Ileraber State or in a thard coantry,
to place the medicinal produet on the mwarket, a sutematry of the safetydata incloding
the data cortained in the periodic safe iy update reports, where available, and
suspected adverse reactions reports, together with & list of those DEraber States in
which an application for rarke ing authorisation subrated in accordance with this

Directive iz nnder examination,

b the swromary of product charactenstics proposed byrthe applicant in accordatce with
Lrticle 62 or appeove d by the cormpetent anthorities of the Ik raber State in
accordance with Arficle 43 and the package leaflet propossd in accordance with
Laticle 64 or approve d by the corpetent authorities of the IvEraber State in
accordance with Article Té;

(o) details of arey decision to refuse marketing anthorisatior, whether in the Union orina
third country, and the reasons for such a decision.

(200 A copyrof any desighiation of the medicinal product as an orphan raedicinal product as
defined in Lrticle 63 of [revised Regulation (EC) Mo T2652004], accorparded bya copy of

the relevant Ageney opindor.
A36 7126 403
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(21 Where the application concerns an antitnicrobial rmedicival product, the application shall

also contain:
a)  anantitedcrobial stewardship plar which shall in partienlar outline:

(1) inforenation about risk mitization measres to ldt antimicrobial resistance
derve loprre nt related to the wse, prescription and adrdristration of the
tnedicinal product;

(i) hoow the rarketing authorization holder intends to rmordtor and report to the
cotepete nt authoritythe resistance to the antirmicrobial medicinal produoct.

() mformation aboul measures bo mondor effechiveness of fewardship,
by adescription of the special information reqpuirernents outlived in Article 58

c)  details on the pack size whick shall correspond to the wmal posologyand duration of
treatme nit.

(220 Where an application concerns the marketing authonsation o rearket a radiormelide
generator, in addition to the requirernents setoutin Srticles 6 and 9, it shall also contain:

ta) ageneral description of the system together with a detailed description of the
cornpone its of the systemn that mavyaffect the composition or quality of the daughter
tmcleid preparation; and

b gualitative and quantitatiee particnlars of the eluate or the sublirate.

(23 Good marafactwring practices certificate s
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ANNEX II

ANALYTICAL, PHARMACOT OXICOLOGICAL AND CLININCAL STANDARDS AND

PROTOCOLSIN RESPECT OF THE TESTING OF MEDICINAL PRODUCTS

TARLE OF CONTENTY

Introduction and general principles

PartI:

1.1.

Standardised marketing authorisation dossier requirernents
Ilodule 1: &dwanistrative inforration

Tahle of conte nts

1.2 L pplication form
13 Surnmmary of product characte ristics, labelling and package leaflet
131 Surenary of product charact: rstics
132 Labelling and package leaflet
133 DNlock-ups and specimens
134 Surenaries of product characteristics alveady appeorved in the Weraber States
14 Inforrration ahout the expe s
1.5 Specific recuirements for different types of applicatione
1.6, Ervvironrne ntal risk assessnent
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21

2.2

23

24,

2.5

26

27

3l

32

321

Mlodule 2: 5urarnaties
Crrerall table of cotte nts
Introdurtion
Cualitsroveerall suromary
Mon-clinieal ove rviewr
Clirdcal avve rviesr
Hon-clinical suternary
Clirdcal 5urmrnary

lodule 3: Chemical, pharrnacentical and biclo gieal indormation for medicinal products
containing cherncal andior biological actve sabstances

Forrnat and pre sentation
Content: basic principles and requirernes nts

Artree substance(s)

3211, General inforrnation and information related fo the starting and raw materials

3212 hlarmfactoing process of the active substance (s)

3213 Characterization of the actree subatance(s)
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3214 Control of actrre suhstance(s)

3215, Beference standards or matetials

3214, Contairer and closue systern of the active substance
3217, Stabilityof the acttve substance(s)

322, Firdshed medicinal product

3221, Description and coraposition of the finished medicinal product
322732, Phatrnaceutical developenent

3223 Marmfactoing process of the finished medicizal product
3224 Control of excipients

3225 Control of the firished medicinal product

3.228. Beference standards or mate rials

3227 Container and closare of the finished raedicinal produet
3228, Stabiityof the firdshed medicinal product

4, Llodule 4: Non-clinical reports

4.1. Format and Presentation

42 Content: basic principles and requirerne nis
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421

FPharmacology

4232 Pharmaco-kinetics
425  Toxicology
5. Llodule 5: Chrical stady reports
3l Format and Presentation
22 Content: basic principles and requirerns nts
521, Repors of bio-pharmace uhics studies
522, Repors of studies pertinent to pharmaco -kinetics using harnan bio-materials
523 Repors of hornan pharraaco-kinetic studies
524 Repors of Trnan pharraac o-dymatedc stodies
525 Peports of efficacyand safetystudies
5251 StudyReports of Controlled Clivdeal Studies Pertinent to the Claimed Indication
5252, Studyreports of uneontrolled clinical studies reports of analyees of data from raore than
ote study and other clirdeal studsy reports
526, Repors of post-rnarke ing experienee
527 Case reports forres and indrddual patient listings
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FartII: Specific marke ting authorisation dossiers and requirements
1. Well- established roe dieiral nse

2 Essentially sitailar raedicinal products

3. L dditional data required in specific situations

4, Sirnilar biological medicinal products

5 Fized combination redicinal products
f. Docurnentation for applications in exee phonal circumstances
1. Il ed mathe ting authorsation applications

Fart III: Particular medicinal products

1. Biological medicinal products

1.1. Plamma-derived medicinal product

1.2 Yaccines

2 Radio-pharmace uticals and pre cursors

21 Radio-pharmace nticals

22 Radio-pharmace utical precursors for radio-labelling parposes
3. Homeopathic medicinal produe ts

4. Hethal e dicinal produc ts

5. Orphian Medicinal Products
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PartIV:

Aibraniced the raper e dicinal produc ts

1. Introcucrtion
2. Definitions
21 Gene theraper redicinal product
22 Somatic cell the raper e dicinal product
3. Speciflc recpuirerents regarding Mlodule 3
31 Specific requiternents for all advanced theraper tnedicinal products
34 Specific requirernents for gene theraper e dicinal products
321 Introduction: firashed product, active substance and starting mate rals
3211 Gene therapy medicinal produet containing recormbinant racleic acid sequencels) or
getetcally rmodifled microorganisials) or virs(es)
3212 Gene therapy medicinal product containing genetically modified cells
3232 Specifle requirernents
33 Specific reuirernents for somatic cell the raprr e dicinal products and tissae engineered
produc ts
331, Introduction: firdshed product, active substance and starting materials
332 Specifle requirernents
3321 Starting materials
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3322

IMlanufachring process

3323, Characterisation and control shategy

3324, Exciplents

3325, Developrme ntal studies

3328, Beferenwe materials

34 Speciflc recpuire rents for adsanced therapey medicinal products contaning devices

341, Advanced the raper e dicinal peoduct corntaining desdces as referred to in Brticle 7 of
Fegulation (EC) Mo 139402007

342 Combined advanced theraper toedicinal produets as defined in Article 2(1)(d) of Begulatinn
(EC) Mo 130472007

4. Specific recuirernents regarding module 4

41. Specific recuivements for all acvanced therapry medicinal products

42 Specific recuivements for gene the raper roe dicinal produe ts

421, Pharraacology

4232, Phamacokinetics

423 Toxicology

473, Specific requirernents for somatic cell the raprr e dicinal produets and tissae engineered
produsts

431, Phamacology
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4332 Phamacokinetics
433 Toxicology
A, Specific recuirerments re garding module 5
5l Specific reuivements for all acvanced therapry medicinal products
52 Specific recuivements for gene the raper roe dicinal produe ts
521, Hurnan pharraacokine ic studies
5232 Hurnan pharrnacodyrarmic studies
523 Safetystudies
23 Specific reuirernents for somatic cell the rapryr me dicinal produets
531, Somatic cell therapy medicinal products where the mode ofaction is based on the
produe tion of de fined active biornolec les)
532, Biodistibution, persistence and long-term engrafbment of the somatic cell theragpy
tnedicinal product cormponents
533, Safetystudies
54 Specific recuivements for tissue engine ered produc ts
541, Pharmacokinetic studies
5432, Phatrnacodwarae studies
543 Safetystudies
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Introduction and general principles

Y The particulars and docarments accorapanying an application for marke ing authorisation
parsuant to Artieles 8 and 10{1) shall be presented i accordance with the require ments set
ot in thiz Swnex and shall follow the muidance published byrthe Coraroission in The niles
governing e dicinal produets in the Furopean Comgnunity, Volume 2 B, Hotice to
applicants, Iledicinal products for human use, Presentation and content of the dossier,
Coraron Techiical Docuraent (CTL).

(2 The particulars and docarnents shall be presented as five modules: Ilodule 1 peovides
European Coraraunity specific administrative data; Ivlodule 2 provides guality, non-clinieal
and clirdeal surnemaries, Idodule 3 provides chemical, pharraace utical and biological
inforraation, Module 4 provides non-clivdcal reports and Bodale 5 provides clivdeal stadsy
reports. This presentation iraplements a coramon format for all ICHY regions (European
Corarrnrity, United States of Arnerica, Japan). Thess five Ilodules shall be presented in
strict accordance with the format, content and rarnbering systern delineated in details in
Volarre 2 B of the Hotice to Applicants referred to dbore,

3 The Enropean CornundtywCTD-presentation iz applicable for all types of marketing
anthorization applications irtespective of the procedire fo be applied (e, centralized,
ronfual recogrition or national) and of whether the ware based on a fiull or shridged
application. Tt iz also applicable for all types of products including new che mical e ntities
(HCE), radio-phartnace nticals, plastna derivatives, vaccines, hetbal medicinal products,
et

48 International Condere nice on Harmorisation of Techedeal Reguireraents for Registration of

Fharmaceuticals for Hurnan Use
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{4

(3)

()

{7

In asserabling the dossier for application for rmarketing authorisation, applicants shall also
take irdo account the sciertific guidelines relating to the quality, safetyand efficacy of
medicinal products for human use as adopted by the Coronittee for Proprietary We dicinal
Froducts (CFWFP) and gablished byrthe European Iedicine Esalnation &gency (EWEL)
and the other pharroace ntical C ooty guideline s published b the Conenssion in the
different woluree s of The niles gove ring oe dicinal products in the Enrope an Corarundty

With respect to the guality part (chernical, pharmacentical and hicolngical) of the dossier,
all monographs imeluding gene ral monographs and gene ral chapters of the Enropean
Pharmacopoeia are applicable.

The marmfactuning process shall cornply with the requirements of Corendssion
Directive 91E58/EEC laying down the principles and midelines of Good Mermfacturing
Practice (GIVP) for me dicinal products for human use4? and with the principles and
guidelines on GIFP, published byrthe Cormmission in The rules goveming me dicinal
products in the Buropean Corenanity, Volurne 4.

&1 information, which is relewant to the evaluation of the medicinal peoduct concerne d,
shallbe included in the applicatior, whether fvourahle or unfavourable to the product. In
particulat, all relevarnt details shall be given of anyincorplete or ahandored pharrnaco-
toxicological or clinical test or trial relating to the medicinal product avdior corapleted
trials concerning therapentic indications not covered by the application.

4 CTL 193, 17.77.1991, p. 30
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(=) A1 clinical frials, conducted within the European Cornrnanity, roust corgplywith the
reguirernents of Directrve 2001EZ20/EC of the European Parliament and of the Council on
the approximation of the laws, regulations and adwiristrattve peovisions of the Mlender
States relating to the ieplerne ntation of good clirdeal practice in the conduet of elindeal
trials on medicinal products for human use™®. Tobe taken into account during the
asgessrnent of an application, clindeal frials, condncted outside the Evropean Corarmity,
which relate to redicinal products irde nded o be used in the Enropean C orrnurd fy, shall
ke designed, irple mented and re ported on what good clinical practice and ethical
principles are concerned, on the basiz of principles, which are eqpuivalent to the provisions
of Directive 2001207EC. They shallbe carried out in accordance with the ethical
principles that ave reflected, for exarnple, in the Declaration of Helsindd.

)] Hon-clinical (pharmaco-toxicological) studies shall be carried out in cordorraity with the
provisions related to Good LaboratoryPractice laid down in Council Divectives 11EEEC
ot the harmordsation of regulations and administrative provisions relating to the
application of the principles of good laboratory practice and the verification of their
application for tests in chemdcal substances™ and 82/320/EEC on the inspection and
verification of good laboratory practice {GLEP).

n OrL 121, 1.5.2001, p. 34
7 CTL 15 1711957, p. 29
1 CTL 145 116.1955, p 35
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(1m Ilernber States shall also ensure that all tests on anirnals are conducted it accordance with
Ciourcil Divective 236809 FEC of 24 Noverdber 1986 on the approximation of laws,
regulation and adwinistrative provisions of the MerdberStates regarding the protec ion of
animals for experimental and other seientific purposes.

(11 Inorder to monitor the benefitirisk assessment, aty new information not in the original
application and all pharrraco-sdgilance inforration shall be submmitted 40 the corape tent
authority. After marketing anthorisation hasheen granted, avy change to the data in the
doszier shall be subrratted to the cormpetent authorities in accordance with the requirernents
of Commission Regulations (EC) Mo 10284/2003% and (EC) Mo 10285720023 of the
Corraission or, 1f relevant, in accordance with national provisions, as well as the
reguiternents in Volane 9 of Comraission publication The rules goverring medicinal

products in the Buropean Coreaunity,
Thiz Anrex 1s divided in four different parts:

- Part T describes the application forrnat, the surrary of product charac teristic s, the
labelling, the leaflet and pre s ntation requirerne nte for standard applications (Wbdules 1
to 5.

- Part IT provides derogation for *3pecific applications’, 1.e. well-estadblished medicinal use,
eszentially sirvdlar products, fixed corbinations, similar biological produets, exceptional
circurnstance s and mixed applications (part biblhographic and part own studies).

& See p. 1 of this Official Journal
e See p. 1 of this Official Joumnal
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- Part 1T deals with “Particular application require ments” for biological rmedicinal products
i Plasrria Ivlaster File; Vaccine Artigen Waster File), radio-pharmac enticals, hormeopsathic
medicinal products, hethal e dicinal produc ts and orphan roedicival products.

- Part IV deals with “Sdvanced the raper medicinal prodncts” and conecetns specific
reguiternents for gene therapey medicinal products (usng hurman antologous or allogenesic
systerr, or xenogeneis systerm) and cell therapyrrmedicinal products both of Tarnan or
anitnal origin and xenogeneic transplartation we dicinal produets.

FARTI
STANDARDISED MAREETING AUTHORISATION DOSSIER REQUIREMENTS
1. LIODULE 1. ADRINISTEATIVE INFORIWVA TION
1.1 Tah ke of contents

& comprehe neive table of contents of lodules 1 to 5 of the dossier subinitted for marketing
anthorisation application shall be presentsd.

1.2 Application form

The medicinal product, which is the subject of the application, shall be identified by rarne and natoe
of the active substance(s), together with the pharrnacentical forrn, the route of adrdristration, the
strength and the final presentation, incloding packaging.
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The narme and address of the applicant shall be ghvery, together with the narne and address of the
maroifachire s and the sites tovokee d in the different stages of the arfacture (including the
matfactorey of the finished product and the manufactorer(s) of the active substance(s)), and where
relevant the narae and address of the importer.

The applicant shall ide ntifyrthe type of application and indicate what saraples, if any, are alao
prorided.

Lrmexed to the adrinistratiee data shallbe copies of the mannfac toring authorisation as defined m
Lurticle 40, together with a list of comntries in which authorisation hasheen granted copies of all the

smrnaries of product charac teristics in aceordance with Article 11 as appeoved by Werobe v 5 tates
and a list of countries in which an apgplication has been subritted.

Lz pullived in the application foree, the applicants shall prosdde, inter alia, details of the medic inal
product subject of the application, the legal basis of the application, the proposed marketing
anthorisation holder and raanufac tovels), inforrnation on orphan wedicinal product stats, aeientific
acice and pmediatiie developrent prograrm.

13 Sumamary of prodw t characteristic s, lab elling and package leaflet
131 Sumenaryof product characte ristics

The applicant shall propose a swrarnary of the product characteristics, in ace ordance with Srticls 11
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132 Labelling and package leaflet

& proposed ladbelling tewt for imene diate and onter packaging as well as for the package leaflet shall
be provided. These shallbe in accordance with all mandatory iterns listed in Tille V on the labelling
of medicinal products for baraan use (Article 637 and on package leaflet (Article 597

133 Dlock-upe and specimens

The applicant shall peovide specirnen andfor rock-upe of the imrmediate and outer packaging, labels
and package leaflets for the medicinal product concermed.

134 Surenaries of product characteristics alveady appeorved in the Weraber States

Lymexed to the administratree data of the application forn shall be copies of all the sumrmaties of
product charac teristics in accordanee with Srticles 11 and 21 as approveed by Wernber States, where
applicable and a list of countries in which an application has been subroitted.

14 Information about the experis

Inaccordance with Arficle 1202 experts must provide detailed reports of their obse reations on the
docarrents and particulars which corstitute the marketing authonsation dossier and in particular on
Iibdules 3, 4 and 5 (cherwical, pharrmareutical and biological docurnentation, non-clindcal

docntre rtation and clinical docaree rtation, respectivels). The experts are required to address the
critical points related to the qualityof the medicinal product and of the irsestizations caried out on
aritnals and hornan beings and bring ot all the data relesant for evalnation.
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These reguirements shall be et by providing a gquality overall sarrenary, & non-clinical overslew
(data frorn stodies carried out in animals) and a clinical oeveriew that shall be located in Iibdule 2
of the marketing authorisation application dossier. & declaration sizred by the experts toge ther with
birief inforrmation on the it edueatioral backzround, training and cecupational e xperie nce shall be
presented in Blodule 1. The experts shall have suitable technical or professional gualifications. The
professional relationship of the expert to the applicant shall be dec laved.

1.5 Specific requivements for different types of app lications

Specific requirernetite for differe nt type s of applications are addressed iy Part IT of the present
Snne.

1.4. Environmentil risk assessment

Where applicable, applicatinns for marketing authorisations shall inelude a risk asse ssme nt
orverview evaluating possible risks to the eredrorene nt due to the use andior disposal of the
redicival product and make proposals for appropriate labeling peovisions . Ersdronmental sk
cotnec ted with the release of medicinal products containing or corsisting of GIVIDs (Ceretically
Lbdified Orgzardsms) within the mearing of Article 2 of Directree 2001/15/EC of the European
Parliarnent and of the Counecil of 124 March 2001 on the deliberate releass into the erpironment of
modified organisms and repealing Council Directive 90/220/EEC™ shall be addre ssed.

Informmation pertaining o the ervirorenental visk shall appe ar as an appendi to Modale 1.

55 CTL 1046, 1742001, p. 1
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The inforrmation shall be presented in accordance with the provisions of Directree 20017 15/EC,
taking into account any guidance docuraents b lished by the Corarnission in conne chon with the
inplerne ntation of the said Direc tive

The information shall consist of?

an introduc tion;

- a copy of ang written consent or consents to the deliberate release into the ersaronenent of
the GIID(s) for research and deve lopne nt parposes according to Part B of
Directive 20011E/EC,

- the indormation requested in Arnvexes I to IV of the Directree 2001/13/EC, ine luding
detection and identification rethods as well as anigue code of the GO, plus any
additi onal inforrnation on the GO or the product of relevance to evaluating the

erraronme ntal risk;

- an ervironrnent visk assesswment (ERA) report pre paved onbasis of the infonmation
specified in Annexes IIT and IV of Directrve 20011E/EC and in accordance with Srmex 1

of Directive 2001/112/EC,
a3a72a 5la
ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 517

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

- taking into account the abowe indormation and the ER& | a conclusion which proposes an
appropiate risk managernent strateg vwhich includes, as relesrant o the GO and product
in question, a post-rnatket moritoring plan and the identification of any special particulars
which reed to appear in the Suminaryof Produet Characteristics, labelling and package
leaflet;

- appropriate e asures v order to inforrm the ablic.

& dated siznatore of the author, rdorraation on the anthor's educational, training and cccupational
experience, ahd a staternent of the author's relationship with the applicant, shallbe inclnded.

2 MMODULE 2: SULIVISRIES

Thiz Module aitns to sorenatise the chemical, pharrmacentical and biological data, the non-clinical
data ard the clindcal data presented in Modules 3, 4 and 5 of the dossier for marke ting anthorisation,
and to provide the reportsfoverews described in Arficle 12 of this Direc tie.

Crifical points shall be addre ssed and analysed. Factoal suramaries inelnding tabular forreats shall
be provided. Those reports shall provade cross-references o tabular formats or to the indormation
cottained in the main docweentation presented in Module 3 (chernical, phatmace ufical and
hinlogical docurne ntation), Iiodule 4 (hon-clinical dooaraentation) and Ivbeule 5 (clinical

docurne ntation).
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Inforrnation contaived i Iodule 2 shallbe pressnted in accordance with the format, content and
rrnbering siste m delineated in the Volurae 2 of the Notice fo Applicants. The overviews and
surnaries shall coraplywith the basic principles and requiverie nte as laid down be rewith:

21 Owerall tah ke of ¢ ondends

Ivibdule 2 shall contain a table of contents for the scientific docurae ntation subrotted m hlodules 2
o 5.

22 Inirod w tion

Informmation on the pharrnacological class, rmode of action and proposed clivdeal use of the
medicival product for which a marketing anthorisation is reque sted shall be supplied.

23 Quality overall summary

& veview of the inforrnation related to the chewdeal, pharmacentical and biological data shallbe
prorvided 1n a gqualityoverall sunrmary

Eeyentical parameters and issues related to quality aspects shallbe emphiasized as well as
Justification i cases whetre the relevant guidelines are not followed. This docurment shall folloos the
srope and outline of the conesponding detailed data presented in Iibdule 3.
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2.4 Mon-clinical overview

L integrated and critical assessrnent of the non-clirdcal evaluation of the medicinal product in
anitnalsiin vito shall be requured. Discussion and justification of the testing stratezyand of
deviation from the releseant guide live s shall be included.

Exce pit for biological me dicinal products, an assessrnent of the impurities and de gradation products
shallbe included along with their potential pharmac ological and toxic ological & ffects, The
ioplications of anydifferences in the charality, chernical forr, and gty profile between the
corapound used in the nov-clivical studies and the peoduct 1o be marke ted shall be discnssed.

For biological redicinal products, corparability of material used in non-clinizal stodies, chindcal
studies, and the mwedicinal produet for marketing shall be asse ssed.

Ly niove ] exte Ipde nt shall be the subject of a specific safety assessment.

The characteristics of the medicinal product, as deraonstrated barthe non-clinical studies shall be
defined and the itaplications of the findings for the safetsof the medicinal product for the intended

clinical nse in human shall be discussed.
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2.5 Clinical overvriew

The clinical overview iz intended to peovide a critical analysis of the clindeal data inclnded in the
clirdcal surernary and Module 5. The approach to the clindcal deselopenent of the medicinal produect,
including critical studwdesign, decisions related o and perforrnance of the stadies shallbe
pronaded.

& hrief overview of the clinical findings, incloding ixaportant iraitations as well as an evaluation of
benefits and risks based on the conclusions of the clinical studies shall be prosaded. An
interpretation of the way the efficanvand safetvfindings sapport the proposed dose and target
indications and an evaluation of howr the surwraarsy of product characteristies and othe r approaches
will optirize the benefits and marage the risks 1s requuired.

Efficacyor safe ty issues encountered in developreent and woesobeed ismes shall be explained.
24 Mon-clinical summary

The remults of pharrnacolog sy pharraac o-kine ics and foxicology studie s carried out in aniraalsiin
witro shall be provided as faotual written and tabulated surarnarie s whick shall be presented in the

following order:
- Introduction
- Pharmacology Writter 5 mormary
- Pharmacology Tabulated Surernary
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- FPharmaco-kinetics Written 5 arnary

- Pharrnaco-kinetics Tabulated Surenarsy
- Toxicology Written Surenary

- Toxicology Tabulate d Surenary

27 Clinical Summary

& detailed, factual suwrarvary of the clindeal indormation on the medicina product included i
Ivibdule 5 shall be peovided. This shall include the results of all bio-phariracentics stodies, of
clirdcal pharmacology studies, and of clinical efficac yand safetystodies. & symopsis of the
mdridual studies is required.

Surnivarised chinical inforrmation shallbe presented in the following order:
- Swrrrnary of Bio-phanvaceutics and Associated Analytical Wethods

- Surnrmary of Clirdeal Pharrnacolo g5 tudies

- Surnrmary of Clirdeal Efficacy

- Surernary of Clinieal 5afety

- Synopees of Indradual 5 tudies
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3 LMODULE 3: CHEMICAL, FHARMACEOTICAL AND BIOLOGICAL INFORIVATION
FOR MEDICINAL PRODUCTS CONT ATNING CHEMIC AL ANDIOE BIOLOGIC AT
LCTIVE STUBSTANCES

3l Format and presentation
The general oufline of vlodule 3 is as follows:
- Tahle of contents
- Bodyof data
- Active subsfanee
Grereral Information
- Homernclatore
- Straehoe
- General Properties

Ilarmfactoe

Ivlarafactureis)

Cezcription of Manufactwing Process and Process Controls
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- Control of Mlatenials

- Conbols of Crifical Stepe and Interine diates
- Process Validation and/or Evaluation

- Mlnufacturing Process Developraent
Characterization

- Elucidation of Stacture and other Characte ristics
- Irapurities

Control of &eotive Substance

- Specification

- Analytieal Procedures

- WValidation of Analytical Procedures

- Batch Analyses

Tustification of 5 pecification
Reference Standards or Miaterials

Container Closure Syster
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Stabality
- StabilitySwramary and Conelusions
- Postapproreal Stability Profoec] and 5tability Corarnitoent
- StabilityData
- Finished Medicinal Product
Description and Comgosition of the Ivledicinal Product
FPharmace wtieal Desvelopere nt
- Components of the Iedicinal Product
- bpteve Substance
-  Excipients
- Nkdicinal Product
-  Formulation Developrrent
- Owerages

- Fhusicochemical and Piological Properties

- Llarmfactiing Process Deve loprae nt
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- Container Closure 5ystern
- Llicrobiological Sthdbntes
- Corpatibility
Ilarmfachire
- Il rmfactureis)
- Batch Formula
- Descnpton of Manufacturing Process and Process Controls
- Conbols of Critical Stepe and Interroe diates
-  Process Validation andfor Esaluation
Control of Excipients
- Specifications
- Analytieal Procedures
- WValidation of Analytical Procedures
- Iustification of Specifications

-  Euxcipients of Hurnan or Ariral Crigin

- Howel Excipients
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Control of Finished Iedicina Product
- Specifications)
- Lmalyteal Procedures
- Validahon of Analyhecal Procedures
- Batch Analymes
- Characterisation of Trnpurities
- Justification of 5 pec ification(s)
Beference Standards or Iiaterials
Container Closure 5vetern
Stabality
- StabilitySwrenaryand Conclusion
- Postapproval Stability Protoeol and 5 tsbility Corenitnent
- StabilityData
- Appendices
—  Facilifies and Eyniyenent (Binlogical IvEdicinal Products onlsy)

- Ldventitions Agents SafetyEvaluation

-  Excipients
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32

(1)

()

)

European Conmnunity Addifional Information

—  Process Validation Scherne for the IEdicinal Product
- Nkdical Device

- Certificates) of Suitability

- NEdicinal products containing or using in the rmanafae toving peocess mate nalz of
anitrial andfor kurman origin (TSE procedure)

Literature References
Content: hasic principles and requirements

The cherndcal, pharmacentical and biological data that shall e prosvided shall include for
the active substancels) and for the finished medicinal product all of relevant rdonmation
ot the developenent, the manafacturing process, the characterisation and properties, the
guality control operations and reqpuirere nts, the stability as well ag a deseription of the
cornposiion and presentation of the finished rmedicinal product.

Trwn main sets of information shallbe provided, dealivg with the active substance(z) and
with the finished roedicinal product, respec toee Ly,

Thiz Wbdule shall in addition supplyde tailed information on the starting and raw materals
used during the raanufac hiring operations of the active substance(s) and on the excipients
incorporated in the forvaulation of the finished medicinal product.
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Y A1 the procedures and methods used for manufacturing and controlling the actre
substance and the finished me dicinal product shall be described in sufficient details to
etghle ther o be repeated in control tests, carried out at the request of the corpetent
authority. &1 fest procedures shall correspond to the state of scientfic progress at the tirme
and shall be wvalidated. Results of the validation studies shall be provided. In the case of test
procedures inelnded in the Evnropean Pharrnacopoeia, this description shall be replaced by
the appropriate detailed reference to the monographis) and gene ral chapter(s).

() The monographs of the Burope an Phatmacopoeia shall be applicable to all substances,
pre parations and phatmace utical forms appearing in it [n respect of other substances, each
Llernber State may require observance of its own national pharrac opoeda.

Howrenver, where a material in the Enropean Pharraacopoeia or in the pharracopoeia of a
Llernber State has been prepared by a rae thod liable to leave 1rparities not controlled in
the pharrnacopoeia ronograph, thess mparities and the ir raziroorn tolerance liits muost
ke declared and a suitable test proce dure raust be described. In cases where a specification
contained in a ronograph of the European Phattnacopoeia or in the national
pharmacopoeia of a Iernber State rdzht be insufficient to ensure the quality of the
substance, the cormpetent authorities ray request more appropriate specifications frorm the
matketing authorization holder. The competent anthorities shall inform the anthorities
responsible for the pharrnacopoeia in guestion. The matke ing authorisation holder shall
prowide the authorites of that pharmac opoeia with the details of the alleged nsufficiency
atd the additional spec ifications applied.
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In the case of analyhical procedutes ineloded in the European Pharraeopoeta, this
description shall be replaced in each relevant section bythe appropiate detailed reference
to the monographis) and general chaptexs).

3] In case where starting and raw materials, active substancels) or exciplent(s) are described
neither in the European Phatmmac opoeia not in the pharmacopoeia of a Ivleiober State,
cornpliatce with the rmonograph of a third eourtry pharmacopoeia canbe accepted. In such
cases, the applicant shall submit a copry of the ronograph accorapanied by the validation
of the analytical procedures contaired in the rmonograph and by a translation where

appropriate.

) Whete the actrve stbstance andior a raw and starting material or excipient(s) are the
subject of a monograph of the Earope an Pharrnacopoeia, the applicant can apgly for a
cerificate of smitabilitythat, where granted by the Enropean Divectorate for the CQualityof
Mledicine s, shall be presented in the ®levant section of this Ivibdule. Those certificates of
suitabilityof the monograph of the Furopean Pharracopoeia are deetned o replace the
relesvant data of the comesponding sections deseribed in this Module. The manufacturer
shall gve the assurance in writing to the applicant that the manoficturing process has not
been modified since the granting of the certificate of suitdbilityb ythe European
Directorate for the Quality of Tledic ines.

| For a well-defined active substance, the active substance mannfae torver or the applicant
rnay arrange for the

i1 detailed description of the mavntachiring process,
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1) guality control daing reanofae bore, and
iiny  process wvalidation

to ke supplied in a separate docurent divectly to the compete nt authorities by the
rnaroafac tarer of the actree substance asan Beteee Subetance Iaster File.

In this case, the ranufacturer shall, howeseer, provide the applicant with all of the data,
which rayhe necessaryfor the latter to take responsibility for the medicinal product. The
rnaroafac harer shall condirm in writing fo the applicant that he shall ensure bateh to batch
congisterc yand not modify the ranufae hring peocess or specifications without inforrang
the applicant. Docureents and particulars supporting the application for such a charge shall
be supplied to the competent authorites, these doctnents and parficulars will be also
supplied o the applicant wher the v concen the open part of the active substance master
file.

ey Specific measures concerring the prevention of the transirission of animal spongiform
etcephalopathies (materials fromm noninant orging : at each step of the mannfachring
process, the applicant roust dermonstrate the compliance of the materials used with the Hote
for Guidance on Mlinirdsing the Risk of Transaitting &niroal Sporgiforrm Ernce phalope thy
Lgentsvia Medicinal Products and its updates, prablished by the Corarrdssion in the
Offieial Jornal of the European Urdon. Dernonstration of compliance with the said Hote
for Guidance canbe done by subritting either, preferably a certificate of suitability to the
televant monograph of the Evnropean Phanmacopoeia that has been gravted by the Europear
Directorate for the Quality of Tvledic ines or by the supply of arientific data to substantiate

this cornpliance.
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{10y For adventitions agents, inforrnation assessing the risk with respect o potential
contarnination with adwentiions agents, whether theyrare non-viral or viral, as laid down in
televant guide lines as well as in relevant general monograph and general chapter of the
Ewropean Pharrnacopoeia, shall be provided.

(11} Anyspecial apparatus and equiprment, which mavhbe used at any staze of the
rnaroafac hring process and control operations of the rmedicinal product, shall be deseribed
inaderuate details.

(13 Whete, in accordance with the second subpsaragraph of Article 18] or the second
subparagraph of Srtiele 1(9) of Begulation (E1T) 20170745 of the Europeay Parliarient and
of the Council®®, a product is gove med by this Directisve, the marketing authorization
dossier shall incInde, where availdble, the results of the asse ssrnent of the cordormityof the
device part with the relevant general safety and performance requirerne nte set out in
Armex Tto that Begulation contained i the raanafae turer's BN declaration of conforreatsy or

the relevant certificate issued by a notified bodyallowing the ranafacturer to affic a CE
rnatking to the medical desice .

If the dossier does not include the remults of the condorrdtr assessmment referred fo in the
first mbparagraph and where for the conforraty assesstent of the desrice, if nsed
separately, the rvvobetnent of a notifled bodyris reguired in accordance with Begulation
(ETT 20177745, the anthoritsy shall vecpmive the apgplicant to provdde an opinion on the
conforenity of the dewdce part with the relevant general safe tyrand peformance
reguiternents set out in Arwex I to that Begulation issued by a notitie d body desiznated m
accordance with that Regulation for the type of device in question.

3 Eegulation (E1T) 20170745 of the European Parliarment and of the Couneil of 5 Sypeil 2017
on wedical devices, amending Directiee 200123/EC, Regulation (EC) Mo 17272002 and
Fegulation (EC) Mo 122302009 and repealing Council Directrves 9035 5EEC
and PIMNEEC (DT L 117, 552017, 0. 1)
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321 Acfive subafanca (s

3211 Generalinformationand informationrelated to thestarting

and raw materials

a) Inforrnation on the nomenclature of the active substance shallbe prosaded, imeluding
recorenended Intermational Mon-proprietary Marme (M), Enropean Fharrmacopoeda natoe

if relevrant, chernical naroe(s).

The structural forranla, incloding relatree and abzolute stereo-chemistry, the olecular
forranla, and the relative rolecular mass shall be peovided. For biote chnological medicinal
products if appropeiate, the schematic arming acid sequence and relatiee molecular mass shall
be provedded.

& list shall e provided of physicoc hernical and other relevant properties of the active
substance, including biological actrvity for biological medic nal products.

)] For the parposes of this Suvex, starting materials shall mean all the materials frorm which
the active substance 1s mannfactired or extracted.

Forbiologival medicinal products, starting materials shall mean any substanee of biological
origin such as i ro-organisins, organs and tizsues of either plard or androal ongin, cells or
fluids (inclnding blood or plastra) of haran or avdrmal orging and biotechewological cell
construe ts (cell substrate s, whether the 7 ate recormbinant or not, including prirmaryreells).

a3a72a 532

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 533
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

& hinlogical rmedicival product iz a product, the actme substance of which isa biological
substance . & biological substance is a substance that 15 produced by or extracted from a
biologiral source and that needs for its characte risation and the dete renivation of its qualitya
cotrtbination of physicochernical-biological testing, together with the produe ion process and
itscontrol. The following shall be considered as binlogical e dicinal products:
imrennological medicinal products and e dicinal products deifed frora human blood and
harnan plastea as defined, respectiely in parasraphs (4 and (10} of &Lriecle 1; medicinal
products falling within the scope of Part & of the Arnnex to Begulation (EEC) Mo 2300093,
atkeariced therapyrmedicinal products as defined in Part IV of this Aremes.

Lunyr other substances used for rarufachiring or extracting the active substance (s) bt frorm
which this actre substance iz not directly derived, such as reagents, culture media, foetal calf’
serurn, addifives, and bufters irorolved in clooratography, ete. are known as raw materials,

3212 Manufacturing process of the active substance(s)

a)  The dearription of the active substance manufachiring process represents the
applicant's corrnitroe nt for the marmfactore of the active substance. To ade guately
describe the marnfac iing process and process controls, appropriate it nation as
laid devwn in guidelives publishe d by the S zeney shallbe provaded.
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b All materials needed in order to marmfacture the active substancels) shallbe listed,
dertifying where each raterial is used in the process. Information on the gqualityand
control of these materials shall be provided. Irdonmation deraonstrating that rate rials
meet standards appropeiate for their mtended use shall be provided.

Raw rnaterials shall be listed and the ir quality and corntols shall alsobe docurme nted.

The narne, address, and responsibility of each manufactorer, including contractors, and
each proposed production site or fac ity irsvolved in maroafac taring and festing shall be

proveided.
c)  Forbiclogical medicina products, the following addiional moguirernents shall applsy
The origin and historyof starting mate rials shall be desznbed and docwrnented.

Regarding the specific measures for the prevention of the Transnission of anirnal
Spongiform Encephalopathies, the applicant rust demonstrate that the active substance
coraplies with the Mote for Guidance on Ivfinirmising the Risk of Transraitting Anirnal
Spongiform Ence phalopathy &zents wia Iledicinal Produets and its updates, pablished
brthe Cornission in the Official Jowrnal of the Ewope an Union.

When cell banks are used, the cell characteristics shall be shown to have remained
urichanged at the passage level used for the produc ion and beyond.
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Seed matenals, cell banks, pools of senum or plasma and other materials of biological
origin and, whenewver possible, the materials from which the v are dermred shall be tested
for adventitions age nts.

If the presence of potentallypathoge nic adventiions agents 1s inevitable, the
corresponding material shallbe used ordy when forthe r processing ensures their
elirnination andfor inac treatiorn, and this shallbe walidated.

Whenewver possible, vaccine production shall be based on a szed lot syeterm and on
establishe d cell hanks. Forbacterial and <rival waccines, the charactenstics of the
infections agent shallbe deraonstrated on the seed. In additior, for live vaccine s, the
stability of the attermation charactenistics shall be deronstrated on the seed; if’ fhas proof
iz not sufficient, the attermation c haracteristics shall also be deraonstrated at the

produc ion stage.

For mwedicinal products derived fror horean blood or plasia, the origin and the criteria
and procedure s for collectior, transportation and storage of the starting rnaterial shall be
desrrbed and docwnented in ace ordance with provisions laid dow in Part 1T of this

Anmex.

The marufacturing facilities and equiprment shall be described.
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dl  Tests and acce ptance criteria carried out at every critical step, rdormation on the
guality and control of interraediates and process validation andfor evaluation stodies

shallbe provided as appropriate.

el If the presence of potentiall v pathoge nie adventitions azents is mevitahle, the
correspondent raterdal shall be used only when futher proce ssing e nsure s their
elitnination andior inactivation and this shall be walidated in the section dealing with
viral safety evaluation.

fi & description and discussion of the significant changes made to the raannfae haring
process during deseeloprent andior ranafachiring site of the active substance shall

be proedded.
3213 Characterisationof the active suhatance(s)

Diata highlighting the struetore and other characte risties of the actme sdbstancels) shall be
provdded.

Cordirrnation of the structure of the active substancels)based on arsy phyeic o-chernical

atdior it raano-che rical andior binlogical e thods, as well as infonmation on iraparities

shallbe provided.
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3214 Controlofactivesubhstance(s)

Detailed inforrration on the specifications nsed for routine control of actmve substance(s),
Justification for the chioice of these specifications, methods of analysis and their validation
shallbe provided.

The regults of cortrol carried out on individual batches marnfactired during dewelopraent
shall e presented.

3215 BReference standardsor materials

Reference preparations and standards shall be ide ntifled and described in detail. Where
relesvant, cherrdeal and binlogical referenice material of the Enropean Phariracopoeia shall

be nsed.
32168 Containerandclosure systemofthe active substance

& description of the contaiver and the closure systerns) and their specifications shall be
provedded.

3217 Stabilityof the active substance(s)

a)  The types of studies conducted, protocols used, and the results of the stodies shallbe

s rrarise d

b} Detailed results of the stability stodies, including inforration on the analytical
procedure s used to generate the data and validation of these procedures shall be

presented in an appropriate forrmat
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2] The postauthorsation stability protoeol and stability cornmitinent shall be prosided
322  Firdshed medicinal product

3221 Descriptionand compositionof the finishedmedicinal

product

& description of the finished e dicinal produet and its composition shall be pronaded. The
nforrmation shall mclude the description of the pharmaceutical forr and cormposition with all the
constituents of the finished rnedicinal peoduct, their amonnt on a per-urat basis, the funetion of the

constituents oft
- the actme suhstance(s),

- the constituent(s) of the excipients, whatewer their natare or the gquantity used, including
colmuring matter, preservative s, adjpovants, stabilisers, thickeners, ernlsiflers, flavouring

and aromatic substances, eto.,

- the constituents, intended to be ingested or otheraise admindstered to the patient, of the
outer covering of the medicinal products (hard capeules, soft capsules, rectal capsules,
coated tablets, filrs-coated tablets, efe),

- these particulars shall be sapplerne nted by any relevant data concerning the type of

containet and, where appropiate, its manner of closure, together with details of devices
with which the medicinal product will be used or adrariste red and which will be delivered

with the medicinal product.
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The “usual terminclog v, tobe used in descrbing the constitue nts of medicinal products, shall
meary, nobwithstanding the application of the other provisions in Arbcls B (3) (o)

- in respect of substances which appear in the European Phartnacopoeia or, failing this, in
the national phartaacopoeia of ote of the Mernber States, the main title at the head of the
monograph in gue stion, with reference fo the phavrmacoposia concermed,

- in respect of other substances, the intermational non-propeie tarynaroe (D7) recommended
by the Wiorld Health Crgarisation, or, failing thas, the exact scientific desiznation,
subetances not having an international non-proprle by narae o an exact scientific
designation shall be described by a staterne nt of how and frore what the ywaere prepared,
supplernerted, where appropeiate, by angy other relesant details,

- in respect of colowring matter, designation by the “E7 code assigned to thern in Council
Directive TERMEEC of 12 Decerber 1977 on the approxirnation of the riles of the
Ilernber States conce ming the colowring matters authorised for use in medicinal products®
andior Europe an Parliame nt and Coureil Dive ctive Q426/EC of 30 June 1994 on colours
for use in foodstuffe

Inorder to give the ‘guantitatiee composition” of the active substancels) of the Srdshed medicinal
products, it is nece ssary, depending on the pharrnace utical fore conce med, to specifiy the mass, or
the nreber of units of biological activitsy; either per dosage-unit or per anit of mass or vohune, of

eac b actrre substance.

T CTL 11, 1411975, p. 18
8 CTL 237, 1091994, 0. 13
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Letre mibstances present in the foren of compounds or dermratiees shall be designated
guantitatrrel whiy their total rass, and if necessaryor relevant, by the mass of actove entity or
entities of the molecule.

For medicinal products contaiving an active substance, which is the sibject of an application for
rnatke ing authorization i any e raber State for the first tirne, the quantitattee staternent of an
actrve substance, which isa salt or hydrate shall be systermatically ex presse d in te s of the mass of
the active entityor entities in the molecule. A1 subseguently authorizsed medicinal produets it the
Lk rrber States shall have their quantitative cormposiion stated in the same was for the same actte
substance.

Units of binlogical actmdty shall be used for substances, which cannot be defined roolecular]y
Where av Intemational Unit of biological activity has been defined bythe World Health
Chzanisation, this shall be used. Where no Intermational Tnit has been defined, the urnits of
hiological actrvity shallbe expressed in such a way as to provide unambiguous inforrmation on the
activity of the substances by using where applicable the Enropean Pharrnacopoeia Units.

3222, Pharmacenticaldevelopment

This chapter shall be devoted to nformation on the desvelopraent stodies conducted to establish that
the dosage forre, the forraulation, marufactiing process, container closure syetern, ricrobiological
attributes and nsage mstrucions are appropeiate for the intended use specified in the marketing

anthorisation application dossier.
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The stodies described in this chapter are distinet frorn routine control tests conducted according to

specifications. Critical pararneters of the forranlation and process atbibutes that can influenice batch
reproducibility, medicinal produet pedonnance and edicing peoduct gquality shall be identified
and described. Additonal sopportte data, where appropeiate, shallbe referenced o the relevant
chapters of Wbdule 4 (Mon Clindcal 5tady Reports) and Ivlodule 5 (Clindcal 5tdy Feports) of the
rnatke ting authorisation application dossier.

a)

The compatibility of the active substance with excipients as well as key physicochernical
chararteristics of the active substance that can mfluence the performance of the finished
product or the compathbility of different active substances with each other in the case of
corabination products, shallbe docure rted.

) The choice of excipients, in particular relattee to their respecttve fane tions and
cotcentration shall be docarne nted.
c) & description of the developeaent of the fivdshed product shall be prosdded, taking into
consideration the proposed route of adviristration and usage.
dj Any overages in the forrnulation(s) shall be warranted.
&) Lz far as the plomochermical and biological properfies ave concerned, any parareter
relesvant to the perforrnance of finshed produet shall be addressed and documentszd.
f) The selection and optirusation of the mannfactuing process as well as differences between
the mannfacturing proce ssfes) used to produce prvotal clindcal batches and the process used
for rnannfar horing the proposed findshe d wedicinal product shall be prosdded.
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£ The suitability of the container and closure systern used for the storage, shipping and use of
the finished product shall be docurented. & possible inderaction bebwesn medicinal
product and container maw need to be conside red.

] The mictobiological attribates of the dosage forrm in relation with nov-sterile and sterile
products shall be in accordance with and docarne nded as prescidbed in the European
Pharmacopoeia.

L Inorder to provide appropriate and supportoee information for the labelhing the
cotapatibilityof the findshed produet with reconstitotion diluent(s) or dosage devices shall
ke doeurae nted

3223 Manufacturing process of the finished medicinal product

a) The description of the mannfacturing e thod accormparsing the application for Dlake fing
Suthorsation parsuant fo Arficle B (3) (d), shall be drafted in such a wasras to give an
adeguate synopals of the nature of the operations employed.

For this pnrpose it shall include at least:

- mwention of the warions stages of manufae bore including process contiols and
coresponding acce ptance criterla, so that an assessrent canbe made of whether the
processes ernployed in producing the pharvacentical form might heve produced an

adverse change in the constituents,
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- inthe case of continuous marafacture, full details concerning precautions taken to

ensure the horogereityof the finished product,

- experimental stodies validating the manofae turing process, where a non-standard
trethod of taanufachire iz used or whete it is critical for the product,

- forsterile medicinal products, details of the sterilisation processes andior aseptic
procedure s nsed,

- a detailed bateh forremla.

The narne, addre sz, and responsibility of each rannfactorer, including contractors, and
each proposed produe tion site or fac ility irveolwed in rartae hirivg and testing shall be

prorided,

=) Particulars relating to the product control tests that maybe carried out at an indermmediate
stage of the mannfaching process, with a view to enswring the consiste ney of the
produe tion process shall be included.

These tests are essential for checking the conformity of the medicinal product with the
forranla when, exceptionally, an applicant proposes an analytical method for testing the
firdzhed product which does ot include the assaw of all the actiee substances (or of all the
excipient constituents sdbject to the samwe recuirernents as the active substances).
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The sarne applies where the gquality control of the finished product depends on in-proce s
control tests, particularly if the medicinal product is essentially defined by its method of

e patation.

cl Degeription, docwnentation, and results of the walidation studies for critical steps or critical
aszae used in the manufacturing proce ss shall be prosdded.

3224 Controlofexcipients

a) A1 the matenials needed in order to raaroafac bare the excipient(s) shall be Listed identifsing
where each material is used in the process. Information on the qualityand control of the s
materials shall be peovided. Inforraation demonstrating that mate tials meet standards
appropriate for the i intended use shallbe provdded.

Colowing natter shall, in all cases, satisfythe requirerents of Divec tive s TEI25EEC
andior P436/EC . I addition, colowing matter shall rmeet ity eriteria as laid downoin
Directive 95045 EC, az amended.

L), For each excipient, the specifications and their justifications shallbe detailed. The
atalytical proce dures shall be degcribed and dulvvalidated.
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c) Specific attention shallbe paid to excipients of hurnar or anitnal origin,

Regarding the specific measures for the prevention of the Transrission of aniral
Spongiform Ence phalopathies, the applicant roust dernonstrate also for excipients that the
tnedicinal product iz rmarmfae toved in accordance with the Mofe for Guidance on
Mlirdrdsing the Hisk of Transmitting Snitnal 5 pongiforra Erce phaloga they A gents via
Iledicinal Products and its npdates, published by the Corenission in the Cfficial Journal of
the European UTnion.

Deronstration of corapliance with the afore mentioned Note for Guidarce canbe done by
subrnitting either preferablya certificate of suitability to the relesant monograph on

Transmissible Spongiform Encephalopathies of the Ewropean Pharmacopoeia, or byrthe
supplyof sclentific dats to substantiate this cormplianee.

o} Horvel excipients:

For excipientis) used for the first time in a medicinal peoduct or bya new route of
adruristration, full details of manufacture, characterisation, and controls, with cross
references to supporting safe ty data, both non- clivdeal and clivdeal, shall be provided
according to the acttve substance format previously descrdbe d.

& document containing the detailed chenical, phatmaceutical and biological inforrmation
shall be presented. This information shallbe forrmatted in the sawie order as the chapter
devoted to Sotre Substance(s) of Tlodule 3.
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Inforrnation on novel exeipient(s) mavybe presented as a stand-alone doemrnent following
the forrmat described in the former paragraphs. Where the applicant differs frorm the nowel
excipient marnfac tirer the said stand-alone docwrnent shallbe made availdble to the
applicant for subrrassion to the competent authority.

Additional irdorrmation on toxic ity stodies with the noeeel excipient shall be provided in
Idodule 4 of the dossier.

Clirdcal stodies shall be provided in MWodule 5.
3225 Controlofthe finished medicinal product

For the control of the finished rmedicinal produet, a bateh of & reedicinal product is an
entity which cormprises all the wrdts of a phartnace utical forn which are made from the
sarne initial quantityof rmaterial and have undergone the same series of marnfae tiring
andior sterilisation operations or, in the case of a cordirmons production process, all the
units ranufachired ina given period of time.

Unless thetre i appropeiate justification, the mae i acce ptable desdation in the ac toe
substance content of the finished product shall not exceed £ 5 % at the tirne of
rnaroatac hore,

Dietailed inforrration on the specifications, (1elease and shelf life) justification for theiv
choice, rmethods of analweis and their validation shall be prosaded.
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3228 Beference standardsor materials

Beference preparations and standards nsed for testing of the finished medicinal product
shall be 1dentified and described in detail, if not presiously provade d in the section related
to the active substance .

3227 Containerandclosure of the finished medicinal product

& description of the contairer and the closure systern(s) including the wdentityrof each
irerne diate packazing mwatenal and their specifications shall be peoraded. The specifications
shall inelnde descniption and ide nhification. Hon-pharmacopoeial rmethods (with walidation)
shall be 1ncluded whe re appropeiate.

For non-furictional ounter packaging materials only a brief deseription shall be provided.
For furctional outer packaging materials additional inforrnation shallbe provided.

3228 Stabilityof the finished medicinal product

a) The types of studies conducted, protocols used, and the results of the studies shallbe

surrirnatised;

)] Dietailed results of the stability studies, ine lodivg inforrnation on the analsytical procedure s
used to generate the data and walidation ofthese procedures shall be presented in an
appropriate format; in case of vaceines, inforrmation on earolative stability shall be

provided where appropeiate;

c) The post anthorisation stabilitypeotocol and stabilityeoranitaent shall be provided.
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4 MODULE 4: MOH-CLINICAL EEFORTS
41. The general outline of Module 4 is as follows:
- Table of conte nts
- Stdyrre ports
- FPharmacology

- Prmary Fhanac o-dynarnics

Secondary Pharrnac o-dyhatnics

Safety Fharracology

FPharmaco-dyrarnic Interac ions
- Pharmaco-linedics
- Analytical IWethods and Walidation Beports
- Aheorption
- Distrlbution
- hletabolism
- Excretion
—  Phammaco-kinetic Interactions {non-clinical)

- Cither Pharmaco-kinetic Stadies Interac ions
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- Toxfeclogy
- Simgle-Doge Toxicity
- Repeat-Diose Toxicity Inferactions
- Genotoxicity
- Inwvito
- Invivo (including supporbive toxico-kine ics evalnations) Inte ractions
- Carcinogerdeity
- Long-terr studies
- Short or medinm-term studies
- Dther studies Interactions
- Beproductive and Developrmental Toxicity
—  Fertilityand early embryorde developnent
- Embrm-fetal dewe loprae nt
- Prenatal and postnatal developenent

- Stodies in which the offspring (jimenile animals) ave dosed avdfor forther

evaluated
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—  Local Tolerance Inte ractions
- Ciher Toxeify Shudies

- Lntizenicity

- [mreomo-tocicity

- NMechanistic studies

- Dependence

- NEtsbolites

- Irapmrities

- Other

- Literature references

6367126 550
ANNEX LIFE.5 LIMITE EN

7424/26 ADD 1 551

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

43 Content: bask principles and requirements
Special attention shall be paid fo the following selected elements.

(1) The phararological and toxicological tests moust show:

a)  the potential toxicity of the product and any dangeroms or unde sirable toxic effects
that may occur ander the proposed conditions of use in hornan beings; these should
be evaluated in relation to the pathological condition conce med,

by the pharmacological prope rbes of the product, in both qualitative and quant tative
relationshap to the proposed use in hooran beings. &11 results rwnsthe relishle and of
general applicability, Whe nesret approptiate, mathematical and statistical procedures
shallbe used in desizring the experimental e thods and in evaluating the results.

L& dditionally, it 15 necessaryfor clinicians to be given information about the the rapeutic
and toxicological potential of the product.

2 Forbiological raedicinal products such as irenunological medicinal products and
tnedicinal products derived frorm huraan blood or plastaa, the regquirernents of this Iiodule
rnay have to be adapted for indridual produe ts; the refore the festing program camied out

shall be justified by the applicant.
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)

{4

Inestablishing the testing prograrn, the following shall be taken indo consideration:

all tests requiring repeated adravistrabion of the produet shallbe designed fo take account
of the posaible induction of, and interfere noe by anfibodies;

exatrination of reproducttve fune tiory, of erabryoifoetal axd peri-natal toxicity, of
mntagenic potertial and of carcinogerde potertial shall be considered. Whe re constitnents
other than the active substance(s) are incriwdnated walidation of their rerrval may replace
the stady.

The toxieologyand phartraco-line ics of an exciplent used for the firvst tizoe in the
pharmaceutical fleld shallbe rrestigated.

Whete there i a possibility of significant de gradation during storage of the medicinal
product, the toxicology of degradation products must be conside red.
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421, Pharmacology
Pharrnacology studsy shall follow tevo distinet lives of appeoach.

—  Firstly, the actions relating to the proposed therapentic use shall be adeguate Ly
irvestigated and described. Where possible, meognised and walidate d assays, hoth in
vIvo and in vitro, shallbe used. Mowvel experimental tec hnigues rustbe described in
such detail az to allow thern to be reproduced. The results shallbe expressed in
guantitatrve terms using, for exarmple, dose-effect cwrves, trne-effect curves, et
Wherever possible, comparisons shall be rade with data elating to a substance oy
substanees with a sirdlar therapentic action.

- Secondly the applicant shall ivevestigate the potential uwndesivable phartaaco -dynarde
effects of the substance on physiological functions. These investizations shall be
performned at exposures in the anticipated the rapeutic range and abosee. The
experimental techrigues, unless the v are standard procedures, mustbe descrbed in
such detail az to allow therm tobe reproduced, and the irsestizator mnst establish
their walidity, &ny suspe cted modification of responses resulting from repeated
adrnivdstration of the substance shallbe irvestigated.
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For the pharmaco-dymaraic medicinal product interactiorn, tests on cormbinations of ac e
substances maybe prorapted either by pharrnacological premises or by indications of
therapeutic effect. In the first case, the phanvaco-dynardc stady shall dernonstrate those
interactions, which right rmake the cormbination ofwalus in thempeutic use. In the seeond
case, where sciertific justification for the corbination is sought fheongh the rapeutic
experirnentation, the irvvestigation shall deterrnine whe ther the effecte expected from the
cornbination can be dernonstrated in anitnals, and the rnportance of any collateral effects
shall at least be irprestigated.

4233, Pharmaco-kanefics

FPharmaco-kinetics means the stody of the fate of the active substance, and its metabolites,
within the organisre, and covers the study of the absorption, distribation, metabolisn (hio-

tranaformation) and exeretion of the se mhstances.

The stadsy of these differe nt phases mayhbe carvied mainlyby means of phesical, chernical
ot posshlyhybiological methods, and byobseration of the achial pharvaco-dymataie
actvityof the substance itself.

Inforrnation on distribuation and elitaination shall be necessary in all cases where such data
ate indispe nsable to dete nruine the dosage for hrnans, and in respect of che mo-the rapeatic
substances (antibiotics, et ) and substances whose use depends on their non-pharrnaco-
dymardc effects (e.g. nurne rous diagnostic agents, efe.).
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Inwitro studies also canbe carried out with the advantage of using huroan material for
cornparison with ardmal roaterial (e, protein binding, metdbolisr, dmg-drg inferaction).

Pharmaco-kinetic ireestization of all pharrnacologicallyvactve substances is necessary. In
the case of new corbinations of known substances, which have been e stizated in
accordance with the provisions of this Directive, phattoac o-line e studies may nothe
reguired, if the tozicity tests and therapeutic ex peritnentation justifsy their ordssion.

The pharrraco-kinetic program shallbe design to allow coraperizon and extrapolation

be tareen aniroal and horoan.
423 Toxeclogy
al  Single-dose toxicity

& singzle-dose foxicity test shall mean a qualitattee and quantitatvee studs of the foxic
rear tions, which may result frorn a single adraindstration of the active substarnce or
substanees contained in the medicinal product, in the proporions and
phiysico-chernical state in which they are present in the actual product.

The single-dosge toxieity test rmoust be caried out in accordance with the relesant

guidelires prblished by the Lgency.
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k) Bepeat-dose toxicity

Bepeated dosze toxicity tests ave mtended to reveal anvphimiological andfor
anatorno-pathological changes mdue ed by repeate d adend rastration of the actee
mihatanee or cotrhination of active substance s under exarnination, and to determine
honar these changes are related o dosage.

Grenerally, it iz desirvable that two tests be performed: one short term, lasting bao to
four weeks, the other long-term. The duration of the latter shall depend on the
conditions of clinical use. Its prorpose iz to desorbe pofential adverse effects to whach
atterdion should be paid in clivical stadies. The duration is defived in the relesant
guidelires pblished by the Lgency.

c)  Geno-toxicity

The purposes of the study of roatagenic and clastogenic potential is to reveal the
changes which a substance rmatveause in the genetic rmaterial of indisadnals or cells.
Ibatagenic substance s may present a hazard to health since exposare o a mutagen
catries the risk of inducing gerra-line rwutation, with the posstbility of inhe rited
disorders, and the risk of somatic mutations including those leading to cancer. These
studies are obligatory for anynew substance.
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dl  Carcino-genicity
Tests fo reveal carcimogenic effects shall nonmallybe regmred:

1. These studies shall be performed for anvyredicina product whose expected
clinical use iz for a prolonged peniod of a patierd's life, either contirmonsly or

repe atedly in an nterradttent manmner.

2. These studies are recorarmended for some medicinal products if there is
concert ghout their carcinogerde potential, ez frorm product of the same class
ot sirnilar structare, or fromw evidence in repeated dose toxicitystodies.

3. Stodies with uneqpuivocally geno-fozric cornpounds are not needed, as theyware
presurned o be trans-species carcinogens, irplyving a hazard to harnans, IF
such a medicinal peoduct is e nded to be aderirdstere d cheoric ally to hamans
a chronie stud vrnaybe necessary to detect early tumorigenic e fiects,

&) Reproductive and developrae ntal toxic ity

Iirvestigation of possible npaitinent of male or female reproductive funetion as well

as harmful effects on progeny shall be perforrned by appropriate tests.

These tests corprise studies of effect on adult male or fernale reproductie fune tion,
stuchies of the toxic and teratogeric effects at all stazes of developrrent from

conce phon to s xmal matarity as well as latendt e ffects, when the roedicimal product
under irrrestization has been adradristered to the female duing pregnancy.
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Crmission of these tests rustbe adecuatelyjustified.

Lepending on the indicated use of the medicinal product, additional stodies
addressing developnent when adrairdste ring the medicinal product of the offspring

tnavhe warranted.

Erebryolfoetal toxicity studies shall normallybe conducted on two maramalian
species, ohe of which shall be other thav a rodent. Peri- and postratal studies shall be
conducted in at least one species. If the me tabolism of a medicinal product in
particular species iz kown to be siveilar to that in man, it isdesivable fo inclode this
species. It iz also desirable that one of the species is the sare asin the repeated dose
toxicitystudies.

The state of scientific knowledge at the tirme wher the application 1z lodged shall be
taker into account when deterzaning the stud wdesizn.

fi Loecal folerance

The purpose of loeal tolerance studies 15 fo ascerfain whether medicinal products
(both active substances and exciplents) are tolerated at sites in the hody, which mary
corne info contact with the medicinal product as a result of its adwinisteation m
chinical use. The festing strate gy shall be such that ary rmechanical effects of
adrnivdstration or puarel v phiysico-chetaieal actions of the product can be
distinguished frorm toxieological or pharmaco-dynarmic ones.
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Local tolerance testing shall be condue ted with the preparation being desveloped for
hornar use, usirg the wehicle andior excipients in freating the control groupls).
Positive controls/reference substance s shallbe included where necessary.

The design of local tolerance tests (choice of species, duration, frequenc yand route
of adrwd nistration, doses) will depend upon the problem to be nestgated and the
proposed conditions of adwdnistration in clivdeal use. Resersthility of local lesions
shallbe perforraed where relesant.

Studies in anitnals canbe substituted byrwalidate d invito tests provided that the test
results are of corparable guality and usefulness for the parpose of safe v evaluation.

For chemicals applied fo the skin (e.g. derrnal, rectal, waginal) the sensifising
potertial shallbe evaluated in at least one of the fest systerns cwrrentl v avvailable (the
guinea pig assay or the local Ivtaph node assas).

3. MODUOLE 5: CLIMICAL STULY REPORTS
a2l Format and Presentation
The gereral outline of Wbdule 5 iz as follows:

—  Table of contents for clinical stad yre ports

- Tabular listing of all clinical stodies
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- Chnical study reports

—  Reporis of Bio-pharmaceufical Sudies
- Bio-availability Study Beports
- Comparatrve Bio-availdbilify and Bio-equnealence 5tudy Beports
- Inwvitto — Invivo Conelation Stody Feport
- PFeports of Bio-analytical and &nalytical Ivethods

- Reporis of Sudies Perfinent io Pharmaco-lnelic s Using Hurman Bio-maferials
- TPlasma Profein Binding Study R eports
—  Beports of Hepatic Metabolistn and Interaction 5tudies
—  Beports of Studies Using Other Hurnan Bio-reaterials Wethods
- Reports of Hunan Pharmmaco-kinetic Stodies

- Healihy subjects Pharmaco-linelics and hifial Tolerabiliy Sudp Reporés
-  Patient Pharroac o-kinetic s and Initial Tolersbility Stody Reports
- Intringic Factor Pharrnaco-kinetics Study Beports
- Extrinsic Factor Pharrnaco-kinetics 5tody Reports

- Population Phanwaco-kinetics 5 tudy Beports Ivlethods
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- Reporis of Hmman Pharmaco-dynarge Sudies

-  HealthySubject Phannaco-dynaraic and Pharrmaco-kireticsPharmaco-
dypiarnic Study Beports

—  Patient Pharrvac o-dymarnic and Pharioaco-kinetics/Pharaco-dwa e
Studies S tudy Feports Ilethods

- Reporis of Efficacy and Sifefy Studies

-  StudyBeports of Controlled Clinical 5todies Pertinent to the Clairmed
Indication

- StudyBeports of Uncontrolled Clinical 5 tidies

—  Beyports of Avalyees of Data fiom Ivlore than Ore Studyrincluding any
formal ivde grated analyses, e ta-analvees and budging analyees

—  Other Study Reports Methods

- Reporis of Posi-markefing Experience

- Literature references Ivlethods
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52 Content: bask principles and requirements
Special attenbion shallbe paid to the following selected elements.

a)  The clinical particulars to be provided parsnant to Beticles 2 (3) (1) and 10 (1) st
ehable a sufficiently well-fournded and scientificallyealid opindon o be forned as to
whe ther the medicinal product satisfles the criteria goverming the granting of a
tnatke ting anthorisation. Consegue nily, an essential requirerne nt is that the results of
all clinical trials should be coraronmicated, hoth favonrable and andasonrahle .

by Clirdeal tials rmst alwaysbe prece ded by adeguate pharrmacolo gical and
toxicological tests, carried out on anirnals in accordance with the requirererts of
Lbdule 4 of this Arvex. The ivvestigator st acouaint hivase I with the cone lusions
drawn from the pharmacological and toxicological stadies and henee the applicant
st provide hiro at least with the irsrestizator's brochure, corsisting of all the
relevant information known prior to the onset of a clindcal tial including cherical,
phatmacentical and biological data, toxicclogical, phattvaco -kinetic and pharvaco-
dyriataic data in animals and the results of earlier clivdcal trials, with adequate data to
Justifyrthe nature, scale and duration of the proposed trial; the corgplete
phatmacological and toxicological reports shall be provided on reguest. For mate rials
of Toarvan o animal origity, all svailable means shall be erplowed to ensure safety
from transmission of infec tious agents prior to the corene neetnent of the tial
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c)  Ivhrketing anthorisation holders must awange for essential clivdeal tial docurwents
(including case report forms) other than subject’s medical files, to be kept by the
owners of the data:

- forat least 15 wears after corapletion or discontivoation of the trial,

- orforat least two wears after the granting of the last rnarketing authorsation in
the European Corarooard ty atd when there are no perding or conteraplated
matketing applications in the European Corarmarity,

—  orforat least two years after forrmal discortination of clirdeal deseloprnent of
the irrvestigational product.

Subject's redical files should be retained in accordanee with applicable legislation
and iv accordance with the rmaitaan period of tirne perraitted by the hospital
mnstitubion or prrvate practics .

The docurnents car he retaived for a longer period, however, if reqpuive d by the
applicable regulatoryre quirernents or by agreerme nt with the sponsor. It is the
responsibility of the sponsor to irdorn the hospital, institotion or practice as to when
theze docurments no longer need to be retained.
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The sponsor or other owner of the data shall retain all other docurnentation
pertaindng to the trial as long as the product 1s authozised. This docurmentation shall
include: the protocol ineInding the rationale, ohbjectires and statistical design and
tethodology of the tial, with conditions under which it is performed and managed,
and details of the e stigatioral product, the reference medicinal product andlor the
placebo used; standard operating procedures; all written opirdons on the profocol and
procedures; the irvestizator's brochure | cass report forrns on each trial subject; final
report; audit certificate(s), if available. The final report shallbe re tained Ty the
sponsor of subsecuent owner, for five wears after the medicinal product is no longer
authorised.

In addition for trials conducted within the European Cornrmuanity; the marketing
anthorisation holder shall rake ary addifional arangernents for archiving of
docurae ntation in accordance with the provisions of Directive 2001200EC and
irplerne nting detailed guidelines.

Anyoharge of ownership of the data shall be docurmented.

L] data and docwrnents shall e made available if recuested by re levant anthorities.

a3a72a Sad

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 565
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

dl  The particlars of each clirdeal trial raust contain sufficient detail to allowan
ohijectrve judzernent to be rade:

- the profocol, meluding the rationale, objectives and statistical design and
tne thodolog srof the tial with conditions nrder which it is pe rforoed and
managed, and details of the e stizational medicimal produet wsed

—  andit certificate(s), if available

—  the listof ovestizator(s), and each ivove stizator shall give his naroe, address,
appoirte nts, qualifications and clindeal duties, state where the trial was
cartied out and asseroble the informmation in respect of each patient
individually, ineluding case report forrns on each trial subject

- final report signed by the tnestizator and for wolti-centre trials, byrall the
Itrvestizators or the co-ordinating (prineipel) reestizator.

el The parficulars of clinical trials re ferred to dbove shallbe forwarded fo the corape tent
anthorities. Howeseer, in agreement with the cormpete rd authorities, the applicant raay
orait part of this inforrmation. Corople te docwoentation shallbe peovided forthaith

oL reduest.
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The irrvestigator shall, in hds conclusions on the experitnental evidence, express an
opirdon on the safety of the product under norral conditions of use, its tolerance, its
efficacy and any useful information relating to indications and contra-indica ions,
dosage and average duration of treatme nt as well as any special precauntions o be
taker during treatent and the clindcal swaptoros of over dosaze. In reporting the
tesults of a rmoulti-centre stody, the principal irsrestiga oy shall, in iz conclusions,
express an opinion on the safe ty and efficacy of the restigational medicinal product
onbehalf of all centres.

fi  The clinical chesrvations shall be surnmarised for each trial indicating:
17 the roober and sex of subjects treated;

41 the selection and age-distrbution of the groups of pate nts being irsestigated
and the corparatire tests;

31 the moaber of patents withdrawn prernatorely from the trialsand the reasons

for such withdrawal,
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whete controlled trials were carved ont under the ahose conditions, whether
the control groug:

- recelved no teatment

recelved a placebo

- recelved another medicinal product of knosn effect

- recelved treatment other than theraper nsing e dicinal peoduc ts
the frecpuene v of obse rved adve ree reactions,

details concerning patients who mayhe at inereased risk, e.g. elderlypeople,
childrer, women during presnaney or e nstruation, or whos: physiological or
pathological condiion requires special conside ration,

parameters or evaluation criteria of efficacyand the results in terms of these
parameters;

a statistical evaluation of the ®elts when this is called for by the design of the
trials and the variable factors invobed.
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gl Irnaddition, the treestizator shall alwaye indicate his observations on
17 anysigns of habituation, addiction or diffic ultyin weanng patents from the
e dicinal product,
4} argyirderactions that have besn obsered with other e dicinal products
adrnirdstered conc ordtantl v,
31 the criterla deterrining exelusion of certain patients fiom the tials;

4y anydeaths which ocowred during the trial or within the follow-up perind.

ki Parbieulars concerring a new corbination of redicinal substanees must be identical
to those required for new medicinal products and st substantiate the safety and

efficacy of the combination.

1) Total or partial omission of data must be explained. Should nnexpected results ooy
drirg the course of the tials, further pre clindcal toxicological and phatmae ological
tests rmstbe undertaken and reviered.

17 Ifthe medicinal product is intende d for long-te 1o adrdrnistration, particulars shall be
given of any raodification of the pharmacological artion following repeated
adrrd nistration, as well as the establishonent of long-term dosage.

a3a72a it

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 569
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

521, Reporis qf bip-pharmaceuiic s studies

Bio-awvailability studsy reports, cormparatie bio-aatlability, bio-egumealence study reports,
reports on invitro and in oo corelation study, and bic-analsteal and analyhcal rmethods
shallbe provided.

In additior, an assessrnent of bio-availability shall be undertaken whetre nece ssary to
de rnonstrate bio-ecquialence for the medicinal products veferved to in Srticle 10 (13 (a).

5232 Reporis of studies periinent fo pharmaco-Finefics uang human bio-maierials

For the parposes of this Surex, human bio-mmaterials shall mwean any profeins, cells, tissues
and related materials de red from horman sources that are used insdtro or ex woo 1o assess

pharmac o-kinetics properties of drig substatces.

In this respect, reports of plasma protein binding studsy;, hepatic retdbolism and actoe
substance interac ion studies and studies nsing other hutean bio-roaterials shallbe
provdded.

523 Reports of human pharmaco-linefic studies

a)  The following phartnaco-kivetic chararteristics shall be described:

- ghsorption (rate and extent),

- distrihution,
-  metabolism,
- excrebon.
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Clirdcally sigrificant features including the replication of the kine tic dats for the
dosage regimen especially for patients at risk, and differe noes between man and
anitrial species used in the pee clinical studies, shall e descrbed.

In addition to standard mulliple-saraple pharwaco -kinetics stdies, population
phatmaco-kine tics analvees based on sparse sarapling during clinical stadies can also
address questions about the contibutions of intrnsic and extinsic factors to the
vatighility it the dose- phatmaco-kinetics response relationship. Reports of
phatmaco-kine tic and initial tolerability studies 1n healthy subjects and in patients,
reports of phatrnaco-kinetic stodies to assess effects of intinsic and extrinsic factors,
and reports of population pharaco-kinetic studie s shall be prosdded.

by If the medicinal product is noroally o be adrdnistered coreorod taztly with othey
tedicinal products, parficulars shall be gren of joint administration tests performed
to dereonstrate possible modification of the phatmacological action.

Fharaco-kinetic interactions be hareen the actie substance and other roedicimal
products or substances shall be irvestigated.

524, Reporis qf human pharmaco-dynanic sfudies

a)  The pharmaco-dynatede action correlated to the e fficacy shall be demonstrated
including:
- the dose-response relationship and its titne corse,

- justification for the dosage and conditions of adwminstration,

- the mode of action, if possible .
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The pharrmac o-dynaraic action not related to efficas yshall be descrbed.

The dermonstration of phatmaco dymarne effects v horman beings shall not in itself
be sufficient to justifyeonclusions regarding anypsaricular potential therapeutic
effect.

by If the medicinal product is nornally to be adedristered concorod taztly with othey
tnedicinal peoducts, particulars shall be given of joint adrainistration tests performed
to dereonstrate possible modification of the pharmacological action.

Fharmac o-dyrarnde interae ions between the acttve substance and other me dic inal
products or substances shall be irvestizated.

525 Reporis qf efficacy and sqfely sfudies

5251 5tndy Reportsof Controlled Clinical Studies Pertinent to

the Claimed indication

In general, clinical frials shall be done as “controlled clivdcal trials” if possible, randorised
atd az appropriate versus placebo and versus an established medicinal product of peoven
therapeutic walue ; anyother design shallbe justified. The treatrnent of the control

groups will vary frorn case to case and also will depend on ethical considerations and
therapeutic area; thus it maty in some nstanices, be roore pertinent to corapare the efficacy
of & new medicinal peoduct with that of an established medicinag product of proven
therapeutic walue rather than with the effect of a placebo.
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(1) hs far as possible, and particulatlyin tials where the effect of the product carmot be
ohijec trve Iy e asared, steps shiallbe taken to awoid bias, including me thods of
randordsation and blinding.

(21 The protoeol of the trial woust include a thorough description of the statistical
tnethods to be ernployed, the rorabe r and reasons for e lusion of patients {ineluding
caloulations of the power of the tral), the level of sigraficance to be nsed and a
description of the statistical unit. I asures taker to avoid bias, partenlarly methods
of randormization, shall be docwnented. Inclusion of a large nureber of subjectsina
trial rmst not be regarded as an adeguate substitute for a propetly controlled tial.

The zafety data shall be reviewed taling into account guidelines pablished by the
Corraission, with parficular atte nfion to events resulting in changes of dose or need for
corcornitant redication, serions adverse events, events remulting in withdrawal, and
deaths. Aroy patierds or patient grouge at increased risk shallbe identified and partioular
attenbion paid to potentially-ulnerable patie nts who maybe present in small nurabers, e,
childre n, preghart wormen, frail eldetly people with marked dhnormalitie s of metabolism
ot excretion ete. The irgplication of the safety evaluation for the possible uses of the

medicinal product shall be descrfbed.
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5352 5tundyreports of uncontrolled clinical studies reports of ana

524

527

lysesofdata from more than one studyand otherclinical st

ndyreports
These reports shall be provided.
Reporés of post-markefing experience

If the medicina product is alread yauthorsed in thard countries, information shall be given
in respect of adverse reactions of the redicinal product coneermed and rmedicinal products
containing the satne active substance(s), in relation to the wsage rates it possible.

Ciase repords forms and mdividual patient Hstings

When subritte d in accordance with the relevant Guideline prblishe dbyrthe Sgency case
rejort forras and indradual patient data listings shallbe provided and presented in the
sarne order ag the clindcal studyre ports and inde xed by sty
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PLRTII
SPECIFIC MAREKETING AUTHORISATION DOSEIER S AND REQUIREMENTS

Sorne mwedicinal products present specific features which are mach that all the recpuive ments of the
rnatke ing authorization application dossier as laid down in Part [ of this Snmez need 1o be adapted.
To take account of these particular situations, an appropriate and adapded presentation of the dossier
shallbe followed byapplic ants.

1. WELL-ESTABLISHED MEDICIM AT, TISE

For medicinal products the active substance(s) of which hasthawve a “well-established
medicinal nse” as referred to Artiele 1001)a)(i), with recogrased effican yand an
acce ptable lewvel of safety, the following specific mles shall apply

The applicant shall submit Iodules 1, 2 and 3 as described in part I of this Arnrex .

For Modules 4 and 5, a detailed scientific bibliography shall address not-clinieal and
clirical characterishes.

The following specific niles shall apply i order to dermonstrate the well-established
raedicinal nm:

a)  Factors which hawe to be taken into account in order to establish a well-establishe d

tnedicinal nse of constitnents of medicinal products are:

—  the titne ower which a substance has heen nsed,
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- guantitatiee aspects of the use of the sbstance,

- the degree of sclentific ivderestin the use of the substance (reflected i the
published seientific literature) and

- the coherence of scientific assessments.

There fore diffe rent periods of tirne maybe necessary for establishing well-
established use of diffe rent substances. In anycass, howeser, the period of time
reguired for establishing a well established medicinal use of a constitne ut of &
medicinal peoduct raust notbe less than one decade from the fivst systematic and
docaree nted use of that substance as a redicinal product in the Coraroard by,

by The docwnentation submmitted by the applicant should cover all aspects of the safety
andioy efficacy assesanent and roust include or e fer 1o a veview of the relesant
literature, taking into account pre- and post-marketing studies and poblished
arientific hiterature concerming experiance in the form of epide miclogical studies and
in particular of cornparative e pidermiological studies. A1 docwrnentation, both
freourable and unfasourable, st be corranicated. With respect to the provisions
on “well-established medicinal nse’ it is in particnlar necessary to clarifythat
‘bibliographic reference’ to other source s of evidence (post marketing studies,
epide rinlogical stadies, ete.) and not just data related to tests and trals mayserve as
avalid proof of safety and efficacwof a product if an a pplication explans and
Justifies the use of these sources of information satisfactorily.
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£

d)

&)

Particular atte nhion rmust be paid to anyinissing information and justification moust be
grver why dernonstration of an acceptable lewel of safk ty andfor efficacy can be
supported althongh some stodies are lacking.

The non-clinical andfor clinical oeetviews raust explain the relevance of any data
submitted which concern a product different from the product intended for
marketing. & judzement rmustbe made whether the prodnet studied can be
considered az sivilar to the product, for which application for a markefing
anthorization hasbeen made in spite of the existing differences.

Post-marketing experience with other products containing the sarae constitnents is of
particular iraportatce and applicants showld put a special emphasis on this issue.

2 ESSENTIALLY SIMILAR MEDICIMNAL PRODTCTS

a)

b

Spplications based upon Srticle 10017 (a) (1) (e sperntally sitnilar products) shall
contain the data deserbed in Wodules 1, 2 and 3 of Part [ of this Anmex provided the
applicant has been granted the consent of the holder of the orginal marketing
authorisation to cross refer to the content of his Modules 4 and 5.

Lpplications based upon Srhicle 1071 (a) (111) (essentially siralay products 1e.
generics) shall contain the data described in Ivibdules 1, 2 and 3 of Part T of this
Lnnex together with data showing bio-awvailability and bio-e guivalence with the
original medicinal product prosdded the latter is not a binlogical e dicinal product
(mee Part 11, 4 Sirilar biological medicinal peoducts).
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For these products the nor-clindcaliclinical overviews/surnmaries shall particularly
focus on the following elerments:

- the grounds for elaiming essential sirilarity,

- asumenary of nparities present inbatches of the achive substance(s) as well as
those of the finished medicinal product (and where relevant decorposition
products arsing during storage) as proposed for use in the product to Te
matketed together with an evaluation of these impaurites,

- anevalnation of the bio-egqurralence studies or a justification whyrstodies were
not peronned with respect o the guideling on ‘Investization of Bio-
availabilify and Bio-equivalence’,

- anupdate of pablished literature relewant to the substance and the present
application. It mavhe acceptable for articles in “peet review” jomrnals to be
annotated for this porpose,

-  everyclaiin in the suramary of product characterisics not known from or
inferred from the properties of the medicinal product andior ite the rapentic
gronp should be discussed in the non clinicalielinical overvie wslfsurarnarie s and
substantiated by published 1iterature andfor additional studies.

- fapplicable, additional data i order to demmonstrate evidenee on the
equivalene of safe ty and e fficacy properties of diffe rent salts, esters or
derivatives of an authorizsed active sbstance should be provide d by the
applicant when he clairns essenbial sitnilarity.
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LDOITION AL DATA RECUIRED IM SPECIFIC STTUATICHS

Where the active substance of an essenfallysirailar medicinal product contaims the sarae
therapeutic roletyas the origimal authorised product associated with a different saltfester
cotaple xfderivative evidence that there is no change in the phamaco-kinetics of the
molety, pharmaco-dyrarnies andlor in toxicity which could change the safetidefficacy
profile shall be dermonstrated. Should this notbe the case, this association shallbe

considered asa newr actte substance.

Whetre a medicina] produet iz intended for a different therapeutic use or preserted ina
different phanmacentical form or to be adwministe red by difte rent routes or in diffe rent
doses or with a different posology, the results of appropeiate toxicological and
phatrnarological tests andior of clivical frials shall be provdded.

SIMILAR BIOLOGICAL MEDICINAL PRODOCTS

The provvisions of &rficle 1001 )a) (i) maynot be sufficient in the case of biclogical
tedicinal products. If the information required in the case of essentially sitrilar produe ts
izenerics) does not permmit the dernorstration of the similar nabore of two biological
medicinal products, additional data, in perticular, the toxicological and clinical profile shall

be provided.

When abiological medicingl product az defined in Part I, paragraph 3.2 of this Anmex,
which refers fo an original me dicinal product having been granted a marketing
authorisation in the Comrurdty;, is submitted for a marketing authorisation by an
independe nt applicant after the expiryof data protection period, the following approach
shall be applied.
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- Information to be supplied shall not be limited to Modules 1, 2 and 3
(pharrnacentical, cherncal and biological data), supplemented with bio-equbralence
and bin-availabilitydata. The type and arnount of addiional data {1.e. foxicological
and othet non-clivdcal and appeopeiate clirdeal data) shall be determnined ona cass: by
case basis in accordance with relevant scientific guidelines.

- Dme to the drersity of biological medicinal products, the need for ide nbfied stodies
foreseer in Wbdules 4 and 5, shall be required by the corape ternt authority, taking
into account the specific characte ristic of each mdradual medicinal produact.

The general principles tobe applied are addressed in a guidelive taking into accont the
chatacteristics of the concerred biological me dicinal product published by the Azency. In
cage the originallyauthorised roedicival product has more than one indication, the efficary
and safetyof the medicinal product clatraed to be siralar has to be justified or, if
necessary, dernonstrated s parately for each of the clairned indications.

5. FIZED CORLBIMATION MEDICIMAL PRODICTS

Applications based wpon Srticle 10 (1) (b) shall relate to new rnedicinal pioducts rnade of
at least two actove substances not previously anthorised as a fixed combination roedic inal
product.

For those applications a full dossier (Ivlodules 1 4o 57 shall be provided for the fixed
corbination medicinal peoduct. Where applicable, information regarding the
rnaroafac haring sites and the adventiions agents, safety evaluation shall be prosided.
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f. DOCUMENTATION FOR. APPLICATIONS IN EXCEPTIONAL CIRCUNETANCES

Whery, as provided for i Brficle 22, the applicant can showr that he 1z unable to prosade
cornprehe naive data on the efficac yvarnd safetyunder noroal conditions of use, because:

- the indications for which the product in gquestion is intended are encountered a0
rately that the applicant cannot reasonablybe expected to provide compre hersove
evidence, or

- inthe present state of scientific knowledze, comprehersme indommation cannat he
prosaded, or

- itwould ke cortrary to generally accepted pranciples of medical ethics to collect such
inforrnation,

matketing authorisation mavyhe granted subject to cerfain specific obligations.

These chlizations ray include the following:

- the applicant shall complete an identified progravame of studie s within a tiree period
specified by the corape tent authonty, the results of wlhich shall forrm the basis of'a
reazzesgnent of the bene fit'risk profile,

- the medicinal product in guestion masybe supplied on medical prescription ondy and
tnay in cettain cagses be administered onlyunder strict medical supe rvision, possibly
iha hospital and in the case of'a radio -pharvacentical, byran authoriszed person,
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- the package leaflet and axymedical inforration shall drawe the atte ntion of the
medical practiioner to the fact that the particulars available conceming the redicinal
product in question are as yet nade quate in cerfain specified respects.

7. MIZED MARKETING AUTHORISATION APPLICATIONS

Llived roatke ting-authorisation applications shall mean rnarke ting -anthorisation
application dossiers where Wbdule 4 andfor 5 consists of a cotrbination of reports of
lirnited non-clivdcal andior clindcal studies carried outby the applicant and of
hibliographical references. &1 other Ivlodule (s) are in accordance with the structure
deseribed in Part T of this Annex . The corapetent anthorityshall acce pt the proposs d forrat
presented bythe applicant on a case by cass basis,
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FARTIII
PARTICULAR MEDICINAL PR ODUCTS

Thiz Part laye down specific reguire ments related fo the nature of ide nbfied medicinal paoducts.

13. BIOLOGICAL MEDICINAL PRODUCTS
1.1. Plasma-derired medicinal product

For e dicinal produc ts derdve d fromm oarnan blood or plastoa and by derogation fror the
provisions of Ivlodule 3, the dossier requiternents rmentioned in Information related to the
starting and raw materials’, for starting raterials made of harnan bloodfplasma maybe
teplaced by a Plasrna Ilaster File certified in accordance with this Part.

al Principles
For the purposes of this Linmex:

—  Plasma IWhster File shall mean a stand-alone documentation, which is separate
from the dossier for arketing anthorsation which provides all relevant
detailed information on the characteristics of the entive hurran plasins used as a
starting roaterial andfor a raw material for the ranutae tore of subfinteroediate
fractions, constituents of the excipient and active substance(s), which are part
of e dicival products or medical devices referred to in Divective 20000 T0EC
of the European Parliarnent and of the Couneil of 16 Nosweraber 2000 are nding
Couneil Divective 93/42/EC as regards raedical devices incorporating stable

derivatives of human blood or hurean plasma.

55' Of L 313, 13122000, p. 22
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—  Eseryeentre or establishone nt for frac iora fon/ processing of harnan plastma
shall prepare and keep updated the set of detailed relevant inforrmation re ferred
to in the Plastaa Ilaster File.

—  The Plasma Ilaster File shallbe submitied to the Szency or to the corapetent
anthorityb ythe applicant for a marketing authorisation or the holder of the
marketing authorisation. Where the applicant for 4 marketing authorisation or
the marke ting anthorisation holder diffe rs frora the holder of the Flastna hlaster
File, the Plastia Ivlaster File shall be made available to the applicant or
marketing authorisation holder for subraission to the cornpetent authority In
ary cage, the applicant or matke ting authorisation holder shall take
responsibility for the e dicinal produet.

—  The compe tent authority that iz evaluating the rarketing anthorsation shall
avrait for the Ageney to issue the cerificate before deciding on the application.

- Anyrarke ting authorisation dossier contairing a hrnan plasma-derived
constituent shall refer to the Flasma Ivkster File coresponding to the plasma

nsed as a starting frawr material.
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b Content

In arcordance with the pronvisions of Srticle 109, as amended by

Dhirectrve 2002/92/EC, which refers to the requirerents for donors and the testing of
dorations, the Plasma Whster File shall include inforrmation on the plasima used as
starfing frawr material, in particular:

(1) Plasmma orgin

1) inforreation on centres or establishrents in which hloodiplasta
collection 1z carried out, ineludirg inspection and apgecsal, and
epiderninlogical data onblood transmissible infections.

(i) inforreation on centres or establishrents i which testing of donations
and plasrna pools 1s carried out, including ingpection and approseal status,

(1) selectionfexclusion criteria for bloodiplasma dotiors.

() systern in place which enables the path taken by each donation to be
traced from the bloodflasima collection estab lishrre nt through to

firdshed products and vice versa.
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(2)  Plasma gqualityand safety
1) compliance with Enropean Phavnacopoeia Idonographs.

(i) testing ofbloodfiplastna donations and pools for indketions agents,
incloding indormation on test rethods and, in the case of plasna pools,
validation data on the tests used.

(i) techmical characteristics of bags for blood and plastoa collechorn,
incloding information on anticoagulants solutions used.

(7)) condiions of storage and transport of plasna.
W) procedures for anyimventoryhold andior quarantine period.
i) characterisation of the plasma pool.

{31 System in place between the plastna-dertved e dicinal produc t manufacturer
andfor plastna fractionatorfpeocessor on the one hand, and bloodiplasina
collecion and testing certres or establishenents on the other hand, which
defines the condiions of theirinteraction and their agreed specifications.
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In additior, the Flasraa Master File shall pronade a list of the medicinal products for
which the Plasroa Mlaster File isvvalid, whether the medicinal products have been
granted a marketing authorizsation or are in the process of being granted such an
anthorisation, including medicinal products referred to n Arhicl: 2 of

Dhirectrve 20010200EC of the European Patliaraent and of the Couneil relating to the
irplerne ntation of good clinical practice in the conduet of clivdeal tials on medicinal

products for hutean use.
cl  Ewaluationand Certification

- Formedicival products not yet anthorsed, the marketing anthorisation
applicant shall subenit a full dossier to a corapetent anthorty, which shall be
accornpanied bya separate Plastia Dlaster File where one does not alve ady

exist.

—  The Plasma Ilaster File is subject to a scientific and technical evaluation
catried out by the Azency. & posittve evaluation shall result in a certificate of
cornpliance with Correanity legislation for the Flasma Master File, which
shall be accompanied byrthe evaluation report. The cerificate ismed shall

apply thronghout the Corarmurdtsy
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—  The Flastna hlaster File shall be updated and re-certified on an aremal basis.

- Changes subsequently introduced to the terias of & Plasima Ilaster File must
followr evvalua tion procedure laid dowr by Corminission Regulation
{EC) No 5420955 conce ming the examination of variations to the terms of a
matketing authorization falling withan the scope of Couneil regulation
(EEC) Mo 230093 of 22 July 1993 laying down Coraremrd by proce duves for the
authorsation and supervision of medicival produets for barnan and ve terinary
use atd establishing a Enropean Agencyior the Esvaluation of Tiedicinal
Products®™ . Conditions for the assessment of thess changes are laid down by
Fegulation (EC) Mo 108552003,

- Lgasecond stepto the provisions in the fivst, second, third and fourth indents,
the cornpe tent anthority that will grant or has gravded the marketing
anthorisation shall take into account the certification, re-certification or
variation of the Plasma Waster File on the concermed medicinal product(s).

- Byderogation from the prowvisions of the second indent of the present point
revaluation and certification), where a Plasrna Master File corresponds only to
blood! plasrna-derve d rae dicinal products the rmarketing authorization of whick
iz restricted to a single Ieraber State, the scientific and technical evaluation of
the said Flasma Mkster File shallbe carrvied outh sy the national corapete nt
anthorityof that Ileraber State.

i CTL 55, 1131995, p. 15
£l CTL214 2421993 p. 1
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1.2 Yaccines

Forwvaccines for harnan use and byrderogation from the prosasions of Moduale 3 on “Aetre
substance(s)’, the following recuirerns nis when based on the use of a Waccine Antizen
Llaster File systern shall apply.

The marketing authorisation application dossier of a vaceine other than oman irdluenza
vaccine, shall be reguired to include 2 Waccine Sntizen Ilaster File for everyvaccine
antizen that is an actvee substance of this saccine.

al Principles
For the parposes of this SAnnex:

- Vaceine &ntigen Master File shall mean a stand-alone part of the marketing
anthorisation application dossier for a waccine, which contains all relesant
inforrnation of binlogical, pharrnacentical and chetnical natore conceming each
of the artive substances, which ave part of this medicinal product. The stand-
alone part ravhe corenon fo one or more monosale it andlor corabined
vaccine s prese hted byrthe sarae applicant or marke fing authorisation holder.

- Asaccine may contain one or several distinetvaccine antigens. There are as

tnanyactlve substancels) as vaccine antigen(s) present in a vaccine,

- & combined waccine contains at least tao distinectwaccine antigens aimed at

preverting a sngle or several infections diseases.
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- & monovalent vaccine s avaceine, which confains one vaccine anfigen airmed

at preventing a single infections diszase.
b Content

The Waccine Sntizen Ivlaster File shall contain the following mformation extracted
from the relevant part (Active substance ) of Ivibdule 5 on “Chaality Data” as
delineated in Part I of this Armex:

&etree Substance

1. Gereral Inforrnation, incloding corapliance with the relevant raonographiz) of
the European Pharrmaeopoeia.

2. Inforraation on the marnfacture of the acttve substance: this heading raust
covet the mannfac toring process, information on the starting and raw materials,
specific measures on TS Es and adventiions agents safetw evaluation and
facilities and ecuipeaent.

3. Characterisation of the active substance

4. Quality control of the active substance

5. Heference standard and raterials

B, Confainer and closure systern of the active substance

7. Stability of the active substance .
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)l Ewalunationand Certification

- Fornowelwaccines, whick contain a novel waceine anfiger, the applicant shall
subrdt to a corpetert authority a full rnarke fing -authorisation application
dossier including all the Waccine Sntigen Wlaster Files corresponding fo each
sirgle waccine antizen that is part of the novel swaccine whers no master file
alreadsrexists for the single vaccine antigen. & soienbfic and technizal
evaluation of each Waccine Snfigen Iaster File shall be carried oot by the
Agency A posibive evaluation shall result in a certificate of corapliance to the
Europear legislation for each Waccine Sntigen Master File, which shall he
accormpanied bythe evaluation report. The certificate shall apply throughout
the Cornreanity.

- The prowvisions of the first indent shall also applyto everywaccine, which
conslsts of a novel eorabination of waccine antigens, rtespective of whether or
not one or rore of these vaccine antigens are part of vaccines already

anthorized in the Corarrurity

- Changesto the content of a Vaccine Antigen MWaster File for avaccine
anthorized in the Corarmmityshall be subject to a seientific and technical
evaluation carried ot by the Agencyin accordance with the proce dure laid
down in Corraission Fegulation (EC) Mo 10852003, In the case of a positive
evvaluation the &geneyshall issue a certificate of cormpliance with Corarnuritsy
legislation for the Waccine Antizen Master File, The certificate issued shall

apply thronghout the Corrannity:
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B derogation from the provisions of the fist, second and third indents of the
present point (evaluation and certification), where a Vaccine Sntizen Mlaster
File corresponds only to a vaccine whick iz the subject of a marketing
anthorisation which has not beenfwill not ke granted according to a
Coraroardty proc edure, and, provided the authonsed vaccine includes vac cine
antizens which have not been evaluated fhrough a Coraronmity proce dure, the
scientific and technical evaluation of the said Waccine Lntizen IMaster File and
its subgecuent changes, shall be carried outboy the national corape tent anthorty
that has granted the marketing anthorisation.

Lza second step to the provisions in the fivst, second, third and fourth indents,
the corpetent authority that will grant or has granted the marketing
anthorisation shall take into account the certification, re-certification or
variation of the Vaccine Lntigen Ilaster File on the concerned medicinal
product(s).
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21

BADIC PHARMACEUTICALS AND FRECTTRSORS

Radio-p harmaceutic ak

For the prposes of this chapter, applications based npon Srticles 6 (2 and 9 shall provide
a full dossier in which the following specific details shall be included:

Module 3

a)

In the context of a radio-phanmacentical kat, which 1z to be radio-labeDed after supply
by the rnanufac torer, the antive substance is considered to be that part of the
forrolation which is intended o carry orbind the radic-naclide. The deseription of
the marmfac taring raethod of radio-phatmace utical kits shall include details of the
marmfactore of the kitand details of its recorene nded final processing to produce the
tadinactive rnedicinal product. The necessaryspecificaions of the radio-ruelide shall
be described in accordance, where relevant, with the general monograph or specific
monographs of the European Pharrnacopoeia. In addition, anycorapounds essential
for the radin-labelling shall be described. The strocture of the radin-labelled
corrpotd shall also be described.

For radin-nuclides, the nuclear reactions irsaolseed shall be disenssed.

Ina generator, both rmother and danghter radio-rnclides shallbe considered as active
substances.
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k)

d}

&)

z)

hy

Details of the natore of the radio-roclide, the identityof the 1sotope, hikelsy
irprities, the carrier, the use and the specific actrvityshallbe provided.

Starting materials include irradiation target materals,

Corsiderations on chericaliradioche raieal purity and its relafionship to bio-
distribartion shall be prosided.

Badio-rmclide pority; radiocheraical parity and specific actiity shall be described.

For generators, details on the testing for rnother and danghter radic -ruclides are
required. For generator-eluates, fests for mother radio-nuclide s and for other
constituents of the gererator syster shall be peoseided.

The reguirernent to express the content of acttve substances in terrns of the mass of
acttve entities shall only apply to radio-pharmace utical kits. For radio-rouclides,
tadinactivity shall be expressed in Becguerels ata given date and, if necessary tivae
with reference to fitne zone. The type of radiation shall be indicated.

For kite, the specifications of the finished product shall inelude tests on performance
of products after radio-labelling . SAppropriate controls on radiochetnical and radio-
ruchidic puarity of the radio-labelled corapound shallbe included. Bny raatedal
essential for radic-labe ling shallbe identified and assaved.

Information on stability shallbe given for radio-mmelide generators, radio-nuclide kits
and radic-labelled products. The stabilityduring use of radio-pharrnacenticals i
tolti-dose vials shall be docurnented.
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Module ¢

It iz appeeciated that toxricity mawhe associated with & radiation dose. In diagnosis, thisiza
consequence of #e use of mdio-phartnaceuticals; in therapey, it is the property desired. The
evaluation of safe tyrand e fficacy of radio-phartnaceuticals shall, there fove, address
reguiternents for e dicirnal products and radiation dosite try aspects. Organftissue
exposure to radiation shall be documented. &bsorbed radiation dose estirmates shallbe
caleulated according to a specified, intermationallyre cognised systewn by a particular ronte
of adrministration.

Modufe 3

The results of clivdcal tials shallbe provided where applicable otherwise justified in the

clirical overviews.
22 Eadio-pharmacentic al precursors for radio-labelling purposes

In the specific case of a radio-pharrnace utic al precursor intended solely for radio -labe ling
parposes, the primary chjectie shallbe to present information which would address the
possible consecuences of poot radio-labeling effciency or in vivo dissociation of the
radio-labeled conjugate, 1.e. questions related to the effects produced in the patient byrfree
radio-nuelide. In addition, it is also necessaryto present relesant information relating to
ocoupational hazards, ie. radiation exposare to hospital staff and to the ersrironme nt.

In particular, the following information where applicable shallbe provided:
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Module 3

The provisions of Ivlodule 3 shall apply to the registration of radio-pharrac entical
precursors as define above (indents a) to 1)), where applicable.

Module ¢

Concerning single dose and repeat dose toxicityy the results of studies camed out in
conforrmity with the provisions related to good ldboratory practice 1aid dowrn in Couneil
Directives EVIEEEC and 82/320/EEC shall be provide d, urless othersise justified.

Llatagenicitystodies on the radio-rclide ave not considered to be nseful in this particular

Case.

Inforrmation relating to the cherdeal toxicityand disposition of the relevant ‘cold” nuclide
shall be pre se nted.

Module 3

Clirdeal inforrmation gene rated frorn clinical studies nang on the precursor its: I 1s not
considered to be relewant in the specific case of a radio-pharraceutical prec ursor inte nded
sole Iy for radio-ldbe ling parpose s,

Howrenrer, infornation detnonstrating the clindcal ntilityof the radio-pharrmace utical
precurzor when attached to relesant carrier molecules shallbe presented.
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3 HOWECPATHIC MEDICINAL PRODUCTS

This section s ts out specifie provisions on the application of Wbdules 3 and 4 to
horneopathae medicingl products as defined in Srticle 1050

Module 3

The provisions of Iodule 3 shall apply to the docarnents submmitted in accordatce with
Lrticle 15 in the siraplified registration of horne opathic medicinal products referred o in
Article 14017 as well as to the docwwents for authonzation of other hore opathie e dicinal
products referred to in Artiele 16(1) with the following rmodifications.

al  Terminolog v

The Lativ narne of the hormeopathic stock described in the marketing authorization
application dossier rust be in accordance with the Latin title of the European
Fharracopoeda or, i ahsence thereof, by an official pharraacopoeis of a Ilerber
State . Where relevant the traditional natee(s) nsed in each Ik rber State shallbe

promaded.
by Control of starting materials

The particulars and docwrmenits on the starting materials, ie. all of the materials used
meludirg raw raterials and inte rraediates up to the final dilution 4o be incorporated
into the finished medicinal product, accorapaniying the application shall he

supplerns nted byaddiional data on the horneopathic stock.
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The gereral gquality requirerne nts shall apply to all of the starting and raw materals
as well as interrnediate stepe of the rarufactwing process up to the final dilution fo
be incorporated into the firdshed e dicinal product. If possihle, an assawis required
i toxic components are present and if the gquality cannotbe contolled on final
dilution to be incorporated becanse of the high dilation degree. Everystep of the
trarufactoring process fror the starting rateriale up o the final dilntion to be
meorporated into the findshed medicinal product raustbe fully described.

In case dilotions are tsrolved, these dilution steps should be done in accordance with
the homeopathde rmarafachring methods laid down i the relesant monograph of the

European Fharmac opoela or, in gbsence the reof, by an official phanmaropoeia of a
I mber State.

c)  Contol tests on the finished e dicinal product

The general guality reguirerne nts shall apply to the hormeopathic firished e dirinal
products, aryexeeption needs to be dulyjustfied by the applicant.

Identification and assayof all the toxicologicall yrelevant constituents shall e
carried out. If it can be justified that an ide ntification andior an assay on all the
toxicologic ally relevant constituents is not possible & .g. due to their dilution in the
firdshed medicinal product the gqualityshall be demonstrated by coraple te walidation
of the rarafae toring and dilubon process.
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di  Stabilitytests

The stability of the finished medicinal product woustbe de monstrated. 5 tabilityrdats
frorn the hormeopathic stocks are generally tanstferable to diluhons'iiturations
obtained thereof. If no identification or assay of the active substance is possible due
to the degree of dilutior, stability data of the phanmaceutical form mayhe
considered.

Module ¢

The provisions of Iodule 4 shall apply to the simplified registration of horaeopsathic
medicingl products referred to in Srticle 14010 with the following specifications.

Anymsang mforation rstbe justified, ez, justification st be goeen whey
de rnonstration of an acce ptable lewel of safe ty can be supported althongh some stodie s are
lacking.

4. HERBAL MEDICIMAT FRODUCTS

Lpplications for hetbal e dicinal products shall proside a filll dossier in which the
following specific details shall be included.

Ilodule 3

The provisions of Ivlodule 3, including corapliance with monographis) of the Emropean
Pharmacopoeis, shall apply to the authorisation of hetbal redicinal peoducts. The state of
seientific knowledge at the tire when the application is lodged shallbe taken into account.
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The following aspects specifie to hetbal medicinal products shall be conside red:
11" Herbhal substances and herbal preparations

For the parpogzes of this Srrex the errns hethal substances and preparations” shall
be corside red equivvale nt to the terms “herbal drugs and herbal drg preparations”, as
defined in the Europear Pharinac opoeia.

With respect to the nomenclature of the hetbal substance, the binomial scienbfic
taree of plant (zenns, species, variety and author), and che motspe (where
applicable), the parts of the plants, the defiration of the hetbal substance, the other
pare s (synonyos e ntoned i other Phanmacopoeias) and the laboratorsy code shall

b provided.

With respect to the nomwetclature of the herbal preparation, the binorial scientific
narre of plant (zerns, species, wariety and author), and che motspe (where
applicable), the parts of the plants, the defiration of the herbal preparation, the ratio
of the hetbal substance to the hetbal preparation, the extrac ion solwerd(s), the other
harre s (synonyns e ntoned in other Phanmacopoeias) and the laboratory code shall

be proeided.

To docureent the section of the struchire for hetbal subatance (5) and herbal
prepatation(s) where applicable, the phisical form, the description of the constituents
with known therapeutic activity or markers (rmiole cular forrula, relative molecular
nass, structoral forreala, ineluding relattee and dbsolute stereo-chemisty, the
mmolecular forla, and the relatie molecnlar mass) as well as other constite nts)

shall be provided.
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To docureent the section on the manufactarer of the herbal subatance, the name,
address, and responsibility of each supplier, including contractors, and each proposed
gite or facility irseobved in productonfcollec tinn and testing of the herbal substance
shallbe provided, where appropriate.

To domuraent the section on the manufactorer of the herbal preparation, the name,
address, and respornsibility of each mannfae turer, including contractors, and each
propossd mannfactiring site or feilityirmeobred in marnfachiring and testing of the
hethal preparation shallbe proeaded, where appropeiate.

With respect to the description of marufacturing process and process controls for the
hethal substance, information shall be provided to adecuately describe the plant
production and plant collection, including the geographical source of the medicinal
plant and enlireation, harvesting, drying and storage conditions.

With respect to the description of marnfacturing process and process controls for the
hethal preparation, information shall be prerided 1o adequately desz be the
manufacturing process of the he thal pre paration, including description of the
processing, sobvents and reage nts, purification stages and stavdardization.
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With respect to the marnfactoring process deselopment, a brie f samaryde serbing
the dewveloprrent of the herbal substancels) and herbal preparations) where
applicable shall e provided, taking into consideration the proposed route of

adrrd nistration and wsage . Results comgparing the phodo-chemical cornposiion of the
hetbal substance(s) and bethal pre parationds) where applicable nsed in supporting
biblicgraphic data and the herbal sabetance(s) and hethal preparations), where
applicable, contained as actre substancels) i the hetbal medicinal produet applied
for shallbe diseussed, where appropriate.

With respect to the elucidation of the structure and other charactenstics of the hathal
substance, information on the botanical, macroscopical, microscopical, phito-
chemical characterization, and biological activityif nece ssaryy shall be provrided.

With respect to the elncidation of the stochire and other characteristics of the hethal
preparation, information on the pheto- and physicoche mical characterisation, and
biological actvity if necessary, shall be provided.

The specifications for the hethal substarce(s) and herbal preparations) where
applicable shall be prowvided.

The analwtical proce dures used for testing the hethal substances) and herbal
preparations) where applicable shallbe provaded.
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With respect to the validation of anal yhical procedures, analytical validation
inforreation, including experitaental data for the analytical procedure s used for
testing the herbal substance(s) and herbal preparation(s) where applicable shallbe
promaded.

With respect to batch analyses, description of batches and results of bateh analyses
for the hethal substance(s) and herbal preparation(s) where applicable shallbe
provided, including those for pharmacopoeial substarces.

Tustification for the specifications of the herbal mbstance(s) and herbal
prepatations) where applicable shallbe prosdded.

Information on the reference standards or refere nee wate rals used for testing of the
hethal substance(s) and ke thal pre parations) where applicable shall be prosdded.

Whete the hetbal substance or the herbal preparation 1s the subject of a ronograph,
the applicart can apply for a certificate of suitability that was grarted by the
European Directorate for the Chalityof Iedicines.

(27 Herbal Medicinal Products

With respect to the forranlation deseelo praent, a brie f sorarvary descrbing the
desreloprrent of the hethal medicinal produet shonld be provided, taking into
consideration the proposed route of aderdrdstration and usage . Besults cormparing the
plovto-che rical composition of the products used in supporting bibliographic data
and the herbal medicinal product applied for shall be discussed, where appropriate.
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3.

ORFHAN WEDICTMAL PRODUCTS

In the case of an orphan medicina] produet i the mearans of Regulation

(ECY Mo 14172000, general provisions of Part I1-6 (exceptional ciremnstances) can
be applied. The applicant shall then justifyrin the non-clindcal and clinde al sureen avies
the reasons for which it 1s not posaible to provide the complete inforimation and shall
proade a justification of the benefitiisk balanee for the orphan me dicinal prodact

conce rhed.

When an applicant for an marketing anthorisation for an orphan roedicinal prodoct
irrvokes the provisions of Srticle 10 (10(a)(ii) and PartII-1 of this Annex (well-
established rne dicinal use), the systematic and docwrnented use of the concerned
substance can refer — as way of derogation — to the use of that substance in
accordance with the provisions of Arbele 5 of this Directive.
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PART IV
ADVANCED THERAPY MEDICINAL PRODUCTS
1. INTRODUICTION

Iularke ting authorisation applications for advanced therapey nedicinal products, as de fined
in point (a) of Article 201) of Begulation (EC) Mo 139472007, shall follow the format
reguirernents (Modules 1, 2, 3, 4and 5) described in Part I of this Srne

The techrdeal reguirernents fior Idodules 3, 4 and 5 forbiological medicinal products, as
deseribed in Part T of thiz Anmex, shall apply. The specific requiverents for advanced
therapyrnedicinal products described in sections 3, 4 and 5 of this part explain how the
reguiternents in Part [ applyto advanced the rapy medicinal products. In additior, where
appropriate and taking into account the specificities of advarice d the ragry re dicinal
produc ts, additional requirernents hawe been st

Die to the specific natore of advanced the raper medicinal products, a risk-based approach
maybe applied to deterreane the extent of qualitsy non-clinical and clinical data 4o be
included in the marke ting anthorisation application, inace ordance with the scientific
guidelines relating to the gquality, safetvand efficacyof medicmal products referred to in
point 4 of the ‘Tntroduction and gereral principles’

a3a72a ald

ANNEX LIFE 5 LIMITE EN
7424126 ADD 1 605
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

The nisk analysis mayeover the entire deseeloprent. Bisk factors that rmavhe considered
inclnde : the origin of the cells (autologous, allogensic, xenogeneic), the abilityto
proliferate andfor diffe rentiate and to indtiate an irnroune response, the level of cell
rardprlatior, the corbination of cells with bicactse molecules or struchiral materials, the
mature of the gene therapey medicinal products, the extent of replication corapete nce of
virnses or ricro-organisims used invivo, the level of integration of rucleie acids sequences
ot genes into the genoe, the lorg e fune fonality, the nsk of oncogenieityand the
taode of administration or use.

Belewvant arailable non-clivdcal and clirdeal data or expenience with other, rlated adranced
therapymedicinal products may also be considered in the risk analwis.

Lunyr deviation frorn the recuive ments of this Avwex shall be seiertifically justified in
Llodule 2 of the application dossier. The risk analyeis deacnbed shove, when applied, shall
also be included and described in Ilodule 2. In thas case, the tne thodolo gy followed, the
mature of the identified rsks and the implications of the risk based approach for the
developrnent and evaluation program shall be discussed and any deviations from the
reguiternents of this Armex resulting from the rsk analyeis shall be described.
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2 DEFIMITIONS

For the parposes of this Suve, inaddifion to the definitions laid down in Regulation (EC)
Ho 139472007, the defindtions st ot in sections 2.1 and 2.2 shall apply.

2.1 Gene therap y medic inal product

Grere therapy redicinal product rmeans a biological medicinal prodoct which has the
following characteristics:

{a) it contains an actrve substance which contains or consists of a recombinant neleic

acid nsed in or adeindstered to hurnan beings with a view to regulating, repsiring,
replacing, addirg or deleting a geretic sequence ;

(bl its therapentic, prophilactic or diagnostic effect velates divectly to the recorebinant
rucleic acid sequence it cortains, or to the product of gene tic expression of this

e fuence .

Gere therapy redicinal products shall not include vaccines against infections diseases.
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23 Somatic cell therap ¥ medic inal product

Somatic cell the raper medicinal product means a biological medicinal panduct which has
the following characteristics:

EY, containg or consists of cells or tissues that have been subject to substantial
rnanipulation so that binlogical characte ristics, physiological funs tons or stuctural
properties relevant for the intended clinical nee hasee been altered, or of cells or
tizsnes that are not intended to be used for the same essential fimetinns) in the
recipient and the donor,

by is presented as having properties for, or is used in or admirdstered o haroan beings
with a view to treating, preventing or diagnosing a disease through the
phatrnacological, nroanological or metabolic action of its cells or fssues.

For the parposes of point (a), the manipalations listed in Somex I o Regulation
(ECY Ho 139472007, in particulat, shall nothe eonsidered as substanbal manipulations.
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3 SFECIFIC EEQUIREWENTS REGARDING MWMODULE 3
3l Specific requivements for all advanced therap y medicinal p roducts

& description of the traceability systern that the marketing authorization holder interds to
establish and mairtain o ensure that the individual produet and its starbng and raw
tnaterials, including all substances coring into contact with the cells or tissues it may
cortair, car be traced throngh the soureing, marnfachuing, packagive, storage, tanspor
and deliveryto the hospital, institation or prrvate practice where the product is used, shall
be provided.

The traceability systern shall be corple rentarsy to, and corapatible with, the e quirerents
establishe d in Divec tive 2004/23/EC of the European Parliament and of the Council®?, as
regards hurnan cells and tissues other than blood cells, and Directre 2002098/EC, as
regards harnan blood cells.

33 Specific requiremends for gene therap ¥y medic inal produe is

321 Ifroduction: finished product, acfive substance and stariing materials

& O L 102, 742004, p. 42
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3211 Gene therapy medicinal produet containing recombinant racleic acid sequence(s) or

genetically modified microorganisials) or virs(es)

The finished medicinal product shall consist of rmeleic acid seguence(s) or genetically
rnodified raic roorzanistals) or virs(es) forranlated i their final ixowediate container for
the intended rredical use. The firdshed medicinal product rmavhe corbined with a e dical
dewvice or actrve irnplantdble medical desice.

The actrve substance shall consist of e leic acid sequencels) or genstically modified

rnicroorganistals) o vins(es).
3212 Gene therapy medicinal product containing genetically modified cells

The finished medicinal peoduct shall consist of gene icallymodified cells formualated in the
final irorre diate contaiver for the intended roedical use . The fivdshed e dicinal product
rnaybe cormbined with a redical devdce or actove itogplantable medical device.

The active substance shall congist of cells genetically modified barone of the peoducts
descrbed in sechion 3.2.1.1 aboe.

3213 Inthe case of products consisting of vituses or wiral vectors, the starting mate rials shall be
the comporents frorm which the viral vector is obtained, ie. the master virmsvector seed or
the plasnids nwsed to transfect the packaging cells and the master cell bank of the

packaging cell line.
BIET26 Ao
ANNEX LIFE.5 LIMITE EN
7424/26 ADD 1 610

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

3214 Inthe case of products consisting of plasrdds, nor-viral vectors and genetically modified
microorganisals) other than virses or viral vectors, the starfing materials shall be the
coraponents used to genetate the producing cell, 1.e. the plasmad, the hostbacteria and the
master cell hank of recorabinant rmicrobial cells.

3215, Inthe case of gereticallyrnodified cells, the starting mate rials shall be the comporents
used to ohtain the genetically modified cells, 1.6, the staring raterals to produce the
vector, the wector and the hurman or animal cells. The prineiples of good marnfachiving
practice shall apply from the bank systern nsed to produce the vector onwards.

3220 Svecific requirements

Inaddifion to the requirernents set outin sections 3.2.1 and 322 of Part [ of this Lumex,
the following recpuire retits shall applsy

ra)  inforreation shallbe provided on all the starting raterials used for the marufactore
of the active substanee, including the products necessary for the genetic modification
of Toarvan or animal cells and, as apgplicable, subse quent culture and preservation of
the genetically modified cells, taking into consideration the possible shsence of

parification steps;

by for products containing a rmicroorganisn or a virns, dats on the genetic modification,
seuence avalysis, attermation of virule nee, tropisin for specific tisses and cell
types, cell cyele deperdence of the rdcroorganisin or virns, pathogenieity and
chatacte ristics of the parental strain shall be provided;
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oy process-related ixnparities and product-related impoarities shallbe described in the
relevant sections of the dossier, and in parficalar replication cormpete it virs

contarrinants if the vector is designed to be replication ncorpete nt,

() for plasmids, gquantification of the different plastaid forms shallbe unde raken
throughont the shelf life of the product;

(el for genetically modifled cells, the characteristics of the cells before and after the
genetic rmodification, as well asbefore and after any subsecue nt free zinsistorage
procedure s, shall be tested.

For gene ticall v rodified cells, in addiion to the specific requirerients for gene
therapwrinedicinal peoducts, the quality recmirere tte for sornatic cell therapey rwedicinal
produc ts and tissue engineered products (see section 3.3) shall apply.

33 Specific requiremends for somatic cell therap y medicinal products and tissue
engineered products

331 Ifroducfion: finished product, aofive substance and stariing materials

The finished mmedicinal product shall consist of the active substance forroulated in its
iraree diate container for the interded redical use, and in its final combination for
cotabing d advanc ed the raper roe dicinal products.

The actrve substance shall be coraposed of the engiveered cells andior izmes.
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Additional substances (& 2. seaftolds, matrices, devices, biormatenals, biomoleeules andfor
other corponents) which are corabired with marn palated cells of which they form an
integral part shallbe considered as starfing materials, even if not of biological orgin.

Llaterials nsed during the manufactore of the active substancs (e.z. cultre media, growth
factors) and that are not inderded to form part of the acttee substance shall be considered as

ravr mate Hals.
332 Specific requirerments

Inaddition o the requirernents set outin sections 3.2.1 and 322 of Part [ of this Annex,
the following recpuire retits shall apply

3321, Starting materials

ta)  Sumrnaryinforration shall be provided on donation, procurernert and testing of the
boarnan tisse and cells used as starting raterials and made in accordance with
DChirective 2004 23EC. If non-healthy cells or issues (e.g. cancer tissue) are used as
starfing rnaterials, their use shallbe justified.

by Ifallogeneic eell populations are being pooled, the pooling strategies and meamires
to ensure traceabilityshall be descrbed.

ey The potertial warability introduced fheongh the boraan or andinal tissues and cells
shallbe addressed as part of the walidation of the marmfaching process,
chatacte rization of the active substarce and the firashed product, developenent of
asmys, setting of specifications and stability.
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(d)

(&)

i)

ig)

(k)

For xenogeneic cell- based products, informmation on the soarce of anirmals (such as
geozraphical origin, anirnal husbandry, age), specific acceptance criteria, measures to
prevent and mordtor indections in the sourcefdonor avdmals, festing of the anirnals for
infections agents, including werticallytransioitted macro-orgarnisms and viruses, and
eviderice of the suitability of the aniraal facilities shall be provided.

For cell-based products dermed from genetically modified anirnals, the specific
characteristics of the cells related to the genetic modification shallbe described. &
detailed description of the rethod of creation and the characte risation of the
travsgenic ardmal shall be prosdided.

For the genetic rmodification of the cells, the techrical requirere nts specified in
gection 3.2 shall apply.

The testing regirne 1 of any additional substance (seaffolds, matices, devices,
hiotnaterials, bioraolecules or other coropone nts), which are corabined with
engireered cells of which the yform an integral part, shallbe descrbed and justified.

For acaffolds, rmatrices and desdces that fall under the definition of a me dical desdce
or active implantable medical device, the rdorrmation required ander section 3.4 for
the evaluation of the corbined advanced therapy me dicinal product shall be
promaded.
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3322 harmfachweing process

tal  The manufae toring process shall be validated to ensare bateh and process
consistene y, functional integrity of the cells teouzhout manufacheing and transport
up o the taowent of application oradwdrdstration, and proper differentiation state.

by If cells are grown dive ol v inside or on a matrix, scaffold or devdce, information shall
be provided on the validation ofthe cell culture process with respect o cell-growth,
function and integrity of the corbination.

3323, Characterization and control steategy

ta)  Belewant irdormation shall be provided on the characterization of'the cell population
ot cell rixtore in terms of 1dentity, ity (e 2. adwentitious wicrobial azents and
celllar contarainants), visbility, potene v, karyolo gy turnoarige nicify and suitability
for the interded medicinal use. The genetic stability of the cells shallbe
dernonstrated.

by Chalitative and, where possible, quantitative irdormation on product- and process-
related ixnprities, as well as on ary material capable of introducing de gradation
products dwring production, shallbe provided. The extent of the deterination of

irparities shall be justified.
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ey Ifcertain release tests carnotbe performed on the active substance or finished
product, bt ondy on ke vintermediates andfor as in-peoce ss testing, this shallbe
Justified.

(d)  Where biologically active molecules (such as growth fictors, cytokines) ave present
as cornpote it of the cell-based product, their impact and interaction with other
corponetits of the active substance shallbe charactensed.

ey Where a three-dirnensional structure is part of the intended function, the
differe ntiation state, shuetiral and functional orgardsation of the cells and, where
applicable, the extracellular matrix generated shallbe part of the characterisation for
these cell-based products. Whete needed, non-clinical irsestizations shall
cornpletnent the phosicoche rical charar terisa ion.

3324 Excipients

For excipients) used in cell or tizsue-based medicinal products (e.g. the comporents of the
transport roe divra), the requirerns nte for novel excipients, as laid down in Part T of this
Armezx, shall apply, urdess data exists on the interactions between the cells or fissues and
the excipients.

3325 Developraental studies

The description of the developeaent prograrm shall address the chioice of materials and
processes. In partcular, the integrity of the cell population as in the final forrnalation shall

he dizcussed.
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33268, Beference materials

L reference standard, velevant and specific for the actve substance andfor the finished
product, shall be docareerted and characterised.

34 Specific requirernents for adsanced therapy medicinal products cortaining devices

Sibraniced the raper medicinal product contaiving desdces as referred to in Article 7 of
Regulation (EC) Mo 139472007

L description of the physical characteristics and perforrmance of the productand a
deseription of the product design rethods shall be provided.

The interac ion and compatbility between genes, cells andlor tissues and the stuctural
coraponents shallbe described.

342 Combined advanced fherapy medicingl products as defined in Arficle 2{1){d) of Regulafion
(EC) Mo 13542007

For the cellular or tissue part of the corbined advanced the rapy medicinal product, the
specific requireretits for soratic cell the raprr medicinal products and tissae engineered
products st ontin section 3.3 shall apply and, in the caze of zenetically modified cells, the
specific requireretits for gere the rapy medicinal products et out in section 3.2 shall

apply.
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The medical device or the actree irplantable medical device mayhbe an integral part of the
active substance . Where the medical device or actrve iraplantable rmedical device is
corabingd with the cells at the fitne of the marnfacture or application or adrdristration of
the finished products, they shallbe considered as an integral part of the finished product.

Inforrnation related to the medical dewice or the active aplartable rmedical device (which
1z an integral part of the actrre substance or of the fivashed peoduct) which is releseant for
the evaluation of the cormbined advanced therapy edicinal product shallbe provided. This
inforrmation shall melude:

(a)  inforraation on the choice and intended fanction of the medical device or irmplantable
tnedical device and dernonstration of corapeatibility of the device with other
cornpone nts of the product,

by evidence of conforrdtsy of the medical device part with the essential requirerne nts
laid down in Armex I to Couneil Directive 93/42/EEC® | or of conformity of the
actrve implantable device part with the essential recpuire ments laid down in Snmex 1
to Couneil Directve 90385EECH,

o) where applicable, evidence of compliance of the medical device or irmplantable
tedical device with the BSETSE require raents laid down in Corard ssinn
Directive 2003/32EC,

& O L 169, 1271993, p. 1
b CTL 129, 20.7.1990, p. 17
£ CT L 105, 2642003, p. 12
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idy  where svailable, the results of any assessme nt of the medical desdice part or the actme
irnplantable medical device partbya notified bodsr in accordance with
Dhrectrve 93M4AEEC or Directree FUEEMEEC,

The notified bodyrwhich has carrvied out the assesswent e ferred to in point (d) of this
section shall rmalke available on request of the cormpetent authority assessing the
application, arey information related to the results of the assessraent in accordance with
Directive 93MAUFEC or Ditective 90325/EEC. This may include information and
docurrents contained in the cordormityassessiment application concerne d, whetre necessary

for the evaluation of the corbined advaniced therapey medicinal product as a whole.
4 SPECIFIC REQUIREWENTS REGARDING MODULE 4
41. Specific requiremends for all advanced therap y medic inal products

The requirernents of Part I, Module 4 of this Annex on the phartnacological and
toxicological testing of e dicinal products ma v not alwate be appropeiate due to undgue
and drverse stue tural and biological properties of advanced therapymedicinal products,
The techrical recpuitetnents in sections 4.1, 4.2 and 4.3 below explain how the
reguirernents in Part [ of this Lamex apply o advanced therapey roedicinal products. Where
appropriate and taking into account the specificities of advariced the ragry e dicinal
produc ts, additional requirernents havwe been st
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42

The rationale for the non-clindcal developne nt and the criteria used to choose the relevant
species and rodels (invito and invivo) shall be discussed and justified in the non-clindcal
overview. The chosen animal model(s) may melude irenono-comprotaized, knockont,
harnardsed or transgerde animals. The use of horaologous rodels (g2, mouse cells
analyeed in mice) or diseass rdroicking models shallbe considersd, especially for

Irnrennoge ricity and ireannotoric ity stodie s,

Inaddifion o the require rnents of Part I, the safe ty, suitability and biocom patibility of all
struchiral corponents (such as matrices, scaffolds and devices) and any additional
substances (such as cellular products, bicrmolecules, biomaterials, and chernical
substances), which arve present in the finished product, shall be provided. Their physical,
mecharical, chernical and biological properties shall be taken into account.

Specific requivements for gene therap ¥y medic inalprodueis

Inorder to deterrrane the extentand type of non-clivical studies recessary to deterrnine the
appropriate level of nov-clinieal safetyrdats, the desizn and type of the zene
therapynedicinal peoduct shallbe taker into account.
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421, Pharmacology

tal  Inwvito and invmeo stodies of actions relating to the projposed therapentic nse (1e.
phatmacodymaraic “proof of coneept” stodie s} shall be provided using rodels and
televant anirnal species designed to show that the roclede acid == guence reaches its
intended tarzet (target organ or cells) and prorades its intended foretion (lesel of

expression and functional activity). The duration of the nucleic acid sequenee
function and the proposed dosing regimen in the clivdcal studies shall be prosdded.

by Targetselectivity When the gene theraprr medicinal produet is intended to have 4
selective or targe t-restricted functionality, stadies to confirm the specificitsy and
duration of functiorality and activityin target cells and tissues shall be provided.

4233, Pharmacoknefics

ra)  Biodistibution studies skall inclode irevestizations on persistence, clearance and
tobilisation. Biodistrbution studies shall additionally address the risk of gerraline
transraission.

b Imvestigations of shedding and risk of transraission to third parties shallbe provided

with the ervaronmental sk assessment, urdess otherwise duly justified in the
application on the basis of the type of product cone ermed.
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423 Toxeclogy

ra)  Toxicityof the finished gene therapy medicinal product shall be assessed. In
additior, depending on the type of product, indradual testing of actoe substance and
excipietits shall be taken into consideratior, the inviwo effect of e xpressed rucledn
acid s ouence -related products which are not intend=d for the physiological function
shallbe evaluated.

by Single-dose toxicity studies maybe corbined with satety pharmacolog s and
pharrmacokine tic studies, e.2. to vestigate persistence.

o) Bepeated dose toxicity studies shallbe provided when rmoultiple dosing of hrnan
subjects iz infended. The raode and scherme of adiinistration shall closely reflect the
plarried clindcal dosing . For those cases where aingle dosing may result in prolonged
functionality of the mocleic acid sequence in haroans, repeated toxicitystodies shall
be considered. The daration of the stodies rmayhe longer than in stavdard toxicity
stuchies depe nding on the persistence of the gene therapy redicinal product and the
anticipated potential rigks. & justification for the duration shall be provided.

d)  Genotoxicityshall be studied. Howeser, standard genotox icity studie s shall onlvhe
conducted when the v are necessary for testing a specifilc aprity or a coraponent of
the delmeryswmtem.

ey Carcinogerdeityshallbe studied. Standard hfetime rodent carc inogenicity stadies
shall not be required. Howeswer, depending on the type of product, the tamourizenie
potential shallbe evaluated in relevant in vTwolinvitro models.
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if)  Beproductree and developne ntal toxicity: Studies on the effects on fertility and
general reproduc tive fanction shallbe provided. Frobryo-foetal and perinatal toxicity
studies and gennline transtoission studie s shall be prordded, uodess otherwise duly
Justified in the application on the basis of the type of product concerned.

vzy  Additiongl foxiciy studies

- Integration studies: integration studies shall be provided for any zene
the rapry roe dicinal product, unless the lack of these studies is sclentifically
Justifled, &g hecanse wocleic acid sequences will not enter into the cell
rmelens. For gere the raper re dicinal products not expected to be capeble of
integratior, integration stodies shall be performed, i biodistnbution data
indicate a rigk for gerroline transission.

- Immanogenicityand doranotoxicity, potential mromogenic and

trnrrmnotoric effects shall be stodied.

4.3 Specific requivementds for somatic cell therap y medicinal products and tissue
engineered producis

431, Phamacology

fa)  The primaryphatacological stodies shallbe adeguate to detnonstrate the proof of
conce pt. The interaction of the cell-based products with the swrrounding tissue shall

be studied.
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by The arount of produet needed to achiese the desired effectithe effectmee dose, and,
depending on the type of product, the frequencvof dosing shallbe deterruined.

ey Secordarypharnmacological studies shall be takern into account to evaluate potential
plomsiological effects that are not related to the desived therapentic effect of the
sommatic cell therapyrmedic inal product, of the tissue engineered product or of
additioral substances, as biologicallvactive molecules heside s the peote wls) of
interest wightbe secreted or the protein(s) of intere st conld have nravanted tarzet

aites.
433, Pharmacolimefics

fa)  Corventional pharmae okinetic studies to ivvestizate ahsorption, distibmtion,
tetabolism and excretion shall nothe required. Howeseer, parameters such as
viability, longevity, distibution, grovwth, differentiation and roigration shall be
investigated, undess otherwize duly justified in the application on the basiz of the
type of product cone erried.

by For somatic cell the raper medicinal products and tizsue engineered products,
producing systernicallyactive biorolecules, the distribubion, duration and araount of
expression of these molecules shallbe stodied.
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435

Toxicology

fa)

iy

e

()

(e)

The toxicity of the finished product shall be assessed. Indmidual testing of active
substanece(s), exciplents, additional substances and any process-related frapmrities
shiallbe taken into consideration.

The duration of cheervations mayhe longer than in standard toxicity studies and the
anticipated lifespan of the medicival product, toge ther with its phanac odynaraic and
phatmacokine ic profile, shallbe taken into consideration. & justification of the
duration shallbe peovided.

Corrventional carcinogericityand genotoxicity studies shall notbe required,
exce pt with regard to the tarmowizenic potental of the product.

Potential irganarioge nic and imraunotoxic effects shall be stodied.

In the case of cell-based products containing andral cells, the associated specific
safetyooncerns such as transmission to huwans of xenogeneic pathogens shallbe
addreszed.
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3. SFECIFIC EEQUIREWENTS REGARDING MODULE 5
5l Specific reuivements for all acvanced therapry me dicinal produe ts

511, The specific recuiternents in this section of Part IV are additional reguirvernents to those set
inWbdule 5 in Part I of this Armex.

512, Where the clivacal application of advanced the rapsr rmedicinal products requires specifie
concoritant theraper and irsobve surgical procedures, the therapeutic procedure as a whole
shall be 1xrrestizated and deserbed. Information on the standardisation and ophirnisation of
those procedures during clindeal desee lopene nt shall be prosdded.

Where medical device s used during the surgical procedures for application, implantation or
adranistration of the adsance d theraprr redicival product ray have an irgpact on the
efficacy or safetyof the advance d theraper produet, information on these devices shall he

provided.
Specific expertise required to cavry ont the application, irglantation, adwinistration or

follow-up actrvities shall be defined. Where necessary, the trairang plan of health care
professionals on the use, application, taplantation or adtairistration procedures of these

products shallbe provided.

513 Grventhat, due to the nature of advanced therapey medicival products, their rannfae tring
process may change during clivdcal deselopraent, additional stodies to demonstrate

coraparability raay be required.
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514 During clinical developerent, risks arising frorn potential infections agents or the use of
material dertved from anmimal sources and rmeasures taken to reduce such risk shall be
addressad.

515, Dose selection and schedule of nse shall be defined by dose-finding studies.

516, The efficacyof the proposed indications shall be supported biyre levant resilts fiorm
clivical studies using clirdcally reaning ful e ndpoints for the mtended nse. In certain
clinical conditions, evidence of long-terrn efficac v raybe required. The strategvto
evaluate long-terra efficary shallbe provided.

2173, A shategv for the long-termn follow-up of safety and efficacy shall be included in the risk
rnatagernent plan,

512 F,prcombived advanced the raper toe dicinal products, the safety and efficacy stodies shall
ke desizned for and performed on the combined product asa whale.
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53 Specific reyuiremends for gene therap ¥y medic inal produe is
521, Human pharmacolinefic Sudies
Hunan pharacokine fic studies shall include the following aspects:
tal  shedding studies to address the excretion of the gene therapy medicina] products,
b1 hiodistibution studies;
0y pharroacokine tic studies of the medicinal product and the gene expression moletics
{eg. expressed proteins or genomic sighatures).
522 Human pharmacodynengc sfudies
Hutnan pharacodyraraie stodies shall address the expression and function of the nucleie
acid sequence following adrivdstration of the gene the g me dicinal product.
5230 Sifedy Sudies
Safety studie s shall address the following aspects:
fa)  emergence of replication corapete ntvec tor,
by emergence of newr strains,
() reagsortmernt of existing genomic secuehces,
id)  neoplastic proliferation due fo insertional rotazenicity:
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23 Specific requirements for somatic cell therap y medicinal products

532 JSomafic cell therapy medicingl producis where the mode of action is based on fhe

production of defined aefive Biomoleculefs)

For sormatic cell therapry ine dicinal products where the mode of action is based on the
produc tion of de fired active biormolecwle(s), the pharmacokine ic profile (in partonlar
distribution, duration and arnount of ex pression) of those molecules shallbe addvessed, if
feasihle.

5332, Bipdisfribufion, persisfence and long-ferm engraftment of the somafic cell

Eherapy medicingl product components

The biodistribution, persistence and long-terrw engrafirne nt of the somatic cell
therapyrmedicinal peoduct corponents shall be addreszed daring the clivdeal deseloprent.

533 JSafepy sudies
Safety studies shall addre ss the following aspects:
ra)  distibution and engratiing following adwanistration,
by ectopic engraftoent;

0y oneogenic transformation and cellffissue lineage fidelits
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54 Specific requirements for tissue engineered products
541  Pharmacolonetic sfudies

Where corventional pharmac okinetic studies ave not relevant for tissue engineered
produc ts, the biodistibution, pewsisterce and degradation of the tisae engineered product
coraponents shallbe addressed during the clinical deve lopene nt.

542, Pharmacodynantec sfudies

Pharrmacod ymarde studies shall be designed and tailored fo the specificities of tissue
engineered products. The evidence for the “proof of cotcept” and the kinetics of the
product to obtain the interded regeneration, repairing or replacerment shall be prondded.
Suitdhle pharrnacodymaric matkers, related to the intended furction]s) and stuc tore shall

he taken into acconnt.

543 JSafey sudies

Section 5.3.3 shall apply.
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ANNEX NI
CCHDITIONS FOR QUALIFICATION OF & QUATIFIED FERSON

1. The gualified person shall keldhe in possestion of evidence of formal gualifications
awarded on compleBon of & wntve reity degraec ourse af shady, or a cousrse recogise d ag
eguivalent by the Member Sake concerned, extending over a period of at Ieast four peass
af the oreRecl and prackeal shedy, inone or mote of the following scienhfic diseiplines:
phatrrnar ¥, medicine, vete rinaryinedic ine, cherdstyy, phartnacentical chemistryand
technology, biolog yw biomedical engineering and biokechnology, chemical engines ing.

However, the minimum duration of the universily course may be three and @ halfyears
where the course is followe d by a period of the orebical and practical raining of a
i durabon of one year and e luding a raining period of @t least six months

@ pharmacy open to the public, corroboraled by an exawinehion at universily level

Hhere two univessily courses or two courges recognised by the Member Shate as
eguivalent co-exast in g Member State and where one of these exdends over Four yeass
and the other over Wree pears, the tareepear course ading Yo evidence of formal
gualifications awarded on completion of a universily cousse or is recognised eguivalent
shall be conmidered to fulfil the condiion of durabon referved bo in the second
subparagraph in so far az evidence of formal gualificabons awarded on completion of

both courses are recognised as eguiralent by the Member Shale in guestion.
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The course shall inclide theoretical and practic el shedy bearing upon at least the

following basic subjecks:

(iz}
(B
(e}
(et}

fe)

(g
(f]
(2]
)
(%

Physics

Gereral and inorganic Chemishy

Ckzanic ohemisty

Analpical chenustsy

Pharmacentical chemistry, including analisis of me dicinal products
Bochemisty

FPhyziology

Mcrobiology

Pharmacology

FPharmaceneal technology

Toxdeclogy.

Shudies in these mubjects shall be so balanced ag bo enable the person concerned do fulfil
the oblgations specified in Arficle 153,
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In a0 far as evidence of formal gualficaions mentioned in the flsst subparagraphk do not
Julfil the criteria loid down in this paragraph, the competent quthorily of the Member
Shate shall ensure that the person concerned provides evidence of adeguate knowledge of
the subjects imvolved

The gualified person shall hase acuived practical full-te experience over at least two
yeats of ¢guivalent experience qoguired over proportionaly longer period of Bme, Inone
ot more nndertakings or enfities not engaged in an economie activity that ave authorised
rnaroafac tarers, obtaining sufficient knowledgze of marafactore, testing, supgply chaing,
good raatufae taring practice and pharrmaceatical gqualityeysterns as well as regulatory
processes and dossier content for ensuring the qualityof medicingl products. The duration

of practical experience map be reduced By one year by the competent authority of the
hdermber Skale where @ unw ersily course lagks for el least fave pears.
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(d)  damelstioalshosuinbes
ie)
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5. & person ergaging in the actrities of the person referred toin Article 152 from the tirme of
the application of Second Couneil Directive T5/319EECH, in a Ilermber State without
cornplying with the prosisions of this Armex shallbe elizhle fo continue fo engage in

those actraties within the Trion.

f. The holder of a diplorna, cerificate or other evidence of forrmal gqualifications avarded on
cotaple ion of a wndversity conrse — or a corse recoghised as equivalant by the W mber
State concerned — in a scientific diseipline allowing then to engage in the actrvities of the
peraon referred to in Arficle 4% inaccordance with the laws of that Ieraber State roay — if
thesbegan their course prior to 21 Ivhy 1975 —be corsidered as qualified to carryout in
that Iletnber State the duties of the person referred fo in Article 152 provdded that they
have previously engaged in the following activities for at least two wears before 21 May
1985 following notification ofthis divec thve i one or more mdertakings or not-for-profit
enfities anthorised to ranafac ture: production saperasion or gqualitative and quantitative
analeis of actre substances, and the necessary testing and checking under the direct
authority of the person referred to in Article 152 to ensare the guality of the me dicinal
products.

5 Second Couneil Divec tive T5310EET of 20 MWay 1975 on the approximation of provisions
laid dovwn by Law, Begulation or Administratiee Lotion relating o proprietary medicinal
products (OF L 147, 96,1975, p. 13). Directive 1z not in force anyreore.
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ANNEX IV

LABELLING PARTICULARS

The following particulars shall appear on the outer packaging of medicinal products or, where there
1z no outer packaging, on the irmediate packaging:

i) the name of the medicinal product, (eluding in Braille), followed by its stenzth, if
cppropriate (neluding in Braille), and pharrvacentical form (ineleding in Braille, if
approprige), and, if appeopriate, whether it is inte nded for babies, children or adults;
where the medicinal product contains up to three actiee sbstances, the intermational non-
proprietary natee (T shall be incloded, anless # is already part of the name of the

medicinal prodiect or, if one does not exist, the conwaon name

)] a staterent of the active substances expresse d gqualitative Iy and ciuantita tive Iy per
dogagadase oy unit or according to the forrn of adwinistration for & given wolure or

weight, using their comrnon names,

{ the pharrnace ntical foren and the conte nts by weizght, byrvolurae or byrnrmber of doses of
the medicinal product;

() a list of those excipients known to have a4 recognised action or effect and meluded i the
detailed guidance published parsuant to Article 68

6367126 636
ANNEX LIFE.5 LIMITE EN

7424/26 ADD 1 637

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

()

()

(g)
(k)
(i)
i)

(k)

()

(xe)

the rmethod of adwinistration and, if necessary, the route of adrnivistration. Space shallbe
provided for the prescrbed doss fo be indicated,

a special warning that the medicinal product roust be stored out of the reach and sight of
children;

e=gpeclal warning, if<dde-ie necessary for the medicinal product;
the expirydate in clear terros (raonthiyear),
special storage precautions, if any,

specific precautons relating to the disposal of wrised redicinal products or waste dermved

from medicinal producte-sdess—appeepodes ac well as reference to any approprate
collection systetn in place

the name and address of the marketing authorisation holder and, whe re applicable, the
matne of the repre sentatiee appointed by the holder to represent them,

the rareber of the rarketing anthorization for placing the e dicival product on the market;

the mannfacturer's batch nurober,
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() in the cage of non-prescription medicinal products, instructions for use;

)] for rnedicinal products other than radiopharace nticals referred to 11 Biticle 6710, safety
featares enabling wholesale distributors and persons authorized orentitled to supply
tnedicinal products to the pablic to:

(1) werifythe authenticity of the medicinal product, and
(i) identify individual packs,

- aswell as a device allowing werification of whether the outer packaging has been tampered

with.
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ANNEX V

CONTENTS OF SUMMMARY PRODUCT CHARACTERISTICS

The swrrenary of product characte ristics shall contain, in the order indicated below, the following
mforrma ion:

(1)

()

(3

{4

natne of the medicinal product followed by the strength and the pharroacentical forn.

ualitative and guarditative composition in terns of the actie substances and of the
excipient, knowledgze of which is essential for proper admiristration of the rnedicinal
product. The umal comrnon narae or cheical description shall be used.

pharmaceutical form.

clinical particulars:

ra)  therapeutic indications,

by posologyrand e thod of adinivdstration for adults and, where necessary for childrer,
(o) contra-indications,

() special warnings and precauntions for use and, in the case of oumunological medicinal
produets, anyspecial precautions tobe taken by persons handling such medicinal
products and adwinistering thern to patients, together with any pre cautions to be
taken by the patient,
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ey interaction with other roedicinal produc ts and other forens of nteractions,

if) use dunng presrancy, breacifeeding, during pesiods when people are ying bo
conceive, and formation on effecls on ferklily ellectalon

1z)  effects on abilityto drrve and fo use machines,

by undesirvable effects including standar dized dext expressly asling healtheare
professionals to report aup suspected adverse reaclion in aocordance with e
national reporting spstewm referred to in Arlicle 108(1) and specifiing the different
waps of reporting available flectrowic reporting, postal address or offiers) in
comp Bance with Article 108(1), second subparagrapk,

i) overdose (svraptorns, ernerge ney procedures, antidotes).
= pharmacological properes:

{a) pharmacodymamic properties,

b} phannacokine e properties,

() non-clivdcal safety data.
3] pharrmareutical pariculars:

ra)  listof excipients,

(bl rajor compatibilifies,
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ey shelflife and, when necessaryg shelf Bfe after reconstitubion or difikon of the
medicinal product or when the iramediate packaging is opened for the first tire,

id)  epesdrecauntions for storage,
(e]  nahire and contents of container,

i) epesdgrecautions for disposal of assed medicinal product or waste materals
dertved fromm such raedicinal product, if appropeate. In case of anfird crobial
trecicival products in addition to the precautions a warming that ina ppeopriate
disposal of the medicinal product contributes to antimic robial resistance.

) rarketing authorization holder.

| tnatketing authorisation ntrbe s,

ey date of the first rnarketing anthorization or retewal of the rnarketing anthorization.
(10 date of revision of the text.

(11} for radiopharrnace utic als, full details of internal radiation dosimetry

(12 for radiophatrvace aticals, additional detailed instructions for exfernporaneons preparation
and guality control of such preparation and, where appropriate, maxinum storage time
during which anyinterrnediate pee paration such as an eluate or the ready-fo-use

phammaceutical will condormm with its specifications.
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ANNMEX VI
CONTENTS OF PACKAGE LEAFLET
The package leaflet shall contain, in the order indicated below, the following mfbrrmation:
(1] for the identification of the medicinal product

ta)  the rare of the medicinal product followed by its strength and pharrac entical for,
and, if appeopedate, whether it is indende d for babies, childven or adultz. The corntoon
tarne shallbe imcluded where the medicinal produet containg onlyoze actve

substance and if' its name 15 an orented name;

ity the pharmac o-therapentic gronp or tywe of actodity in terms easily comprehensible for
the patient,

()] the the rapentic indications,

3 a list of infornation that is necessarybefore the medicinal product 1s taken:
(a) contra-indications,
by appropriate precautions for use;

ey forrs of inte raction with other roe dicinal products and other forrms of nterac ion
{eg. aleohol, tobacco, food and herbal products) that may affect the action of the

tnedicinal product;
A36 7126 G
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rd)  special warnings,
(4 the necessary and usual instroctions for proper use, and in parficnlar:

) the desesedose bosology,

bl the raethod ineliding arp necessany step for preparaion and use of any reguived
device for meamerement or delvery and, if necessary ronte of administration,

el the frequency of adwinistration, specifiing if necessary the appropeiate fime at which
the raedicinal product rmay or st be adwinistered,

and, az appropriate, depending on the nature of the e dicmal produect:
(d)  the duration of treatment, where it should he imited;

el the acton to be taken in cage of an overdose (such as syrnptors, emerzeney
procedure ),

(fi  what to do when one or more doses hase notheen taker;
rzy  indicatior, if necessary, of the nisk of withdrawal effects,

thi & specific recoramendation to consilt the doctor or the pharrnacist, as approprate, for
anyclarification on the use of the medicinal product;
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() a description of the adverse reactions that ray oceur under nornal vse of the e dic nal
product and, if necessary; the action to be taken in such 2 case, mcleding standardised ed

expresgly asting patients bo communicate any suspecled adverse reaction to their doctor,

pharmacist, healtheare professional or directy o the nelonal reporiing systew referred
toin Arficle 106(1) and specifiiing the differend waps of reporfing available (electronic
reporfing, postal address or others) in compliance with Asticle I106(T), second

subparagraph;

)] references to the following:

a)  the expiry date indicated on the label, with a warning azainst using the medicinal
product afer that date,

by where appropriate ~speeial storage precautions;

ey i recessary, a warning concerning certain visthle sighs of deterioration;

() the fll gualitative cormposition (in active substance s and excipients) and the
guantitative coraposiion in actve substances, using cominon natnes, for each
presentation of the medicinal product;

ey foreach presentation of the medicinal product, the pharmaceutical form and conde nt
in weight, wolutne or wrdts of dosage,
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i) inforreation on where the leaflet is available n formats accessible for persons with
disghilities;

tz)  the natne, address and e -mail-eed address of the marke ting authorsation holder and,
where applicable, the nae of the ir appointed re presentattve s in the Mleraber States,

(hy  the name and address of the manufac torer,

i the date on which the package leaflet was last revised,

fird) for antimicrobials, a seasmpdng thad e e chon that condaing the
global antimicrobial registanc e spimbol, specific information about the medicina product
sesbikateataronce med and information on antimicrobial resistance and He nportance
af appropricke wse and disposal of ankmicrobials referred to in Arlicle 89 paragraph 2.

The list set ot i point (3) shall:

() take irdo account the particular condition of certain categories of wsers (claldren, preghant
ot breastfeeding wiornen, ebdessdabselde rly, persons with specific pathological conditions
atd persons with disabilities),

)] tnention, if appropriate, possible effects on the abilityto dive vehicles or to ope rate
rnackinety,

{) list those excipients the knowledge of which is important for the safe and effective nse of
tl],E mEdJJ:lnﬂl prl:ldu_l:t a g e -'u' HEEY 1 Fre—e i:- e ;'u N R L e e A o 1 T3 |' -
&
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AMNEX VII
LREAS FOR ADAPTED FRANEWORES FEFEFRED TO IN &RTICLE 28

Fhage-contairing medicinal products, in cases where the medicinal product has a wariable
cornposition depe nding on the specitie clinical context.

a3a72a ada
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ANNEX VII

CORRELATION TARLE [T BE WPDATEDT

Fegnlation (EC) Mo

Directive 2001023 (EC) 190152006 Thiz Threctrve
bt A1 St 11 and (2
Lt 202 Lt 104)
Lt A3 Lirt 15 and 14201, second
sente nee
Sirt 3010, (2 and (3 St 105), point {a), (b) and (o)
Lt 307 Lt 2 (1) and (2}
Lurt 4040 Lt 1010}, point ()
&yt 110 Lt 10T
Lyt 43 Lyt 1(%)
bt 4050 Lt 18]
Lyt 5010 Art 3(1)
Lt 502 Lt 3020
bt 503 Art. 3(3)
bt S0 bt 30
Lyt ALY byt 5
Lt &N Lyt 16013
bt T Lt 1600
Lt él) Art. 5(1)
bt B3 bt AL and Sroex
Lt B30, 2nd and 3rd Lt BC3) and (4
s1b paragra phe
At Tand Lt 2 Lt é5)
Art 9 Lt AAY
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Fegnlation (EC) Mo

Directive 2001083 (EC) 1001 /2008 Thas Dhrectre
Lyt 12 Lyt 7
Lt 10017, 1st subpmragraph Bt Q1)
Lt 10027, point (), 3th Lot A3, second subparagraph
sente nce
Lt 1001}, 3rd subparagraph Lt 903
Lt 1002, point (b, 2nd Lt 00
sente nee
Lt 1003) Lt 10
Lt 1004 Lt 11
Lt 10a Lt 13
Lt 10c Lt 14
Lt 177(1), Lst subparagraph Lyt 30
& 1713, 2nd subparagraph Lt 33010 and (20, At 35
Lt 17020 Lt 3303)
Lyt 12 Lt 3304
Lt 19017 {Px;‘t 29017, points (a), (b and
o
Art, 23017 Lt 4201 and (2)
Bt 2300, 1staubparagraph, | &t 48(3)
ntroductory sentence and
points (a) and (k)
Lt 2302, Ind subparagraph | Lot 4304
Lt 23030, Ind subparagraph | Lt 4803)
Art 24 Lt JE(A)
Lt 28010, Ind subparagraph | Lt 4%(1)
Art 2800 Lt 490720
&rt ZR(3), 15t sentence At 43
G366 ()
LWHEX LIFES LIMITE EN
7424/26 ADD 1 649
LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Fegnlation (EC) Mo

Directive 2001123 (EC) 1001 /2008 This Directre
Lt 29, 3rd subparagraph Lrt A9
Lyt 20, 1st subpatasraph Lt B
Lt 21 Lt 43
Lyt 2a, 1st subpsragraph Lyt 44010, points (a) to (f)
&t d1a, 2nd subperagraph Lyt i3
Ly 22 Lt 45015 and (20
Lt 26015 Lyt 4717, points (a), (b)) and
{c)
Lyt 2602 and (3) Lt A2 and (3)
Lt 6(1la) Lt 56015
Lt 23a, 1st subparagraph Lt S6(
L 2 L. SA(A)
Lt 23a, 3rd subparagraph Lt S6(9)
Lyt 25 Lyt Al
L. 70 L. 50
Lrt V1013 Lt 51017, points (a) to {d)
Lt V102 Lt 5103
Ly 7103 L 5104y
Lt 714 and (50 Lt 51057 and ()
Ly T2 L 52
F8 S A Ly 53
Lyt 74 Lt 54
Lyt Tda Lt 55
&r. 11, lst subparagraph, Ly 6215
introductorysentence
Lt 11, 2od subparagraph Lt 6202
Lrt. 11, dth subpsragraph L 6203
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Diire ctive 2001153 (EC) Reguation () Fo This Directive
Lt 52 Lt G310
Bt 63(2), 1st subparagyaph, Lt A3
15t sentenee
Lt 5% Lt 6304
Bt 5R(1), 1st subparagyaph, Lt 6401
introductor yeentence
Lr. 539013, Srd subparagraph Lt G4(20
Lt 5903) Lt 64(3)
L&t 54, miroductorysentence Art A1
Lt 54a Lt 67
Lt 66 Lt GEC1), (20 and (3)
Lyt 67 Lt AR
Lyt 56 Lyt 0
Lt S6a Lt 71
Lyt 57 Lyt T2
Lt 62 Lt 73
Lt 6301), latand 2nd Lt A1) and (2)
subparazraphs
Bt 63(2), 1st subparagyaph, Lt TA(3)
2nd sentence
Lt 6303}, Ind sentence Lot 7404
Art G303, 1st sentenee Lt 75, mtroductory sentence
and points (a) and ()
Lt 61 Lt Té
Lt 60 Lt 72
Lt 64 Lyt 79
Lt 65 Lyt T
Lt 10057 Lt B1(2), poirt (d)

G366 a0
LWHEX LIFES LIMITE EN
7424/26 ADD 1 651

LIFE.5 EN

www.parlament.gv.at


https://www.parlament.gv.at/le/link?gp=XXVIII&ityp=EU&inr=65444&code1=RAT&code2=&gruppen=Link:7424/26;Nr:7424;Year:26&comp=7424%7C2026%7C

Diire ctive 2001153 (EC) Reguation () Fo This Directive

Lt 100A) Lyt 25

Lyt 27 Lyt 37

Lt 2E01) Lort, 3401 and (), At 36010

and (2]

Lt 2R Lt 36050 and (@)

Lt 2R3 Art 34A05)

Lt 2E() and (5} Lot 34060 and (70, Art 3606)

and ()

Lot 29010, (20 and (3) Lt SEC1Y, (20 and (3)

Art 2904 1st sentence Art 3R

Lt 2006) Lt 325

Lt 30017 Lyt 39

Lt 30027 Lyt 40

Lot 320170, (20 and (3) Lt 410170, (20 and (3)

Lt 34N, st subparagraph, Lt 4104), Lst subparagraph,

mtroductorysentence and mtroductory sentence and

points (a) to (d) points (a) to (d)

Lt 32047, 2nd and 3xd Lt 41047, 2nd and 3xd

sk paragraph subparagraph

Lt 32057 Lt 4105)

Lt 33 Lt 42

Lt 81, 3rd subpmragraph Lt 5630, 2nd subparagraph
Art33 Lt 59
Ayt 35 Lyt a0
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Fegnlation (EC) Mo

Directive 2001123 (EC) 1001 /2008 This Directre
Lt 34 Lyt 42
Lt 36015 Lt BA(1Y
Lt 360 Lurt. BA(2)
Lt 3603 Lurt SACE)
Lt 36(5) At 26(4)
Lyt 32a, 1stsubparagraph, Lyt BT01, 1at subpsragraph,
introductorysentence and introductory sentence and
points (2} and () points (a) axd (1)
Lyt 2a, dnd subparagraph Lyt B1), 2nd subparazraph
Lt 22a(2 and (3) Lt T2 and (3)
Lyt 2k Lt B8
Ly e Lyt 20
L 25013, () and (3) Ly 90013, () and (3)
Lt 2304, 1st subparagzyaph Lrt 2004, 1st sentence
A 2304, Ind subparagraph Lyt 9005
Lurt. 23h(1) Lt 9202
Lurt. 23002 Lt 92033, 1st and 2nd
sentence
Lurt, 23k 2a) L 9N, introductory
sertence and poirds (a) and (b)
Lt 35 Lt 93
Lt 4501) Art 541}
Lt 4603 Lt B3
Lt 60 Lt B4y
Lt 605 Lyt 945
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Directive 2001123 (EC) Reguation () Fo This Directive

Lrt 3101}, Lst subparagraph Lrt 95017, Lst subparagraph,
st sente nes
Lyt D5(10, 1at subparagraph,
Znd sentence

Lt 310175, 2nd 1o 5th Lt 95015, 2nd 1o 5th

subparagraph subparagraph

B 3102, (3] and (4 Lt B0, (3 and (6

Lt 101 Lt 96

Ly 102, 1st subparagraph, Lyt W15

points (a) to (g)

&r. 102, 2nd subpearag raph Lt I

Lyt 103 Lt 98

Lyt 104017 and (2 Lyt 99013, (2 and ()

Lt 1043, 15t subperagraph Ayt Q90

Lt 104(3), 2nd subparagraph Lt 995

Lyt 10404 Lt PO0A)

Lrt. 104a Lr. 100

Lt 105 Lt 101

Lyt 106 Lyt 10201}, introductony
sentence and points () to (o),
()

Lt 1071 Lt 103

Lt 106a Lt 104

Lp. 107 L 105017 to (5)

Lt 107a(1], 1st Lricle 106013, 15t

subparagraph, 1t sentence subparagraph, 1t sentence

Lrt 107a(l1], 1st Lricle 106017, 1at

subpatagraph, 2nd s rdence subparagraph, 31 sentence
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Directive 2001/83 (EC) Reguation () Fo This Dirsctive
At 107a(1), Znd A1t 106(1), 2nd subparagraph
subpatagraph
At 1074(2) to () Lrticle 106(2) to )
Lrt 107h(1}, 1st subparagraph Lt 107(1), 1st subiparazraph
At 1076(1), 2nd and 3rd An 107(2)
subpatagraph
At 1076(2) and (3) Bt 107(3) and (4)
Lt 107 At 108
At 107d At 109
Lt 107e At 110
At 1071 At 111
At 107z At 112
At 107h At 113
At 107 At 114
At 107 At 115
At 107k Lt 116
At 107m At 117
At 107n bt 118
At 1070 At 119
At 107p At 120
At 107y At 121
Lt 108 hnt 122
At 1024 hnt 123
At 108k At 124
At 13 At 125
Lt 14 Lt 126
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Directive 2001/83 (EC) Reguation () Fo This Dirsctive

At 15 Lt 127

At 39 Bt 122

L 62 ki 129

Lt 69 At 130

At 100 An 131

At 124 At 172

At 161} and (2) bt 133

At 16(3), 53, 25, 119 At 133(3)

Lt 16a At 134

Lt 16b At 135

At 160 At 136

bt 16d At 137

Lt 16e bt 138

Lt 16f At 139

A 16g At 140

At 16K(1) At 141(1)

At 16K(2) At 141(2), 1t and 2nd
subpatagraph

At 16h(2), 5th subparagraph At 141¢2), 3rd subparagraph

At 16h(3) and (4) At 141(3) and (4)

At 4001 At 142(1)

At 40(2), 1st subparagraph At 142(2)

At 40(2), 2nd subparagraph At 142(%), imtroductory
sentence and point (a)
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Directive 2001/83 (EC) Reguation () Fo This Dirsctive

Lt 4003) Bt 142(8)

At 4004 Bt 14205

Lrt 41, 1st subparagraph Lot 14301}, introductory
sentence and points (&), ()
and (¢

At 41, 2nd subparazraph Bt 143(2)

Lt 42 Art 144(1), 15t subparagraph,
1442) and (3)

bt 43 At 14413, 2nd subparasraph

At 44 At 145

At 45 Lt 146

L 46 At 147(1) and (2)

it 47 At 149

At 52013 At 150(13

At 118k At 150(2)

At 52b(2) At 150(3)

At 48(1) and (2) At 151(1) and (2)

At 4%(1) A 152(1)

At 51 At 153(13, (2) and (3)

Lt 52 At 154

Lt 52a bt 157

At 47, 1 to 4th subparagraph At 160

At 47, 5th subparagraph it 161

bt 127 Lt 155
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Directive 2001/83 (EC) Reguation () Fo This Dirsctive
L1t 46a A1t 156
it 52a i 157
At 4601, () and (3 it 158010, (20 and (3
Lt 46b() Bt 158(4)
At 111k An. 158
Ln. 76 Lt 162
hnt. 77 Lt 163
Art TE At 165017, 2nd serde noe
Lnt. 79 At 164
Lt 20 Bt 166(1 to (4)
At 21 Lt 167
bt 82 Lt 168
At 23 Lt 169
At 254 At 170
At 25013 At 171013
At 85b(2), 1st and 3rd Ar171(2)
subpatagraph
At 85b(3) and(d) At 171(3) and (4)
At 8501} and (2) At 172017 and (2
&t 850(6) Ar172(3)
At 85¢(3) At 173(1) and (2)
Lt 356(4) At 17413
At 85¢(5) At 174(2)
At 354 At 174(3)
Lt 36 Ant 175
At 37 At 176013, (2) and (3)
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Directive 2001/83 (EC) Reguation () Fo This Dirsctive
At 38 Lt 177
At 39 Bt 172
At.90 k179
.91 At 120
Lt 92 A 181
Ant. 03 At 152
Lt 94 Lt 183
At 95 At 134
At 96(1) At 125013
Lt 96(2) At 125(3)
At 97 Lt 185
L. 98 Lt 187
At 111{1) At 188(13, (2) and (6)
At 111{1a) At 188(3), point (a)
At 111¢1b), 1t subparagraph At 188(3), point (b)
At 111{1h), 2nd At 188(5), points (b), (d) and
subpatagraphs, points (a) and ()
(b
At 111{1c) A 188(6)
At 111{1d) At 188(5), point ()
Art 111(1g) At 128(T)
At 111K At 123(3)
At 111¢3), first subparagraph At 123(9)
Art 111(7), 2nd sdbparagraph At 182(10)
At 111(3), 3rd subparsg raph At 188(11)
At 111(4) At 188(12)
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Dirsctive 2001/83 (EC) Reguation () Fo This Dirsctive
Lt 11105, lst subparagraph Lri 188{13)
bt 1116a) bt 188(15)
L 11107 Lt 1E8(16)
Lrt 1110%) Lt 1BE(1T)
&rt 111a, 1st subparagraph Lyt 19001)
&t 111a, 2nd subparagraph Lt 19002
Lrt 112 brt 191
brt 113 bt 1592
L 114 Lt 193
brt 115 Lt 1594
L 116, lst subpmragraph Lt 195017
Lrt. 116, 2nd and 3rd Lt 195030 and ()
sk paragraph
Lrt 118(1) Lt 19505
Lrt 11717 Lt 196(1), introductory
sertenee and poirds (a) to (&)
Lt 117020 and (3) Lt 196027 and (3)
Lt 117al1) to(3) Lt 197
Lt 1182 Lyt 198
Lt 126 Lt 199
brt 118a Lt 206
Lt 118(c) Lt 20102
Lt 122 Lt 202
bt 123 Lt 203
Lyt 125 Lt 204
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Directive 2001/83 (EC) Reguation () Fo This Dirsctive
Bt 126a(1) to () Lt 205
At 126k frt 202
Ar. 127k k. 207
Lt Sa At 209013
At 8(28), (Zb), 1st At 209(2), 15t subparagraph
subpatagraph
At 8(7b), 2nd subparagragh At 209(2), 2nd sibparagraph
At 18a(1) and (2) Bt 200(3) ad (4)
At 20, 2nd subparagraph At 209(5)
Lt A0(1a), 1st subparasraph Lrt, 205067
At 40(3a) At 209(T)
At 48(3) At 209(3)
At 104¢3), 3rd subparagraph At 209(9)
At 127(1) At 209(10)
At 111 At 210
Lt 3(7h) At 21113
At 20, 2nd subparagraph At 211(2)
At 40(1a) Ar 211(3)
At 40(3) At 21 1(
At 126c 21(5)
Ant 1274 Art 211(9)
Lt 127 At 212
At 120 At 213
At 121(1) Art 21413
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Fegnlation (EC) Mo

Directive 2001083 (EC) 1001 /2008 Thas Dhrectre
Lt 12102, 1st subpsragraph Lt 21400
Lt 12103, 1st subpmragraph Bt A103)
Lt 12104) Axt. 214(4)
Lyt 121a Lyt 315
L. 203), points (a) to (o) Lpmex [, pointa (1), (20 and {3)
Ly B03), points (d) to (5 Lnnex I, points (6] to (12
Lt B(3), points (1a) to () Lnmez I, points (14) to (207
Lyt O Eonmex I, point (22
Lnmex I Lymex IT
Lt 49070 Lonmex IV, point (1)
Lt 49070 Eonmex IV, point (4)
Lyt 42030, 1t subparagraph Linmex IV, point (5)
Lt 50017 Lnmex IV, point (&)
Lt 50020, 1st subparasraph ez IV, point 1)
Lt 54 Lt 65, Arnex V
Lt 11 Lymex V1
Lyt 59 Eonmex VIL points (1) 10 {7
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