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491/AB
vom 27.03.2014 zu 533/J (X BUNDESMINISTERIUM
o | FUR GESUNDHEIT

Alois Stoger
Bundesminister

Frau

Prasidentin des Nationalrates
Mag.? Barbara Prammer
Parlament

1017 Wien

GZ: BMG-11001/0018-1/A/15/2014 o
Wien, amJL. Mirz 2014

Sehr geehrte Frau Prasidentin!

Ich beantworte die an mich gerichtete schriftliche parlamentarische
Anfrage Nr. 533/J der Abgeordneten Dr. Franz, Kolleginnen und Kollegen nach den
mir vorliegenden Informationen wie folgt:

Einleitend ist festzuhalten, dass zur Beantwortung der vorliegenden parlamenta-
rischen Anfrage eine Stellungnahme des Hauptverbandes der dsterreichischen
Sozialversicherungstrager eingeholt wurde, die den nachstehenden Ausfiihrungen
zugrunde liegt.

Zur Verschreibung von Psychopharmaka im Kindesalter ist generell auszufiihren, dass
diese im besonderen MaRe von fundiertem Fachwissen abhangt.

Selbst wenn die Krankenkassen liber die angefragten Zahlen und Daten verfiigen,
handelt es sich dabei um Rohdaten, aus denen eine fundierte Aussage lber eine
Zunahme kinder- und jugendpsychiatrischer Auffilligkeiten nicht direkt abgeleitet
werden kann. Die Rohdaten miissten zuerst aufgearbeitet und einer entsprechenden
fachlichen Diskussion zugefiihrt werden.

Frage 1:

Dazu verweise ich auf die in der Beilage angeschlossenen Daten, die vom Haupt-
verband der 6sterreichischen Sozialversicherungstrager zur Verfligung gestellt
wurden (Beilage 1).
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Frage 2:
Auch hier darf ich auf die vom Hauptverband {ibermittelten Daten verweisen
(Beilagen 2 und 3).

Erganzend weist der Hauptverband dazu auf Folgendes hin:

»Auswertungen in der gewiinschten Form sind erst ab 2009 mdéglich. Angaben zur
abgegebene Menge (DDD) stehen erst ab 2010 zur Verfiigung. Fiir 2013 liegen
derzeit nur fiir das erste Halbjahr vollsténdige Daten vor.

Die Daten umfassen die auf Kosten der sozialen Krankenversicherung im extra-
muralen Bereich abgegebenen Arzneispezialitdten. Arzneispezialitdten mit einem
Kassenverkaufspreis unter der Rezeptgebiihr sind nur fiir von dieser befreiten
Personen enthalten. Der Bereich der Kostenerstattung ist in den vorliegenden
Daten nicht enthalten.

Zu den nachfolgend gelisteten ATC-Codes existieren im Erstattungskodex jeweils
nur Produkte eines Anbieters. Die Daten lassen daher unter Umstdnden
Riickschliisse auf den Umsatz des jeweiligen Unternehmens zu. Aus datenschutz-
rechtlichen Griinden werden sie daher nur in Summe dargestelit.”

NOS5AA02 Levomepromazin
NOSAF03 Chlorprothixen
NOS5AHO02 Clozapin
NO5ALO3 Tiaprid

NOS5AXO07 Prothipendyl
NO5AX12 Ariprazol

Fragen 3 und 4:
Der Hauptverband teilte dazu Folgendes mit:

»Entsprechende Aufzeichnungen, Statistiken oder Studien liegen nicht vor.

Den Krankenversicherungstrégern stehen aus dem niedergelassenen Bereich keine
codierten Diagnosen zur Verfiigung. Elektronische Auswertungen sind damit nicht
méglich.

Eine Auswertung stationdrer Aufenthalte (bzw. darauf aufbauend eine Hochrech-
nung auf die Gesamtfdlle) erscheint nicht aussagekrdftig, da es sich bei Spitalsauf-
enthalten eher um schwere Fille handelt, die weitaus gréfSere Anzahl von Kindern
und Jugendlichen jedoch im niedergelassenen Bereich betreut werden.

Auf Basis der Heilmittel-Verordnungen auf Kassenkosten wdre unter der Annahme
einer zulassungskonformen Indikationsstellung der Riickschluss von der Medikation
auf die Diagnose lediglich in bestimmten Fdllen méglich (z. B. bei den gegen ADHS
eingesetzten Prdparaten Ritalin, Concerta und Strattera). Eine gesicherte Aussage
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zur Richtigkeit der Indikationsstellung bzw. generell zur Qualitét der Behandlung
kann aber auch daraus nicht abgeleitet werden.

Da somit seriése Angaben zu der Gesamtzahl nicht gemacht werden kénnen, wird
von allenfalls méglichen Auswertungen (z. B. Heilmittelkosten, stationdre Aufent-
halte) von den Sozialversicherungstrégern vorsichtshalber Abstand genommen, um
keine Fehlschliisse wegen nicht aussagekrdftiger Datenbestdnde auszuldsen.

Es wird jedoch auf Folgendes hingewiesen:

Die Krankenversicherungstréger unterstiitzten ein von der AGES (Osterreichische
Agentur fiir Gesundheit und Ernéhrungssicherheit GmbH) zum Thema ,,Verwen-
dung von Arzneimitteln in der pddiatrischen Bevélkerungsgruppe” durchgefiihrtes
Projekt. Die Ergebnisse des Projektes waren Teil einer von der EMA (European
Medicines Agency) durchgefiihrten europaweiten Studie [Ergebnisbericht siehe
Beilage 4].

Die Medikamentenversorgung bei Kindern und Jugendlichen, darunter auch jene
mit Psychopharmaka ohne Zulassung bei Kindern, wurde in der Vergangenheit auf
Basis der Daten der Krankenversicherungstrdger untersucht und im Jahr 2012 bei
der Tagung , Kinder- und Jugendgesundheit” der Osterreichischen Gesellschaft fiir
Public Health als Poster priisentiert [siehe Beilage 5].

Weiters wurde die Verordnung von ADHS-Medikamenten unter anderem bei
Kindern im Jahr 2012 von den Krankenversicherungstrdagern untersucht. Die
Ergebnisse wurden in der Vertragspartnerzeitung Top Tipps Nr. 4/2012 publiziert
[siehe Beilage 6]“.

Fragen 5 und 9:

Im Bundes-Zielsteuerungsvertrag Zielsteuerung-Gesundheit ist unter Punkt 7.2.1.
als MaRnahme 2 die Erstellung eines Konzeptes inklusive Vorschlagen fir Pilot-
projekte fiir die verbindliche Einfiihrung einer standardisierten und codierten
Diagnosedokumentation im ambulanten Bereich vorgesehen.

Darliber hinaus ist sowohl von Seiten des Hauptverbandes (Strategie der 6sterrei-
chischen Sozialversicherung zu bestimmten Aspekten der Kinder- und Jugendgesund-
heit, 2012), wie auch im Rahmen der Kinder-und Jugendgesundheitsstrategie 2011
meines Ressorts das Vorhaben der Verbesserung der Datenlagen formuliert.
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Frage 6:

Die Regelungen lber die Pharmakovigilanz sind durch die Richtlinie 2001/83/EU
EU-weit abschlieBend harmonisiert und im Abschnitt IX des Arzneimittelgesetzes
umgesetzt. Dariiber hinausgehende Regelungen sind auf Grund der Vollharmoni-
sierung dieses Bereiches nicht méglich.

Diese Bestimmungen sehen eine Meldepflicht fiir Arztinnen/Arzte an das Bundesamt
fiir Sicherheit im Gesundheitswesen (BASG) fiir alle ihnen auf Grund ihrer beruflichen
Tatigkeit bekannt gewordenen vermuteten Nebenwirkungen von Humanarznei-
spezialitaten vor. Zusatzlich haben Patient/inn/en und Angehorige seit Anfang 2013
die Moglichkeit, beobachtete Nebenwirkungen direkt bei der zustandigen Behorde
(BASG) zu melden.

Fragen 7 und 8:

Jeder Zulassungsinhaber ist verpflichtet, dem Bundesamt fiir Sicherheit im Gesund-
heitswesen in regelmaRigen Abstanden einen sog. Periodic Safety Update Report
(PSUR) zu Gbermitteln, der eine Zusammenfassung aller Daten, die fiir die Beurteilung
des Nutzens und der Risiken einer Arzneispezialitdt von Interesse sind, einschlieRlich
der Ergebnisse aller Studien, die mégliche Auswirkungen auf die Zulassung haben
sowie eine wissenschaftliche Bewertung des Nutzen-Risiko-Verhaltnisses der Arznei-
spezialitdt enthalten muss: diese Bewertung muss auf samtlichen verfiigbaren Daten
beruhen.

Weiters miissen alle Daten im Zusammenhang mit dem Umsatzvolumen der Arznei-
spezialitat sowie alle dem Zulassungsinhaber vorliegenden Daten im Zusammenhang
mit dem Verschreibungsvolumen, einschlieRlich einer Schatzung der Anzahl der Per-
sonen, die die Arzneispezialitdit anwenden, enthalten sein. In diesem Zusammenhang
erfolgt selbstverstandlich auch eine Auswertung aller Nebenwirkungsmeldungen.
Unabhangig davon erfolgt eine Auswertung aller Nebenwirkungsmeldungen (ber die
Eudravigilanz-Datenbank.

Frage 10:

Zu der in der Frage 10 formulierten, vermuteten Korrelation zwischen einer Zunahme
potenzieller Verschreiber/innen, vor allem Kinder- und Jugendpsychiater/innen, und
der Steigerung von Psychopharmaka-Verordnungen fiir Kinder und Jugendliche be-
ziehe ich mich auf eine Stellungnahme der Osterreichischen Gesellschaft fiir Kinder-
und Jugendpsychiatrie (OGKJP), die sich sowohl in ihren Weiterbildungsrichtlinien, als
auch in ihren offentlichen Stellungnahmen seit jeher fiir eine multimodale Behand-
lung von psychischen Erkrankungen bei Kindern und Jugendlichen ausspricht.
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Das bedeutet zum einen, dass therapeutische Interventionen bei den Patient/inn/en
in deren Familie und im sozialen Umfeld gesetzt werden miissen, da eine ausschliel-
lich auf das Kind zentrierte Intervention zumeist nicht ausreichend ist. Zum anderen
heilt es, dass bei allen Problemstellungen zuerst nicht-pharmakologische Interven-
tionen (wie kinder- und jugendpsychiatrische Beratung, Psychoedukation, Schulriick-
sprachen, Klarung der Ausbildungssituation, Psychotherapie, Ergotherapie, Physio-
therapie, Logopdadie, psychologische Férderprogramme, Einbindung der Jugendwohi-
fahrt und andere) anzuwenden sind.

Erst wenn diese MaRnahmen nach ausreichender Dauer keinen Erfolg zeitigen, kann
es notwendig sein, eine medikamentdse Behandlung zu beginnen.

Mit dieser Haltung steht die 6sterreichische Kinder- und Jugendpsychiatrie im
Ubrigen nicht alleine - alle européischen Fachverbinde priferieren dieses Vorgehen
und empfehlen es in ihren Leitlinien.

Unabhangig von der Haufigkeitsentwicklung psychischer Erkrankungen bei Kindern
und Jugendlichen nahm allgemein die Sensibilitat, psychische Problemlagen bei
Minderjahrigen zu erkennen und zu benennen, zu; auch der in den letzten Jahr-
zehnten erfreulicherweise beobachtbare Entstigmatisierungsprozess bei psychischen
Erkrankungen setzt sich weiter fort. Beides trug zu einer Erhéhung der Inanspruch-
nahme kinder- und jugendpsychiatrischer Leistungen bei, eine Entwicklung, die aus-
schlieBlich positiv zu bewerten ist und bereits bis jetzt viel Leid bei Kindern und
Jugendlichen und ihren Familien verhindern konnte (vielleicht am besten illustrierbar
durch die epidemiologisch unstrittige Abnahme der Suizidrate bei den unter
20-Jahrigen).

Die Verordnung von Psychopharmaka in Osterreich stieg in den letzten Jahren von
einem sehr niedrigen auf ein niedriges Niveau. Dafiir ist mit hoher Wahrscheinlichkeit
nur zu einem geringen Teil die Zunahme der Anzahl der Facharztinnen und -arzte fir
Kinder- und Jugendpsychiatrie verantwortlich, da sich die Zahl in den letzten Jahren
nur unwesentlich erhéht hat und die Kinder- und Jugendpsychiatrie unter den Medi-
zinischen Sonderfachern offiziell den Status eines Mangelfaches hat.

Frage 11:

Aus der Mannheimer Longitudinalstudie (M. Laucht) und vielen anderen Quellen ist
bekannt, dass mit Zunahme von psychosozialem Stress und Belastungsfaktoren vor
allem in der friihen Kindheit ein kumulatives Risiko besteht, psychisch zu erkranken.
Dem kann gesellschaftlich durch eine Starkung der Ressourcen und Reduktion von
Risikofaktoren entgegengewirkt werden.

In diesem Zusammenhang sind zwei wichtige Initiativen, die mein Ressort in den
vergangenen zwei Jahren in die Wege geleitet hat, hervorzuheben - die Kinder- und
Jugendgesundheitsstrategie und die Entwicklung von Rahmengesundheitszielen fir
Osterreich.
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Ganz spezifisch wird derzeit die Umsetzung eines Systems der ,Friihen Hilfen” im
Rahmen eines Modellprojekts in fiinf Bundeslandern erprobt und soll in Folge
flaichendeckend ausgerollt werden. Dies ist eine wesentliche und wirksame praven-
tive MaBnahme, um werdende und junge Eltern in ihrer Rolle unterstiitzen zu
kdnnen, womit das gesunde Aufwachsen von Kindern auch in psychosozialer Hinsicht
geférdert werden kann.

Beilage
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-

S Frage 1 TOP 10 ATC VORD 2012

Frage 1
TOP 10 Verordnungen 2012 ATC-Gruppe NO5A (Antipsychotika)

ALTER ATC BEZEICHNUNG
NO5AX08  Risperidon
NO5AHO4  Quetiapin
NO5AX12  Aripiprazol
NO5AHO3  Olanzapin
NOS5AA02  Levomepromazin
NO5AX07  Prothipendyl
NOSAFO3  Chlorprothixen
NOSAEQ4  Ziprasidon
NOSALO3  Tiaprid
NO5AHO2  Clozapin
Quelle: Maschinelle Heilmittelabrechnung

Summe 0-19 Jahre

Page 1
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Frage 2 - Angaben fiir 2009
Die Kosten und Verordnungen der folgenden 6 ATC-Codes werden summiert, da

jeweils nur Produkte von nicht geniigend Anbietern im Erstattungskodex vorhanden sind.

Frage 2 2009

ATC-Code Bezeichnung
NOSAA02 Levomepromazin
NO5AFO03 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid
NOS5AX07 Prothipendyl
NO5AX12 Ariprazol
KV-Trager Alter ATC Bezeichnung KOST
NOSAEO04 Ziprasidon 0,00 0
NO5AH03 Olanzapin 3.698,50 70
NO5AH04 Quetiapin 19.587,20 548
NO5AX08 Risperidon 16.697,75 441
NO5AA02 Levomepromazin
0-4Jahre  NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3  Tiaprid 455510 BE8
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 44.537,55 1.867
NOSAEQ4  Ziprasidon 0,00 0
NOSAHO3 Olanzapin 3.787,15 45
NO5AH04 Quetiapin 7.219,20 104
NO5AX08 Risperidon 53.781,85 1.238
NO5AAO02 Levomepromazin
5-91Jahre  NQO5AFO3  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3  Tiaprid 7.308,65 334
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Gesamt Summe 72.096,85 1.721
NOSAEO4 Ziprasidon 2.873,10 22
NO5AHO03 Olanzapin 31.634,50 415
NO5AH04 Quetiapin 75.116,85 1.036
NOSAX08 Risperidon 173.789,75 4.217
NO5AA02 Levomepromazin
10 - 14 Jahre  NO5AF03  Chlorprothixen
NOS5AH02 Clozapin
NOSALO3  Tiaprid 97.645,50 1.563
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 381.059,70 7.253
NOSAEQ04 Ziprasidon 42.606,10 339
NOSAHO3 Olanzapin 259.651,70 2.731
NO5AH04 Quetiapin 342.322,95 4.200
NO5AX08 Risperidon 295.170,65 4,919
NO5AA02 Levomepromazin
15 - 19 Jahre NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 391.05345 5.669
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Page 1
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Frage 2 2009

Summe 1.330.804,85 17.858
Summe Gesamt 0 - 19 Jahre 1.828.498,95 28.699
NOSAEO04 Ziprasidon 0,00 0
NO5AH03 Olanzapin 229,60 3
NO5AH04 Quetiapin 6.812,75 161
NO5AX08 Risperidon 3.258,20 98
NO5AAQ02 Levomepromazin
0 -4 Jahre  NO5AF03  Chlorprothixen
NO5AHO02 Clozapin
NOSALO3  Tiaprid 14623,63 138
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 11.930,20 460
NO5AEQ4 Ziprasidon 0,00 0
NO5AHO3 Olanzapin 2.620,45 29
NOSAH04 Quetiapin 4.996,95 61
NO5AX08 Risperidon 26.362,60 603
NOSAAQ2 Levomepromazin
5-9Jahre  NQO5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 5.084,85 180
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 39.064,85 873
Wt NOSAEQ04 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 7.986,45 115
NO5AH04 Quetiapin 24.002,00 299
NO5AX08 Risperidon 58.181,85 1.360
NO5AAQ02 Levomepromazin
10 - 14 Jahre NQ5AFO3  Chlorprothixen
NOS5AH02 Clozapin
NOS5ALO3 Tiaprid
NO5AX07 Prothipendyl
NO5AX12 Ariprazol 23.247,20 310
Summe 113.417,50 2.084
NOSAEO04 Ziprasidon 9.173,80 68
NO5AH03 Olanzapin 66.399,85 657
NOSAHO04 Quetiapin 93.467,05 1.004
NOSAX08 Risperidon 75.538,35 1.210
NO5AAQ02 Levomepromazin
15 - 19 Jahre NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 117.800,15 1.617
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 362.379,20 4.556
NOSAEQ4 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAHO04 Quetiapin 3.822,30 92
NO5AX08 Risperidon 2.398,00 50
NO5AAQ02 Levomepromazin
0-4Jahre  NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 390,05 8
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 6.610,35 220

Page 2
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Frage 2 2009

NOSAEQ4 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 768,00 10
NOSAHO04 Quetiapin 2.091,80 38
NOSAX08 Risperidon 7.191,95 175
NO5AAQ2 Levomepromazin
5-9Jahre  NO5AFO3  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3 Tiaprid 1.262;85 %
NO5AX07 Prothipendyl
NO5AX12 Ariprazol o=
. Summe 11.314,60
NOGRIC NOSAEQ04 Ziprasidon 1.419,55 11
NO5AH03 Olanzapin 5.703,10 72
NO5AH04 Quetiapin 11.395,40 185
NOSAX08 Risperidon 26.391,90 678
NO5AA02 Levomepromazin
10 - 14 Jahre NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiapriz 2TeBH 35 865
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 72.754,90 1.281
NO5AEO4 Ziprasidon 3.874,30 38
NO5AH03 Olanzapin 48.473,00 483
NO5AH04 Quetiapin 63.543,05 744
NO5AX08 Risperidon 51.853,60 707
NO5AA02 Levomepromazin
15 - 19 Jahre NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3  Tiaprid RIERETES 002
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 245.703,10 3.054
NOSAEQ4 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NO5AH04 Quetiapin 399,50 11
NO5AX08 Risperidon 465,05 12
NO5AA02 Levomepromazin
0-4Jahre  NQ5AFO3  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 72,15 15
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 936,70 38
NOSAEQ04 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAHO4 Quetiapin 0,00 0
NO5AX08 Risperidon 1.467,55 32
NO5AA02 Levomepromazin
5-9Jahre  NOSAFO3  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 38,30 4
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 1.505,85 36
RIS NOSAEO4  Ziprasidon 0,00 0
NO5AHO03 Olanzapin 933,85 15
Page 3
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Frage 2 2009

NOSAH04 Quetiapin 6.554,55 54
NOSAX08 Risperidon 6.935,15 146
NOS5AA02 Levomepromazin
10 - 14 Jahre  NQ5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 75515 16
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 15.158,70 231
NOSAEQ04 Ziprasidon 387,15 3
NOSAHO3 Olanzapin 7.442,15 75
NOSAHO04 Quetiapin 15.412,25 165
NO5AX08 Risperidon 6.018,95 101
NO5AA02 Levomepromazin
15 - 19 Jahre NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 7.128,80 105
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 36.389,30 449
NOSAEQ4 Ziprasidon 0,00 0
NO5AHO3 Olanzapin 915,00 20
NO5AHO04 Quetiapin 1.744,70 72
NO5AX08 Risperidon 1.711,30 52
NO5AA02 Levomepromazin
0-4Jahre  NO5AF03 Chlorprothixen
NOS5AH02 Clozapin
NO5ALO3 Tiaprid 410,10 g8
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 4.781,10 230
NOSAEQ4 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 45,75 1
NOSAHO04 Quetiapin 33,90 1
NO5AX08 Risperidon 2.901,70 69
NO5AA02 Levomepromazin
5-9Jahre  NQS5AF03  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3  Tiaprid 490,90 29
NOSAX07 Prothipendyl
NO5AX12 Ariprazol
" Summe 3.472,25 100
OOBIK NOSAEQ4 Ziprasidon 550,20 4
NO5AH03 Olanzapin 936,30 13
NOSAHO04 Quetiapin 6.139,80 90
NOSAX08 Risperidon 15.130,55 409
NO5AAQ2 Levomepromazin
10 - 14 Jahre NQ5AF03  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3 Tiaprid 4.550,75 181
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 27.307,60 697
NOSAEO4  Ziprasidon 2.319,15 17
NO5AHO03 Olanzapin 20.270,40 209
NO5AH04 Quetiapin 36.829,15 423
NO5AX08 Risperidon 35.913,65 724
Page 4
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Frage 2 2009

NO5AA02 Levomepromazin
15 - 19 Jahre NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 1325405 Gast
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 114.566,40 1.997
NOSAEO4 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 183,00 4
NO5AH04 Quetiapin 579,70 14
NO5AX08 Risperidon 642,90 20
NO5AA02 Levomepromazin
0-4Jahre  NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 221,50 G
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 1.627,10 87
NOSAEO4 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 76,80 1
NOSAHO04 Quetiapin 0,00 0
NOSAX08 Risperidon 5.682,55 119
NO5AAQ02 Levomepromazin
5-9Jahre  NOSAFO3  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3 Tiaprid 163,05 22
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
STKK Summe 5.922,40 142
NOSAEO04 Ziprasidon 258,10 2
NO5AH03 Olanzapin 8.178,20 89
NOSAH04 Quetiapin 7.840,35 105
NOSAX08 Risperidon 26.748,50 626
NO5AA02 Levomepromazin
10 - 14 Jahre  NQ5AFO3  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3 Tiaprid 14.525/45 224
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 57.550,60 1.046
NO5AEQ4 Ziprasidon 11.072,80 92
NO5AH03 Olanzapin 39.145,65 476
NO5AH04 Quetiapin 52.473,35 709
NOS5AX08 Risperidon 42.249,40 706
NO5AAQ02 Levomepromazin
15 - 19 Jahre NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NOS5ALO3 Tiaprid 60.866,50 814
NO5AX07 Prothipendyl
NOS5AX12 Ariprazol
Summe 205.807,70 2.797
NOSAEO04 Ziprasidon 0,00 0
NOSAHO03 Olanzapin 384,00 5
NO5AH04 Quetiapin 497,15 18
NOSAX08 Risperidon 943,95 25
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Frage 2 2009

NO5AAO02 Levomepromazin
0-4Jahre  NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 101,60 22
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 1.926,90 70
NOSAEO04 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAHO04 Quetiapin 0,00 0
NO5AX08 Risperidon 1.375,90 39
NO5AA02 Levomepromazin
5-9Jahre  NQ5AFO3  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 95,50 22
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
KGKK Summe - 1.471,40 61
NOSAE04 Ziprasidon 645,25 5
NOSAHO3 Olanzapin 1.702,75 21
NO5AH04 Quetiapin 3.118,05 39
NO5AX08 Risperidon 13.014,65 322
NO5AAQ02 Levomepromazin
10 - 14 Jahre NQ5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 6.754,00 156
NO5AX07 Prothipendyl
NOS5AX12 Ariprazol
Summe 25.234,70 543
NOSAEO4 Ziprasidon 5.860,70 44
NO5AHO3 Olanzapin 17.860,35 192
NO5AH04 Quetiapin 12.319,90 174
NO5AX08 Risperidon 24.981,50 431
NO5AA02 Levomepromazin
15 - 19 Jahre NQ5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 13:046,70 221
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 74.069,15 1.062
NOSAEQ4  Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAH04 Quetiapin 0,00 0
NO5AX08 Risperidon 206,25 7
NO5AA02 Levomepromazin
0-4Jahre  NQO5AFO3  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3  Tiaprid 97,90 22
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 304,15 29
NOSAEQ4 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 0,00 0
NOSAHO04 Quetiapin 0,00 0
NO5AX08 Risperidon 2.401,05 51
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491/AB XXV. GP - Anfragebeantwortung (gescanntes Original)

Frage 2 2009

NOSAAQ02 Levomepromazin
5-9Jahre  NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 25,36 .
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
SGKK Summe 2.454,40 59
NOSAEO04 Ziprasidon 0,00 0
NO5AH03 Olanzapin 230,40 3
NOSAHO04 Quetiapin 202,90 6
NO5AX08 Risperidon 5.791,10 132
NOS5AAO02 Levomepromazin
10 - 14 Jahre NQO5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 108,15 L
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 6.332,55 151
NOSAEQ4 Ziprasidon 1.736,70 13
NOSAHO03 Olanzapin 17.285,30 192
NOS5AHO04 Quetiapin 6.724,45 128
NOSAX08 Risperidon 14.223,55 260
NO5AAO02 Levomepromazin
15 - 19 Jahre NQO5AF03  Chlorprothixen
NO5AHO02 Clozapin
NOSALO3  Tiaprid 9.189,30 6
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 49.159,30 769
NOS5AEQ4 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 366,00 8
NOS5AHO04 Quetiapin 1.288,60 41
NO5AX08 Risperidon 1.138,00 28
NO5AA02 Levomepromazin
0 -4 Jahre  NQSAFO3  Chlorprothixen
NO5AHO02 Clozapin
NOSALO3 Tiaprid 288,25 65
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 3.081,85 142
NOSAEO04 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAH04 Quetiapin 80,95 3
NO5AX08 Risperidon 548,90 17
NO5AA02 Levomepromazin
5-9Jahre  NOSAFO3  Chlorprothixen
NOS5AH02 Clozapin
NO5ALO3 Tiaprid 0,00 0
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 629,85 20
U NOSAEQ04 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 1.210,80 19
NOS5AHO04 Quetiapin 3.596,50 50
NOSAX08 Risperidon 3.771,55 97
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491/AB XXV. GP - Anfragebeantwortung (gescanntes Original)
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NO5AA02 Levomepromazin
10 - 14 Jahre  NQ5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 5.087,00 L
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 13.665,85 244
NO5AEQ4 Ziprasidon 2.415,85 18
NO5AH03 Olanzapin 14.422,40 146
NOS5AH04 Quetiapin 16.850,55 257
NO5AX08 Risperidon 12.468,95 173
NO5AA02 Levomepromazin
15 - 19 Jahre NQ5AF03 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 14.566,70 216
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 60.724,45 810
NOSAEQ04  Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NO5AHO4 Quetiapin 241,10 7
NOSAX08 Risperidon 649,35 12
NOSAAQ2 Levomepromazin
0-4Jahre  NQSAFO3  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 160,20 36
NOSAX07 Prothipendyl
NO5AX12 Ariprazol
Summe 1.050,65 55
NOSAE04 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 153,60 2
NOSAHO04 Quetiapin 0,00 0
NO5AX08 Risperidon 1.255,50 24
NO5AA02 Levomepromazin
5-9Jahre  NO5AF03  Chlorprothixen
NOSAH02 Clozapin
NOSALO3 Tiaprid 34,60 6
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 1.443,70 32
LSS NOSAEO04 Ziprasidon 0,00 0
NOS5AH03 Olanzapin 0,00 0
NOSAH04 Quetiapin 1.707,30 38
NOSAX08 Risperidon 2.665,30 80
NO5AA02 Levomepromazin
10 - 14 Jahre  NQSAFO3  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid LAGSdS 28
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 5.561,05 146
NOSAEQ4  Ziprasidon 1.216,95 12
NO5AH03 Olanzapin 1.840,90 20
NO5AH04 Quetiapin 12.093,55 179
NO5AX08 Risperidon 7.825,20 146
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491/AB XXV. GP - Anfragebeantwortung (gescanntes Original)

Frage 2 2009

NO5AAQ02 Levomepromazin
15 - 19 Jahre NOSAF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 10760755 =
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 33.757,25 516
NOSAEQ4 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAHO4 Quetiapin 198,60 9
NO5AX08 Risperidon 34,70 1
NO5AAQ02 Levomepromazin
0-4Jahre  NQO5AF03 Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 13,35 .
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 246,65 13
NOSAEO4 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAHO04 Quetiapin 0,00 0
NO5AX08 Risperidon 553,60 16
NO5AAQ2 Levomepromazin
5-9Jahre  NOSAF03  Chlorprothixen
NO5AH02 Clozapin
NO5AL03 Tiaprid 0,00 g
NO5AX07 Prothipendyl
NOS5AX12 Ariprazol
BKK Summe 553,60 16
NOSAEO4 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 0,00 0
NOSAHO04 Quetiapin 0,00 0
NO5AX08 Risperidon 905,65 25
NO5AAQ02 Levomepromazin
10 - 14 Jahre NOSAF03  Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3 Tiaprid L0740 s
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 1.980,55 37
NOSAEO04 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 996,75 15
NO5AH04 Quetiapin 1.455,25 14
NO5AX08 Risperidon 189,85 6
NO5AAQ02 Levomepromazin
15 - 19 Jahre NQ5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 267,70 4
NO5AX07 Prothipendyl
NOS5AX12 Ariprazol
Summe 2.909,55 39
NOSAEQ04  Ziprasidon 0,00 0
NO5AHO03 Olanzapin 549,00 12
NO5AH04 Quetiapin 1.374,45 50
NO5AX08 Risperidon 2.165,15 58
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491/AB XXV. GP - Anfragebeantwortung (gescanntes Original)

Frage 2 2009

NOSAAQ2 Levomepromazin
0-4Jahre  NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 49340 1oL
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 4.538,00 221
NO5SAEQ04 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 122,55 2
NOSAHO04 Quetiapin 0,00 0
NO5AX08 Risperidon 2.341,75 54
NOSAAQ2 Levomepromazin
5-9Jahre  NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 27,60 2
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
BVA Summe 2.491,90 58
NOSAEO4 Ziprasidon 0,00 0
NO5AH03 Olanzapin 1.625,05 24
NO5AHO4 Quetiapin 3.592,65 97
NO5AX08 Risperidon 5.841,80 146
NO5AAO02 Levomepromazin
10 - 14 Jahre NOS5AF03  Chlorprothixen
NO5AHO02 Clozapin
NOS5ALO3 Tiaprid RIS L7
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 20.852,65 384
NOSAEQ4  Ziprasidon 3.209,90 24
NO5AH03 Olanzapin 10.671,30 116
NO5AH04 Quetiapin 10.068,95 145
NO5AX08 Risperidon 11.681,35 201
NO5AAO02 Levomepromazin
15 - 19 Jahre NOSAF03 Chlorprothixen
NO5AHO02 Clozapin
NO5ALO3 Tiaprid 34.893,45 381
NOSAX07 Prothipendyl
NO5AX12 Ariprazol
Summe 70.524,95 867
NOSAEO04 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 1.071,90 18
NO5AH04 Quetiapin 265,45 12
NO5AX08 Risperidon 1.292,05 25
NO5AA02 Levomepromazin
0-4Jahre  NO5AFO3 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3  Tiaprid 90,70 20
NO5AX07 Prothipendyl
NOS5AX12 Ariprazol
Summe 2.720,10 75
NOSAEQ4 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 0,00 0
NOSAHO04 Quetiapin 0,00 0
NO5AX08 Risperidon 278,95 7
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491/AB XXV. GP - Anfragebeantwortung (gescanntes Original)

Frage 2 2009

NO5AA02 Levomepromazin
5-9Jahre  NO5AF03 Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid B30 .
NO5AX07 Prothipendyl
NOS5AX12 Ariprazol
Summe 313,45 15
L NOSAEQ4 Ziprasidon 0,00 0
NO5AH03 Olanzapin 321,95 3
NOSAHO04 Quetiapin 3.264,35 32
NO5AX08 Risperidon 2.471,05 56
NO5AA02 Levomepromazin
10 - 14 Jahre  NQ5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 0L a8
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 7.018,80 149
NOS5AEQ4 Ziprasidon 1.209,75 9
NOSAHO3 Olanzapin 3.879,55 43
NO5AH04 Quetiapin 5.129,65 71
NOSAX08 Risperidon 3.778,40 79
NO5AAQ02 Levomepromazin
15 - 19 Jahre NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3  Tiaprid 5.817,85 59
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 19.815,20 261
NOSAEQ4  Ziprasidon 0,00 0
NO5AHO03 Olanzapin 0,00 0
NOSAHO04 Quetiapin 1.997,75 48
NOSAX08 Risperidon 1.241,45 37
NOS5AAQ02 Levomepromazin
0-4Jahre  NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 4080 62
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 3.641,60 147
NOSAEQ4 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 0,00 0
NOSAHO4 Quetiapin 15,60 1
NOSAX08 Risperidon 1.382,60 31
NOS5AAQ2 Levomepromazin
5-9Jahre  NQOSAFO3  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 23,15 1
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
SVA Summe 1.421,35 33
NO5AEQ4  Ziprasidon 0,00 0
NO5AHO03 Olanzapin 2.362,00 34
NOS5AH04 Quetiapin 3.164,55 31
NO5AX08 Risperidon 4,192,35 104
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Frage 2 2009

NOS5AAQ02 Levomepromazin

10 - 14 Jahre NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 252,25 i
NOSAX07 Prothipendyl
NO5AX12 Ariprazol
Summe 10.071,15 183
NOSAEQ4 Ziprasidon 129,05 1
NO5AHO03 Olanzapin 7.511,15 68
NOSAHO04 Quetiapin 13.694,60 156
NO5AX08 Risperidon 5.307,75 103
NOSAAQ2 Levomepromazin

15 - 19 Jahre NQOS5AF03  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 16.350,40 176
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 42.992,95 504
NOSAEQ4 Ziprasidon 0,00 0
NOSAHO3 Olanzapin 0,00 0
NO5AH04 Quetiapin 365,15 13
NOSAX08 Risperidon 551,40 16
NOSAAO02 Levomepromazin

0-4Jahre  NQO5AFO3  Chlorprothixen
NO5AH02 Clozapin
NOSALO3 Tiaprid 225,65 53
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 1.142,20 80
NOSAEO04 Ziprasidon 0,00 0
NO5AH03 Olanzapin 0,00 0
NOSAHO4 Quetiapin 0,00 0
NO5AX08 Risperidon 37,25 1
NO5AA02 Levomepromazin

5-9Jahre  NQSAFO3  Chlorprothixen
NO5AHO02 Clozapin
NOSALO3 Tiaprid 0)20 g
NO5AX07 Prothipendyl
NO5AX12 Ariprazol

SVB Summe 37,25 1

NOSAEO04 Ziprasidon 0,00 0
NO5AHO03 Olanzapin 443,65 7
NOSAHO04 Quetiapin 538,45 10
NO5AX08 Risperidon 1.748,35 36
NO5AAO02 Levomepromazin

10 - 14 Jahre  NO5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3 Tiaprid 1.422,65 28
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 4.153,10 77
NOSAEQ04  Ziprasidon 0,00 0
NOSAHO3 Olanzapin 3.452,95 39
NOSAHO04 Quetiapin 2.261,20 31
NO5AX08 Risperidon 3.140,15 72
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NOSAAQ2 Levomepromazin
15 - 19 Jahre NQO5AF03  Chlorprothixen
NO5AH02 Clozapin
NO5ALO3  Tiaprid
NO5AX07 Prothipendyl
NO5AX12 Ariprazol
Summe 12.006,35 177

3.152,05 35

Quelle: Maschinelle Heilmittelabrechnung
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Frage 2 - Angaben fiir 2010 - 1. Halbjahr 2013
Die Kosten, Verordnungen und DDDs der folgenden 6 ATC-Codes werden summiert, da

Frage 2 2010-2013 1H)

491/AB XXV. GP- Anfréereant@vortung (gescanntes Original)

Jeweils nur Produkte von nicht gentigend Anbietern Im Erstattungskodex vorfanden sind.
ATC-Code l-dém
NOSAAOZ voreporonn
NOSAPO3 Chlorprothixen
NOSAHO2 Clozapin
NOSALO3 Tiaprid
NOSAX07 Prothipendyl
NOSAX12 Ariprazol
ATC Bezeichnni
NOSAEG4_ Ziprasidon 0,00 394,30 0,00 0,00 0 3 0 0 0,00 56,00 0,00 0,00
NOSAHG3 Olanzapin 4.59,55 6.788,50 4.639,9 1.452,85 7 7 104 63 805,00 1.211,00 1.255,75 653,50
NOSAHO4 Quetapin 16.233,25 18,935,60 2019855  11.27695| 6% 8% 1060 620 3.744,00 485413 591413 3.13475
NOSAX08  Risperidon 13.483,90  17.399,5 14.139,10 740860| 409  so1 507 247 5.026,21 6.167,78 5.741,20 2.968,52
NOSAAQ2  Levomepromazin
0-4Jalve  NOSAPD3 Chiorprothixen
NO5AH02 Clozapin
o 3.866,10 4,692,50 3.853,40 204030 73400 84400 802,00 361,00 472285 5.763,69 5.284,86 217518
NOSAX07 Prothipendyl
NOSAX12  Ariorazol
Summe 38.179,80  48.210,15  42.83095  22.178,70| 1.911 2344 2482 1.201| 14.20807  18.05259  18.19593  8.931,95
NOSAEG4 Ziprasidon 1.681,30 4.222,55 4113,25 1,55 % 3 34 7 276,50 554,00 576,00 175,50
NOSAHO3  Olanzapin 2.650,50 4,604,20 4.088,85 303,70 37 52 7 12 476,00 868,00 1.038,00 142,50
NOSAHO4 Quetiapin 4.826,05 5.445,80 4.338,20 234715| 122 158 10 % 1.293,25 1517,50 1.090,00 496,25
NOSAX08 Risperidon 5438950  60.188,70 57.652,20 3000365 1511 1652 1628 80| 2030558 2289920  21.888,80  11.012,40
NOSAAO2 Levomepromazin
5-9J)ahre  NO5AF03 Chiorprothixen
NOSAHO2 Clozapin
s 1847910  22.320,70 2070775 1113250 | 409,00 449,00 42900 216,00 4.556,17 5.379,01 4.425,67 2.069,17
NOSAX07 Prothipendyl
NOSAX12 Ariprazol
- Summe 8202645 9678195 9090025  44.64855| 2115 2354 2351 1.163| 2690750  31.21771 2001847  13.89582
NOSAE04 Ziprasidon 13.004,35 12.963,30 899,50 | 108 ® 137 1.777,50 1.393,00 2.178,50 540,00
NOSAHO3 Olanzapin 47.649,95 38.166,60 82645 543 503 551 241 8.967,00 8.869,00 9.714,00 4011,00
NOSAH04 Quetiapin 69.604,25 8.199,05  40029,%| 1314 1471 2156 1.109| 2039763 2229738 2821350  13337,88
NOSAXO8  Risperidon 15113625 14826250  149.16605  78.153,55| 4158 4312 4568 2333| 6071149 607005 6213970 3198580
NOSAAQ2 Levoneprumazin
10 -14Jahre  NOSAMO3 Chlomprothixen
NOSAH02 Clozapin
- 136.063,80  177.13255 21814290 10160815 (185900 211500 253200 1.22600| 2674802 3184770 3890371  18.471,69
NOSAX07 Prothipendyl
NO5AX12  Ariorazol
Summe 417.458,60  451.426,25  504.637,90 233.917,95| 7.082 8.490 90.944 4.975| 118.601,64 125.107, 14114941 6874636
NOSAE04 Ziprasidon 55.600,10 4481640 524%9,0  24.131,10| 427 341 415 200] 1061850 5.064,50 9.179,50 4.474,50
NOSAHO3 Olanzapin 258.011,85 29556050  211.883,30  62567,00 | 2635 2961 3019 1552| 4974200  57.141,00  58.945,50  30.429,50
NOSAHO4 Quetiapin 291.703,25 30994030 32066385  157.70530| 565 6763 7803 4066| 88.26425 977075  110.72575  55.170,38
NOSAXO8  Risperidon 27361960 31551975  249.181.80 10458540 5050 5757 5274 2488| 8560699 9993585  89.13206  41.633,23
NOSAAO2  Levomepromazin
15-19Jalve  NOSARD3 Chorprothixen
NO5AH02 ClozaPin
e 512877,00 57178855  605511,85  294.593,50 [6.351,00 6.607,00 7.07200 3.209,00| 10238909  109.233,27  117.198,99  54.476,89
NOSAX07 Prothipendy!
NOSAX12 Asiorazol
Summe 1.391.811,80 1.537.625,50 1.439.745,00 _643.584,20| 20.110 22.420 23.583 11.515| 336710 372.081,87  385.182,65 _ 186.184,
Summe Gesamt 0 - 10 Jahre 1.020.476,65_2.134.043,85_2.078.114,10 _ 944.320,40] 32.127 _35.617 _38.360 18.944| 496.518,03 546459, 573.545, 277.758,62
NGSAEG?Ziprasidon 0,00 136,20 0,00 T TR A W 0,00 28,00 0,00 0,00
NOSAHO3  Olanzapin 921,60 921,60 1.225,25 225,85 12 12 2 9 168,00 168,00 308,00 105,50
NOSAHO4 Quetiapin 3.885,30 3.31885 263065 165685| 159 164 154 107 803,25 690,00 706,50 420,00
NOSAX0S Risperidon 312820 3.34355 3.457,90 2.332,95 % ® 13 75 1.147,78 1.260,78 1.349,00 892,40
NOSAAQ2 tevamepromazin
0 - 4 Jahre NOSAFD3  Chlorprothixen
NOSAMO2 Oozapin
R Ceaenh 975,30 1.062,40 659,00 70265 19300 162,00 12600 97,00 115,17 113817 841,34 489,33
NO5AX07 Prothipendyl
NOSAX12  Ariprazol
Summe 891040 8.782,60 7.972,80 4918, 460 438 424 288| 327020  3.284,95  3.204, 1.907,23
NOSAEO4 Ziprasidon 0,00 2.093,40 2.613,60 316,75 0 16 2 3 0,00 280,00 344,50 83,50
NOSAHO3 Olanzapin 1.822,00 3.790,45 257,25 82,75 2 4 ) 4 322,00 721,00 637,00 37,50
NOSAHO4 Queiapin 2.247,65 2516,70 1.443,95 162,00 55 93 52 6 630,75 601,25 428,75 45,00
NOSAX08 Risperidon 2542055  28.479,55 2376660 127970 676 733 673 370 0627,60 1109840 9.735,20 4.981,60
NOSAAQ2 Levomepromazin
5-9Jahre  NOSAFO3 Chlorpruthixen
NOSAMO2 Clozapin
Ry P 1343230 1293605 9.644,50 6.089,15| 237,00 22500 13400 86,00 3.149,00 3.090,34 1.653,17 515,00
NOSAXD7 Prothipendyl
NOSAX12 Ariprazol
_— Summe 4292250  49.81615  40.04590  19.447,85| 995 1108 921  469| 1372035 1579099 1279862 6.042,60
NOSAEO# Ziprasidon 5.156,30 1832,40 4.942,40 1.656,65 3 3 E] 18 798,00 329,00 303,50 373,50
NOSAHO3  Olanzapin 1246305  18.379,25 17.579,15 3oa540| 130 212 2% 11 2.387,00 3.451,00 4.399,00 117,00
NOSAHO4 Quetiapin 2752705 30.195,80 24.077,20 o78445| 431 481 579 245 859250  10.185,38 8.577,75 3.540,00
NOSAX0B Risperidon 5097420  47.693,90 49.981,80  20222,15| 1424 1412 1550  ss0| 2122260 1984113 2154238  12308,20
NO5AAO2  Levomepromazin
10-14Jahre  NOSAR03 Chlorprothixen
NOSAH02 Clozapin
Nty s 55.506,65  76.906,35 %6.238,05  48.898,65| 61400 72800 92300 51600 1043551  13.371,01 1619268 8.492,84
NOSAX07 Prothipendyl
NOS5AX12 Ariorazol
Summe 15171725  175.007,70  192.818,60  93.807,30| 2.638 2.856 3.362 1.740| 4343561  47.177,52 5151531  26.631,54
NOSAE04 Ziprasidon 13.354,75 10.701,70 14.494,00 5.354,05 E 8 115 0 2.829,00 2.003,00 2.342,00 1.172,00
NOSAH03 Olanzapin 8216940  89.938,75 7610580  21.63210| 768 869 1064  477| 1608600  17.49300  20.841,00 9.825,00
NOSAHO4 Quetiapin 7418045  73.262,50 007465 4280270 1177 147% 2030  930| 2444713 2403613 3182963 1564488
NOSAXGB  Risperidon 61970,  87.703,20 76642,25  36.59435| 1162 1644 1432 681 2095382  29.021,32 2599471 1231262
NOSAA02 Levamegyomazin
15-19Jahve  NOSARO3 Chlorprothixen
vl o 145.77545 1675029  198.00455  83.44610|1781,00 187300 2151,00 850,00| 3147336  33921,20  38.22353 1501785
NOSAXD? Prothipendyl
NO5AX12 Ariorazol
Summe 377.450,95  420.10905  455.321,25 190.82030| 4.987 5943 6792 2.998| 9578930 106.574,64 119.230,87 5397234
NOSAEO4  Ziprasidon 0,00 0,00 0,00 0,00 Q 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 0,00 735,40 243,85 216,35 0 8 7 6 0,00 140,00 49,00 105,00
NOSAHO4 Quetiapin 2.469,65 4912,75 3.748,65 227965 18 a1 168 114 600,00 1.608,75 1.306,25 671,88
NOSAXG Risperidon 2.271,25 1.278,85 1.669,95 933,90 58 45 57 25 736,36 511,20 689,60 324,12
NO5AAO2  Levomepromazin
0-43ahre  NOSAR3 Chiorprothixen
NOSAHO2  Clozapin
g 300,95 969,20 597,60 3320| 50,00 110,00 12800 4800 307,00 825,34 830,67 329,83
NO5AX07 Prothipendyl
NO5AX12 Ariorazol
Summe 5.04185  7.896,20 626005 377310 226 374 360  193| 164336  3.08520 287552  1.43083|
NOSAE04 Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Ofanzapin 91,50 0,00 0,00 0,00 2 0 0 0 14,00 0,00 0,00 0,00
NOSAHO4 Quetiapin 168,10 2.285,35 750,55 919,65 3 43 34 © 96,25 740,00 138,75 198,75
NOSAX0S Risperidon 7.931,75 9.283,90 8.595,85 a31890| 238 263 29 16 3.316,50 3.820,80 331500 1525,20
NOSAAO2 Levomepromazin
5-9Jatre  NOSAR3 Chiomrothixen
NOSAHO02 Clozapin
o = 2.790,20 1.915,00 1.919,95 116745| 4700 4600 5300 2800 603,00 614,83 665,83 171,50
NOSAX07 Prothipendy!
NOSAX12  Ariprazol
T Summe 1248155 1348425 1126635  6.40600| 322 352 346 184| 442975 517563 411958 1.895,45
NO5AEC4 Ziprasidon 7,064,580 — 10,00 272,90 383,00 16 0 2 5 224,00 0,00 56,00 71,00
NOSAHO3 Olanzapin 3673,35 4.320,45 5.431,70 504,00 58 54 54 19 637,00 798,00 1.393,50 239,00
NOSAHO4 Quetiapin 1413465 20307,25  40.166,55  1615455| 290 419 867 368 4.017,88 647313 13.381,25 5.626,25
NOSAMOB Rispecidon 22.495,95 2189995 2291625  109%6,35| 618 666 712 359 938245 1012316 9.964,72 4.829,40
NOSAAQ2 Levomepromazin
10-14Jatve  NOSAFO3 Clilorprothixen
NOSAHO2 Clozapin
NoEatas "Bt 2091970  23.780,85 25531,80  13.40605| 283,00 30800 351,00 17400 377934 4.274,50 5.183,01 2771,34
NOSAX07 Prothipendyl
NOS5AX12 Ariprazol
Summe 63.28845 7030350 9431870  4150395| 1.270 1447 2026  925| 18.04070  21.66879  20.97847  13.53699
NOSAEO4 Ziprasidon 5.003,35 5.608,70 6.228,10 3.259,25 % 72 w7 % 593,50 715,50 1.050,00 547,00
NOSAHO3 Olanzapin 43.211,65  48.501,45 4002235  11687,05| 430 4% 563 315 8.351,00 933100  10.761,00 5.788,50
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NOSAHO4 Quetiapin 53.695,95 57.662,55 6506070  31.837,65| 1066 1240 1493  779| 1539500  17.922,00 2227275  10929,13
NOSAX08 Rispendon 57.348,20 58.692,50 45738,%  15767,65| 88 89 811  368| 1506102 1584689  14.11540 6330,73
NOSAAO2 Levomepromazin
15-19Jahe  NOSAFO3 Chlorprothixen
NOSAHO2 Clozapin
NoeDs ol 82938,9 93.296,05 84.998,05  48.147,75 [1.014,00 97400 941,00 52400| 1753985  17.899,01  16.916,85 9307,01
NOSAX07 Prothipendyl
NO5AX12  Ariorazol
Summe 24219805 267.761,25  242.048,10 110700,25| 3384 3651 3.855 2.012| 57.34037 62714 65.116, 32.902,37
NOSALO4 Ziprasidon 0,00 0,00 0,00 0,00 Q 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 0,00 0,00 28,75 17,20 0 0 1 1 0,00 0,00 14,00 7,00
NOSAMO4 Quetiapin 331,40 309,00 715,% 304,85 19 17 2 15 93,75 86,25 247,50 93,75
NOSAX08 Risperidon 170,30 84,10 109,05 23,70 7 4 6 1 84,00 42,00 56,00 6,00
NOSAAD2 Levomepromazin
0-4Jatre NOSAFD3  Chlorprothixen
Nospozr Gazhoin 258,00 62,30 44,50 17,80 5000 1400 1000 400 228,00 93,33 66,67 26,67
NOSALO3  Tiaprid 4 5 % s , X , X , , X X
NOSAX07 Prothipendy!
NO5AX12  Ariorazol
Summe 75970 455,40 89820 363,55 76 3s a2 2 405,75 22158 38417 13342
NOSAEQ4 Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NO5AHO3 Olanzapin 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO4 Quetiapin 0,00 15,60 0,00 0,00 0 1 0 0 0,00 3,75 0,00 0,00
NOSAX0S Risperidon 2:565,50 343230 3.342,45 1.070,45 53 %4 103 36 761,60 1104,80 1.077,60 400,80
NOSAAG? Levamegromazin
5-9 Jahve NOSAF03  Chiorprothixen
NOSAHO2 Clozapin
N o 48,40 207,35 101,00 33| 600 2700 2000 7,00 26,67 101,00 53,33 18,67
NOSAX07  Prothipendyl
NOSAX12 Ariorazol
. Summe 2.613,90 3.655,25 3.44345 110580 59 122 123 43 788,27 120955 113093 419,47
T0SAE04 Ziprasidon 0,00 0,00 266,10 221,75 0 0 6 5 0,00 0,00 45,00 37,50
NOSAHO3 Olanzopin 214,90 1.043,45 900,85 297,75 2 10 9 8 42,00 203,00 217,00 147,00
NOSAHO4 Quetiapin 4304,00 794,00 922,40 485,55 63 2 16 15 1.380,00 272,50 360,00 150,00
NOSAXO8 Risperidon 6520,95 5.830,05 7.517,70 40254 130 114 166 100 2274,00 2,020,80 2727,60 1478,40
NOSAAO2  Levormepromazin
10 - 14 Jahre  NOSARD3  Chiorprothixen
NOSAHO02 Clozapin
R e 4.308,65 2876,35 6.012,90 240070| 3500 2600 49,00 19,00 649,33 443,67 856,33 345,33
NOSAX07 Prothipendyl
NO5AX12 Ariorazol
Summe 230 162 246 147| 434533 293997  4.20593 215823
NOSAEO+ Zipraidon 258,10 666,70 537,65 2 5 4 1 28,00 112,00 8,00 28,00
NOSAHO3 Olanzapin 4.205,50 10.872,10 4.506,00 % 93 73 2 798,00 263,00 1.395,00 696,00
NOSAHO4 Quetiapin 10.783,85 16.291,45 9.372,95 184 268 216 89 3695,00 5522,88 3241,00 1265,00
NOSAX08 Rispeidon 6.518,40 15.369,25 5.746,65 2.351,60 u8 174 123 63 1938,9 3.233,38 2317,36 1080,29
NOSAAO2  Levompramazin
15-19 Jahre  NO5AFO3 Chlorprothixen
NOSAH02  Clozapin
Aosatos mesd 20.225,50 20.309,45 26.106,20 738675 20300 20800 31800 102,00 328767 331334 5.155,67 1.908,67
NOSAX07 Prothipendyl
NOSAX12 Ariorazol
Summe 41.991,35  63.50895  46.269,45  14.80800| 553 748 734 287| 974783  14.34459  12207,04 _ 4.977,96
NOSAEQ4 Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00
NOSAHO3 Olanzapin 691,20 0,00 482,65 353,40 9 0 14 20 126,00 0,00 232,00 142,00
NOSAHO4 Quetiapin 1210,15 809,95 1.918,30 1137,00 62 s 101 57 319,50 225,00 573,75 354,38
NOSAX08  Risperidon 1084,90 1.034,75 718,55 524,75 3 39 2 19 471,20 460,00 346,00 214,00
NOSAAD2 Levomepromazin
0 - 4 Jahre NOSAFO3 Chlorprothixen
NOSAHO2 Clozapin
NOEALS! amrt 345,65 710,55 495,75 26770| 77,00 15100 111,00 59,00 493,34 1.012,00 728,00 387,00
NOSAX07 Prothipendyl
NO5AX12 Ariorazol
Summe 3.331,90 2.555,25 3.61525  228285| 181 235 251  155| 141004  1697,00 187975  1.09738
NOSAEO4Ziprasidon 0,00 0,00 537,65 544,80 0 0 3 7 0,00 0,00 58,00 112,00
NOSAHO3 Olanzapin 0,00 0,00 499,70 0,00 0 0 2 0 0,00 0,00 126,00 0,00
NOSAHO4 Quetiapin 48,60 47,25 118,65 268,80 2 1 4 12 7,50 15,00 41,25 45,00
nosaos i 3.002,55 3598,60 4.908,40 1.883,00 % 107 132 52 1.066,80 1167,20 1642,60 648,40
INOSAAO2 n
5-9Jahre  NOSAFO3 Chiorprothixen
NOSAH02 Clozapin
RO e 268,65 820,00 540,75 14045 3800 2800 5500 2300 249,83 %7,17 601,50 176,83
NOSAX07 Prothipendyl
NO5AX12  Ariorazol
— Summe 3.319,80 4.465,85 6.60515  2.837,05| 136 136 207 91| 132413 154937 250935 982,23
NOSAE04 Ziprasidon 44,35 0,00 129,05 0,00 1 0 T 0 7,50 0,00 14,00 0,00
NOSAHO3 Olanzapin 291,70 275,35 39925 194,55 3 4 7 y 56,00 49,00 154,00 98,00
NOSAHO4 Quetiapin 3.884,65 1888,05 4.984,80 3.508,50 68 59 146 136 1063,75 457,88 1.489,13 1186,63
NOSAX08 _Risperidon 12.696,00 11.911,80 10.691,65 sse950 372 3% 369 182 4.881,80 4.691,40 4349,00 2210,80
NOSAAD2 (evomepromazin
10-14Jatre  NOSARO3 Chlorprothixen
NOSAHO2 Clozapin
Hosos ‘T 4.251,00 5779,50 6.013,30 610,70| 16300 199,00 19200 71,00 1707,83 1879,83 1.768,00 759,67
NOSAX07 Prothipendyl
NOSAX12 Ariorazol
Summe 2116770  19.85470 2221805 1028325 o607 658 715 39| 7.716, 7.078,11 777413 4.255
NOSAEO+ Ziprasidon 6.166,10 1505,15 6.374,90 4.648,55 5 18 a9 34 1218,00 278,50 1.29,50 1.008,00
NOSAHO3 Olanzapin 18.144,25 17.192,40 9.723,45 197260 207 180 141 63 3437,00 3.311,00 2.840,00 970,00
NOSAHO4 Quetiapin 22.740,85 29.800,35 3725055 1628475 426 640 922 43 6.718,25 925650 1276513 5597,50
hosas Rsper 36.218,00 32871,95 2576270  11.79400| 823 815 751 344| 1246762  13.25,10 1143658 5.270,60
romazin
15-19Jahre  NOSARO3 Chiorprothixen
NOSAHO2  Clozapin
NoEATDS) Tebr 38.134,70 39.340,05 4678580  24.88505| 748,00 72800 76000 368,00 9.021,34 8.848,18 9.967,68 5.055,50
NOSAX07 Prothipendyt
NOSAX12 Ariorazo!
Summe 12140390 12070990  125.897,40  59.584,95| 2249 2.381 2.623 1.248| 32.862,22 3495028 3830568  17.901,60
NOSAEQ+ Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3  Olanzapin 0,00 0,00 0,00 139,20 0 0 0 7 0,00 0,00 0,00 63,00
NOSAHO4 Quetiapin 405,65 1000,70 1657,70 773,35 19 61 106 50 71,25 2313 435,63 198,75
NOS5AX08 833,05 1.767,95 2.272,05 1.141,10 2 56 53 35 322,40 649,20 760,40 444,80
NOSAAO2 Levormepromazin
0 -4Jahre NOSAFD3  Chlorprothixen
e f_':i:" 124,60 115,70 240,60 97,9| 2800 2600 3900 22,00 186,67 173,33 262,67 146,67
NOSAX07 Prothipendyl
NO5AX12  Ariorazol
Summe 1.363,30 2.884,35 417035 215155 72 143 198 114 58032  1.03566  1.45869  853,22|
NOSAEO4 Ziprasidon 1.681,30 741,95 0,00 0,00 36 oy 0 0 276,50 102,00 0,00 0,00
NOSAHO3  Olanzapin 460,80 384,00 117,10 46,65 6 5 2 2 84,00 70,00 60,00 21,00
NOSAHO4 Quetiapin 383,95 80,00 590,40 108,00 15 4 26 6 5375 15,00 165,00 20,00
NOSAX08  Risperidon 6.764,25 5.854,90 4.933,% 313225 186 154 140 85 2.514,00 2.298,40 1.800,60 1074,60
NOSAAD2 Levomepromazin
5-9Jatve  NOSAFO3 Chlorprothixen
NOSAHO2 Clozapin
WEADS [T 274,70 100,05 415,60 %565 4000 11,00 17,00 10,00 238,50 99,67 123,33 65,33
NOSAX07 Prothipendyl
NOSAX12  Ariprazol
= Summe 9.565,00 7.160,90 6.057,00  3.65255| 283 185 185 103 3.6675  2.58507  2.14893 118093
NOSAE04 Ziprasidon 2.264,50 1585,55 1821,00 1600,55 24 %6 14 17 299,00 255,50 224,00 192,50
NOSAHO3 Olanzapin 19.557,60 13152,10 10.827,25 162810 210 129 133 % 3724,00 2548,00 2.756,50 805,00
NOSAHO4 Quevapin 7.709,70 5.897,30 5.341,20 343105 165 147 165 88 2050,63 1538,75 1555,38 1.135,00
NOSAX08  Risperidon 21.433,85 2085710 22102,50 949885| s98 sy 677 27 8.357,40 8.463,60 9.231,20 3678,00
NOSAAO2 Levomepromazin
10 - 14Jahre  NOSARD3 Chlorprothixen
NOSAHO2 Clozapin
AT 15.466,30 20.808,70 19.098,60 8846,60| 221,00 22800 263,00 91,00 3.381,00 322950 3.868,34 1.366,17
NOSAX07 Prothipendy!
NOSAX12 Asiorazol
Summe 66.43195  62.300,75  59.190,55  25.005,55| 1.218 1127 1252  s19| 17.81203  16.03535  17.63541  7.176,67
NOSAEQ4  Ziprasidon 4.577,00 4.093,50 8546,35 2.502,10 a1 31 73 24 824,50 616,00 1554,50 442,50
NOSAHO3 Olanzapin 39.417,55 41.206,85 33530,75  1260870| 442 426 484 311 7.448,00 7.910,00 9.437,50 6.236,00
NOSAHO4  Quetiapin 40.610,15 38.795,25 3830210  1848295| 907 939 972  S40| 1142225 1114600 1268975 5.856,63
NOSAX08 Risperidon 45.536,80 58.229,90 3716755  1171835| 740 886 759  341| 1210927 1531876 1238762 5475,51
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NOSAAD2 \evamegromazin
15-19Jahre  NOSAFO3 Chlorprothinen
NOSAH02 Clozapin
A ™ et 61.302,80 62774,45 64.496,85  34907,9| 733,00 79400 817,00 38800| 1180835 1212768 1264518 6.287,34
NOSAX07 Prothipendyl
NOSAX12 Ariorazol
Summe 191.444,30  205.099,95  182.043,60  80.620,00| 2863 3076 3.105 1.604| 43.612,36  47.11844 «.nﬁ 24.297,98
NOSAEO4  Ziprasidon 0,00 0,00 0,00 0,00 0 Q 0 g 0,00 0,00 X oo
NOSAHO3 Olanzapin 0,00 0,00 389,05 0,00 0 0 8 0 0,00 0,00 112,00 0,00
NOSAHO4 Quetiapin 101,55 664,25 533,45 446,75 6 30 29 2 22,50 120,63 142,88 142,50
NOSAX08 R 538,45 1.476,50 570,20 170,50 2 34 20 7 220,00 489,67 262,00 65,20
NOSAA02 2in
0 - 4Jahre NOSAFD3  Chlorprothixen
NOSAH02 Clozapin
oA T 164,55 131,30 207,50 92%| 3800 2600 4400 20,00 224,17 163,33 285,83 130,83
NOSAX07 Prothipendy!
NOSAX12 Ariorazol
Summe 804,55 2.272,08 1.700,20 71015 66 %0 101 49 466567 77363 802,71 33853 |
NOSAEO4 Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAH03 Olanzapin 138,10 45,75 14,10 0,00 1 1 1 0 28,00 7,00 5,00 0,00
NOSAHO4 Quetiapin 79,05 57,40 246,40 134,40 1 1 1 6 22,50 22,50 41,25 22,50
NOSAX08 Risperidon 2142,45 2266,70 3544,15 2.304,15 63 69 8 3 775,20 874,00 1208,80 738,00
NOSAAD2 Levamegromazin
5-93Jahre  NOSAFD3 Chlorpruthixen
NOSAMO? Clozapin
NOEN 03" Toeet 802,25 4.554,80 3.580,05 227870| 800 4800 3400 24,00 58,67 711,50 575,50 367,50
NOSAX07 ~ Prothipendy!
NOSAX12 Ariorazo!
i Summe 3.161,85 6.924,65 7.38470  4.71725 73 119 132 73 88437 161500 183055 112800
NOSAEQ4 Ziprasidon 0,00 1.483,% 0,00 129,05 0 1 0 1 0,00 280,00 0,00 14,00
NOSAHO3 Olanzapin 1.427,35 153,60 477,% 301,20 19 2 10 9 259,00 28,00 121,00 147,00
NOSAMO4 Quetiapin 552,50 434,05 1299,35 610,75 23 25 58 3t 126,25 128,13 371,25 155,00
RosaXos. Rispendon 9.490,40 10.581,75 10.073,50 sseqds| 287 337 32 161 3930,40 4.532,00 4.082,80 2.047,60
NOSAAO2 zin
10 - 14 Jahre  NOSAFD3 Chlarprothixen
NOSAH02 Clozapin
Rty et 12.889,05 15.425,55 2158585 1250150 | 17500 18400 237,00 141,00 2182,84 2533,84 333351 2053,00
NO5AX07 Prothipendyl
NOSAX12 Ariprazol
Summe 2435030 28.13885  33.43660  10.10695| S04 559 617  343| 649849  7.501,96  7.908,56  4.416,60
NOSAEQ4  Ziprasidon 6.227,75 4.231,55 2.196,40 136,20 a8 2 18 T 959,50 700,00 323,00 28,00
NOSAHO3 Ofanzapin 20939,05 12.704,10 8.803,00 201745| 207 136 130 52 4.088,00 2422,00 2.792,50 1.035,50
NOSAHO4 Quetiapin 13779,55 14.727,70 13.085,35 652705 332 3B 400 185 3622,00 4.49,63 4142,50 202313
NOSAX08 Risperidon 22567,50 18.013,85 16.952,75 600680 s02 414 405 158 8.120,68 6.751,21 6.893,67 2.587,50
SAAD2 Levomepromazin
15-19Jahwe  NOSAFO3 @hlorprothixen
D Ceawin 32772,% 58.697,00 5872045  27380,15| 43300 60600 612,00 253,00 613817  10230,68  10.486,01 4.487,51
aprid
NOSAX07 Prothipendyl
NOSAX12 Asiorazol
Summ: 96.286,75  108.374,20  99.757,95 . 1522 1569 1566 649| 2292835  24.600,52  24.637,68  10.161,63
NGSAEQ4  Zprasidon 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO4 Quetiapin 208,40 55,85 162,10 7 1 8 9 56,25 15,00 48,75 90,00
NOSAX08  Risperidon 162,25 386,85 115,25 111,75 6 16 5 8 80,00 184,00 60,00 47,00
NOSAAO2 Levomepromazin
0 -4 Jahre NOSAFD3  Chiorprothixen
,’jg:ﬁ*g; 1?;:.‘:,'" 26,70 50,15 143,05 7315|600 1200 33,00 17,00 40,00 59,17 170,00 71,67
NOSAXO7 Prothipendyl
NOSAX12 Asiocazol
Summe 392,35 492,85 420,40 438,50 19 20 a6 34 17625 258,17 27875 20867
NOSAEO4 Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO4 Quetiapin 0,00 0,00 54,40 0,00 0 0 3 0 0,00 0,00 8,75 0,00
NOSAX08  Risperidon 1.631,05 1.485,20 417,90 328,35 68 67 17 15 575,50 520,00 184,00 142,00
NOSAAO2 Levomepromazin
5-9J)ahve  NOSAFD3 Chiorprothixen
NOSAH02 Clozapin
e e 647,40 781,00 1591,45 000| 2300 2200 2000 0,00 14,17 109,17 43,33 0,00
NOSAX07 Prothipendyl
NOS5AX12  Ariorazol
B Summe 2.278,45 2.266,20 2.083,75 32835 01 89 40 15 68967 629,17 236, 14
NOSAEQ4 Ziprasidon 512,30 0,00 0,00 0,00 7 0 0 0 126,00 0,00 0,00 0,00
NOSAHO3  Olanzapin 153,60 0,00 86,15 0,00 2 0 1 0 28,00 0,00 28,00 0,00
NOSAHO4 Quetiapin 702,20 1787,00 2156,80 134,40 10 49 47 4 243,75 450,38 716,25 48,75
NOSAX08 Risperidon 7.055,35 6.114,80 6.013,85 277930 164 167 7w 78 2534,80 221,60 2148,20 1062,60
NOSAAQ2 Levomepromazin
10 - 14 Jalve  NOSAFD3 Chlorprothixen
NOSAHO2 Clozapin
NN ) 154,85 3772,35 9.314,20 361625| 3000 6600 92,00 33,00 17117 790,33 1.34667 351,33
NOSAX07 Prothipendyl
NOSAX12 Arsiorazol
Summe 8.97830  11.67415  17.571,00 652995 213 282 317 15| 30372 345231 423912  1.462,68
NOSAEOS Ziprasidon 1483,% 546,25 795,75 0,00 1 7 6 0 280,00 182,00 126,00 0,00
NOSAHO3 Olanzapin 6.176,10 11.847,00 4.353,65 2373,40 83 139 0 61 1.120,00 2219,00 1318,50 1.351,00
NOSAHO4 Quetiapin 9.207,75 10.890,50 10599,30 717,20 193 264 280 202 2.798,63 3181,63 368,25 2427,88
NOSAX08 Risperidon 10324,9 8.921,85 6.822,80 415190 234 22 152 102 372529 3565,33 2.401,35 1609,22
NOSAA2 Levomepromazin
15-19Jahre  NOSARD3  Chiorprothixen
NosAHOZ Cieeapin 11.725,70 11.715,50 11.750,70 7.756,60| 19500 171,00 198,00 92,00 241950 214284 2.564,00 1419,84
NOEALD: Tiedl 725, 715, 750, 756, ! A ! X 419, i 564, 419,
NOSAX07 Prothipendyl
NOSAX12 Ariorazol
Su 38.91835 4432110  34.322,20  21.39910| 716 793 706 457| 1034342  11.29079  10.07810 _ 6.80793
NOSAEO4  Ziprasidon 0,00 258,10 0,00 0,00 0 2 0 0,00 28,00 0,00 0,00
NOSAHO3 Olanzapin 1022,85 224835 1072,50 355,60 2 a1 29 15 161,00 371,00 225,75 161,00
NOSAHO4 Quetiapin 506,75 1.085,70 739,30 529,55 % ) a 35 97,50 288,75 217,88 131,25
NOSAX08 Rispwidon 1.110,15 577,10 889,55 262,65 2 2 38 9 386,40 274,00 368,00 109,20
NOSAAO2 Levomepromazin
0-4Jahre  NOSAFD3 Chiorprothixen
e ?;:‘;‘" 137,95 231,40 187,40 91,80| 31,00 5200 4200 18,00 206,67 346,67 277,50 112,50
NOSAX07 Prothipendyl
NOSAX12 1]
Summe 277770 4.400,65 288875  123960| 110 154 150 77 851,57 130842  1.089,13 513,95
0,00 645,25 517,65 0,00 0 5 7 0 0,00 70,00 126,00 0,00
0,00 0,00 803,% 174,30 0 0 14 6 0,00 0,00 156,00 84,00
0,00 13595 0,00 0,00 0 2 0 0 0,00 45,00 0,00 0,00
1.410,50 1.453,10 1700,35 1.170,40 3 8 40 32 468,00 529,60 603,60 441,20
5-9Jahre
0,00 86,05 466,95 1515|000 400 800 300 0,00 21,33 24,00 8,00
o ‘ 1.41050 2.32035 3.888, 1.359, 2 4 69 a1 468,00 66593 949,60 533,20
NOSAEO4 Ziprasidon 1529,70 1207,95 1887,50 1121,35 13 ] 24 7 211,00 238,00 378,50 209,50
NOSAHO3 Olanzapin 0,00 0,00 133,80 167,40 0 0 3 4 0,00 0,00 43,00 84,00
NOSAHO4 Quetiapin 979,75 222975 1205,90 1024,05 2 89 49 42 255,00 495,00 290,00 277,50
NOSAX08  Risperidon 4797,00 4.343,45 3551,05 157930 156 129 13 59 1.866,00 1756,00 162520 704,40
NOSAAO2 Levomepromazin
10 - 14 Jahre  NOSARD3  Chlorprothixen
NOSAHO02 Ctozapin
ot 03 T 5119,70 8.837,75 5062,85 55055| 6300 90,00 49,00 10,00 1.035,83 1620,67 937,00 96,00
NOSAX07 Prothipendyl
NO5AX12 Ariorazal
Summe 12.426,15  16.61890  11.841,10  4.44265| 257 317 238 13 67,83 410967  3.27370 137140
NOSARO4 Ziprasidon 5609,45 8.891,05 6.283,80 132,85 42 67 a8 10 980,00 1386,00 868,00 238,00
NOSAHO3 Olanzapin 12.477,65 15.848,60 4.013,85 100335 135 157 58 2 2.373,00 3.066,00 1207,00 555,00
NOSAHO4 Quetiapin 17.495,15 16.354,35 10924,65 7540|335 377 345 23 5.265,25 5.188,25 3703,25 2.414,00
NOSAX08  Risperidon 6.684,35 6.813,85 8.865,85 4.020,50 78 141 252 114 1.454,49 1.886,02 3.566,58 1.812,00
NOSAAO2 Levomepromazin
15-19Jalve  NOSARO3 Chiorprothixen
P Lo 25.599,70 26.876,15 2205860 1275345 317,00 33500 303,00 141,00 467334 4731,84 5069,34 2.485,00
NOSAX07 Prothipendyl
NOSAX12 Ariorazol
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Summe 67.866,30 7478400 _ 52.14675 _ 26.312,55| 907 1.077 1006 _ 533| 14.746, 16.258,11  14.414,16 __ 7.504,
NOSAEO?  Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0, . ,
NOSAHO3 Ofanzapin 138,10 0,00 0,00 0,00 i 0 0 0 28,00 0,00 0,00 0,00
NOSAHO4 Quetiapin 99,90 60,40 260,15 62,40 4 3 17 4 15,00 875 67,50 15,00
NOSAX08 Risperidon 529,75 534,95 608,95 122,40 18 2 30 9 210,00 236,00 255,20 54,00
MOSAAC2 zin
0-4latve  NOSAP3 Chlorprothixen
NO5AHO02 Clozapin
e e 111,25 209,15 253,65 6675| 2500 47200 57,00 1500 166,67 313,33 380,00 100,00
NOSAX07 Prothipendyl
NO5AX12 Ariorazol
Summe 879,00 112275 251,55 a8 71 104 28 41967 558,08 702,70 169,00
NOSAEO4 Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 138,10 0,00 0,00 0,00 1 0 0 0 28,00 0,00 0,00 0,00
NOSAHO4 Quetiapin 65,40 58,25 314,50 383,20 3 1 17 13 11,25 30,00 75,00 60,00
NOSAX08  Risperidon 1.607,35 1.44450 2502,25 912,15 34 38 7 E] 507,78 460,00 795,00 331,00
NOSAAQ2  Levomepromazin
5-9Jatve  NOSAF3 Chiorprotinxen
NOSAH02  Clozapin
NGRS T 57,60 62,50 257,10 4,75] 700 1400 2700 800 81,67 78,33 170,50 52,50
NOSAX07 Prothipendyl
NOSAX12 Ariprazol
i Summe 1.868,45 1.565,25 3.073,85 1.337,10 as 53 115 54 628,69 56833 1.040,50 443,50 |
NOSAEO4 Ziprasidon 0,00 1.135,40 1.014,35 0,00 0 10 13 0 0,00 155,00 158,00 0,00
NOSAHO3  Ofenaspin 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO4  Quetiapin 1.869,15 3.274,20 1.636,30 1846,90 67 7 59 84 410,00 1.112,50 417,50 570,00
NOSAX08  Risperidon 2.233,00 2.031,30 2923,% 1.716,45 78 70 108 49 957,60 791,20 1.128,40 616,80
NOSAAQ2  Levomepromazin
10 -14J3hve  NOSAFO3 Chiorprothixen
NOSAH02 Clozapin
Nohs T 279,70 281,60 5571,% 135420 | 21,00 1900 5500 17,00 170,17 187,83 564,33 11,17
NOSAX07 Prothipendyl
NOSAX12 Ariorazol
Summe 4.381,85 672250 1114645 491755 166 178 235  150| 153777  2.24653 268,23 1.29797
NOSAEQ4 Ziprasidon 1935,75 630,05 44,35 0,00 15 S 1 0 210,00 147,50 7,50 0,00
NOSAHO3 Olarzapin 1.302,45 5.853,75 2517,45 1.200,05 15 59 53 32 245,00 1134,00 905,00 639,00
NOSAHO4 Quetiapin 13.031,60 17.681,85 11.757,65 523905 287 a3 B4 181 4.295,38 6.043,50 4195,63 2193,50
NOSAX08 Risperidon 3.632,30 5.469,45 2622,75 1.542,80 93 76 80 53 1.405,59 1.365,87 1.081,80 686,00
NOSAAQ2 Levomepromazin
15-19 Jalwve  NOSAFO3  Chlorprothixen
NOSAIH02 Clozapin
NOSALDS Taprid 14.659,10 12622,95 20.82470  1207885| 171,00 14000 230,00 110,00 2.490,50 223967 3.953,00 208017
NOSAX07 Prothipendyl
NO5AX12 Ariorazol
Summe 34.561,20  42.258,05  37.766,90 _ 20060,85| 581 715 698  376| 8.64647  10.930,53  10.142,03 _ 5.598,67
NOSAEO4  Ziprasidon 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO03 Olanzapin 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO4 Quetiapin 506,75 220,50 416,05 410,65 24 15 15 7 112,50 56,25 127,50 158,13
NOSAX08 Risperidon 237,% 213,50 121,50 0,00 7 8 6 0 75,60 101,60 61,20 0,00
NOSAAG2  Levomepromatin
0-4Jahre  NOSAFO3 Chiorprothixen
NOSAH02 Clozapin
s T 48,95 129,65 53,40 000 11,00 2900 1200 0,00 73,33 189,33 80,00 0,00
NOSAX07 Prothipendyl
NO5AX12 Asiorazol
Summe 793,60 56365 590,95 410,65 a2 52 33 7 261,43 347,18 268,70 158,13
NOSAE04 Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Ofanzapin 0,00 384,00 0,00 0,00 0 5 0 0 0,00 70,00 0,00 0,00
NOSAHO4 Quetiapin 57,55 0,00 0,00 0,00 1 0 0 0 22,50 0,00 0,00 0,00
NosAX08 Rispenidon 7710 363,95 22495 151,65 3 6 6 5 36,00 106,00 144,00 56,00
NOSAA02 levostrepromazin
5-9Jatve  NOSAFO3 Chiorpruthixen
NOSAHD2 Clozapin
NeADS Tt 2315 115,75 69,45 000[ 1,00 500 300 0,00 13,33 66,67 40,00 0,00
NOSAX07 Prothipendyl
NO5AX12  Ariorazol
— Summe 157,80 86370 294,40 15168 5 16 9 5 71,83 242,67 184,00 56,00
NOSAEQ4_ Ziprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 0,00 76,80 387,60 141,80 0 1 6 4 0,00 14,00 84,00 70,00
NOSAHO4 Quetiapin 221,40 0,00 22,40 60,40 9 0 1 3 3,75 0,00 3,75 11,25
NOSAX08 Risperidon 827,70 1.152,70 1338,30 645,70 2 36 51 2 257,60 424,80 662,40 346,00
NOSAAQ2 Levomegromazin
10 - 14 Jalwe  NOSAFO3 Chlorpruthixen
NOSAHO02 Clozapin
NOEALDS Tt 72395 329,30 770,20 413,90| 14,00 1000 1900 6,00 168,33 137,33 211,17 81,00
NOSAX07 Prothipendyl
NO5AX12 Ariorazol
Summe 1.773,05 1.55880 2.518,50 1.261,30 46 a7 72 34 459,68 576,13 96132 508,25
NOSAEQ4 Ziprasidon 276,00 0,00 0,00 0,00 2 0 0 0 84,00 0,00 0,00 0,00
NOSAHO3  Olanzapin 230,490 2.308,80 1702,40 239,50 3 23 18 5 42,00 448,00 392,00 126,00
NOSAH04 Quetiapin 708,35 685,85 1.046,35 928,95 1 16 3 2 217,50 221,25 373,75 342,50
NOSAX08  Risperidon 196,40 537,60 398,05 203,70 6 16 1 8 120,00 210,00 183,20 94,00
NOSAAO2 Levamepromazin
15-19Jalve  NOSAFO3 Chlorprothixen
R f.f:::‘ 2419,80 2148,25 2873,70 234440 2000 2000 2900 37,00 371,33 384,33 523,67 665,33
NOSAX07 Prothipendyl
NO5AX12 Ariprazol
Summe 3.830,95 5.6850 6.020,50 3.716,55 a2 75 95 77 83483 126358 1.47 1.227,83
NOSAEO# Tiprasidon — 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 1.225,50 0,00 145,75 0,00 20 0 5 0 210,00 0,00 35,00 0,00
NOSAHO4 Quetiapin 502,70 1.074,20 1.993,35 1124,90 23 48 94 s8 153,75 289,13 581,25 303,75
NOSAX08 Risperidon 1.032,65 1.362,70 1.201,95 660,55 26 50 55 26 373,89 578,00 554,40 343,00
NOSAAQ2  Levomepromazin
0 - 4 Jahre NOSAF03  Chiorprothixen
NOSAH02 Clozapin
NGEALDS TR 225,45 155,50 167,40 s340| 4300 2200 2400 12,00 314,33 177,33 200,83 80,00
NOSAX07 Prothipendyl
NO5AX12  Ariorazal
Summe 2.98630 2.592,40 3.508,45 183835 112 120 178 96| 1.051,07 1.04446  1.371,48 72675
NOSAEQ4 Zprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO4  Quetiapin 0,00 0,00 22,40 0,00 0 0 1 0 0,00 0,00 375 0,00
NOSAX08 Risperidon 222,25 317,80 455,05 200,90 9 16 10 5 86,00 144,00 156,00 76,00
NOSAAQ2 Levomepromazin
5-9Jatve  NOSAFO3 Chlorprothixen
NO5AH02 Clozapin
HQSA 03, Nt 0,00 0,00 5,05 s1760[ 000 000 1,00 400 0,00 0,00 267 74,67
NO5AX07 Prothipendyl
NO5AX12 Asiorazol
s Summe 22225 317,80 482,50 71850 ° 16 12 9 86,00 144,00 162,42 15067
NOSAEO4 Ziprasidon 0,00 0,00 177,40 0,00 0 0 ) 0 0,00 0,00 30,00 0,00
NOSAHO3 Otanzapin 368,50 153,60 76,80 0,00 4 2 i 0 70,00 28,00 14,00 0,00
NOSAHO4  Quetiapin 3.114,75 324,90 246,80 15,60 48 15 1 1 1.068,75 53,75 63,75 3,75
NOSAX08 Risperidor: 1.639,05 2798,75 1.605,35 581,90 45 %0 59 2 664,00 1.313,60 779,80 288,00
NOSAAQ2 Levomepromazin
10 - 14Jahre  NOSAFO3  Chlorprothixen
NO5AH02 Clozapin
Nga s Ciore 281075 1583,40 1.951,95 sa6,00[ 7600 6700 8200 3800 1067,33 746,33 969,17 438,50
NOSAX07 Prothipendyl
NO5AX12 Asiorazol
Summe 7.933,05 4.860,65 405830 114350 173 174 157 6a| 287008 214168  1.85672 73925
NOSAEO4_ Ziprasidon 4.288,75 2190,45 267,05 948,05 32 3 2 7 812,00 644,00 56,00 196,00
NOSAH03 Okanzapin 7.762,35 3498,90 2.608,95 944,40 8 32 40 26 1.477,00 686,00 674,00 466,50
NOSAHO4 Quetiapin 6.969,35 633,90 2370,55 636,15 127 115 76 2 1.990,00 2080,00 763,75 173,75
NOSAX08  Risperidon 10.710,60 8.582,20 5.383,35 1149,70 18 105 88 2 2393,06 2386,59 1827,74 629,60
NOSAAQ2 Levomepromazin
15 -19Jabre  NOSAP03 Chiorprothixen
,':g::f:: ﬁ:’;;‘" 8.263,70 10.446,05 9.199,05 556450| 10400 13700 11800 5800 1.793,83 2250,67 1.670,17 973,50
NOSAX07 Prothipendyl
NO5AX12 Ariorazol
Summe 37.99475  31.05250  19.82895  0242.80| 465 402 324  140| 8.46589  8.047,26  4.991,66 _ 2.439,35
NOSAEO+ _ Ziprasidon 0,00 X 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 183,00 1.884,75 914,00 145,25 4 23 16 5 28,00 350,00 224,00 70,00
NOSAHO4 Quetiapin 1.691,35 2.465,20 2710,20 247,30 82 120 164 61 412,50 622,50 708,75 236,25
NOSAX08  Risperidon 833,05 3322,45 721,85 485,00 27 38 34 16 311,89 551,73 324,60 235,20
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NOSAAD2 5n
0 - 4 Jahre NOSAFD3 Chiorprothinen
NOSAHO2 Clozapin
S 313,30 255,55 192,95 s460| 62,00 5600 4300 12,00 426,67 359,00 277,67 72,00
NOSAX07 Prothipendy!
NOSAX12 Ariorazol
Summe 3.02070  7.927,95 453900  16321s| 1755 237 257 oa| 117006 188323 153502 613,45
NOSAEO4 Ziprasidon 0,00 608,90 0,00 0,00 0 8 0 0 0,00 78,50 0,00 0,00
NOSAH03 Olanzapin 0,00 0,00 76,80 0,00 0 0 1 0 0,00 0,00 14,00 0,00
NOSAHO4 Quetiapin 275,75 134,25 91,50 4455 10 7 6 3 48,75 26,25 22,50 11,25
NOSAX08 Risperi 880,55 1082,75 189670 1137,95 27 3 51 % 310,20 394,00 726,40 398,00
INOSAAD2 in
5-9lahre  NOSAFO3 Chlomrothixen
NOSAHO2 Clozapin
. o= 134,45 286,45 190,00 3820( 20 700 3800 300 2,33 32,00 33083 84,00
NOSAX07 Prothipendyl
NO5AX12 Anorazol
- Summe 1.290,75 211235 405500 157070 39 55 9 31 380,28 531,75 1.09373 493,25
NOSAE04 Zprasidon 1032,80 527,35 645,25 387,15 8 6 B 3 112,00 78,50 70, 72,00
NOSAMO3 Olanzapin 4.745,40 170355 419,15 616,55 57 2 ) 18 882,00 315,00 112,00 301,00
NOSAHO4 Quetiapin 2.086,55 311675 2186,70 129,30 35 68 81 49 574,13 877,50 556,25 303,75
NOSAXG8 Risperidon 526,20 7.967,55 5851,95 343505 128 146 137 %8 197,80 237178 2.066,80 1439,20
NOSAAD2 Levomepromazin
10 - 14 Jabve  NOSAFO3 Chlorprothixen
NOSAMO2  Clozapin
Ly 962505 10226,30 15631,85 5376,25| 10700 12600 171,00 71,00 1.407,33 1450,50 2681,84 921,33
NOSAX07 Prothipendyl
NOSAX12 Ariorazol
Summe 2331560 23.541,50 2473490  11106,40| 335 367 403 239| 4.97326  5.09328  5.486, 3.007,28
NOSAEO4 Ziprasidon 5630,60 1351, 2.745,35 2148,25 38 10 23 18 128,00 280,00 392,00 400,50
NOSAHO3 Ofanzapin 1617550  30.919,85 1239475 234505 | 165 295 164 72 3.129,00 6.027,00 3.154,00 1102,00
NOSAHO4 Quetiapin 17931,25 13.339,05 14.003,70 817,00 416 328 388 253 5.093,75 3.926,25 4.402,88 2.698,75
NOSAX08 Risperidon 6.890,80 7.152,15 6.688,95 274690 a1 20 177 75 3.239,60 3.412,98 2942,58 112,80
NOSAAD2 n
15-19Jahve  NOSAM3 Chlorprothixen
NOSAM02 Clozapin
o = 4519060 4248260 3788445 2001910 41600 379,00 34500 195,00 6.935,34 6.633,84 5.662,01 331417
NOSAX07 Prothipendyl
NO5SAX12 Ariorazol
Summe 91.81875 9524495  73.71720 __ 35.377, 1246 1226 1.097 _ 613| 19.68569 2033507 _ 16.693,46 _ 8.628,22
NOSAEO% Zpraeidon 0,00 0,00 0,00 0,00 0 0 0 0,00 0,00 0,00 0,00
NOSAHO3 Olanzapin 414,30 230,40 138,10 0,00 3 3 3 0 84,00 42,00 56,00 0,00
NOSAHO4 Quetiapin 3.350,70 2095,25 1827,50 105540| 104 100 113 64 783,75 446,25 442,50 236,63
NOSAXDS Risperidon 930,00 1238,40 1.279,40 334,05 3 “ 4 B 372, 469,00 499,20 110,40
NO5AA02 Levomepromazin
0-4Jahre NOSAR03  Chlomrothixen
NOSAMO2 Clozapin
o 655,45 449,45 534,35 129,50 80,00 101,00 11600 26,00 638,17 673,34 774,34 155,33
NO5AX07 Prothipendyl
NOSAX12 Ariorazol
Summe 5.350,45  4.01350 377935 1.51895| 220 244 273 99| 187822  1.63059 177204 502,36
NOSAE04 Tprasidon 0,00 133,05 44,35 0,00 0 3 T 0 0,00 22,50 7,50 0,00
NOSAHO3 Olaraepin 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00 0,00
NOSAHO4  Quetiapin 0,00 64,25 585,50 269,15 0 3 29 1 0,00 11,25 138,75 71,25
NOSAXO8  Risperidon 588,20 654,90 960,50 596,30 17 2 2 13 221,20 240,40 388,80 199,60
NOSAAO2 Levomepromazin
5-9Jahre  NOSARD3 Chiorprothiven
NOSAHO02 Ciozapin
s ] 0,00 321,85 125,90 93,05/ 000 1000 19,00 2000 0,00 61,67 141,67 135,17
NOSAX07 Prothipendyl
NOSAX12  Ariorazol
. Summe 588,20 1.17405 1.716,25 958,50 17 FY 7 4 221,20 335,82 676,72 40602
NOSAE04 Ziprasidon 0,00 353,95 1.763,50 0,00 0 0 3 0 0,00 57,00 392,00 0,00
NOSAHO3 Olanzapin 2054,85 3713,70 1188,55 54,65 23 E 19 1 371,00 714,00 308,00 28,00
NOSAHO4 Quetiapin 1.458,05 818,10 721,85 116,00 63 2 34 7 240,00 207,50 135,00 26,25
NOSAX08 Risperidon 3660,20 3729,40 353405 173415 9 107 103 49 1756,40 1583,49 1373,60 645,20
NOSAAQZ Levarmepromazin
10-14Jahve  NOSARD3 Chiorprothinen
fosiijnef Clozsay 38769 5.351,35 2.346,50 88750 | 4500 47,00 2300 2200 554,50 898,00 398,00 236,00
NOSALDS| TUapHD 876, 351, 346, ] 1 ! ! x ! . f 1
NOSAXD7 Prothipendyl
NO5AX12 Ariorazol
Summe 11.050,00  13.96650 955445 279230 227 a8 192 79| 292190  3.45999  2.606,60 935,45
NOSAEGH Ziprasidon 788,60 0,00 277395 164,25 3 0 20 1 112,00 0,00 700,00 257.00]
NOSAHO3 Olanzapin 4.787,60 307,60 8.463,25 2154,20 © 34 14 53 952,00 588,00 2362,00 1.148,00
NOSAHG4 Quetiapin 935,95 10932,70 11.240,95 715870 178 235 203 139 314913 365375 4.647,50 2:940,00
NOSAXDS Risperidon 288,40 5568,10 4532,45 369,60 7 18 18 97 1657,20 2.818,40 2.320,00 1761,72
NOSAA02 Levomepromazin
15-19Jahve  NOSARD3 Chlorprothixen
NO5AH02 Clozapin
o] 17.432,85 19.607,15 16.653,00 4847,70| 150,00 20000 17600 50,00 322334 3.753,00 326,84 884,83
NOSAX07 Prothipendyl
NO5AX12 Ariorazol
Summe 35.933,40 _ 39.20 43.663,60  19.32445| 451 617 641 350|  9.093,66  10.813,15 6.98655
NOSAEOA Zprasidon 0,00 0,00 0,00 0,00 0 0 0 0 0,00 0,00 0,00
NOSAHO3 Ofanzapin 0,00 768,00 0,00 0,00 0 10 0 0 0,00 140,00 0,00
NOSAHO4 Quetiapin 963,00 863,00 885,25 295,20 45 P 34 17 202,50 183,75 82,50
NOSAXD8 Risperidon 622,00 777,60 402,95 25,30 19 30 14 8 234,40 360,60 123,20
NOSAAG2 (evomepromazin
0 - 4 Jahre NOSAR03  Chlorprothixen
SoSA2" Clostrl) 178,00 160,20 76,25 4895| 4000 3600 17,00 11,00 266,67 240,00 109,33 73,33
LGS Tiad ! ¥ 1 ; ! ! ! / g ! ! ,
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1. Introduction

Regulation (EC) No 1901/2006 of the European Parliament and of the Council on medicinal products for
paediatric use (hereafter referred as the “Paediatric Regulation”) aims to facilitate the development
and accessibility of medicinal products for the paediatric population and to ensure that medicinal
products used to treat children are subject to high quality research and are appropriately authorised
for use in the paediatric population.

One of the legal requirements of the Paediatric Regulation is the collection of available data on all
existing uses of medicinal products in the paediatric population. In accordance with art. 42 of the
Regulation, the PDCO provided on 26 October 2007 a guideline on the content and format of the data
which had to be collected by the 27 EU Member States!. The 3 EEA states which are not EU Member
States(Iceland, Norway and Liechtenstein) were also invited to provide data.

The guideline emphasized the need to collect data on all existing uses of medicinal products in the
paediatric population (use of authorised medicinal products within the terms of the marketing
authorisation, use of authorised medicinal products outside the terms of the marketing authorisation
and of the summary of the product characteristics-so-called off-label use- and use of unauthorised
medicinal products) for the purpose of establishing the unmet needs at the EU level. It was mentioned
that the off-label use and the unauthorised use of medicinal products was of paramount interest for
identifying the paediatric needs. For communicating the data to the European Medicines Agency, a
structured electronic format with a single table should have been used.

The expectations of the survey were to provide general statistics on the frequency and extent of use,
taking into account public health priorities. At the same time, knowing that Member States might have
different sources of information and tools to collect information, it was expected that the supplied data
would have some degree of heterogeneity as well as a different level of detail and completeness.

1 http://www.ema.europa.eu/pdfs/human/paediatrics/5756962007en.pdf
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2. Methodology
2.1. Description of data by country
2.1.1. Austria

The submitted data were collected during a two year period (2005-2006) from the following sources:
social security-, hospital pharmacy-, over-the-counter panel- and pharmacovigilance databases of the
Austrian Agency for Health and Food Safety (AGES). The data coverage included all medicinal products
prescribed in outpatients and reimbursed by the state health insurance (with exception of medicines
with a sales price lower than the minimum deductible threshold). Reports of medicinal products
approved for dispensing in individual cases, some Austrian hospital prescriptions (inpatients) and
pharmacovigilance data based on individual safety case reports were also included. Off-label status of
the prescriptions - related information was provided (where available). No structured information was
available regarding the corresponding disease, route of administration, dosing, treatment duration and
authorised indication. Information on the pharmaceutical form was available for most products.

The extent of use was quantified by the number of packages used (for the inpatient data) and the
number of paediatric patients treated for each INN (for the outpatient data).

2.1.2. Belgium

Belgian data were collected from a single paediatric hospital (inpatients); outpatient data were not
reported. The timeframe for the data acquisition was not mentioned. Information regarding the treated
medical condition and to the unauthorised and off-label use of the medicinal products was provided in
most cases.

There was no quantitative measurement of the extent of use of medicines in the paediatric population.
Therefore a surrogate of the extent of use was analysed, namely the frequency of appearance of the
medicinal products belonging to various ATC classes in the submitted database.

2.1.3. Bulgaria

Submitted information was scarce and heterogeneous. Data were collected from two paediatric
hospitals from the Bulgarian capital during different periods of time (ranging from 3 months to 12
months). Off-label use information only was reported.

No estimation of the extent of use was provided.

2.1.4. Cyprus

Collected data originate from two sources: the Cypriot Paediatric Association (private hospital data)
and the paediatric database of the biggest hospital in Cyprus (treating over half of all paediatric
inpatients in the country). Overall information was scarce. The period of time for the data collection
was not mentioned. Data regarding the off-label and unauthorised use were provided.

An attempt to quantify the extent of the paediatric use was made by providing the number of patients
treated with a defined dose over a defined period of time.
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2.1.5. Denmark

The Danish dataset referred to the primary health care sector and included information on medicinal
products sold to outpatients, dispensed by doctors in private practices and constituting medicine stocks
at various Danish medical institutions. Inpatients data were drawn up based on reports from hospital
pharmacies and from the Danish State Serum Institute. Age-related information was provided; of note,
the reported age groups were not those recommended by the ICH E11 guideline. Information on the
compassionate use of medicines in inpatients was provided in an additional dataset, where ICH E11 -
compliant age group information was also included.

Extent of use was measured by cost data (turnover based on current medicine prices) in the primary
health and in the hospital sectors; quantities were expressed in DDD (defined daily doses).

2.1.6. Estonia

The Estonian data were collected via a cross-sectional drug utilisation study based on a national
prescription database. All dispensed prescriptions to paediatric subjects during 2007 were analysed.
The summaries of product characteristics of the medicinal products were reviewed to extract the
paediatric information. The submitted data focus on the off-label use of medicines.

2.1.7. Finland

The Finnish data were collected from a university hospital pharmacy database for a two-year period
(2006-2007) and from the Finnish Social Insurance Institute database, queried over a one-year period
(2007). Submitted pharmacovigilance data were limited and were obtained from the adverse events
registry of the Finnish National Agency for Medicines. Data referring to blood products, haemostatic
glues, sponges containing medicinal products, products for nutrition and fluid balance, products
intended for dialysis and contrast media were not collected. The off-label status of the medicinal
product was mostly available. ATC codes (not required by the guideline) were provided. It was not
possible to analyse age-related data because of the significant overlapping of the reported paediatric
age groups. Furthermore, extensive text processing was needed before the data analysis.

There was no quantitative estimation of the extent of use.
2.1.8. France

Information on the different types of uses of medicinal products in children was provided: unauthorised
use in children, corresponding to a national compassionate use (called “temporary authorised use” in
France) and off-label use. The latter was divided in use of extemporaneous preparations, and off-label
use in inpatients. Information on the authorised use in outpatients was also provided. Data were
collected from the National Health Products Agency (database for compassionate use, database for
extemporaneous preparations), from one public paediatric hospital database and from a private
international database on outpatient dispensing (the IMS Health database). The data coverage varied
from 6 month to 5 years, depending on the database.

A quantitative measurement of the extent of use was provided for in-hospital use, for which the daily
number of prescriptions was reported.

2.1.9. Hungary

Submitted data were collected from the National Institute of Pharmacy and from the National Health
Insurance Fund (the latter dataset contained outpatient data). Two additional lists set up by the
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Hungarian College of Paediatrics containing the list of medicinal products used off-label and the
paediatric use in haematology were also provided. The data covered a period of two years. ATC-related
data was provided (not requested by the guideline), while age-related data was provided for one data
subset only.

The quantitative measurement of the extent of use was cost data (number of sold units, retail price per
unit, covered period of time).

2.1.10. Iceland

Data were collected from the Icelandic National Database on Drugs Prescribed and Dispensed for
Children (data coverage: 6 months). Age- and ATC-related information was provided. Information
regarding the regulatory status of medicinal products (unauthorised/off-label) and regarding the

condition requiring treatment was not provided.

The quantitative measure of the extent of use was the defined daily doses (DDD’s) for each ATC code.
2.1.11. Republic of Ireland

Irish data were obtained from a survey of unauthorised and off-label use of medicinal products in the
paediatric population. Medicinal products used unauthorised or off-label in children were identified by
collecting data from hospital and non-hospital based paediatricians countrywide and by visiting
paediatric hospital pharmacies. Age-related information was provided.

No measurement of the extent of use data was provided.
2.1.12. Lithuania

Data were collected from the database of one university hospital pharmacy. Age- and condition-related
information was provided. No difference between authorised and unauthorised or off-label use was
made (both types of use reported together).

There was no quantitative estimation on the extent of use available.
2.1.13. Latvia

Data were collected from the pharmacy databases of two paediatric hospitals. Both authorised and off-
label use of medicines was reported. Trade names of the medicinal products and corresponding ATC-
related information was provided.

No quantitative estimation on the extent of use was provided.
2.1.14. Malta

Information on medicines used in the paediatric population was provided by using the existing data
from the government hospitals pharmacy list. Indications and dosage recommendations were made
according to the British National Formulary for Children, which is widely used as a reference source by
the Maltese healthcare professionals.

2.1.15. The Netherlands

Data were collected by conducting a survey covering most existing pharmacies in the Netherlands over
a 2-year period. Age- and ATC-related information was provided. A report on the off-label use of
medicines in The Netherlands, created in 2007 after analysing a survey carried out among general
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practitioners and health care specialists and a study of existing professional guidelines for physicians
was additionally submitted. The report is a mix of paediatric and adult data and was submitted in its
original Dutch version. It is not reflected in the present analysis.

The survey data contain the number of prescriptions per ATC as a quantitative measure of the extent
of use.

2.1.16. Norway

The Norwegian dataset was collected from two sources: the national prescription registry (outpatient
data) and the hospital pharmacies sales registry to all Norwegian neonatology and paediatric units
(inpatient data). The data coverage period was one year. Data collected from the prescription registry
contained age-, and regulatory status (off-label/unauthorised) related information. Age-related data
collected from the hospital sales registry did not allow for grouping information. Information on
indication, dosage regimen and route of administration was not available.

Extent of use was reported as DDD (if available) and as number of units per product (tablets,
ampoules etc. - for those medicines without defined DDD).

2.1.17. Portugal

Submitted data were collected from a survey involving 22 hospitals and refer to inpatients only. Off-
label status related information was available in 33% of the cases. Age-related data could not be
processed due to extreme heterogeneity. Extensive processing of submitted dataset before analysis
was necessary.

There was no estimation of the extent of use of the medicinal products available.
2.1.18. Romania

Data were collected from several hospital databases countrywide (inpatients). Age-related information
was not constantly reported. Data coverage period was not mentioned. Off-label status was provided.

No direct quantitative estimation of the extent of use data was provided, but it was possible to
estimate the extent of use based on the submitted data.

2.1.19. Slovenia

Data were collected by conducting a one-day-survey on the use of the medicinal products in the
paediatric population, both in hospital and in the ambulatory settings. Age-, condition- and dose-
related information, as well as data related to the regulatory status of the medicine (unauthorised/off-
label) were provided.

There was no quantitative estimation of the extent of use in the paediatric population.
2.1.20. Sweden

Different datasets were submitted for the over-the-counter use of medicines, for the prescriptions
dispensed in outpatients (with a special reference to the off-label use) and for the paediatric medicines
use at Swedish hospitals.

a) OTC medicines use estimation relied on three different sources over a 2-year period: the
Swedish Pharmacies Database and two questionnaires addressing two paediatric
subpopulations. The extent of use was approximated from the total number of packages sold
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by Swedish pharmacies. The first questionnaire aimed to measure the use of OTC medicines in
Stockholm; the target population was a cohort of 4089 children born 1994 - 1996, which were
included in the study as neonates and were followed prospectively. The second questionnaire
documented the use of medicines (including OTC) prior to presentation to an Emergency
Department (ED).

The quantitative measurement of the extent of use was the number of packages sold to children (of
note, this number was estimated via a conversion factor)

b) Off-label use data in paediatric outpatients were collected by conducting a countrywide cross-
sectional study over a one-year period. The Swedish Prescribed Drug Register (SPDR) provided
information with regard to the identification of the medicinal product, the date of birth of the
patient and the sold quantities for each medicinal product. Information about the treated
conditions (diseases) was not submitted. Submitted data were restricted to medicines
dispensed more than 100 times during the study year.

c) The extent of use of the medicinal products in the paediatric inpatients care was estimated by
conducting a national cross-sectional point prevalence study. More than 40 hospital
departments participated and the dataset referred to more than 70% of all hospitalized
children in Sweden. Data collection was performed via prescription form. This requested
demographic information as well as information on the medicinal products: indication,
strength, dosage, form and route of administration. All medicinal products were classified
according to their regulatory status into authorised, off-label or unauthorised.

Patients were divided into four groups: neonates (from birth to less than one month), infants (from
month to less than one year), children (from one year to less than 12 years) and adolescents (from 12
years to less than 18 years).

2.1.21. United Kingdom

The United Kingdom provided data on the use of medicines in the paediatric population by using a
reference source, the British National Formulary for Children (BNFC). The BNFC is established by the
Paediatric Formulary Committee. Expert clinical advisers are used “to advise on the use of unlicensed
medicines or of licensed medicines for unlicensed uses (‘off-label’ use)"2.

There was therefore no estimation of the existing use (both authorised and unauthorised/off-label) of
paediatric medicines in the UK.

2.1.22. Countries not submitting data

Table 1 lists the EEA countries which did not submit the requested data. Of note, almost 50% of the
European paediatric population was not covered by the centralised data. This is partly explained by the
fact that some countries with a large population did not submit data to the EMA.

2From http://bnfc.org/bnfc/bnfc/2009/202098.htm, accessed on 5 March 2010.
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2.2. Overall data extent and quality

Overall, data was submitted by 22 (20 EU and 2 non EU) out of the 30 countries invited to participate.
Table 1 is an overview of the compatibility of the submitted data with the Paediatric Committee
recommendations.

Table 1. Compatibility of data submitted by the EEA Member States with EMA PDCO guidelines
recommendations

Compatible with guideline requirements EU % Member State from

Member State® EEA Population®

Did not submit any data DE 16.54
IT 11.48
ES 9.08
PL e o e 7.g4ﬂ
cz 2.06
SK 1.08
LU 0.10
LI 0.01’
Subtotal 47.99
Data submitted but not compatible with PDCO UK 12.11
guideline i 553
El 2.24
SE 1.84
BG 1.52
LT 0.68
LV 0.46
MT 0.08
IS 0.06
Subtotal 22.29
Data submitted and compatible with PDCO guideline FR 12.77
RO 4.31
BE 2.14
PT 2.08

3 From http://publications.europa.eu/code/pdf/370000en.htm

4 Population data from http://europa.eu/abc/european_countries/index _en.htm
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HU 2.02

AT 1.66
DK s 1.08
FI 1.06
NO 0.94
IE 0.80
@ o 0.40
EE 0.28
CYV e 0.16
Subtotal 29.72
Total 100

Submitted datasets were heterogeneous and did not include information about the data
representativeness for each country’s paediatric population (with some datasets obviously being not
representative). Partial translation into English was necessary for about 25% of the submitted data.
Many datasets did not include a quantitative measurement of the extent of use of the medicinal
products. Sources for submitted data were always mentioned, with more than one source (hospital
pharmacy, social security data, compassionate use, other sources) having been used for the majority
of the datasets.
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3. Data analysis
3.1. Data analysis by country

3.1.1. Austria
3.1.1.1. Unauthorised medicinal products used in children

The dataset regarding the use of unauthorised products was analysed by the following criteria: product
name, age group (ICH classification), ATC codes (where available).

3.1.1.1.1. Name of unauthorised medicinal product

The most frequent medicinal products used unauthorised were diclofenac, followed by ACE inhibitors
(ramipril) and antidepressants (citalopram and fluoxetine). Statins (simvastatin) were also frequently
used unauthorised.

3.1.1.1.2. Use of unauthorised medicinal products in relation to age

The age groups distribution among children having received unauthorised medication was: newborn-
11%, infants and toddlers-25%, children under the age of 12 years-32% and children older than 12
years and adolescents -32%.

The identified unauthorised medicinal products were grouped based on the first letter of the ATC
codes; categories with a percentage of off-label use >5% were broken down into medicinal product
therapeutic areas to give a further indication on the unmet therapeutic needs for the paediatric
population.

3.1.1.1.2.1. Cardiovascular medicinal products used unauthorised (age)

This was the largest group of products used unauthorised. The most frequent used medicinal products
were those acting on the renin-angiotensin system (28,8%), followed by beta-blockers(12,3%). The
most frequently used individual products were ramipril, lisinopril and isosorbid mononitrate.

3.1.1.1.2.2. Nervous system medicinal products used unauthorised (age)

The second largest group of products used unauthorised in children was the group of the nervous
system treating medicines. Psychoanaleptics (33,6%), analgesics (31,9%), psycholeptics (14,1%) and
anti-epileptics(10%) were most frequently used (individual medicinal products: citalopram, tramadol
and fluoxetine).

3.1.1.1.2.3. Alimentary and metabolism medicinal products used unauthorised (age)

The proton pump inhibitors together with the H,-receptor antagonists (29,1%) and the vitamins
(26,7%) were the groups of medicinal products most frequently used unauthorised. Tocoferol and
esomeprazole were the most used individual medicinal products.

3.1.1.1.2.4. Systemic antiinfectives used unauthorised (age)

Antibacterials for systemic use (72,8%), immune sera and immunoglobulins(15,3%) were frequently
used unauthorised, with vancomycin and the human immunoglobulins for intravascular administration
as the most frequently used individual products.
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3.1.1.1.2.5. Blood and blood-forming medicinal products used unauthorised (age)

Blood and blood-forming medicinal products used unauthorised were represented by antithrombotic
agents (50,5%) and blood substitutes and perfusion solutions(37,1%). Iloprost and enoxaparin were
the most used individual products.

3.1.1.1.2.6. Dermatological medicinal products used unauthorised (age)

Antifungals for dermatological use (19,7%), corticosteroid dermatological preparations (14,8%), anti-
acne preparations (14,5%), antiseptic and disinfectants(12,6%) and antibiotics and chemotherapeutics
for dermatological use (10,4%) were most commonly used. Isotretinoin, terbinafine and povidone-
iodine were the first three individual products most used unauthorised from this therapeutic class.

3.1.1.1.2.7. Respiratory system medicinal products used unauthorised (age)

Medicines for obstructive respiratory diseases (31,5%) were the more frequent subclass used, followed
by cough and cold preparations (30,1%), antihistamines for systemic use (22%) and nasal
preparations (10,4%). Acetylcysteine, salbutamol and cetirizine were the most frequently individual
products used unauthorised.

3.1.1.2. Authorised medicinal products used in children

The dataset regarding the use of authorised products was analysed by the following criteria: product
name, age group (ICH classification), ATC codes where available, patient setting (inpatients,
outpatients).

3.1.1.2.1. Name of authorised medicinal product

The medicinal products used most frequent within the terms of the marketing authorisation in children
were antibiotics (amoxicilline plus beta-lactamase inhibitors, clarithromycin, penicillin), multivitamins
and beta-mimetics (salbutamol).

3.1.1.2.2. Use of authorised medicinal products in relation to patient setting and age

3.1.1.2.2.1. Use of authorised medicinal products in inpatient newborns (from birth to less
than 28 years of age)

The medicinal products used most frequent within the terms of the marketing authorisation in inpatient
term newborns were antibiotics (ampicillin and cefuroxime), phytomenadione and electrolytic solutions.
For outpatient term newborns, the medicinal products with authorised use were antifungals (nystatin),
antibiotics for topical use and other dermatological products for topical use.

3.1.1.2.2.2. Use of authorised medicinal products in inpatient infants and toddlers (from 28
days to less than 2 years of age)

The medicinal products used most frequent within the terms of the marketing authorisation in inpatient
infants and toddlers were human immunoglobulins for intravascular administration, solutions
containing lactic acid producing organisms and oral rehydration salt formulations. For outpatient
infants and toddlers, antibiotics (amoxicillin plus beta-lactamase inhibitors, penicillins, clarithromycin),
and antiasthmatics (montelukast, salbutamol) were used most frequent.
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3.1.1.2.2.3. Use of authorised medicinal products in inpatient children (from 2 years to less
than 12 years of age)

The medicinal products used most frequent within the terms of the marketing authorisation in inpatient
children aged from 2 to less than 12 years were non-steroidal anti-inflammatory medicines
(naproxen), beta-mimetics (salmeterol and other beta-agonists) and combinations containing sodium
fluoride. Of note, the submitted dataset mainly referred to outpatients for this age group.

3.1.1.2.2.4. Use of authorised medicinal products in inpatient adolescents (from 12 years to
less than 18 years of age)

The medicinal products used most frequent within the terms of the marketing authorisation in inpatient
adolescents were dexpanthenol, fluoxetine and diazepam. For outpatient adolescents, antibiotics
(amoxicillin plus beta-lactamase inhibitors and clarithromycin), isotretinoin and minocycline were used
most frequent.

3.1.2. Belgium
3.1.2.1. Use of unauthorised medicinal products

Our analysis used the following criteria: name of the unauthorised medicine used and the
pharmaceutical form of the medicinal product. Provided information refers to inpatients only.

3.1.2.1.1. Name of unauthorised medicine used

92% of the reported use of unauthorised medicinal products was noted in preterm newborns, which
represented 68% of the inpatients in the submitted dataset. The most frequent mentioned medicinal
products were multivitamins as solution for oral use (16%), followed by sodium ferrum gluconate
complex in the same pharmaceutical form (10%) and folic acid as soft capsules (9%).

3.1.2.1.2. Pharmaceutical forms of medicinal products used unauthorised

The most frequent mentioned pharmaceutical forms used unauthorised were the solutions for injection
(23,6%), followed by powders for solution for injection (11,6%), oral drops (11%) and by soft capsules
(9%).

3.1.2.2. Use of off-label medicinal products

46% of the medicinal products used in the hospital pharmacies were reported as off-label. The
medicines identified as used off-label were grouped according to the ATC codes. Categories with a
percentage of off-label use >5% were broken down into medicinal product therapeutic areas to give a
further indication on the unmet therapeutic needs for the paediatric population.

3.1.2.2.1. Alimentary and metabolism medicinal products used off-label

This was the largest ATC class used off-label (53% of the total). Plain multivitamins (16%), vitamin D
and analogues (12,3%) and H2-receptor antagonists (6,2%) were most frequent mentioned off-label.

3.1.2.2.2. Blood and blood-forming medicinal products used off-label

This ATC class accounted for 20,3% of the off-label use, with oral iron supplements (9,9%), folic acid
preparations (9,3%) and electrolyte solutions(1,2%) being the most mentioned substances.
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3.1.2.2.3. Nervous system medicinal products used off-label

This ATC class had the third highest incidence of off-label use (approx. 10%). Antipyretic anilides (31%)
and general anaesthetics (25%) were mentioned most frequent.

3.1.3. Bulgaria

A list of 25 off-label products was submitted to the EMA. The most frequent mentioned substances on
this list were antihypertensives (20%), followed by hydrocortisone and diuretics (both 8%). No further
analysis was possible, because of the data paucity.

3.1.4. Cyprus

Antimicrobials for intravenous use (macrolides and betalactamines plus betalactamase inhibitors) were
the most common mentioned medicinal products used off-label, followed by mefenamic acid, sildenafil
(for persistent pulmonary artery hypertension) and paracetamol. Injections and oral solutions were the
most frequent pharmaceutical forms used off-label. Age related analysis of the off-label use was not
possible.

3.1.5. Denmark
3.1.5.1. Authorised use of medicinal products

The analysis of the dataset was performed according to the following criteria: ATC class (detailed
breakdown, down to level 5), age groups for the prescriptions. The following 4 paediatric age groups
were predefined in the submitted dataset: from birth to less than 5 years of age, from 5 years to less
than 10 years, from 10 years to less than 15 years and from 15 yearsto less than 18 years of age.

The most frequent used products were the anti-infectives for systemic use, followed by the products
for the treatment of the sensory organs, dermatological medicinal products, respiratory system
products and genitourinary system products (including sex hormones).

3.1.5.1.1. Authorised use of medicinal products in relation to age
3.1.5.1.1.1. Age group from birth to less than 5 years

The most frequent mentioned medicines used in this age group were the anti-infectives for systemic
use (amoxicillin, phenoxymethylpenicillin), the respiratory medicines (salbutamol and budesonide) and
the dermatological medicinal products (hydrocortisone and combinations).

3.1.5.1.1.2. Age group from 5 years to less than 10 years

The anti-infectives for systemic use (amoxicillin, phenoxymethylpenicillin) were the most mentioned
medicinal products used in this age group, followed by the dermatological medicinal products (fusidic
acid and hydrocortisone butyrate), the anti-infectives for topical use (fusidic acid and chloramphenicol
for ophthalmic use) and the medicinal products for the treatment of the obstructive respiratory
diseases (budesonide and terbutaline).

3.1.5.1.1.3. Age group from 10 years to less than 15 years

The same anti-infectives for systemic use (phenoxymethylpenicillin, dicloxacillin and amoxicillin),
dermatological medicinal products (hydrocortisone butyrate and fusidic acid), respiratory system
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(terbutaline and cetirizine) and ophtalmological medicinal products (chloramphenicol and
levocabastine) were the most frequent mentioned medicinal products used in this age group.

3.1.5.1.1.4. Age group from 15 years to less than 18 years

The anti-infectives for systemic use (penicillin and azithromycin), the oral contraceptives (gestodene
and estrogen, desorgestrel and estrogen, drospirenone and estrogen), the dermatological products
(hydrocortisone butyrate and fusidic acid) and the medicinal products for the treatment of the diseases
of the respiratory system (terbutaline and cetirizine) were the most frequent mentioned medicines
used in this age group.

3.1.5.2. Compassionate use of medicinal products in inpatients

The most frequent medicinal products administered for compassionate use were those targeting the
alimentary tract (25% of all reported use), followed by the anti-infectives for systemic use (14%) and
by the medicinal products targeting the nervous system (9%). Macrogol (in combinations) was the
most prescribed medicinal product, followed by benzylpenicillin and oxybutinin. The compassionate
use of medicines was higher for obstipation, convulsions and infections. The highest number of
prescriptions was observed in the age group from 2 years to less than 12 years of age.

3.1.6. Estonia

A total of 467.334 prescriptions dispensed to 151.476 paediatric subjects were identified within the
background population of 277.265 (crude 1-year prevalence 54.6%). The prescription rate was
1700/1000 children. A total of 851 products with 309 unique active substances or combinations were
prescribed.

3.1.6.1. Off-label medicinal products

31% of the prescriptions were for an off-label use; 29% of those did not have any paediatric
information in the summary of the product characteristics (SmPC). 227 prescriptions (0.05%) referred
to six products that had no marketing authorization in Estonia.

The percentage of off-label prescriptions due to the lack of data in SPCs was highest in the
genitourinary drugs group (97%), followed by dermatological (74%) and cardiovascular drugs (61%).
The proportion of off-label prescriptions due to the contraindication was highest amongst the musculo-
skeletal (69%) and nervous system (16%) drugs.

Compared with topical drugs a markedly larger proportion of systemic agents (more than 60% in all
age categories and over 90% of prescriptions for children from 2 to under 6 years of age) were
labelled for children. The proportion of off-label topical drugs was highest for children below 2 years of
age and for adolescents.

The most commonly prescribed off-label products came from the frequently prescribed ATC groups and
are presented in the following table:
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Dr-ug prescription rate (per 1000 children) in different age categories

0-199 years 2-599 vears 6-1199 vears 12-18.99 vears
(1=29805) (n=53105) (n=74044) n=120311)
Labelled Off-label Labelled Off-label Labelled Oftlabel Labelled Off-label
No No No Total No of
Nodata CRI* data CRI* data  CRI* data CRI®* |prescriptions
Alimentary 3 20 2 5 14 2 11 18 0.5 35 2D 4 11360
Blood 140 0.8 0 16 0.6 0 0.2 0.5 0 3 i 0.2 5705
Cardiovascular 0.6 0.6 07 1 2 0.1 1 2 0 5) 9 0.1 2118
Dermatological 115 390 3 97 149 1 36 87 07 59 2217, 2 71974
Genitourinary 0 2 0.2 0 2 1 2 1 0 4 211 0 26349
Hormones ] 03 0 7 1 0 14 0.2 0 15 1 0 3588
Anti-infectives 815 e 0.4 1150 17 0.6 344 93 1 329 61 11 170308
Antineoplastic 01 0 0 2 0 0 2 04 0 4 01 0 752
Musculoskeletal 0 0.1 3 0 0 4 0.1 1 2 2 10 24 4836
Nervous system 9 1 0.1 26 2 0.5 50 5 5 58 15 20 17384
Antiparasitic 18 0 0.6 66 0 3 41 0 02 23 0 0.2 10056
Respiratory 118 465 24 747 16 4 349 18 03 229 3 03 115485
Sensory organs 152 97 0.1 117 67 01 38 25 0 31 15 0.1 27419
Total 1375 1090 35 2233 299 16 889 251 10 796 575 61 467334

3.1.6.1.1. Anti-infectives

Anti-infectives were by far the most commonly prescribed ATC group. Amoxicillin- clavulanic acid
tablets were extensively prescribed for all age groups.

3.1.6.1.2. Dermatological medicinal products

The majority of dermatological medicinal products were prescribed off-label. The most frequent
prescribed off-label medicinal products in children below 12 years of age were topical hydrocortisone
and clorhexidine combinations. Topical anti-acne drugs aselainic acid and adapalene were the most
commonly prescribed off-label drugs for adolescents.

3.1.6.1.3. Respiratory system medicinal products

Over half of the prescriptions for respiratory medicinal products were off-label. Frequently prescribed
off-label respiratory medicinal products for infants and toddlers were oral cetirizine drops, followed by
salbutamol syrup and mometasone nasal spray.

3.1.6.1.4. Medicinal products for sensory organs

Among the medicinal products for sensory organs, chloramphenicol ophthalmic drops accounted for
most of the off-label use.
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3.1.6.1.5. Medicinal products for the alimentary tract

The most common off-label prescribed medicinal products for the alimentary tract for infants and
toddlers were multienzymes. Drotaverine tablets was the most common used medicinal product in
preschool- and school children.

3.1.6.1.6. Genitourinary tract medicinal products

A high off-label use was registered among genitourinary medicinal products prescribed for adolescents.
Over 20.000 prescriptions for hormonal contraceptives were issued, which have no information about
the use in the paediatric population.

3.1.7. Finland

We estimated the frequency with which medicinal products belonging to various ATC classes appeared
in the submitted list. The limitations of this approach were known to us.

Analgesics and psycholeptics, anti-infectives for systemic use, antiarrhythmics, beta-blockers and
antacids were mentioned most frequently. 68% of the medicines were used for treatment, 10% for
treatment and prophylaxis and 2% for prophylaxis only. For the remaining 20% of the cases, data was
not available.

3.1.7.1. Off-label use - overall view

57% of the medicinal products reported in the submitted database were used off-label. Antibacterials
for systemic use, psycholeptics, analgesics, antiepileptics and antiinflamatory products were mentioned
most frequently as having been prescribed off-label. 62% of the medicines were use for treatment, 9%
for treatment and prophylaxis and 3% for prophylaxis only. Missing data accounted for the remaining
26%.

3.1.7.1.1. Off-label use in inpatients

The most frequently reported medicinal products used off-label in inpatients were antivirals for
systemic use, solutions for parenteral nutrition, haemostatics, antiepileptics and general anaesthetics.
41% of the medicines were used for treatment, 5% for treatment and prophylaxis and 4% for
prophylaxis only (the remaining 49% was not available for the analysis).

3.1.7.1.2. Off-label use in outpatients

Non-steroid antiinflamatory products, followed by antipsychotics and antidepressants, lipid lowering
agents and anti-migraine preparations were the most mentioned medicinal products in outpatients.
78% of the medicinal products were used for treatment, 9% for treatment and prophylaxis, 1% for
prophylaxis only and another 1% for treatment and diagnosis. Data was not submitted for the
remaining 11% of the cases.

3.1.8. France
3.1.8.1. Unauthorised use of medicinal products in children (compassionate use data)

The submitted dataset covered the period between January 2007 and December 2008. Children
represented 24% of the total number of patients treated in 2007 with products temporary authorised
for use. During 2008, 127 such products were used for the treatment of children.
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The corresponding ATC codes (if available) were added before the data analysis, as no quantitative
measurement of the extent of use was reported. An estimation of the extent of use was performed by
analysing the frequency of appearance of the medicinal products belonging to the various ATC classes
on the compassionate use list. Anti-infectives for systemic use, and antiepileptics were among those
mentioned most frequently.

3.1.8.2. Off-label use of medicinal products
3.1.8.2.1. Data on extemporaneous preparations

44% and 48% of the extemporaneous preparations used in inpatients were manufactured for an
intended use in children during 2007 and respectively 2008. This corresponded to a volume of 1163
different preparations corresponding to 210 different substances (INN) in 2008.

Antiarrhythmics and beta-blockers, solutions for parenteral nutrition, proton pump inhibitors and H2-
receptor inhibitors were among the most frequently mentioned.

3.1.8.2.2. Hospital dispensing data

Data covering the period July - December 2008 were submitted. 5106 children were prescribed a total
of 60,086 prescriptions, 15,466 of which were prescriptions for off-label medicines (25,7%). The
twenty most frequent INNs (ranked in descending order by the number of daily prescriptions issued)
used off-label are summarised in the table below:

1. Lansoprazole 11.Phloroglucinol

2. Salbutamol 12.Amoxicillin+clavulanic acid

3. Rifamycin 13.Metopimazine

4. Pantoprazole 14.Infliximab

5. Folic acid 15.Calcium carbonate + vitamin D3
6. Albumin 16.Amphotericin B

7. Nalbuphine 17.Sulfamethoxazole-trimethoprim
8. Enoxaparin 18.Ranitidine

9. Ferrous fumarate 19.Nifedipine

10. Ketoprofen 20.Metoclopramid

The most frequent routes of administration were the oral and intravenous routes. The top 10
substances (ranked in descending order by the number of daily prescriptions issued) used for each of
the two routes mentioned above are summarised below:

Oral route Intravenous route

1. Lansoprazole 1. Pantoprazole

2. Folic acid 2. Albumin

3. Ferrous fumarate 3. Ketoprofen

4. Calcium carbonate and vitamin D3 4. Metopimazine

5. Amphotericin B 5. Phloroglucinol

6. Sulfamethoxazole-trimethoprim 6. Infliximab

7. Nifedipine 7. Ranitidine

8. Ursodeoxycholic acid 8. Amoxicillin+clavulanic acid
9. Enalapril maleate 9. Metoclopramid

10. Prednisolone 10. Ketamine
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Because of the data heterogeneity, we did not perform any analysis related to the paediatric age

groups.

3.1.8.3. Authorised use of medicinal products in outpatients

165 marketed products with a French marketing authorisation were prescribed in paediatric outpatients
in the period June 2007 - May 2008 and 16382 different prescriptions were issued.

The most frequent used medicinal products (ranked in descending order by the number of prescriptions

issued) are summarised below:

1.Paracetamol

2.Tixocortol

3.Helicidine

4.Ibuprofen

5.2-thiophenecarboxylic acid

6.0xomemazine

7.Cefpodoxime

8.Acetylcysteine + tuaminoheptane

9.Vaccine: pneumococcal (including conjugated)
10.Betamethasone

3.1.9. Hungary
3.1.9.1. Off-label medicinal products in use

3.1.9.1.1. Name of off-label medicine used

11.Amoxicillin

12.Vaccine: measles, mumps and rubella
13.Fenspiride

14.Niflumic acid + morniflumate + hexetidine
15.Amoxicillin + clavulanic acid
16.Racecadotril

17.Phloroglucinol + trimethoxybenzene
18.Colecalciferol + fluorine

19.Trimebutine

20.Domperidone

Gastroenterological products (azathioprine, budesonide and mesalazine - for treating paediatric
inflammatory bowel disease, glicerin, lactulose and sennoside B - as laxatives), antihypertensives
(amlodipine, metoprolol, valsartan, enalapril, prazosin), respiratory tract diseases medicines
(budesonide, ciclesonide, fluticasone, montelukast, salmeterol and formoterol - alone and in
combinations), antibiotics (ciprofloxacin, clarithromycin and meropenem in neonates, doxycicline and
neomycin, imipenem plus cilastatin) and haemato-oncological medicinal products were mentioned on
the submitted list. An in-depth analysis was not possible.

3.1.9.1.2. ATC classification of off-label medicines used in outpatients

Calcium channel blockers and agents acting on the renin-angiotensin system, psycholeptics,
psychoanaleptics and medicines targeting the acid-related disorders were used most frequent.

3.1.9.2. Authorised medicinal products in use
3.1.9.2.1. Name of authorised medicine used

Risperidone fimed tablets (4%) lamotrigine tablets (2%), amoxicillin fiimed tablets and darbopoetin
alpha solution for injection (2% each) were the most common used authorised medicinal product in the
paediatric population.
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3.1.9.2.2. ATC classification

Erythropoietin and erythropoietin-like substances (12%), antipsychotics (mainly risperidone) (10%)
and antiepileptics (mainly lamotrigine) (10%) were the most frequent used authorised medicinal
products.

3.1.10. Iceland

The first 10 most frequently used medicinal products were identified. It was not possible to distinguish
between the different types of uses, as no information on the regulatory status of the medicinal
products was provided. Information on the age groups in which the medicinal products were used is
also considered below.

3.1.10.1. Medicinal products in use

The most frequent 10 used medicinal products in children in Iceland are listed in the following table:

1.Methylphenidate 6.Fluticasone

2.Drospirenone and estrogen 7.Amoxicillin

3.Salbutamol 8.Hydrocortisone butyrate
4.Levonorgestrel and estrogen 9.Sertraline

5.Salmeterol 10.Amoxicillin and enzyme inhibitor

3.1.10.1.1. Medicinal products used in the age group birth to under 1 year

The most frequently used 10 medicinal products in this age group are listed below:

1.Salbutamol 6.Hydrocortisone butyrate
2.Fluticasone 7.0meprazole
3.Amoxicillin 8.Nystatin

4. Amoxicillin and enzyme inhibitor 9.Fusidic acid
5.Salmeterol 10.Hydrocortisone

3.1.10.1.2. Medicinal products used in the age group 1 to under 2 years

The most frequently used 10 medicinal products in this age group are listed below:

1.Salbutamol 6.Hydrocortisone butyrate
2.Fluticasone 7.Fusidic acid
3.Salmeterol 8.Hydrocortisone
4.Amoxicillin and enzyme inhibitor 9.Alimemazine
5.Amoxicillin 10.Clobetasone
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3.1.10.1.3. Medicinal products used in the age group 2 to under 6 years

The most frequently used 10 medicinal products in this age group are listed below:

1.Salbutamol
2.Salmeterol
3.Fluticasone
4.Amoxicillin
5.Amoxicillin and enzyme inhibitor

6.Hydrocortisone butirate
7.Fusidic acid
8.Methylphenidate
9.Mometasone
10.Hydrocortisone

3.1.10.1.4. Medicinal products used in the age group 6 to under 12 years

The most frequently used 10 medicinal products in this age group are listed below:

1.Methylphenidate
2.Loratadine
3.Amitriptyline
4.Salmeterol
5.Salbutamol

6.Hydrocortisone butyrate
7.Fluticasone

8.Amoxicillin
9.Desmopressine
10.Sertraline

3.1.10.1.5. Medicinal products used in the age group 12 to under 18 years

The most frequently used 10 medicinal products in this age group are listed below:

1.Methylphenidate

2.Drospirenone and ethynylestradiol
3.Levonorgestrel and estrogens
4.Sertraline

5.Desorgestrel and estrogens

3.1.11. Republic of Ireland

6.Doxycycline

7.Gestoden and estrogens
8.Fluoxetine

9.Loratadine
10.Mometasone

A detailed breakdown and analysis of all unauthorised use data collected was carried out using the
following criteria: name of unauthorised medicine in use, pharmaceutical form of the medicinal product
and the regulatory status of the used medicine. A total of 258 unauthorised medicinal products were

identified.

3.1.11.1. Unauthorised medicinal products in use

3.1.11.1.1. Name of unauthorised medicine used

Diclofenac in suppository form was the most common unauthorised medicinal product used to treat
15% of the inpatients. Morphine was used unauthorised to treat 14.5% of the inpatients. Halothane
(12.5%) and chloral hydrate (syrup) (7.5%) followed. Other unauthorised medicines used in children
included pyridoxine, dexamethasone, mercaptopurine and codeine phosphate.
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3.1.11.1.2. Medicinal product pharmaceutical form

The most frequent pharmaceutical forms used unauthorised were solutions for injection(38%), followed
by tablets (20%), liquids (12%) and suspensions (6%). The remaining 24% were composed of small
percentages of drops, powders, suppositories, solutions, gels, creams, ointments, capsules etc. The
above information relates to hospital use.

3.1.11.1.3. Authorisation status of unauthorised paediatric medicinal products in other
jurisdictions

The third criterion for data analysis was the comparison of authorisation status of the medicinal
products in other jurisdictions. 51% of the unauthorised medicinal products were authorised in the
United Kingdom, 6% in Germany, 4% in France and the United States and 2% in Italy and Canada. Of
note, 31% of the unauthorised medicinal products identified were not authorised in any jurisdiction.

3.1.11.2. Off-label Medicinal Products
3.1.11.2.1. Off-label in relation to age

15% of the medicinal products in the hospital pharmacies were used off-label in relation to age.

The medicines identified were grouped into categories based on ATC codes; categories with a high
percentage of off-label use (>8%) were grouped into therapeutic areas as previously described.

3.1.11.2.1.1. Cardiovascular medicinal products used off-label (age)

Antihypertensives (34%) and antiarrhythmics (16%) are the two therapeutic groups most frequent
used off-label in relation to age (24% of the total off-label usage).

3.1.11.2.1.2. Alimentary and metabolism medicinal products used off-label (age)

This therapeutic class was the second largest (13% of the total). H,-receptor antagonists (18%),
proton pump inhibitors (15%) and antacids (14%) were most commonly used off-label in relation to
age.

3.1.11.2.1.3. Nervous system medicinal products used off-label (age)

This therapeutic class had the third highest incidence of off-label use in relation to age (12%).
Antipsychotics accounted for 23% and opioid analgesics for 22% of off-label use. Three classes of
antidepressants were frequently used off-label: selective serotonin uptake inhibitors (15%), tricyclics
(12%) and serotonin-norepinephrine reuptake inhibitors (4%).

3.1.11.2.1.4. Dermatological medicinal products used off-label (age)

The off-label use of medicinal products used to treat dermatological conditions represented 10% of the
total. Antifungals (34%) and corticosteroids (22%) were on the first two places.

3.1.11.2.1.5. Blood and blood-forming medicinal products used off-label (age)

This therapeutic class accounted for 9% of off-label use in relation to age, with anticoagulants (38%)
and iron supplements (22%) being the leading substances.
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3.1.11.2.1.6. Sensory organ medicinal products used off-label (age)

This class represents 8% of the total. Ocular lubricants (25%) and anti-inflammatory preparations
(19%) were the most common used.

3.1.11.2.2, Centrally Authorised Medicinal Products

77 centralised medicinal products were identified in the hospital pharmacies. 20% of them were used
off-label in relation to age.

3.1.12. Lithuania

Information on 328 medicinal products (including different pharmaceutical forms, strengths and
pharmaceutical forms) was available. The performed analysis was descriptive and was limited due to
the absence of the quantitative measurement of the extent of use.

The absence of information on the regulatory status of the medicinal products listed was a further
limitation. A brief description of submitted data for information purposes is presented below.

3.1.12.1. Treatment intention

88% of the medicines were use for treatment, 8% were used for treatment and prophylaxis, 2% for
diagnosis and 2% for prevention only.

3.1.12.2. Route of administration

49 % of used medicinal products were administered orally and 34% were the substances for
intravenous use.

3.1.12.3. Name of the medicinal product

Diazepam, acetaminophen, acyclovir, methylprednisolone and amoxicillin were mentioned most
frequently in the submitted dataset. As already mentioned, it was not possible to distinguish between
the different types of uses of the medicinal products.

3.1.13. Latvia

469 different medicinal products were included in the dataset. The most important limitation of the
submitted dataset was the cumulative reporting of the authorised and non-authorised uses of
medicines.

The results of a brief descriptive analysis are presented below for information purposes.
3.1.13.1. Name of medicinal product used

Paracetamol, human insulins, valproic acid, diclofenac, and methyl prednisolone were mentioned most
frequent in the submitted database.

3.1.13.2. Pharmaceutical form of the medicinal products used

Use of vials accounted for 36% of all reported uses of medicinal products; use of tablets accounted for
an additional 26%.
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3.1.13.3. ATC classification of used medicines

Local anaesthetics, analgesics and antipyretics, anti-infectives for systemic use (mainly macrolides)
and antidiabetics for systemic use (various types of insulins) were frequently mentioned.

3.1.14. Malta

Submitted data provided inconstant information on the off-label use of the medicinal products in the
paediatric population. No estimation of the extent of use was provided. A brief descriptive analysis of
the submitted dataset is provided below.

Information on 732 medicines (including different pharmaceutical forms, strengths and formulations)
was submitted. 16% of the medicines were used in inpatients and 46% were used in both in- and
outpatients. 15% were prescribed by various specialist doctors and 51% were prescribed by a
paediatrician or by a general practitioner.

Antiepileptics, immunosuppressants, bronchodilators and antiemetics were mentioned most frequent.
3.1.15. The Netherlands

A descriptive analysis was performed based only on the pharmacies survey data. The results refer to
the use of authorised products in outpatients. The quantitative measurement of the extent of use is the
number of prescriptions for each medicinal product.

3.1.15.1. Overall prescriptions of authorised medicinal products for the paediatric
outpatients

Amoxicillin (8% of all prescriptions), salbutamol (6%), levonorgestrel and oestrogens (6%), fluticasone
(4%) and fusidic acid (3%) were prescribed most frequent. The first 50 most prescribed medicinal
products represents approx. 75% of all prescriptions.

3.1.15.2. Prescriptions of authorised medicinal products in relation to age
3.1.15.2.1. Age group from birth to 1 year

Betalactamines (17% of the total number of prescriptions in this age group), inhalative beta-agonists
(8%) and the antimicrobials for intestinal use(7%) were the medicinal products most prescribed.

3.1.15.2.2, Age group from 2 to 12 years

Betalactam antibiotics (13%), inhalative beta-adrenergic agonists, glucocorticoids (14 % altogether)
and corticosteroids for topical use (6%) were the most prescribed medicines in this age group.

3.1.15.2.3. Age group from 13 to 18 years

Oral contraceptives (14%), antihistamines for systemic use (6%), stomatological preparations (5%)
and inhalative beta-adrenergic agonists (5%) were the most prescribed medicines in this age group.

3.1.16. Norway

The analysis was performed used the following criteria:

e for unauthorised medicinal products: in/outpatient status, name of the active substance,
pharmaceutical form, age group;
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 for authorised medicinal products used off-label: name of the active substance
3.1.16.1. Active substances used unauthorised in outpatients
3.1.16.1.1. Name of the active substance used unauthorised

Melatonin (50%) and pentoxyverine (15%) were the most commonly prescribed active substances
used unauthorised in the paediatric population.

3.1.16.1.1.1. Name of the active substances used unauthorised in outpatient children from
birth to less than 1 year of age

Phytomenadione (23%), melatonin (18%) and betamethasone (15%) were the most frequent three
active substances used unauthorised in this age group.

3.1.16.1.1.2. Name of the active substances used unauthorised in outpatient children from
1 to 2 years of age

Pentoxyverine (42%), betamethasone (15%), melatonin (10%) and epinephrine (7%) were the most
frequent active substances used unauthorised in this age group.

3.1.16.1.1.3. Name ofthe active substances used unauthorised in outpatient children from
3 to 5 years of age

In this age group, pentoxyverine (40%), melatonin (18%), betamethasone (13%) and epinephrine
(4%) were the most frequent active substances used unauthorised.

3.1.16.1.1.4. Name of the active substances used unauthorised in outpatient children from
6 to 11 years of age

Melatonin (60%), pentoxyverine (12%) and midazolam (4%) were the most frequent three active
substances used unauthorised in this age group.

3.1.16.1.1.5. Name of the active substances used unauthorised in outpatient children from
12 to under 18 years of age

Melatonin (58%) and pentoxyverine (6%) were the most frequent active substances used unauthorised
in older children and adolescents.

3.1.16.1.2. Pharmaceutical form of the active substance used unauthorised

The most frequent pharmaceutical forms for the active substances used unauthorised in children were
tablets (85%), capsules (1%) and oral solutions (1%).

3.1.16.2. Active substances used unauthorised in inpatients
3.1.16.2.1. Name of active substance used unauthorised

Dexamethasone (14%) and epinephrine (14%) were the most commonly prescribed active substances
used unauthorised in inpatient children of all ages.

3.1.16.2.1.1. Name of active substances used unauthorised in inpatient neonates

Folic acid (57%), calcium glubionate (10%) and dexamethasone (8%) were the most frequent three

active substances used unauthorised.
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3.1.16.2.1.2. Name of active substances used unauthorised in inpatient children from more
than 1 month to less than 18 years of age

Epinephrine and dexamethasone (15% each), followed by melatonin and betamethasone (12% each)
and baclofen (11%) were most frequent used unauthorised in this age group.

3.1.16.2.2. Pharmaceutical form of the active substances used unauthorised

Tablets (31%), solutions for injection (30%), inhalative medicinal products (14%) and oral solutions
(12%) were the most frequent used pharmaceutical forms of the active substances used unauthorised.

3.1.16.3. Active substances used off-label in outpatients
3.1.16.3.1. Name of the active substance used off-label

Oral contraceptives (drospirenone and estrogen, desestrogel and estrogen, norethisterone,
norethisterone and estrogen, desorgestrel (together 45%), followed by ketoprofen (4%) were most
commonly prescribed off-label in the paediatric population.

3.1.16.3.1.1. Name of medicines used off-label in outpatient children from birth to less than
1 year of age

Fluticasone (46%), alimemazine (11%) and salbutamol (9%) were the most frequent three active
substances used off-label in this age group.

3.1.16.3.1.2. Name of medicines used off-label in outpatient children from 1 to 2 years of
age

Bromhexine (18%), triamcinolone, salmeterol (11% each) and codeine (7%) were the most frequent
active substances used off-label in this age group.

3.1.16.3.1.3. Name of medicines used off-label in outpatient children from 3 to 5 years of
age

Diclofenac, opium derivatives and mometasone (12% each), triamcinolone (8%), budesonide (7%)
and bromhexine (5%) were the most frequent active substances used off-label in this age group.

3.1.16.3.1.4. Name of medicines used off-label in outpatient children from 6 to 11 years of
age

Atomoxetine (11%), triamcinolone (8%) and ketoprofen (7%) were the most frequent three active
substances used off-label in this age group.

3.1.16.3.1.5. Name of medicines used off-label in outpatient children from 12 to under 18
years of age

Oral contraceptives (61 %) and ketoprofen(6%) were the most frequent active substances used off-
label in older children and adolescents.

3.1.17. Portugal

There was no quantitative measure of the extent of use of medicines in the paediatric population in the
submitted dataset. An analysis of a surrogate measurement: the frequency of appearance of medicines
belonging to various ATC classes in the submitted list was therefore performed.
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Corticosteroids for systemic use, antineoplastic agents, antiepileptics, analgesics and antipyretics were
mentioned most frequent.

3.1.17.1. Medicinal products used off-label

Antineoplastic agents, H2-receptor antagonists, proton pump inhibitors, corticosteroids for systemic
use, anxiolytics, analgesics and antipyretics were mentioned most frequent as having been used off-
label.

3.1.17.1.1. Off-label in relation to pharmaceutical form

Solutions for injection (47%), tablets (36%) and oral solutions (6%) were the pharmaceutical forms
most frequently used off-label.

3.1.17.1.2. Off-label in relation to the source of information

9 out of the 22 hospitals participating in the survey submitted off-label use data. Most data were
submitted by an oncology hospital (which may explain the leading position of the chemotherapeutic
agents).

3.1.18. Romania

The paediatric off-label use was analysed using the following criteria: name of medicinal product used
off-label, pharmaceutical form of the medicinal product used off-label, treatment length and total
number of patients.

3.1.18.1. Medicinal products used off-label
3.1.18.1.1. Name of medicines used off-label

Ranitidine as solution for injection (31%), drotaverine as solution for injection (23%), norfloxacin for
oral use (18%) and famotidine for oral use (13%) were most commonly used off-label in the paediatric
population.

3.1.18.1.2. Pharmaceutical form of the medicinal product used off-label

Solutions for injections (53%), followed by the oral pharmaceutical forms (aggregate: 45% of the total
use) were the most frequently encountered pharmaceutical forms among the medicinal products used
off-label.

3.1.18.1.3. Estimate of the extent of the off-label use

An estimate of the extent of the off-label use was computed by multiplying the annual number of
treated patients by the average length of treatment provided. Ranitidine, norfloxacin, famotidine,
alprazolam and amlodipine were the most frequent medicinal products used off-label.

3.1.19. Slovenia

Submitted data were broken down according to the the following criteria: name of unauthorised
medicine in use, pharmaceutical form and the regulatory status of the medicinal product. 260
unauthorised medicinal products were identified, 97 of which had a marketing authorisation in at least
one EU Member State.
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3.1.19.1. Unauthorised use of medicinal products
3.1.19.1.1. Name of medicine used unauthorised

Vitamin E as powder for oral use, phenobarbital as tablets, omeprazole as capsules and dextriferron as
syrup were the most common medicinal products used unauthorised.

3.1.19.1.2. Pharmaceutical form of the medicinal product used unauthorised

Solutions for injection(20%), tablets (16%) and syrups (8%) were the most frequent pharmaceutical
forms used unauthorised. This information relates to inpatients.

3.1.19.1.3. Authorisation status of the medicinal products used unauthorised in the
paediatric population in other jurisdictions

37% of the identified medicinal products used unauthorised in the paediatric population were
authorised in other jurisdictions within the EU. Additional data on each jurisdiction was not available.

3.1.19.2. Off-label use of medicinal products
3.1.19.2.1. Off-label use in relation to age

The most frequent 10 substances used off-label in all age groups are summarised in the table below:

1. Salbutamol 6.Ranitidine

2. Omeprazol 7. Gentamicin

3. Dextriferron 8. Vitamin C + calcium carbonate + calcium
lactate gluconate

4. Metamizol 9. Pantoprazol

5. Aminophylline 10.Miconazole

3.1.19.2.1.1. Off-label use in premature newborns

In this age group, the list of the most frequent 10 medicines used off-label was:

1. Dextriferron 6.Iron succinyl-protein complex
2. Aminophylline 7.Fluconazol

3. Vitamin C+calcium carbonate+calcium lactate 8.Gentamicin

gluconate

4. Miconazole 9.Clotrimazole

5. Lyophillised lactic acid bacteria 10.Imipenem+-cilastatin

3.1.19.2.1.2. Off-label use in term neonates

Term neonates were treated off-label with the following 10 most used substances:

1. Gentamicin 6.Cefotaxim
2. Tobramycin 7.Lyophillised lactic acid bacteria
3. Metamizol 8.Dopamine
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4. Ceftriaxone
5. Fentanyl

9.Midazolam
10.Pantoprazol

3.1.19.2.1.3. Off-label use in infants and toddlers

In this age group, the most frequent medicines used off-label were:

1. Salbutamol

2. Fenoterol + ipratropium bromide
3. Metamizol

4. Trimetoprim+sulphamethoxazole
5. Furosemid

6.Gentamicin
7.Diclofenac
8.Methylprednisolone
9.Midazolam
10.0xymetazoline

3.1.19.2.1.4. Off-label use in children (aged 2 to 11 years)

The most frequent 10 medicines used off-label in this age group are summarised below:

1. Ranitidine

2. Amoxicillin + clavulanic acid
3. Salbutamol

4. Acyclovir

5. Ceftriaxone

3.1.19.2.1.5. Off-label use in adolescents

6.Loratadine
7.Metamizol
8.0meprazol
9.Pantoprazol
10.Acetylsalicilic acid

The most frequent 10 medicinal products used off-label in adolescents were:

1. Omeprazol

2. Calcium carbonate
3. Calcitriol

4. Warfarin

5. Enalapril

3.1.20. Sweden

6.Fluticasone
7.Clemastine
8.0lanzapin
9.Acetylsalicilic acid
10.Ranitidine

3.1.20.1. Over-the-counter (OTC) medicines use

Certain medicinal products are sold OTC in children. Questionnaire response analysis showed that
children had used 0.9 OTC substances on average. 65% of the children visiting an emergency ward
and 67% of the 13 year old Stockholm inhabitants had used at least one OTC medicine.

3.1.20.1.1. Approximation of the total OTC medicine use among Swedish Children

The Summaries of Product Characteristics (SmPC) of medicinal products sold OTC in Sweden in 2007
were analysed to define the age limits for OTC use. An approximation of the percentage of medicine
use in the paediatric population was made in view of the following criteria:
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0 Not likely to be used OTC in children (e.g. topical minoxidil)

il Could be used by children as OTC and to some extent among adolescents
(e.g. omeprazole, nicotine).

10 Use of OTC to some extent in a specific age group such as adolescents or
children (e.g. naproxen, ketoprofen)

20 Use of OTC in the same extent as in the adult population (e.g. loratadin
tablets, paracetamol tablets)

99 Almost exclusively used by children OTC (e.g. paracetamol oral liquid,

xylometazolin lower strength)
A factor was developed to estimate the number of packages used OTC in children.

The total number of packages sold for each medicine was multiplied with the factor described above
and grouped with regard to the ATC classification and the pharmaceutical form. The total number of
Swedish children in 2007 was collected from the Swedish Statistical Bureau(SCB).

3.1.20.1.1.1. Number and name of medicinal products sold as OTC

10.4 million packages were sold OTC for the paediatric use (5 OTC medicine packages/child x year).
Paracetamol (30%), oxymetazoline (11%), xylometazoline (7%), ibuprofen (7%) and bromhexine
(6%) were the most frequent sold substances. 11% of the packages sold lacked information on
paediatric dosage. Caffeine and levonorgestrel were the most frequent tablets sold OTC.

3.1.20.1.1.2. Pharmaceutical forms of medicinal products sold as OTC

The pharmaceutical forms estimated to be sold OTC for children were: tablets (28%), oral liquids
(18%), nose applications (18%), topical formulations (12%) and rectal formulations (8%).

3.1.20.1.2. Analysis of the off-label use of OTC medicines among a selected population of
Swedish children living in Stockholm

The proposed questionnaire was answered by 2823 children (1416 boys/1407 girls) with a mean
weight of 48+9.8 kg and a mean age of 13+0.8 years. 1885 patients (67%) reported use of one or
more of the 2550 OTC medicines (0.9 OTC medicines / person). All participating children were over 12
years old and all substances used were on-label with regard to age limits presented in the registered
package insert.

The most frequently used OTC medicines were paracetamol (48.2%), ibuprofen (14.5%),
antihistamines for systemic use (11.3%) and anti-allergic products for intraocular use (7.2%).

3.1.20.1.3. OTC medicine use in paediatric outpatients (children visiting an emergency
department)

274 out of the 960 paediatric patients visiting the emergency department (28,5%) answered the
questionnaire (mean age= 3.99 years). More than 50% were aged from birth to 2 years of age with a
small overrepresentation of boys (52%).

Each patient/parent reported an average total use of 1.7 medicines, of which 0.9 were OTC.

The most frequent used OTC medicines were paracetamol (60%), nasal decongestants(15%),
ibuprofen(10%), vitamins (9%) and cough syrup (3%).
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3.1.20.2. Paediatric medicine use at hospitals

Data was collected on 1515 paediatric inpatients during a 2-day period rendering in a total of 5566
prescriptions. The average age of the study population was 5.7 years (SD 5.9) (M/F=1,12/1). The
most common age-group was children (42%), followed by adolescents (23%), neonates (21%) and
infants (14%).

Of all prescribed medicines, 83 % were authorised, 12 % were pharmacy prepared and 4 % unlicensed
medicines. The highest proportion of unauthorised medicinal products was found among ATC class A,
for example liquid multivitamins. Medicines for the nervous system, (for example i.v. morphine and
oral and intravenous caffeine citrate) constituted the highest proportion of extemporaneously prepared
medicines.

40% of all prescriptions were products for intravenous use and 42% were oral forms. 50% of the
prescriptions were used for treatment, 34% for prevention and 7% for both. The most common
treatment indication was pain (N=739), followed by conditions associated with prematurity (N=349),
infection (N=186), heart failure (N=107) and nutrition difficulties (N=106).

3.1.20.2.1. Authorised medicinal products

The group of medicinal products most commonly prescribed, classified according to the ATC codes, was
ATC-N, followed by ATC-B. The most common medicinal products prescribed were paracetamol (12%),
followed by intravenous carbohydrates (6%) and electrolyte solutions (3%).

3.1.20.2.2. Medicinal products used off-label

The proportion of off-label medicinal use was 35% of all prescriptions of authorised medical products.
The highest use of off-label drug use was found among drugs for the nervous system, e.g. morphine,
as well as medicines for blood or blood forming organs, e.g. intravenous glucose.

The highest proportion, although low in numbers, was found among topical dermatological (ATC group
D) and the ophthalmologic (ATC group S) medicines.

More than 200 prescribed medicinal products were administered off-label, most commonly intravenous
formulations that were administered orally.

Infants represented the most common age group receiving at least one medicinal product off-label;
they were followed by neonates and children (table 1). Use of at least one extemporaneously prepared
medicinal product, as well as use of unauthorised medicinal products, was most frequent in the
neonatal age group.

Table 1: Percentage of patients with at least one prescription of licensed, off-label, pharmacy
prepared or unauthorized medicinal product, respectively, by age group.

Age groups All Prescription License Off-label Pharmacy Unauthorized
Patients /Patient d (%) (%) prepared (%)

(N) (N) (%)

Neonates 313 4.0 82 57 45 32
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Age groups All Prescription License Off-label Pharmacy Unauthorized
Patients /Patient d (%) (%) prepared (%)
(N) (N) (%)

Infants 205 4.1 95 67 27 19

Children 641 3.4 96 57 23 4

Adolescents 355 857 98 87 19 7

3.1.20.3. Off-label use in paediatric outpatients

We analyzed the number of prescriptions dispensed for each medicinal product, grouped by ATC class
and age (proposed age distribution: 0-27 days, 28 days- less than 6 months, 6 months- less than 1
year, 2years - less than 6 years, 6 years - less than 12 years, 12 years - less than 16 years and 16
years - less than 18 years).

898 different medicinal products (2.2 million prescriptions) were dispensed to paediatric patients in
Sweden and 393 substances were dispensed more than 100 times. Age limits for the authorised use in
paediatrics were identified for 386 substances.

36% of the 386 substances were classified as having had an authorised use whereas 64% had at least
once been used as off-label with respect to the patient’s age at the time of prescribing.

The 247 substances used off-label were dispensed 1.02 million times (around 290 000 were off-label
with respect to age).

13.5% of the prescriptions were off-label with regard to age of the patient.
3.1.20.3.1. Off-label use by ATC class

ATC classes J and R were dispensed most commonly, but had both a low off-label prescription rate
(0,1% and 3,1% respectively). In contrast, ATC group G had a very high off-label prescription rate
(97,3%), despite it being less often dispensed.

3.1.20.3.2. Off-label use by age group

The tables below show the most frequently used medicinal products by age group:

Top 10 substances used off-label (all age groups)

1. Budesonid 6. Diclofenac

2. Opium derivatives and expectorants 7. Formoterol and other anti-asthmatics
3. Cetirizin 8. Fusidic acid

4. Desloratadin 9. Cough suppressors and expectorants
5. Desorgestrel 10. Ibuprofen

1. Fusidic acid 6. Dicycloverine

2. Chloramphenicol 7. Ceftibuten

3. Trimetoprim 8. Sulphametoxazole plus trimetoprim
4. Nystatin 9. Ferrous fumarate

5. Myconazole and combinations 10. Oxymetazolin
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Top 10 substances used off-label (age group from 1 to 6 months)

1. Fusidic acid 6. Clemastine

2. Absorbed pneumococcal conjugated vaccine 7. Dicycloverine

3. Chloramphenicol 8. Trimetoprim

4. Budesonid 9. Sulphametoxazole plus trimetoprim
5. Myconazole and combinations 10. Ephedrine

Top 10 substances used off-label (age group from 6 to 12 months)

1. Budesonid 6. Absorbed pneumococcal conjugated vaccine
2. Fusidic acid 7. Myconazole and combinations

3. Chloramphenicol 8. Trimetoprim

4. Clemastine 9. Ibuprofen

5. Sulphametoxazole plus trimetoprim 10. Ceftibuten

Top 10 substances used off-label (age group from 1 to 2 years)

1. Fusidic acid 6. Cough suppressors and expectorants

2. Clemastine 7. Myconazole and combinations

3. Budesonid 8. Ibuprofen

4. Chloramphenicol 9. Desloratadine

5. Sulphametoxazole plus trimetoprim 10. Absorbed pneumococcal conjugated vaccine

Top 10 substances used off-label (age group from 2 to 5 years)

1. Clemastine 6. Opium derivatives and expectorants
2. Budesonid 7. Desloratadine

3. Fusidic acid 8. Loratadine

4. Chloramphenicol 9. Sulphametoxazole plus trimetoprim
5. Cough suppressors and expectorants 10. Trimetoprim

Top 10 substances used off-label (age group from 6 to 11 years)

1. Budesonid 6. Mometasone

2. Clemastine 7. Opium derivatives and expectorants
3. Loratadine 8. Chloramphenicol

4. Desloratadine 9. Cetirizin

5. Fusidic acid 10. Formoterol and other anti-asthmatics

Top 10 substances used off-label (age group from 12 to 15 years)

1. Levonorgestrel+estrogens 6. Diclofenac

2. Budesonid 7. Loratadine

3. Mometasone 8. Cetirizin

4. Desloratadine 9. Natrium fluoride

5. Opium derivatives and expectorants 10. Formoterol and other anti-asthmatics
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Top 10 substances used off-label (age group from 16 to 18 years)

1. Levonorgestrel+estrogens 6. Pivmecilinam

2. Desorgestrel 7.0pium derivatives and expectorants
3. Diclofenac 8. Norgestimat + estrogens

4. Mometasone 9. Natrium fluoride

5. Budesonid 10. Desloratadine

3.1.20.3.3. Off-label use by route of administration

The most frequent routes of administration used off-label were the oral route, followed by the topical
eye application and the inhalative route.

3.1.21. United Kingdom

The United Kingdom referred to the British National Formulary for Children (BNFC) for a data synopsis
on the off-label and unauthorised use of medicinal products in the paediatric population. No dataset
was submitted.

In section “How BNF for children is constructed” of the above mentioned source it is stated that "BNFC
uses about 80 clinical advisers throughout the UK to help with the production of each edition.” “These
clinical experts help to ensure that BNFC remains reliable by: [..] advising on the use of unlicensed
medicines or of licensed medicines for unlicensed uses (‘off-label’ use)”.

The information provided by the above-mentioned source on off-label use is put together via an
“expert opinion” process. It was not further analysed.

3.2. Data analysis by type of outcome measurement

All attempts of merging the submitted datasets for the purpose of a global analysis were unsuccessful,
due to the extreme data heterogeneity.

3.2.1. Defined daily dose as measure of the extent of use

This way of reporting the extent of use was mainly chosen by many countries situated in Northern
Europe (Norway, Denmark, Iceland). Of note, some Northern countries (Denmark, Iceland) reported
the overall use, while others reported on the off-label use of the medicinal products or on the
unauthorised use (Norway).

3.2.2. Other measures of the extent of use

Other measures of quantifying medicines utilisation were used by the Member States in their data sets:
number of packages, number of prescriptions, number of patients, cost data. The use of these
parameters, although useful for analysing the data set separately and making national comparisons,
did not allow for further grouping of the datasets for the purpose of a global analysis and did not
enable cross-national comparisons.
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4. Summary of main findings

The majority of the submitted data focused on the existing off-label use in children; the few datasets
referring to the existing authorised use of medicines are therefore difficult to extrapolate.

The most frequent medicines used off-label and unauthorised belong to the following therapeutic
classes: antiarrhythmics, antihypertensives (rennin-angiotensin inhibitors and beta-blockers), proton
pump inhibitors and H,-receptor antagonists, antiasthmatics, and antidepressants (mainly selective
serotonin reuptake inhibitors, serotonin-norepinephrine reuptake inhibitors and tricyclic
antidepressants). A high rate of off-label use of oral contraceptives was encountered in adolescents,
mainly reported in Scandinavia. There is extensive off-label use of antimicrobials (macrolides,
betalactamines plus betalactamase inhibitors and carbapenems) in very young children. Corticosteroids
(dexamethasone) are frequently reported to be used off-label in the systemic treatment of very young
children. Some steroids for systemic use (e.g. dexamethasone) are not even authorised in some
countries (Norway). Most other steroids used off-label in children were topical medicines for
dermatologic use.

The analysis of the pharmaceutical forms shows that both oral and parenteral formulations are being
used unauthorised or off-label, pointing out at a common reason which is the lack of appropriate
dosages and strengths for the treated age groups.

Some of the analysis results are surprising. Among them we mention the off-label use of multivitamins
and of many antiasthmatics, despite the high paediatric incidence of this condition.

5. Limitations of the analysis

The analysis above is subject to a number of limitations, some of which are listed below:

il

Data heterogeneity was expected, as the exercise was based on existing data as opposed to
performing a prospective survey across the EU. Such a prospective survey would have required
extensive resources, including funding. Data heterogeneity therefore reflects different data sets
and formats, as available to the different National Competent Authorities. Any international
comparison was therefore impossible, as these differences are mostly reflecting methodological
differences rather than differences in use.

Most datasets could only be considered representative for the specific paediatric subsets in the
different individual countries. Different age subsets (when available) had an unbalanced
representation in the datasets. For reports on the OTC medicine use it should also be
emphasised that it is subject to recall bias.

Some Member States did not submit any data; submitted data may not be fully representative,
as more than 50% of EU the paediatric population was not covered. Furthermore, the
compliance of data submitted with the guidance issued by the Paediatric Committee was
actually poor, adding to the complexity of the analysis.

Some datasets did not distinguish between authorised, unauthorised and off-label use of
medicines. The definitions of the ‘uses’ of medicinal products (authorised, unauthorised, off-
label) were subject to different interpretations (e.g. extemporaneous medicinal products are
either considered unauthorised or off-label) in the Member States. In addition, the status of a
medicinal product does differ between countries, i.e. a product that is authorised in one
Member State is not authorised in another.
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5. The absence of an adequate quantitative measurement of the extent of use for some of the
datasets analysed led to the analysis of the "number of appearances” of a product or product
class in each dataset, which is of very limited value.

6. For datasets using the daily defined dose (DDD) as the quantitative measure of the extent of
use: the DDD is defined in adults, so this may be inaccurate in children. Furthermore not all
medicines have a WHO-assigned DDD.

7. Every method used to quantify the paediatric extent of use is subject to individual limitations
e.g. the number of prescriptions is valuable to evaluate the clinical use of the medicinal
product-dosages used per diagnosis, but does not accurately reflect the total use (e.g. if there
are several indications per medicinal product).

8. Although off-label and unauthorised use of medicines in children can be seen as a surrogate of
the unmet therapeutic needs, the choice of a particular medicines may not be supported by
scientific evidence in the majority of cases. It may therefore be more important to focus on
the indications treated rather than the active substances themselves.

9. Paediatric safety, which was one of the objectives of the survey, has not been addressed by
the data received (only 2 datasets contained some safety data). This reflects the
methodological difficulties related to a satisfactory safety reporting.

6. Discussion

Prescriptions of off-label and unauthorised medicines for children is widespread throughout the
European Union (between 45-60% of the total number of prescriptions from this survey, confirming
the results from previous publications). Both hospitalised children and out-patients are frequently
treated with medicines used outside the terms of their marketing authorisation. Higher rates were
reported in the premature (up to 90% of prescribed medication) and term neonates and in infants, as
well as in patients having serious conditions and being admitted in the intensive care units (both
neonates and paediatric). Medicines are mainly used “unapproved” for the treatment of children, with
lower figures for prophylactic uses. Not surprisingly, there are differences with regard to the
unapproved medicines use across the EU, partially explained by different prescribing habits, but also
by the regulatory status (approved or not, in all or some subsets) of the medicinal product in different
countries. The main areas of needs include oral contraceptives, which up to now were not studied and
approved in adolescents despite identifying potential safety issues with first time users some years
ago. This is now addressed by Paediatric investigation Plans. The other main areas are gastro-
enterology (reflux), cardiovascular (hypertension), respiratory (asthma). There is a need for clinical
trials and supporting evidence for safety and efficacy of anti-asthmatics in children, especially since
long term safety concerns were recently reported for the long-acting beta agonists (LABA). This is all
the more important as asthma affects principally children. The use of anti-infectives requires
supportive evidence in the younger age groups. Although scarce, the data submitted confirm that the
neonates, in particular preterm neonates, have high unmet needs. The future will have to address
those needs through dedicated trials despite the feasibility issues.

Apart from the situations where the data are missing, from the regulatory point of view, medicines
corresponding to the paediatric needs identified may fall under one of the following cases:

a) The medicinal product is authorised in some, but not all the Member States and is therefore
used as unauthorised in some countries. A rather simple solution would require regulatory
action at Member States level, in particular through the CMDh (Co-ordination Group for Mutual
Recognition and Decentralised Procedures) to make those products available in all the Member
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States, for example using MRP or DCP, or making use of the provisions of art. 126a of Directive
2001/83/EC.

b) The medicinal product is authorised, but used off-label in the respective age
groups/indication/route of administration/dose/formulation. The follow up of art 45 may lead to
widening indications, doses and information if the data submitted are of sufficient quality.
Otherwise, it is hoped that the PUMA may answer some of the needs.

c) Thereis a general lack of paediatric labelling in the SmPC as well as a lack of harmonisation of
information between different generic medicines, different routes of administration of the same
generic medicine or different pharmaceutical forms of the same medicine. The SmPC does not
state the data used by the regulatory authority to authorise the different indications of the
product. Regulatory action is needed to foster harmonisation of the paediatric labelling.
Applying the revised guideline on SmPC would already take care of some of the discrepancies
but will not address the issue of products already authorised for which the SmPC is not going
to be revised.

d) The information on existing marketing authorisations at the level of the national competent
authorities is difficult to access. Eudrapharm would address this need but in the mean time
giving easy access to electronic national databases would help identifying which products are
authorised, at which dose and where. This would provide appropriate information to prescribers
if the product has been developed and assessed in another Member state.

7. Conclusions

The present report provides an overview of the unmet treatment needs in the paediatric population by
analysing the extent of unauthorised and off-label use of medicines in children in the various EU/EEA
Member States. The review is not exhaustive and analysed very heterogeneous data. However, it is
clear there are wide unmet needs everywhere in Europe. The usefulness of this exercise will mainly be
in defining which waiver can or can not be granted by the PDCO. The Committee will still be depending
on the submission of applications. The outcome does not provide sufficient information as to the safety
(only Austria has submitted some safety data) and generalisability of this data is not certain. However
many publications have established that adverse effects are more frequent, more serious and more
underreported when medicines are used unauthorised or off-label. It is expected that the Paediatric
Regulation will improve the situation by ensuring that new products are meeting paediatric needs
through the PIPs agreed by the Paediatric Committee. In the mean time, a number of easy to reach
solutions could be proposed at least to make existing medicines available to all Member states and
existing information to all prescribers for the sake of European children.

This survey sheds further light on the unacceptable situation of the treatment of children in Europe,
which will be addressed by the Paediatric Regulation.
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1 Burgenlandische Gebietskrankenkasse, 2 Niederdsterreichische Gebietskrankenkasse

Die Verordnung (EG) Nr. 1901/2006 des Europaischen Parlaments
und des Rates Uber Kinderarzneimittel hat die Zielsetzung, die
Entwicklung und den Zugang zu gepriften und zugelassenen

Medikamenten fir die padiatrische Bevdlkerungsgruppe zu
ermobglichen. AuBerdem sollen die verfligbaren Informationen zur
Verwendung von Arzneimitteln bei Kindern und Jugendlichen
verbessert werden. Damit kénnen die offenen Fragen zu Wirksamkeit,
optimaler Dosierung und Arzneimittelsicherheit auch in dieser
besonders vulnerablen Patientengruppe beantwortet werden. Mit den
Daten der Niederdsterreichischen Gebietskrankenkasse (NOGKK)
und der Burgenlandischen Gebietskrankenkasse (BGKK) soll die
Realversorgung von Kindern und Jugendiichen im niedergelassenen
Bereich dargestellt werden.

Analysiert werden die Medikamentendaten aller padiatrischen
burgenlandischen und niederdsterreichischen Anspruchsberechtig-
ten. Auf Datenbasis von FOKO, einem Standardprodukt der
Osterreichischen  Sozialversicherungstrdger auf Basis  der
maschinellen  Heilmittelabrechnung, wird die medikamentdse
Versorgung nach Alter (0-18 Jahre) und Geschlecht erhoben. Die am
haufigsten verordneten Medikamentengruppen werden anhand ihrer
ATC-Codierung aufgezeigt. Ein  weiterer Schwerpunkt der
Versorgungsanalyse wird auf Psychopharmaka gelegt, insbesondere

auf jene, die keine padiatrische Zulassung haben. Eine
Zeitreihenbetrachtung  der  Jahre  2008-2011 zeigt die
Trendentwicklung.

auBerhalb der Zulassung (Tabelle 1).

Jedes zweite Kind und jeder zweite Jugendliche erhdlt innerhalb eines Jahres zumindest ein Medikament, wobei es keine signifikanten
geschlechtsspezifischen oder regionalen Unterschiede gibt (Grafik 1). Antibiotika (JO1), Antihistaminika (R06) und Medikamente fir Asthma (R03)
sind jene Medikamentengruppen, die am haufigsten rezeptiert werden (Grafik 2). Die Verordnungen von Psychopharmaka sind seit dem Jahr 2008
stetig angestiegen. Im Jahr 2011 wurden lber 9.000 Psychostimulanzien (NO6B) verordnet (Grafik 3). Die Therapie erfolgt bei Psychopharmaka oft

Grafik 1 Anteil der Kinder mit Mediiamentewerodrungen an allen
FepnoEEFEvigten Kinder 2011
== menmiich BGKK ~#-=weibich BGKK - ménmich NOGKIK - weibich NOGHK
0%

Grafik 2 héufigste Verordnungen bei Kindern 2011
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Grafik 3 Emwicklung der PSychoghanrakaverordnungen seit 2008 Tabelle 1
<+~ Antipsychotika (NOSA) == Antidepressiva (NDSA) == PSychastimuanzien (N0G8) Einsatz von ausgewahiten Psychopharmaka
10.000 _________ ohne Zulassung bei Kindern 2011
’ ATC Substanzen [Summe von Patienten |Summe von Vo
9,000 9211 N02CC03 |Zolmitriptan 90 200
N02CCO06 |Eletriptan 46 104
6000 NO3AX15 |Zonisamid 21 276
§ 000 NO5AH03 |Olanzapin 88 425
g N05AH04 [Quetiapin 295 1.455
S 6000 NO6AB03 |Fluoxetin 150 553
8 N06AB04 [Citalopram 84 211
L 5000 NO6AB05 |Paroxetin 40 118
& 4000 NO6AB10 |Escitalopram 149 548
E 7 INO6AX03 [Mianserin 8 19
g 300 383 3621 NO6AX05 [Trazodon 224 433
< 2.871 NO6AX 11 _|Mirtazapin 104 275
2000 NO6AX16 [Venlataxin 55 249
N06DX02 [Ginkgo biloba 100 140
1.000 NO07CAO01_|Betahistin 31 38
0 N07CA03 [Flunarizin 56 87
2008 2009 2010 2011 1549 2101
Die personenbezogenen Abrechnungsdaten der SV-Trager sind eine gute Datenbasis, um Handlungsfelder zur Optimierung der medikamentdsen
Versorgung von Kindern und Jugendlichen aufzuzeigen. Vor allem die haufigen Antibiotikaverordnungen, die Entwicklung der
Psychopharmakaverordnungen und der Einsatz von Psychopharmaka auBerhalb der Zulassung sollte kritisch betrachtet werden.
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Anderung
von Psycho
tropenver
ordnung

Psychotropenverordnung

GEMASS DEM NEUEN § 10 (3) der Psychotropen-
verordnung dirfen Flunitrazepam-héltige Arzneimit-
tel (Rohypnol®, Somnubene®) ausschlieBlich auf
Suchtgiftrezepten (Suchtgift-Einzelverschreibungen)
verordnet werden. In der Folge gelten einige der
strengen Bestimmungen der Suchtgiftverordnung
nun auch fur Verschreibungen von Flunitrazepam-
héltigen Arzneimitteln. Was bedeutet dies in der
Praxis?

DIES BEDEUTET IN erster Linie, dass Rohypnol®
und Somnubene® von Vertragsarztinnen und -arzten
zwar weiterhin auf Kassenrezeptformularen ver-
schrieben werden dirfen, das Rezept aber durch
Aufkleben der Suchtgiftvignette auf der Vorderseite
als Suchtgiftverschreibung zu kennzeichnen ist. Die
Verordnung von Flunitrazepam unterliegt auBerdem
derselben Dokumentationspflicht wie Suchtgifte.
Wie bei suchtgifthaltigen Arzneispezialitaten sind
nun auch bei F\‘ohypnol® und Somnubene® die
PackungsgroBe und die Anzahl der verschriebenen
Packungen wértlich anzugeben. AuBerdem ist eine
genaue Gebrauchsanweisung anzufiihren, und die
Unterschrift der Arztin/des Arztes muss eigenhandig
mit Vor- und Nachname erfolgen.

DER NEUE § 10 (4) der Psychotropenverordnung
legt fest, dass bei Arzneimitteln, die psychotrope
Stoffe aus der Gruppe der Benzodiazepine enthal-
ten, die wiederholte Abgabe auf Basis von § 4 (2)
Rezeptpflichtgesetz verboten ist.

DIESE ANDERUNGEN DER Psychotropenverord-
nung traten am 15. Dezember 2012 in Kraft.

www.parlament.gv.at

und Sucht
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Suchtgiftverordnung

IN § 20 (1) der Suchtgiftverordnung wurde die Gltigkeit
von Einzelverschreibungen von Suchtgiften der Anhdange
I, 'und IV der Verordnung von bisher 14 Tagen auf einen
Monat ausgedehnt. Dies bedeutet, dass die Einzelver-
schreibungen nunmehr ihre Giiltigkeit verlieren, wenn
die Abgabe nicht spatestens einen Monat nach dem
Ausstellungsdatum erfolgt. Bei Substitutions-Einzelver-
schreibungen hingegen wurde die Frist von maximal 14
Tagen beibehalten. Suchtgiftvignetten waren entspre-
chend der bisherigen Rechtslage mit einem Hinweis
auf die 14-tagige Giltigkeit versehen. Noch eventuell
vorratige Altbestande an diesen Vignetten verlieren
jedoch ihre Giiltigkeit nicht und sollen im Interesse der
Wirtschaftlichkeit aufgebraucht werden.

DIESE ANDERUNG TRAT am 31. Oktober 2012 in Kraft.

Red.
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Protonenpumpenhemmer: Magnesium-
mangel bei Langzeittherapie

Bettina Schade, Institut Pharmakovigilanz

BASG - Bundesamt fiir Sicherheit im Gesundheitswesen

AGES - Osterreichische Agentur fiir Gesundheit und Erndhrungssicherheit
E-Mail: pharm-vigilanz@ages.at

In den spaten 1980ern kam mit den Protonenpumpenhemmern (PPl) eine Substanzklasse auf
den Markt, mit der es moglich wurde, die Magensaureproduktion effektiv und dauerhaft zu un-
terdricken. Damit stand nicht nur eine wirksame Therapieform saureassoziierter Erkrankungen
wie Refluxdsophagitis oder peptischen Ulkus sondern auch eine PraventivmaBnahme fir deren
Folgeerscheinungen wie der Ulkusblutung zur Verfiigung. In Osterreich sind mittlerweile eine
Reihe von Protonenpumpenhemmern mit unterschiedlichen Wirkstoffen auf dem Markt (zB
Omeprazol, Esomeprazol, Lansoprazol, Rabeprazol, Pantoprazol). Neben den rezeptpflichtigen
Praparaten sind auch einige freiverkaufliche Arzneispezialitaten zur (kurzzeitigen!) Selbstmedi-
kation verfiigbar.

IM UNTERSCHIED ZUR Wirkweise der Antihista-
minika, die die Freisetzung von Histamin und die
damit verbundene Stimulierung der magenséau-
reproduzierenden Parietalzellen hemmen, zeigen
PPI ein direktes Wirkprinzip. Die Wirkstoffe dieser
Substanzklasse setzen durch die irreversible Blo-
ckade der H-K-ATPase (oder Protonenpumpe) an
der letzten Stelle der Saureproduktion an. Hierbei
werden nur jene Parietalzellen blockiert, die sich
gerade im aktiven Zustand befinden. Dies erklart die
Tatsache, dass sich die optimale Wirkung eines PPI
bei einmal taglicher Einnahme nach einigen Tagen
zeigt, der Effekt jedoch nach Absetzen noch fir ca.
24-48 Stunden anhalt.

Das direkte Wirkprinzip der PPI
erklart die optimale Wirkung bei
einmal taglicher Einnahme nach ei-
nigen Tagen, und das Anhalten des
Effektes fur 24-48 Stunden nach
Absetzen.

PP} & Hypomagnesidmie

NACH KALIUM IST Magnesium das am weitesten
verbreitete intrazelluldre lon, es wird hauptséachlich
liber das lleum resorbiert und zu 5 % Uber die Nie-
ren ausgeschieden. Normale Plasmaspiegel liegen
zwischen 1,8 und 3,0 mg/dl. Klinische Symptome
einer Hypomagnesiamie treten bei Plasmaspiegein
unter 1,5 mg/dl auf.

UBER DAS SPONTANMELDEWESEN wurden in eini-
gen europaischen Mitgliedstaaten Falle von schwerer

Hypomagnesidmie bei Patientinnen und Patienten
bekannt, die Uber einen langeren Zeitraum (ab drei
Monate, in den meisten Fallen langer als ein Jahr)
unter Therapie mit PPI standen. Dabei traten sowohl
neurologische (zB Tetanie, konvulsive Krisen) als
auch kardiologische (zB ventrikulare Tachykardien
infolge von Hypokalzidmie) Symptome auf, die in
einigen Fallen das Absetzen des PPls sowie die
Verabreichung von Kalzium-Glukonat erforderlich
machten.
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DER PATHOMECHANISMUS DER PPI-induzierten Hypomagnesidmie ist bislang
noch unbekannt, mehrere Hypothesen sind derzeit in Diskussion. So kénnte die
durch PPI bewirkte Hypochlorhydrie generell eine Veranderung in der Absorption
von Mineralstoffen, die einen niedrigen pH-Wert erfordert, bewirken. Dariiber
hinaus wére denkbar, dass PPI Einfluss auf die aktiven und passiven Transportme-
chanismen nehmen, die in die Absorption von Magnesium im Dinndarm involviert
sind. Auch eine genetische Pradisposition mit Veranderungen der Expression
von Transmembranproteinen wie TSPM6, die dem Magnesiumtransport dienen,
ist nicht auszuschlieBen. Eine weitere Theorie besagt, dass eine gleichzeitige
Infektion mit Giardia lamblia eine Ursache darstellen kénnte ",

DIE OBEN GENANNTEN Erscheinungen werden zwar nur vereinzelt beobachtet,
kénnen jedoch schleichend beginnen und leicht Gbersehen werden, theoretisch
insbesondere dann, wenn bereits eine - unter Umsténden langer als laut Indi-
kation vorgesehene - Selbsttherapie mit rezeptfreien Praparaten durchgefiihrt
wurde. Fir Patientinnen und Patienten, bei denen eine langer dauernde PPI-
Therapie erwartet wird, sowie fir jene mit begleitender Digoxin-Therapie oder
einer Co-Medikation, die den Magnesiumspiegel senkt (zB Diuretika), wird daher
empfohlen, den Magnesiumspiegel vor Beginn der Therapie zu bestimmen und
gegebenenfalls periodisch zu kontrollieren.

Zusammenfassung

>

Bei Langzeittherapie mit PPl wurden Félle von 2.T. schwerer Hypo-
magnesidmie beobachtet.

» Die Symptomatik zeigte sich nach 3-monatiger Therapie, in den
meisten Féllen jedoch nach einer Einnahmedauer von mehr als
einem Jahr und war nach Absetzen des PPl und Magnesiumersatz
reversibel.

b4

Die Symptomatik tritt nur vereinzelt auf, kann aber (zB bei vorange-
gangener Selbstmedikation langerer Dauer) leicht ibersehen werden.

-
4

Bei ldnger dauernder PPI-Therapie, Einnahme von Digoxin oder Co-
Medikation mit magnesiumsenkender Wirkung werden Kontrollen
des Magnesiumspiegels vor und gegebenenfalls auch wéhrend der
Therapie empfohlen.

>

R

Weitere wichtige VorsichtsmaBnahmen und Warnhinweise finden
sich in den Fach- und Gebrauchsinformationen unter http:/www.
basg.gv.at/ (Arzneispezialitdtenregister).

@Li(eratur

(1) Francois M et al. Chronic use of proton-pump inhibitors associated with giardiasis: A rare
cause of hypomagnesemic hypoparathyroidism. Ann Endocrinol (Paris). 2008; 69 (5): 446-8.
Epub 2008 Jul 9.
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Versorgungsdaten der SV-Trager zu
Methylphenidat und Atomoxetin

Hintergrund
METHYLPHENIDAT UND ATOMOXETIN sind, in dieser Reihenfolge, die pharmakologische Option bei
ADHS . Eine aktuelle Publikation weist allerdings auf eine Zunahme des Missbrauchs von Methylphenidat
parallel zum Anstieg der Verschreibungen hin. Methylphenidat wird auch zur Verbesserung der kognitiven
Leistungsfahigkeit missbraucht. Daten zur Prévalenz dieses Phanomens liegen allerdings nicht vor @,

Osterreichische Versorgungsdaten
FUR DIE DARSTELLUNG der Gsterreichischen Realversorgung mit ADHS-Medikamenten wurden die

Abrechnungsdaten von 10 SV-Tragern (9 Gebietskrankenkassen und SVB) der Jahre 2008 bis 2011 zusam-
mengefihrt und analysiert.

Patientenanzahl

2008: 5.524 Patientinnen und Patienten

20009: 6.628 Patientinnen und Patienten = Steigerung gegeniiber dem Vorjahr von 20 %
2010: 7.242 Patientinnen und Patienten = Steigerung gegeniber dem Vorjahr von 9 %
2011: 7.277 Patientinnen und Patienten = Steigerung gegeniiber dem Vorjahr von 0 %

HOCHGERECHNET AUF GESAMTOSTERREICH wurden 2011 zwischen 8.233 und 8.265 Patientinnen und
Patienten mit Methylphenidat oder Atomoxetin therapiert.

Patientenverteilung nach Alter und Geschlecht:

ENTSPRECHEND DER ERWARTUNGSHALTUNG sind viermal so viele Knaben wie Madchen betroffen, und
der Zenit liegt bei den 11- bis 13-Jahrigen © .

Patienten nach Geschlecht 2011
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Verfiigbare Tagesdosen

ENTSPRECHEND DER VON der WHO publizierten DDD (definierte Tagesdosen) von 30 mg fir Methylphenidat
und 80 mg fur Atomoxetin ©® wurden die durchschnittlich verfligbaren (= mit den SV-Tragern abgerechneten)
Tagesdosen und die durchschnittliche Packungsanzahl pro Jahr erhoben.

Definierte Tagesdosen pro Patient
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Diskussion

Datengrundiage
DIE ERHEBUNG BEINHALTET die Daten von uber 6,7 Mio. Anspruchsberechtigten und ist daher reprasen-
tativ fir Gesamtosterreich im niedergelassenen Bereich.

Patientenanzahl

DIE PATIENTENZAHLEN ZEIGEN mit 20 % im Jahr 2009 einen ungewd&hnlich hohen Anstieg, der in den
Folgejahren abflacht. Dies konnte mit der Aufnahme der retardierten Formen von Ritalin® in den Erstat-
tungskodex im Jahr 2009 zusammenh&angen, wenn mit der Markteinfuhrung ein verstarktes Marketing des
Anbieters verbunden war.

Alters- und Geschlechtsverteilung

DIE ALTERS- UND Geschlechtsverteilung zeigt geschlechtsspezifische Unterschiede in der Altersverteilung.
Bei den méannlichen Patienten sind 90 % unter 27 Jahre alt und bei den weiblichen wird die 90 %-Grenze
erst bei 47 Jahren Uberschritten. Auch die Relation mannlicher zu weiblicher Patientinnen und Patienten
von 5:1 bei den Jugendlichen nivelliert sich auf ein Geschlechterverhaltnis von 1:1 bei den tiber 35-Jéhrigen.

Dosierung, Packungen, Kosten

DIE DURCHSCHNITTLICHEN PATIENTENBEZOGENEN definierten Tagesdosen, Packungen und Kosten zeigen
eine homogene Verteilung bei den Kindern und Jugendlichen und eine unstete bei den Erwachsenen. Dies
koénnte ein Anzeiger dafur sein, dass die groBe Variabilitdt der Dosierung auf unterschiedlichen Bewertungen
zur Dosierung und Therapiedauer bei Erwachsenen beruht.

Verbesserungspotenzial

DIE DIAGNOSE ADHS ist im Vorschulalter sehr schwer zu stellen. Entsprechend sind die ADHS-Medikamente
erst ab dem sechsten Lebensjahr zugelassen. Der frihzeitige Beginn mit dieser Therapie und auch die
Therapie der ADHS im Erwachsenenalter sind besonders kritisch zu hinterfragen. Auffallend ist der hohe
Anteil erwachsener weiblicher Patientinnen. Der pharmakologische Wirkmechanismus von Methyplpheni-
dat und Kokain ist praktisch identisch ) Die hohe Anzahl an verfugbaren Tagesdosen bzw. Packungen im
Jahrgangsdurchschnittswert etlicher Erwachsenenjahrgédnge weisen auf Patientinnen und Patienten mit
besonders auffalligem Bedarf hin. Ein Missbrauch kann hier vermutet werden.
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Amyotrophe Lateralsklerose
und Rilutek®

Die Amyotrophe Lateralsklerose (ALS) ist eine Form einer Motoneuronenerkrankung und tritt
sehr selten auf. Das einzige zur Behandlung zugelassene Medikament ist Riluzol (Rilutek®),
das in einer Dosierung von 2 x 50 mg taglich eingenommen wird. In klinischen Studien konnte
ein lebensverlangernder Effekt um durchschnittlich 3 Monate von 11,8 auf 14,8 Monate ge-
zeigt werden ™. Fir zahlreiche andere untersuchte Substanzen (Gabapentin, Glatiramer, Inter-
feron beta, Lamotrigin, Pentoxifyllin, Topiramat,...) konnte in dieser Indikation keine klinische
Wirksamkeit belegt werden®. Diese Substanzen sollten daher auch nicht zur Therapie der ALS

eingesetzt werden.
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DIE HERAUSFORDERUNG BEI einer so seltenen Erkrankung, die einige hundert Patientinnen und Patienten
in ganz Osterreich betrifft, ist, dass die Diagnose rechtzeitig gestellt wird und die Patientinnen und Patienten
entsprechend behandelt werden.

VERGLEICH PUBLIZIERTER DATEN zur Realversorgung aus den Abrechnungsdaten von 9 Gebietskrankenkassen
im Analysezeitraum 2008 - 2011 (Streubereich bei den GKK)

Jahrliche Inzidenzrate pro 100.000 Einwohner

Studien "% # 5 7: 1 4 bis 2,2 | Abrechnungsdaten: 1,7 (1,3 bis 2,8)

Alter bei Therapiebeginn

Studien “ ¢ 7% 57 bis 66 Jahre | Abrechnungsdaten: 64,5 Jahre (62,5 bis 67,5)
Frauenanteil
Studien * - 38 % bis 41 % | Abrechnungsdaten: 47 % (41 % bis 58 %)

Einjahresiiberlebensrate

f Studien "% 58 % bis 74 % | Abrechnungsdaten: 68 % (57 % bis 85 %)

DIE VERSORGUNGSANALYSE HAT ergeben, dass die am haufigsten verordneten Medikamente fir ALS-
Patientinnen und Patienten neben Rilutek® Antidepressiva, PPI, Antibiotika, NSAR, ACE-I/ARB, Analgetika,
Laxanzien und Antipsychotika sind. Die Krankenhausdaten weisen zuséatzlich zu den 699 Patientinnen und
Patienten, die im Zeitraum 2008 bis Juni 2012 Rilutek® erhalten haben, weitere 280 Patientinnen und Patienten
mit der Hauptdiagnose G12.2 (= Motoneuronerkrankung, ALS) aus, die nicht Rilutek® erhalten haben. Auf Grund
der bescheidenen Wirksamkeit (,modestly effective) @ k&nnte individuell auch eine alleinige symptomatische
Therapie bevorzugt werden.

Diskussion

DIE DATEN DER Realversorgung mit Rilutek® zeigen eine sehr hohe Ubereinstimmung mit den publizierten
Daten klinischer Studien in den Parametern Inzidenz, Altersstruktur und Einjahresmortalitat. Daraus kann eine
hohe Versorgungsqualitat im niedergelassenen Bereich flr diese sehr seltene Erkrankung abgeleitet werden.

RILUZOL IST NUN auch als Generikum verfligbar, welches seit November 2012 erstmalig im Warenverzeichnis
gelistet ist.
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Medikamentose Therapie der milden
Hypertonie

,DIE COCHRANE COLLABORATION ist ein welt-
weites Netzwerk von Wissenschaftlerinnen und
Wissenschaftlern, das mit seiner Arbeit einen ent-
scheidenden Beitrag dazu leistet, dass Therapien
fundiert bewertet werden kénnen und somit die
bestméglichen Behandlungen gewahlt werden* @

Die Methodik der Cochrane Collaboration gilt als Transferiert man die Ergebnisse der
Vorbild und héchster Standard in der Erstellung i . .
systematischer Ubersichtsarbeiten. Ubersichtsarbeit der Cochrane Colla-
boration auf eine Kassenpraxis, wird
IN EINEM AKTUELLEN Review ’ wird der Einfluss ersichtlich, dass bei Personen ohne

der biutdrucksenkenden Therapie auf die Sterblich- . .
keit und die Morbiditat bei Personen mit milder Hy- Herz'KrEISIanerkrankungen mit einer

pertonie ohne Herz-Kreislauf-Erkrankung untersucht. milden Hypertonie hochstens eine Pa-
Die milde Hypertonie wird mit einem systolischen tientin bzw. ein Patient von 100 einen

Wert von 140-159 mmHg und/oder einem diasto- . .
lischen Wert von 90-99 mmHg definiert. therapeutlschen Nutzen erfahrt.

DIE UBERSICHTSARBEIT DER Cochrane Colla-
boration mit Gber 8.000 inkludierten Personen, die
lber 5 Jahre antihypertensiv behandelt werden, zeigt
keine signifikante klinische Wirkung der antihyperten-
siven Therapie auf die Sterblichkeit, die kardiovas-
kulare Ereignisrate gesamt, Schlaganfallshaufigkeit,
koronare Herzerkrankung, Herzinsuffizienz oder
Herzinfarktrate ©.. Auch bei (statistisch nicht abge-
sicherter) positiver Bewertung der Blutdrucksenkung
kann deren Effekt nur gering sein (,Thus it remains
possible, but highly unlikely, that there is an overall
significant benefit of treating this group of patients

with currently used medications.”) @,

UMGELEGT AUF EINE Kassenpraxis bedeutet die
gunstigste Bewertung der pharmakologischen The-
rapie, dass von 100 Personen ohne Herz-Kreislauf-
Erkrankung und einer milden Hypertonie nach 5
Jahren Therapie héchstens ein Patient einen the-
rapeutischen Nutzen erfahren kann und zumindest
neun Patienten die Therapie wegen Nebenwirkungen
abbrechen missen. Die Abbruchrate von 9 % in
klinischen Studien wird unter Alitagsbedingungen
allerdings deutlich héher liegen.

WIE VIELE ,GESUNDE*“ werden wegen einer mil-
den Hypertonie behandelt und wie hoch ist deren
Therapietreue?
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DA DIE KLINISCHEN Daten wie Blutdruck und weitere
Risikofaktoren in den Abrechnungsdaten der SV-Trager
nicht enthalten sind, kann nur die GréBenordnung der
therapierten Gesunden mit folgenden Analysenvorgaben
abgeschatzt werden: Alter zwischen 30 und 49, keine
Diabetesmedikation, kein Krankenhausaufenthalt inner-
halb der letzten vier Jahre mit einer ICD10 Ixx Diagnose
(= Krankheiten des Kreislaufsystems).

DIE DATEN VON 9 Gebietskrankenkassen zeigen, dass
im Jahr 2011 54.915 Personen des beschriebenen Kollek-
tivs mit einem Blutdrucksenker behandelt wurden. Diese
erhielten 498.729 Packungen zu einem Gesamtaufwand
von € 6.898.429,55. Davon haben 14.963 Personen die
Therapie erst im Jahr 2011 begonnen, und von diesen
haben 7.781 Personen = 52 % die Therapie im gleichen
Jahr wieder beendet.

EINE HOCHRECHNUNG DIESER Zahlen von 9 Gebiets-
krankenkassen auf Gesamtdsterreich ergibt, dass jahrlich
ca. 20.000 Personen im Alter von 30 bis 49 Jahren auf
ein blutdrucksendes Medikament neu eingestellt werden
und jeder Zweite die Therapie innerhalb weniger Monate
wieder abbricht.

Zusammenfassung

AUS KLINISCHEN STUDIEN ist kein klinischer Effekt
einer Blutdruckmedikation bei sonst herzgesunden mil-
den Hypertonikerinnen und Hypertonikern auf die kardio-
vaskuldre Mortalitat oder Morbiditat ableitbar. Dieses
Faktum ist eine Herausforderung fur alle Fachgesell-
schaften und universitaren Einrichtungen, die zu diesem
Thema Leitlinien erstellen, Empfehlungen abgeben und
als Meinungsbildner fungieren. Nichtmedikamentése
MaBnahmen zur Ernahrung, Bewegung und Lebensfih-
rung sollten starker betont werden. Gleichzeitig sollte
die Indikationsstellung einer medikamentdsen Therapie
bei Gesunden mit einer milden Hypertonie besonders
kritisch gestellt werden: ,Cui bono?* ist vorweg zu kléren.

Red.
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