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ONSOZ

[lag sanayii, iiriinleri itibariyle diger sanayii dallarindan ayr1 ve 6zel bir 6nem tasiyan;
sadece liretim boyutuyla degil, saglik ve sosyal giivenlik boyutuyla da toplumsal diizeyde
onemli etkilere sahip bulunan bir sanayiidir. Uriinlerinin dogrudan insan saghgi icin
kullaniliyor olmasi, bu sektorde yer alan tiim faaliyetlerin resmi makamlarca siirekli bicimde
kontrole, denetime ve incelemeye tabii tutulmasini gerektiren en onemli faktér olmaktadir.
Ila¢ sanayiinde diger sanayiilerde oldugu gibi iiriin kalitesi siralamasi yoktur, ikinci ya da
iclincli kalite bir ilag iiretilmesi miimkiin degildir, ilag her zaman birinci kalite iiriin
olmalidir. Uretim standartlar1 hassasiyetle olusturulmus, ila¢ iiretimi belli kosullara
baglanmistir. Uriin pazarlamasi, reklami, satis1 serbest degildir; devletin bu faaliyetlere iliskin

olarak cesitli denetim mekanizmalari vardir.

flag sanayiinde mevcut olan bu &6zel durum, bu alana yapilacak yatirimlarin ve
arastirma-gelistirme (Ar-Ge) calismalarinin degerlendirilmesinde de ortaya c¢ikmaktadir.
Yiiksek standartlarda itiretim teknikleri, ileri teknoloji aragtirma ydntemleri gibi maliyet
artirict faktorler, bu alana yonelik yatirim faaliyetlerinde karar vermeyi zorlastirici olarak

degerlendirilmektedir.

Ilag sanayiinde Ar-Ge 6zel bir 6nem ve ayricalik tasimaktadir. Bu alandaki Ar-Ge
faaliyetleri dogrudan insan saghigini iyilestirmeye, hastaliklar1 tedavi etmeye ve yeni tedavi
yontemlerini gelistirmeye yonelik oldugundan {ilkelerin hiikiimetlerince desteklenmekte ve
yakindan takip edilmektedir. Bu alana yapilan harcamalar ve Ar-Ge maliyetleri de donemsel
olarak artig gostermektedir. Herhangi bir molekiiliin ila¢ etkin maddesi olarak bulunmasi ve
ilag biciminde piyasaya sunulmasi i¢in gerekli harcama 1970’lerde 57 milyon $ iken
giiniimiizde 500 milyon $ diizeyine ulasmistir. Yeni ilaglarin ve yeni tedavi yontemlerinin
kullanilmasiyla; hastalar daha uzun yasamakta, hastanelerde kalma siiresi ve doktor
mesguliyetinin azalmasiyla birlikte hasta bakim masraflar1 da azalmakta, toplamda iilkelerin

saglik harcamalarinda 6nemli diisiisler kaydedilmektedir. Yeni ilaglarin {ilke ekonomilerine
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sagladig ¢ok yonli katkilar, bu alana yapilan harcamalarin desteklenmesi i¢in ¢esitli araclar
gelistirilmesine de yol agmustir. Bu araglar arasinda “fikri haklar sistemi” oldukg¢a 6nemli bir

yer tutmaktadir.

Fikri haklar sistemi icerisinde “patent korumasi” ve “veri korumasi/veri
miinhasiriyeti” ila¢ sanayiinde Ar-Ge maliyetlerinin karsilanmasi i¢in alternatif yontemler
sunmaktadir. Uzun siiren arastirmalar ve yliksek harcamalar sonucu bulunan kimyasal
maddeye saglanan patent korumasi ile, bu arastirmalar1 yapanlar ortalama 20-25 yillik bir
siire icin rakiplerinden korunarak odiillendirilmektedir. Benzer sekilde, ila¢ haline gelen
molekiiliin etkinlik, kalite ve etkililik test ve deneylerine yapilan harcamalar da, bu verilerin
5-10 yillik bir siire i¢in veriyi iireten disinda bagka firmalara kullandirilmamasiyla
desteklenmektedir. Boylelikle, bir taraftan yeni arastirmalarin yapilmasi ve toplumun yeni
ilaclardan yararlanmasi saglanmakta, diger taraftan da yiiksek maliyetleri gbze alarak bu

aragtirmalar1 yapanlar tesvik edilmis olmaktadir.

Bu ¢alismada, “veri korumasi” olarak tanimlanan, ilaglarin piyasaya sunulmasindan
once yapilmasi gerekli test ve deneylerin sonucunda elde edilen ve ilacin ruhsatlandirilmasi
icin resmi makamlara sunulmasi gereken verilerin korunmasi konusu ele alinmaktadir.
Calismanin kapsami Avrupa Birligi’nde veri koruma diizenlemeleri ile sinirlandirilmistir.
Avrupa Birligi’nde yirmi yildan fazla bir siiredir var olan veri korumasi uygulamasi 6zellikle
son yillarda yogun tartismalara yol agmis; bir taraftan halk sagliginin daha da iyilestirilmesi
amaglanirken diger taraftan da Avrupali ilag {ireticilerinin diinya Olgeginde rekabet
edebilirliklerinin artiritlmasi hedeflenerek yeni bir sistem yaratilmistir. Yeni sistem 2005 yili
sonlarinda uygulamaya gececek olup Avrupa Birligi’ne yeni katilan ve aday statiisiinde olan

tilkeler acisindan da 6nemli degisiklikler getirmektedir.

Calisma ii¢ ana boliimde yapilandirilmustir. Ik boliimde ilag sanayiinde Ar-Ge siireci
ve veri korumasia iligkin genel bir bilgi verilmekte, veri korumasinin ilkelerine ve bu

koruma biciminin patent korumasi ile baglantisina deginilmektedir. Ikinci béliimde, Avrupa
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Birligi biinyesinde ila¢ sanayiinin durumu, mevcut olan ve getirilen yeni sistemin temel
ilkeleri, veri korumasina iliskin son yasal degisiklikler ve yeni iiye olan iilkeler ile aday
iilkelerdeki veri koruma diizenlemeleri incelenmektedir. Son béliimde ise, Tiirkiye’nin AB ile
iligkiler baglaminda veri korumasina iligskin yiikiimliilikleri ve bu kapsamdaki yasal

diizenlemeler degerlendirilmektedir.

Bu c¢alismanin gerceklestirilmesinde sirasinda, baslangic asamasindan itibaren
yonlendirici ve destekleyici yorumlartyla son derece degerli katkilar sunan ve raporun
sekillenmesinde biiyiik emegi olan Sayin Hiilya CAYLI’ya; raporu okuyarak tlizerinde gerekli
diizeltmelerin yapilmasina yardimecr olan Saym Osman YILMAZ ve Saym Derya
FIRATOGLU’ na; metnin bigimsel diizenlemesinde yardimlarini esirgemeyen Saym Ugur
EMEK e tesekkiir ederim. Bu faydali katki ve yardimlara ragmen, ¢alismada olabilecek hata

ve eksikliklerin sorumlulugu hi¢ kuskusuz ki tamamiyle sahsima aittir.
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BOLUM I. ILACLARDA TEST VE DENEY VERILERININ KORUNMASI

1. GIRiS'

Yeni bir ila¢ bilesiminin ya da asinin kesfedilmis olmasi, onun hastalar tarafindan
kullanilabilecek diizeyde etkili ve giivenli bir iirlin oldugunu gostermemekte; tam tersine, bu
yeni lirliniin toplum tarafindan kullanilabilir bir ilag ya da as1 haline gelmesi igin, yetkili
kurumlara ilacin glivenligini, kalitesini ve etkinligini gdsteren ve yogun c¢aba gerektiren bir

dizi klinik deneylerin yapilmasi gerekmektedir.

Yeni bir ilacin maliyeti, klinik oncesi ve klinik deneme fazlariyla birlikte
degerlendirildiginde ortalama 500 milyon $ gerektirmekte ve 15 yila kadar uzayan bir
zamana yayilmaktadir. ABD’de arastirma iizerine kurulmus ilag sirketleri, Ar-Ge’ye 1998
yilinda 21,8 milyar $ yatirim yapmuglardir. Bu Ar-Ge harcamalarinin % 70’1 yasal ruhsat
alma prosediirii i¢in ( % 40 oraninda klinik 6ncesi islemler, % 30 oraninda Faz I, 11 ve III’iin
yer aldig1 klinik deneyler) harcanmistir. Tek bir tedavi i¢in, klinik deneme evresindeki ilaca
iliskin tiim testler 150 milyon $ ya da daha fazla maliyete neden olmaktadir. Diger taraftan,
bu tiir yliksek oranda harcamalarin yapildig1 ilacit piyasaya sunmak isteyen bir jenerik
ireticinin, eger kendisinden ruhsat icin kendi wverisini {iretmesi istenmiyorsa,
biyoesdegerligini gdstermesi sartiyla sadece 1 milyon § yatirnm yapmasi yeterli olmaktadir.
Bu durumda jenerik {iretici, gerekli tiim test ve deneyler i¢in herhangi bir yatirim yapmadan
orijinal ilag sahibinin verilerini kullanarak kendisine ©onemli Olgiide ticari avantaj
yaratmaktadir. Boyle bir durum, ilacin orijinal sahibinin sonuglarini rakiplerine sifir maliyetle
aninda erisilebilir kildigindan, giiclii ve etkili bir patent korumasina sahip iilkelerde bile

varolan yatirim potansiyelini azaltmaktadir.

! Bu boliimde “Encouragement of New Clinical Drug Development: The Role of Data Exclusivity”,
International Federation of Pharmaceutical Manufacturers Associations, s:1, 2000, Switzerland, dokumanindan
yararlanilmstir.
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[lag sanayiinde deney verilerinin korunmasi, fikri haklar sisteminin hukuki ve
ekonomik anlamda énemli bir bilesenidir. Ilacin ruhsatinin alinabilmesi icin gerekli verinin
iretilmesi hi¢ siliphesiz ki 6nemli Ol¢lide zaman, uzmanlik, kaynak ve paraya yatirimi
gerektirmektedir. Fikri haklar sistemindeki diger uygulamalara benzer sekilde, ilaci ortaya
cikaran kisiye bir tegvik unsuru olarak bu maliyetleri geri alabilecegi bir ortam yaratilmasi
gerekli olmakta, bu da rakiplerinin bu veriyi kullanarak jenerik alternatiflerinin ruhsatini

almalarindan 6nce piyasada belli bir siire tek basina yer almalariyla saglanmaktadir.

Bu 6zel koruma bicimi uluslararasi platformda yogun tartismalara konu olmustur.
Tartismalar halen giiniimiizde de ¢esitli boyutlarda devam etmekte, bu alanda iilkeler kendi
kosullarina uygun koruma sistemini olusturmaktadir. ABD’de genellikle “data exclusivity”,
AB’de ise “data protection” ya da “regulatory data protection” olarak tanimlanan ve bu
calismada “veri korumasi” olarak adlandirilan bu hak tiirii bagimsiz bir fikri miilkiyet
hakkidir ve diger haklarla, 6zellikle patentle saglanan koruma ile karigtirllmamalidir. Bu hak,
sahibi tarafindan {iretilen verinin bir baska kisi ya da sirket tarafindan belirli bir siire i¢in
kullanilamayacagini ya da referans olarak gosterilemeyecegini ifade eder. Ancak, bir baska
sirketin ayn1 veriyi iiretmesine de engel olmaz. Dolayisiyla ilk bakista ¢cok sinirli bir hak
olarak goziikmekteyse de, iilkeler buna biiyilk 6nem vermekte ve ihtiya¢c duyulan verinin
iiretilmesini tibbi {iriinlerin ruhsat (pazarlama izni) siirecine dahil ederek sirketlere gereken

tesvikleri saglamaktadir.

2. ILAC SANAYIiINDE AR-GE SURECI*

[lag sanayiinde Ar-Ge siireci klinik deneyler dncesi ¢alismalar ve klinik deneyler

olarak iki ana boliime ayrilmakta; her boliimiin de alt fazlar1 bulunmaktadir.

? 8. Bes Yillik Kalkinma Plani ilag Sanayi OiK Raporu igin Hiilya Cayli ve Hasibe Isikli tarafindan hazirlanan
rapordan alinmigtir.
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2.1. Klinik oncesi deneyler

. Kimyasal (aktif maddenin aragtirmasi),
J Farmakolojik (toksikoloji, ¢esitli hayvan tiirleri izerindeki etkilerin incelenmesi),
. Yeni ilacin Denenmesi (yeni ilacin insanlar iizerinde denenmesi siireci igin resmi

makamlardan izin alinmasi),

asamalarin1 kapsamaktadir. Bu dénem igerisinde kimyasal ve farmakolojik arastirmalar 2-4

yi1l arasinda, ilacin denenmesi i¢in izin alinmasi siireci ise 2-6 ay arasinda degismektedir.

2.2. Klinik deneyler

. Faz I, saglikl1 insanlar {izerindeki etkinin degerlendirilmesi(50-100 kisi)
. Faz II, sinirh sayida hasta tizerinde klinik ¢alismalar (100-200 kisi)
. Faz 11, ¢cok sayida hasta iizerinde karsilagtirmali ¢aligmalar (500-5000 kisi)

J Yeni ilacin Uygulanmasi (yeni ilacin pazarlanmasi i¢in resmi makamlardan izin
stireci)
. Faz 1V, karsilastirmali caligmalarin siirdiiriilmesi, ruhsatlandirma, piyasaya
sunma,

asamalarin1 kapsamaktadir. Bu dénemde siire, ilk ii¢ faz 3-6 yil arasinda, pazarlama izni
stireci 1-3 yil arasinda ve son fazda ise belli bir zaman kisit1 olmaksizin toplam 6-10 yil

arasinda degismektedir.

Yukarida belirtildigi {izere, bir kimyasal maddenin bulus asamasindan piyasaya
sunulacak bir ilag haline gelmesi i¢in minimum 10-15 y1l arasinda degisen uzun ve maliyetli
bir “Arastirma Prosesi” gerekmektedir. 1970’1i yillarda bir ilacin Ar-Ge maliyeti 57 milyon $
iken, bu rakam 1990 baslarinda 230 milyon $ ve giiniimiizde ise 500 milyon $ civarina

ylikselmistir.
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3. VERI KORUMASI/MUNHASIRIYETI

Bir ilacin amaglanan tedavi yontemi i¢in etkin ve gilivenli oldugunun gosterilmesi
icin, ilacin bulusgusu tarafindan klinik 6ncesi ve klinik deneyler olmak iizere hayvanlar ve
insanlar iizerinde yogun testlerin ve ayn1 zamanda ilacin toksikolojisi, liretim fizibilitesi ve
diger bilimsel ¢alismalarinin yapilmasi gerekmektedir3 . Bu testlerin ve ¢alismalarin sonugclari,
ilacin piyasaya sunulmasi i¢in hiikiimet otoritelerine verilecek olan ruhsatlandirma dosyasinin

icinde yer alir.

Uretilen veri, yetkili makamlara giivenilerek verilir ve iigiincii kisilerin referans olarak
kullanmalar1 istenmez. Eger bu veri, {i¢iincii kisiler i¢in aninda ulasilabilir olursa, o zaman
firma agisindan bu verinin ilk 6nce kendisi tarafindan iiretilmesinin anlami kalmaz. Genel
olarak ilag tirtinleri patent korumasindan yararlanmaktadir, ancak herhangi bir nedenle patent
korumasindan yararlanmayan bir¢ok bilesik de gelistirilmekte ve bu durumda sadece veri
korumasi uygulanabilir bir fikri hak olarak goéziikmektedir. Bu verinin gizliliginin haksiz
kullanimlara ya da aciklamalara karsi korunmasi, daha ileri ila¢ Ar-Ge g¢alismalart igin
ekonomik bir destek saglamasi ve bilim adamlarinin ¢abalarinin korunmasi agisindan ¢ok

Onemli olmaktadir.

Diger taraftan, hayvanlar ve insanlar {izerinde yapilan test ve deneylerin tekrarindan
kacinmak iizere, bulusgunun miilkiyet hakkina belli bir sinir getirilmistir. Bu sinirli siire sona
erdigi zaman verinin jenerik firmalarca referans olarak kullanimi miimkiin hale gelmekte;
boylece, bulusu yapanin yatirimi korunurken ayni zamanda test ve deneylerin gereksiz tekrari

da 6nlenmis olmaktadir.

3 “Encouragement of New Clinical Drug Development: The Role of Data Exclusivity”, International Federation
of Pharmaceutical Manufacturers Associations, s:2, 2000, Switzerland.
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3.1.Tamm*

Veri korumasi, bir kurulusun bir iirlinii i¢in ruhsat almak amaciyla devletin ruhsat
otoritesine sundugu test ve klinik verilerine atifta bulunarak veya kullanarak, bir baska
kurulusun ruhsat almak i¢in bagvuramadigi bir siireyi ifade eder. Diger bir anlatimla, ilagta
veri korumasi bir devletin ilaglara iliskin ruhsat verileri i¢in saglamasi gereken “ifsa

edilemezlik” ve “isnat edilemezlik” suresidir.

Veri korumasi, ruhsatlandirma i¢in basvuruda bulunulan bir iiriin hakkindaki bilimsel
bilgilerin, iiriin pazarlama izni aldiktan sonra ilgili otorite tarafindan belli bir siire ile orijinal
firma lehine miinhasiran korunmasini ifade etmektedir. Idari otoritenin bu konudaki
sorumlulugu, orijinal {iriin verilerini referans gdsteren herhangi bir jenerik {iriin bagvurusunu,
belirlenen siire igerisinde kabul etmemek/degerlendirmemektir. Farkli bir klinik arastirma
dosyasi sunmalar1 durumunda veya orijinal ila¢ sirketinden izin alinmasi yoluyla bu siire

icinde de jenerik ilaclarin piyasaya siiriilmesi miimkiindiir.

Bir ilacin piyasaya sunulmasi; birincisi yeni bir molekiiliin/farmasétik bilesigin
bulunmasi i¢in gosterilen ¢aligmalar, ikincisi ise s6z konusu molekiiliin/farmasétik bilesigin
emniyetli, kaliteli ve etkili bir ilag oldugunun yetkili otoritelere kanitlanmasi igin gerekli
deney ve testlerin yapilmasini i¢eren iki asamay1 gerektirir. Burada birinci agsama caligmalari
genellikle patent korumasindan yararlanmakta, ikinci asama caligsmalari1 ise veri korumasi

kapsamina girmektedir.

Veri korumasinin konusu ilacin bilesiminde yer alan “yeni kimyasal” dir. ABD Gida
ve Saglik Kurumu (FDA-Food and Drug Administration) ile Avrupa ruhsat otoriteleri “yeni

kimyasal” kavramini, “daha onceden ila¢ olarak ruhsat almamis, tiim gelistirme asama ve

* Bu boliim “Ilagta Veri Korumasinin Mali Yansimalar1” Baykara T. Prof.Dr., Cayli H., Celik H. Uz., Tokat M.
Prof Dr., Unalan T. Dog¢.Dr., Bilimsel Calisma Grubu, Haziran 2003, Ankara, dokumanindan almmustir.
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testlerinden ge¢mis, etkili ve emniyetli oldugu kanitlanmig yeni bir bilesiktir” seklinde

aciklamaktadir (65/65 EEC, 87/21/EEC).

AB konuya iliskin yasal diizenlemelerinde, veri korumasina konu yeni
kimyasal terimi i¢in “Yeni Etkin Madde (New Active Substance)” terimini kullanmis ve

kapsamini agagidaki gibi belirlemistir5.

“Yeni bir kimyasal, biyolojik veya radyofarmasotik etken madde;

o AB’de daha once tubbi iiriin olarak izin almamis bir kimyasal, biyolojik veya
radyofarmasdtik maddeyi igerir.

o AB’de daha dnce t1bbi iiriin olarak izin almig bir kimyasal maddenin izomeri,
izomerler karisimi, kompleksi veya derivesi veya tuzunu igerir;, ancak bu
maddenin emniyet ve etkinlik ozellikleri bir once izin almis olan kimyasal
maddeninkinden farkli olmalidir.

e AB’de daha once tibbi iiriin olarak izin almis olan bir biyolojik maddeyi
icerir, ancak molekiil yapisi, kaynak materyalin cinsi ve iiretim prosesi farkl
olmaldir.

AB’de daha dnce t1bbi iiriin olarak izin almamus radyoniikloid veya ligand olan
bir radyofarmasétik maddeyi igerir; veya molekiil ve radyoniikloidi bir arada

tutan baglanma mekanizmasi daha énce AB de onay almamis olmalidir.”

4. PATENT VE VERI KORUMASI

Patent ile veri korumas1 fikri haklar sistemi icerisinde yer alan, birbirine benzemeyen
ancak cesitli durumlarda birbirine karistirilan iki ayri hak tiiriidiir. Bu haklarin tek temel

benzerligi, uygulamada hak sahibine bazi miinhasir yetkiler vermesidir.

> “Notice to Applicants, Volume 2A Procedures for Marketing Authorisation, Chapter 1 Marketing
Authorisation” , Final-Revision 1, European Commission, Enterprise Directorate-General, ENTR/F2/BL
D(2002), Brussels, November 2002.
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Yeni bir molekiilin ya da ila¢ bilesiminin bulunmasi, bulusla ilgili patent
basvurusunun yapilmasina yol agmaktadir. Buluslarin patent konusu olabilmeleri igin ii¢
temel kriter vardir: yenilik, teknigin bilinen durumunun asiimasi ve sanayiye uygulanabilirlik.
Burada yenilikten kastedilen tiim diinyada yeniliktir, yani bulunan molekiil o ana kadar
diinyanin hig bir yerinde a¢iklanmamis ve kamunun bilgisine sunulmamis olmalidir. Teknigin
bilinen durumunun agilmas kriteri ise, bulunan yeni molekiiliin alanin uzmanlar1 tarafindan
mevcut teknik yontemlerin kullanilmasiyla agikca ve kolayca bulunamamasi anlamina
gelmektedir. Son olarak ise, bulusun sanayii iiretimine konu olmasi gerekmektedir; iiretim
imkant bulunmayan bir bulusun patentlenebilmesi miimkiin degildir. Dolayisiyla yeni bir
molekiiliin patent konusu olabilmesi i¢in tim bu kosullar1 saglamasi ve patentlendirme

stirecini tamamlamasi gerekmektedir.

Veri korumasindan yararlanacak iirlinler ise sadece “yeni bir kimyasal madde”
olmalidir. Buradaki yenilik, patentlenebilirlik kriterlerindeki yenilik ile ayni degildir.
Yukaridaki boliimde de bahsedildigi gibi; bir iilkede ruhsatlandirma i¢in daha 6nce bagvuruda
bulunulmamius, ilag olarak gelistirilmesine yonelik gereken tiim testleri yapilmis, glivenli ve
emniyetli oldugu deneylerle kanitlanmis yeni bir molekiil anlamina gelmektedir. Dolayisiyla
bir bagka iilkede piyasaya sunulmus olsa bile, korumanin saglandig iilke sinirlari i¢erisinde

ruhsat basvuru yapilmamis bir {iriin “yeni” olarak degerlendirilmektedir.

Patent ile veri korumasi arasinda “hakkin kapsami” yoniinden de fark vardir. Patent
hakki, bulusu yapana bulusla ilgili {iriiniinii iiretme, satma, satis i¢in teklifte bulunma ve ithal
etme i¢in 20 yillik bir tekel hakki verir. Bir baskasi patent sahibinin izni olmadan bulusla
ilgili higbir tasarrufta bulunamaz. Veri korumasi ise, veriyi iiretenin ruhsat otoritelerine
sundugu test verilerini kullanarak bir baskasinin ruhsat bagvurusunda bulunmasini 5-10 yillik
bir siire ile engeller ve bdylece hak sahibine pazarda tek basina bulunma hakk: verir; ancak,
herhangi bir jenerik ila¢ ireticisinin kendi test verilerini ilireterek bagka bir basvuruda

bulunmasina da engel olmaz.
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Patent ve veri korumasi birbirine bagli koruma bigimleri degildir, nitekim ilaci
olusturacak yeni bir molekiil patent konusu olmasa dahi veri koruma konusu olabilmektedir.
Ayrica, patentten dogan hakkin kullanilmasi1 dogrudan hak sahibinin talebine baglidir, talep
yapildig1 zaman hak tesis edilmektedir. Veri korumasinda ise, bu hakkin tesisi ve korunmasi
gorevi tamamiyle devletin yiikiimliiliiglindedir, hak sahibinin talebine bagli olarak ortaya
cikan bir hak degildir. Devlet hukuken hakkin korunmasimi diizenler, hak sahibi de bu

diizenlemeden yararlanir.

Her iki hak tiirii arasinda sahip olunan bilginin agiklanmas1 yoniinden de 6nemli bir
fark bulunmaktadir. Patent basvurular1 patent ile sonuclandiglr zaman, bulusa yonelik bilgi
kamunun istifadesine sunulur. Bdylece gelistirilmis olan teknik bilgi, diger bilimsel
calismalara baz teskil eder. Veri korumasinda ise, ruhsatlandirma siirecinin sonunda ilag
piyasaya c¢iktig1 zaman, bu ilacin gelistirilmesine yonelik bilgi sakli tutulur, ancak koruma

stiresi sonunda bagkalar1 tarafindan kullanilir hale gelir.
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BOLUM II. AVRUPA BiRLIGI’NDE OLUSTURULAN YENI SISTEM

Avrupa Birligi’nde (AB) ilaglara yonelik ilk diizenleme 1960’larin baslarinda yasanan
“thalidomide felaketi’ne bir tepki olan 65/65/EEC sayili Direktif’tir. Bu direktifin amaci,
kamu sagligimin yiiksek diizeyde korunmasini saglamak ve siirdiirmek olarak belirlenmistir.
Bundan on yil sonra getirilen iki direktif (75/318/EEC ve 75/319/EEC) ise bu sektorde bir
dontim noktas1 olmus; iiye iilkelerin ruhsatlandirmaya iliskin yetkili makamlarinin karsilikli
taninmasini saglamistir. 1985 yilindan itibaren ise, ilaglarda Avrupa capinda tek pazarin

olusturulmasina yonelik bir dizi diizenleme kabul edilmistir.

1992 yilinda yine bir dizi mevzuat olusturulmus, ilag iiriinlerinde toptan dagitim,
siniflandirma, etiketleme ve paketleme ile reklama iliskin direktifler Konsey tarafindan kabul
edilmistir. Bu donemde ayrica, ilaglarin zararli etkilerine iligkin bilginin toplanmasi ve
degerlendirilmesi icin ulusal sistemlerin kurulmasini gerekli kilan farmakovijilans (ilacin

yasam siiresi boyunca giivenliginin izlenmesi) ilkesi de getirilmistir.

[laclarin ruhsatlandirilmasi igin yeni bir sistem yaratan diizenleme seti de (2309/906
sayili Tiziik, 93/41/EEC sayil1 Direktif) 1 Ocak 1995 tarihinde yiirtirliige girmis; iki farkl
ruhsatlandirma prosediirii getirmistir. Bunlardan birisi Avrupa Ilag Degerlendirme Ajansi
(European Medicines Evaluation Agency-EMEA) tarafindan yiiriitilen “merkezi
ruhsatlandirma prosediirii (centralised procedure)”, digeri ise basvuran tarafindan secilen
tilkelerde karsilikli olarak birbirini taniyan yetkili makamlar araciligiyla gergeklestirilen

“karsilikli tanima prosediirii (mutual recognition or decentralised procedure)”diir.

Bu diizenlemelerin ardindan 2000 yilinda yapilan ¢esitli degerlendirmelerin
sonucunda mevzuatin yeniden gézden gegirilmesine (Review 2001) karar verilmis ve dort yil
kadar siiren bir hazirlik, danigma ve yasama siirecinden sonra 2004 yilinda AB’de ilaglara

yonelik yeni bir sistem getirilmistir. Bu sistem, her yoniiyle ¢esitli degisiklikler getirirken,
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ilaclarda test verilerinin korunmasina yonelik olarak da tam anlamiyla “yeni” bir sistem

yaratmistir.

1. AB’DE ILACLARA YONELIK MEVZUATIN GOZDEN GECIiRiLMESI
SURECI (REVIEW 2001)

Avrupa Birligi’nde ilaglara yonelik mevzuatin yenilenmesi siireci (“Review 2001 adi
verilir) 2001 yilinin Temmuz ayinda Komisyonca hazirlanan bir dizi yasa onerisi ile baglamis
ve 2004 Mart ayinda s6z konusu diizenlemelerin yasalagsmasi ile sona ermistir. Kamu
sagliginin ileri diizeyde korunmasi ve i¢ pazarin tamamlanmasi, bu reform ¢aligmalarinda ele
alinan iki temel amag¢ olmus ve diizenlemeler bu temel amaglar ¢er¢evesinde olusturulmus ve
yonlendirilmistir. Reform ya da gbézden gecirme siireci, ruhsatlandirma prosediirleri,
hastalarin bilgilendirilmesi, test verilerinin korunmas: ve farmakovijilans gibi oldukga

tartismal1 konular1 ele almis ve AB’de bu alanda yeni bir sistem yaratmustir.

Bu goézden gegirme siirecindeki ¢alismalar, Komisyon tarafindan ayni siire iginde
olusturulan ve “G10 Medicines™® ad1 verilen ve ulusal hiikiimetlerin yetkilileri, sanayiciler,
hastalar ve saglik sigorta kuruluglarinin (mutualities) iist diizey temsilcilerinden olusturulmus
bir grup tarafindan da desteklenmistir. Grubun amaci, bir taraftan halk sagliginin ytiksek
diizeyde korunmasinin temin edilmesi, diger taraftan da sanayinin rekabet giiciiniin
artirllmasi i¢in Avrupa ¢apinda bir girisim baglatmak olmustur. Goézden gecirme siireciyle
ayn1 amaglara sahip olan bu grubun olusturulmasindaki temel neden, endiistrinin karsilastig
sorunlarin tek basina mevzuat ile ¢oziilemeyeceginin anlasilmasi ve bunun ulusal eylemlerle
de desteklenmesi ihtiyacidir. Grubun hem ulusal diizeyde hem de Avrupa diizeyinde, yetkili

tiim taraflar arasinda bir koprii gérevini listlenmesi hedeflenmistir.

¢ «“A Stronger European-based Pharmaceutical Industry for the Benefit of the Patient (G10 Medicines), Speech
for Mr. Erkki Liikanen (Commissioner for Enterprise and Information Society), 25 February 2004, Alliance
UniChem Seminar.
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1.1. Reform ihtiyacinin Nedenleri

Avrupa ila¢ sanayi, Avrupa’nin en 1iyi performansa sahip yiiksek teknoloji
sektdrlerinden biridir. Uretim, katma deger, yiiksek nitelikli istihdam, Ar-Ge ve ticaret fazlasi
gibi standart gostergelerde oldukca basarili olan bir sanayi dalidir. AB ticaret dengesine
onemli bir pozitif katki saglamakta, mevcut yiiksek nitelikli isgilicii ise Avrupa bilimsel
tabaninin siirekliligini saglayan dnemli bir kaynak olarak goriilmektedir’. Ayrica, sanayinin
irettigi etkili ve giivenli ilaglar ile hastalara sagladigi biiyiikk faydanin da hepsinden daha

onemli bir unsur oldugu ifade edilmektedir.

Avrupa kokenli ilag sanayi 1990’11 yillara kadar diinyada en gii¢lii sanayi dali olmus,
ilaclarda Ar-Ge ve yenilikte diinya lideri konuma gelmistir. Ancak, sanayiinin bu oncii
pozisyonu Ozellikle 1990’larin ikinci yarisindan sonra gerilemeye baslamis ve 1997 yilinda
ABD ilag¢ sanayi ilk kez, Avrupali rakiplerinin yerini almistir. Glinimiizde yeni kimyasallar
ve biyolojik maddelerin kesfinde ABD o6nde gitmektedir. 1999-2003 déneminde gelistirilen
171 yeni kimyasal ve biyolojik maddenin 73 adedi ABD (% 43), 62 adedi Avrupa (% 36)
kokenlidir®. Bu durum, 1990 yilindan itibaren ABD’de ilag arastirmalarina yapilan
harcamanin, Avrupa’da yapilan harcamanin iki katina ulagmasinin bir sonucu olarak
goriilmektedir. 1990-2003 doneminde Ar-Ge yatirimlar1 Avrupa’da 2,6 kat artarken ABD’de
4 kat artig gostermistir.

Avrupa ilag sanayiinde Ar-Ge alaninda goriilen bu gerileme, gelistirilen yeni ilaglarin
diinya pazarlarindaki paylari agisindan daha carpict sonuglar vermektedir. Bu alandaki
gerileme daha fazla olmus, ABD kokenli firmalar diinyada en ¢ok satilan yeni ilaglardaki
paylarin1 6nemli Slgiide artirmiglardir. 1998-2002 déneminde diinya piyasalarinda satilan

yeni ilaglarin % 70’1 ABD’de, % 18’1 de Avrupa’da tiretilmistir.

"A.ge., p4.
8 “The Pharmaceutical Industry in Figures 2004”, EFPIA, Brussels.
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2002 yilindaki Ar-Ge harcamalar1 agisindan en biiyiikk 40 firma arasinda ABD ile
basabas giden Avrupa’nin (14 ABD, 14 Avrupa, 12 Japon firmasi) hem yeni kimyasallarin
kesfinde hem de diinya pazarlarindaki paymin bu sekilde gerilemesindeki nedenlerin
arastirilmast ve sanayiinin rekabet giicliniin yeniden artirilmasina yonelik yeni girisim

gerekliligi boylece ortaya ¢ikmustir.

1.2. Reform Siireci

Avrupa ila¢ sanayinin ABD’li firmalar karsisinda rekabet giiclinii kaybetmesinin
nedenleri arastirilirken mevcut sistem yeniden ele alinmistir. Mevcut sistem, ilag sanayiinde
ortaya ¢ikan bu sorunlari gidermeyi amaglayan ve 1995 yilinda yiirlirliige giren yeni
ruhsatlandirma (merkezi ruhsatlandirma ve karsilikli tanima) ve izleme prosediirlerini’
icermektedir. Bu sistemin ana diizenlemesi 2309/93 sayili Tiiziik’tiir ve Tiiziikk kapsaminda
Komisyona bir gorev yiiklenmistir. Buna gore Komisyon, uygulamanin baslamasindan
itibaren alt1 y1l igerisinde, sistemi izleyecek ve amaclara ne kadar ulasildigini gdsteren bir
raporu hazirlayacaktir. Bunun yanisira, bilimsel ilerlemenin son derece hizli olmasi ve siirekli
bigimde yeni tedavilerin gelistirilmesi de Komisyonca ortaya konmus olan; ilaglarin serbest
dolagiminin saglanmasi, kamu saghiginin yiiksek seviyede korunmasi ve yeni jenerasyon
ilaclarn {iiretilmesi hedeflerinin halen gegerliligini korumakta oldugunu gdstermistir'’.
Dolayisiyla zaten Tiizlik’ten kaynaklanan yasal bir gereklilik olan sistemin gozden
gecirilmesi, sorunlarin devam etmesi nedeniyle daha sistematik bir sekilde ele alinmistir.
Mevcut yasal diizenlemelerin AB iilkelerinde uyumlastirilmasi ve gelecegin pazarlarinda yer
alacak ilaclarin ruhsatlandirilmasi i¢in daha basit bir yontem gelistirilmesi gibi diisiinceler

daha sik ifade edilir olmus ve Komisyonun baslattig1 girisimi gii¢lendirmistir.

Komisyon bu amagclarla, ilk olarak bu alanda sektdriin tiim yonleriyle analizini

ongoren bir caligma baglatmistir. Caligmanin ilk sonucu 2000 yi1linda Cameron McKenna ve

% 93/39/EEC, 93/40/EEC, 93/41/EEC Direktifleri ve 2309/93 sayili Tiiziik.
10 «“Review of Pharmaceutical Legislation”, Discussion Document (Final Version), European Commission,
Enterprise Directorate-General, 22 January 2001, Brussels.
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Andersen Damigmanlik Sirketi’nin raporunun'' yaymlanmas: olmustur. Rapordan da
esinlenerek Komisyon, ilaglara iliskin yasal diizenlemelerin gdzden gegirilmesinde 7 temel

hedef belirlemistir'*:

1. Avrupa vatandaslarina olabildigince giivenli ve yeni {riinler aracilifiyla ytliksek
saglik korumasi garantisini vermek,

2. Farmakovijilans siirecinin giliclendirilmesiyle piyasanin daha siki izlenmesini
saglamak,

3. Veteriner ilaglarinda ila¢ sayisinin artirilmasiyla hayvan sagliginin daha iyi
korunmasini saglamak,

4. Kiiresellesmenin de dikkate alinmasiyla ilaglarda tek pazarin tamamlanmasini
saglamak,

5. Avrupa ila¢ sanayiinin rekabet edebilirligini tesvik edici yasal bir g¢erceve
olusturmak,

6. AB genislemesinin yaratacagi zorluklarin iistesinden gelmek,

7. Sistemi modernlestirme ve miimkiinse basitlestirme (“daha iyi diizenleme”)
firsatin1 degerlendirmek; boylelikle sistemin tutarliligini, profilini ve karar alma

stirecinin seffafligini gelistirmek.

Belirlenen bu hedefler ¢ercevesinde Komisyon bir diizenleme seti tasarisi hazirlamis
ve bu diizenleme seti 8 Temmuz 2001 tarihinde goriisiilerek kabul edilmistir'®. Komisyonun
teklifi 3 temel diizenlemeyi icermistir: ruhsatlandirmaya ve Avrupa Ila¢ Degerlendirme
Ajanst’min (European Medicines Evaluation Agency-EMEA) fonksiyonlarina iligkin bir taslak

tiiziik, beseri ilaglar icin bir taslak direktif ve veteriner ilaglari igin bir taslak direktif.

! “Evaluation of the Operation of Community Procedures for the Authorization of Medicinal Products”, CMC
Cameron McKenna and Andersen Consulting, carried out on behalf of the European Commission Directorate-
General Enterprise Pharmaceuticals and Cosmetics, 17 November 2000.

12 Bu hedefler Komisyon caligsmalar1 sonuglanincaya kadar degismemis ancak, ilk 3 hedefin tek bir baglikta
toplanmast ve 4 ile 5 inci hedeflerin de birlestirilmesiyle sonraki Komisyon yaymlarinda 4 temel hedefe
indirgenmistir.

1 «“Commission Proposes Comprehensive Reform of EU Pharmaceutical Legislation”, IP/01/1027, European
Commission, Brussels, 18 July 2001.
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Mevcut sistemi uyumlastiran, modernlestiren ve basitlestiren énemli bir girisim olan bu
diizenlemeler, karar alma yoOntemi ve siirecinde daha ¢ok seffafligi getirirken, mevcut

ruhsatlandirma prosediirlerinin temel ilkelerinde herhangi bir degisiklik yaratmamustir.

Bu diizenlemelerin temel hedeflerinden biri, 1995 yilinda merkezi ruhsatlandirma
prosediiriiniin uygulanmastyla ilaglarin tiim {iye iilkelerde ayni anda piyasaya sunulmalari
amaciyla kurulmus olan EMEA nin sadece biyoteknoloji {iriinii ilaglarda degil, daha genis bir
yelpazede yer alan yeni ilaglara uygulanabilmesi ve yeni uzmanlar ve c¢alisma gruplarinin
eklenmesiyle EMEA’nin bilim komitelerininin giliglendirilmesidir. Ayrica, EMEA’nin ilaglar1
ilgilendiren tiim bilimsel konularda; uluslararas1 faaliyetlerdeki etkinligi artirilmis ve
ruhsatlandirma i¢in gerekli tiim deney ve testlere bagslamadan dnce sirketlere bilimsel 6neriler

sunma alanindaki rolii de giiclendirilmistir.

Taslak diizenlemelerle, kaliteli, etkili ve giivenli yeni ilaglarin Avrupa pazarina bir an
once girmeleri ve her an bulunabilir olmalarini1 artirmak hedeflenmistir. Belirli tedavi
gruplarindaki ilaglar i¢in “hizli (fast-track)” ruhsatlandirma siireci getirilmis; boylelikle bu
iriinlerin ABD’de uygulanan ruhsat verme siireciyle es anli olarak Avrupa’da da hizli bir
sekilde incelenip ruhsatlandirilmalar1 ongoriilmiistiir. Bu siire¢ ile inceleme siiresi iki ay
kisaltilmig, boylelikle ABD’de de oncelikli inceleme sistemine gore 30 giin daha erken sonug
alinmasi 6ng6rﬁlmﬁstﬁrl4. Buna ek olarak, bir yillik bir siire i¢in “sartlt ruhsatlandirilma
(conditional marketing authurisation)” yontemi getirilmistir. Bu yontem, “sefkatli
(compassionate) kullanim” durumunda Onem kazanan bir uygulama olacaktir. “Sefkatli
kullanim” hiikmii de yeni bir uygulama bi¢imi olup, kronik ya da ciddi bir sekilde kuvvetten
diigiiren hastalig1 olan ya da yasamu tehdit edici hastaligi bulunan ve ruhsath bir ilagla iyi bir
sekilde tedavi edilemeyen hastalarda, gelistirilen yeni ilacin ruhsatlandirma Oncesi
kullanimina izin veren bir hiikiimdiir. Boylelikle, hasta saglig1 icin 6nemli yarar saglayacagi
diisiiniilen ilaglarda, sirketin de ek klinik ¢aligsmalar ve izleme yapmay1 kabul etmesi halinde,

sarthl ruhsat verilecek ve 1 yil sonunda bu ruhsat gézden gegirilerek ya normal ruhsat

14 “EU Surprises Itself by Agreeing to Pharma Rules” O’Donnell, P., Applied Clinical Trials, Feb 1, 2004.

18



[sikli Ilaglarda Test ve Deney Verilerinin Korunmasi: Avrupa Birlgi’'nde Yeni Sistem

bagvurusuna konu olacak ya da klinik deneylerin siirdiiriilmesi mecbur tutulacaktir. Bu
yontemin hastalarin sagligina onemli derecede yarar saglayacagi ve sirketlerin siire sonunda
yeniden gozden gecirilecek olan ek bir izleme ve klinik ¢alisma yapmay iistlenecekleri
diisiiniilmiistiir. Bunlarin yanisira getirilen bu yeni tedbir ile, “sefkatli kullanim” igin
“ruhsatlandirma Oncesinde” ilaglarin Avrupa ¢apinda bulunabilir olmasi da saglanmaktadir.
Liikanen’e"® gore bu uygulama ile; belli bir sirket tarafindan belli bir hasta grubunda
siirdiiriilen klinik deneylerin, yer farki gozetilmeksizin diger hastalarin da kullanimina
acilmast saglanacaktir. Ayrica bu uygulama, ruhsatlandirmanin incelenmesi esnasinda
tedavinin de siirdiiriilmesini gerektirdiginden, klinik deneylerde hastalarin daha giivenli ve

basarili bir sekilde tedavi edilmelerini saglayacaktir.

Komisyon teklifi ayrica, hem yenilikci hem de jenerik ilag sanayiin rekabet
edebilirligini gelistirecek mekanizmalar1 da ortaya koymustur. Ilaglarin ruhsatlandirilmasinda
sunulan verinin korunmasini iceren ulusal idari koruma siireleri 10 yil olarak
uyumlagtirilmakta; boylece yenilikei ilag sanayiine, jenerik iirlinlerin
ruhsatlandirilmalarindan 6nce kendi yatirimlarimi telafi etmek i¢in daha uzun zaman
taninmaktadir. Jenerik ila¢ sanayi i¢in ise, Avrupa’da uygulanacak jenerik ila¢ ruhsatlari i¢in
gereken testlerin fikri hak koruma siiresi bitmeden Once baglatilabilecegi hiikmii

getirilmektedir.

1.3. Mevcut Sistemin ve Komisyon Onerilerinin Degerlendirilmesi'®

AB Komisyonu'nun 2001 yilinda hazirladigi yasa teklifi yasama siireci dahilinde
cesitli asamalardan gegerek 2 Haziran 2003 tarihinde Saglik Bakanlari Konseyi’nde
goriistilmistlir. Burada bazi degisikliklere ugramis, son olarak da 18 Aralik 2003 tarihinde

Avrupa Parlamentosu’nda goriisiilerek nihai metne doniismiistiir. Avrupa Parlamentosu’nun

15

A.ge.
16 «“Reform of EU Pharmaceutical Legislation”, MEMO/01/267, European Commission, Brussels, 18 July 2001
ve “Reform of EU Pharmaceutical Legislation”, MEMO/03/262, European Commission, Brussels, 18 December
2003 dokumanlarindan yararlanilmistir.
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onerdigi degisiklikler Konsey tarafindan da kabul edilmis ve diizenleme seti 30 Nisan 2004
tarihinde Topluluk Resmi Gazetesi’nde yayimlanarak yiirtirliige girmistir. Sistemde getirilen

degisiklikler bu boliimde daha detayl: ele alinacaktir.

1.3.1. Merkezi Ruhsatlandirma Prosediirii

Avrupa Birligi’nde merkezi ruhsatlandirma prosediirii, yiiksek teknoloji gerektiren
yenilik¢i ila¢ irlinlerinde ve Ozellikle biyoteknolojik {riinlerde zorunlu olarak
kullanilmaktadir. Bunun yanisira, yeni gelistirilen ilaglarin {iye {ilkelerin tiimiinde
ruhsatlandirilmast istendiginde de kullanilan bir yontemdir. Merkezi ruhsatlandirma
prosediirii EMEA tarafindan uygulanir. Yeni diizenleme ile bu sistem daha genis bir iiriin
yelpazesine yayilmig, son donemde piyasanin gereklerini ve Ozellikle belli hastalik
alanlarinda tek, yani tiim {iye iilkelerde gecerli bir bilimsel degerlendirmeye duyulan ihtiyaci

kargilamay1 da amaglamistir. Bu sistemde getirilen degisikler agagida verilmektedir:

1. Komisyon, merkezi ruhsatlandirma prosediiriiniin zorunlu olarak uygulanacagi
ilag Uiriinlerinin biitlin yeni aktif maddelere genisletilmesini, yani herhangi bir iiye
iilkede ila¢ olarak onay almamis tiim maddelerin bu prosediire dahil edilmesini
teklif etmistir. Ancak, goriigmeler sonunda bu hiikiim daraltilmig ve sadece
“herhangi bir {ilkede onaylanmis bir ilacin pargasi olmayan, AIDS, kanser, seker
ve sinir bozuklugu hastaliklarinin tedavisinde etki gosteren tiim maddeler” olarak
kapsam belirlenmistir. Nadir hastaliklara tahsis edilen ilaglar da zorunlu olarak
merkezi ruhsatlandirma prosediiriine tabi tutulacaktir. Bu prosediir yeni mevzuatin
ylriirliige girmesinden 4 yil sonra, antiviral ve bagisiklik sistemi hastaliklarinin
tedavisinde etkili iki yeni ilag kategorisine genisletilecektir. Sistemde ayrica bir
“gdzden gegirme hiikmii” de ongoriilmektedir.

2. Merkezi ruhsatlandirma prosediirt,

e Basvuruyu yapan tarafindan 6nemli bir yenilik getirdigi ortaya konan ya da

hastalar ya da hayvanlar i¢in bir Topluluk karar1 olan herhangi bir iiriine,
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e Toplulugun hastaliklardan koruyucu ilkelerine tabi imunolojik veteriner
ilaclarina,

e Merkezi ruhsat almis ilaglarin jeneriklerine,

istenildigi zaman uygulanabilir olacaktir.

Ruhsatlandirma prosediiriiniin uygulama basamaklari, hem insan hem de veteriner

ilaglar1 i¢in temelde ayn1 kalmistir.

Ruhsatlandirma prosediirli, farkli asamalardaki nihai tarihlerin bazilarinin

kisaltilmasi araciligryla hizlandirilmigtir.

Kamu saglig1 ve teropatik yenilik agisindan biiyiik 6l¢iide yarar goriilen ilaglarda

hizlandirilmis degerlendirme prosediirleri (fast-track procedures) ongoriilmiistiir.

Olaganiistii durumlarda sartli ruhsat (conditional marketing authorisation) alma

imkani getirilmistir.

Insanlarda ilaglarn “sefkatli kulanimi (compassionate use)” yoniinden EMEA,

bunun bagvurulacagi iilkelerde uygulama kosullarini belirleyerek tavsiyelerde

bulunabilecektir.

Ruhsatlarin gecerliligine yonelik siire limitinin kaldirilmasi ve ruhsatlara sinirsiz

gecerlilik saglanmast Komisyonca oOnerilmis; ancak bu hiikiim daha sonra

“ruhsatin verilmesinden sonraki ilk bes yillik yenilemeden sonra, farmakovijilans

nedenlerine bagh kii¢iik degisiklikler getirilmedigi siirece ruhsatlar sinirsiz gecerli

olacaklardir” seklinde diizeltilmistir.

Ruhsat sahibi {irtiniinii gergek anlamda belirli bir siire piyasada bulunduracak, aksi

halde olaganiistii durumlar ve kamu sagligi nedenleri disinda ruhsatlarin

gecerliligi sona erecektir. Ayrica, ilacin {iye iilke piyasalarinda gercekten var

oldugu siirelerin ya da {riiniin piyasada satilmasina son verilmesi halinde bu

durumun EMEAya bildirilmesi zorunlulugu bulunmaktadir.

Farmakovijilansin da yer aldig1 giivenlik raporlar1 diizenli olarak hazirlanacak ve

mevcut sistemde oldugundan daha sik bir sekilde gdzden gecirilecektir.

21



[sikli Ilaglarda Test ve Deney Verilerinin Korunmasi: Avrupa Birlgi’'nde Yeni Sistem

1.3.2. EMEA-Avrupa ila¢ Degerlendirme Ajansi

Komisyon, EMEA’nin bilimsel komitelerinin ve Yonetim Kurulunun olusumu ve
yapisinin AB’nin gelecege yonelik genislemesi dikkate alinarak gézden gecirilmesini teklif
etmistir. Buna gerek¢e olarak, EMEA’nin faaliyet alaninin sadece ilaglara ruhsat verme
stirecindeki degerlendirme ile smirli kalmadigini, bilimsel danigmanlik roliiniin giderek
arttigin;;  EMEA’nin  sirketlere Ozellikle kiiciik ve orta biiyiiklikteki isletmelere
biyoteknolojik ya da yenilik¢i iirlinleri gelistirmeleri i¢in bilimsel tavsiyeler vermeye yetkili
kilindigimi; diinyada bazi iilkelerde piyasaya sunulmasi istenen belli ilaglarin
degerlendirilmesi i¢in Diinya Saglik Orgiitii (World Health Organisation-WHO) ile yakin

isbirliginin vazgecilmez oldugunu gostermektedir.

Komisyon ayrica, ruhsat sahiplerinin sahip olduklar1 ruhsatlarla baglantili belirli
zorunluluklart gozlemlemeleri hususunda basarisiz olmalar1 durumunda, ruhsat sahiplerine
dogrudan mali miieyyideler yiikleme imkaninin verilerek EMEA nin gozetici fonksiyonunun

kuvvetlendirilmesi gerektigini de savunmaktadir.

Bu kapsamda getirilen yeni sistem asagidaki gibidir:

1. EMEA’nin yapisi, zaten var olan “Nadir Ilaglar Komitesi (Committee Orphan
Medicinal Products)” ve yeni bir yasa ile olusturulacak olan “Bitkisel ilaglar
Komitesi (Committee of Herbal Medicinal Products)” gibi belirli Komitelerin
eklenmesiyle tamamlanmuistir.

2. Komisyon wulusal otoritelerin temsilcilerinden olusan ve ruhsatlandirma
prosediirlerinde istisari gorev yapacak bir Danigsma Kurulu olusturulmasini
Onermis ancak bu hiikiim kabul gérmemistir.

3. Farkli alanlarda uzmanlik gruplari, calisma gruplari, bilimsel komitelerin

olusturulmasi1 ve bunlara farkli gorevlendirme yapilabilmesi hususlarinda daha
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fazla esneklik getirilmistir. Ayrica, gerektigi zaman AB disindan uzmanlardan
yararlanma imkani da saglanmistir.

4. Yonetim Kurulu'nun yapisi, AB’nin gelecekteki genislemesi ve sivil toplum
kuruluglarinin temsil edilmesi go6zoniinde bulundurularak yeniden goézden
gecirilmistir.

5. EMEA, uluslararasi uyum arayislarinin g¢ergevesinin belirlenmesinde daha aktif
bir sekilde katkida bulunacaktir.

6. EMEA, merkezi ruhsatlandirma prosediirii altinda izin verilen paralel dagitim
durumuna uyan ruhsatlandirma isinde ve ilaglarla ilgili Topluluk mevzuatinda yer
alan sartlarin yerine getirilmesini saglamak ile gérevlendirilmistir.

7. EMEA’nin komiteleri olusturmakla gorevli boliimii, EMEA’nin Yoneticisine ve
talep edildigi durumda Komisyona, ilaglari ilgilendiren bilimsel konularda goriis
hazirlamak i¢in yardimer olacaktir.

8. EMEA’ya mali miieyyide uygulama yetkisi verilmistir.

1.3.3. Karsihiklh Tanima Prosediirii

Karsilikli tanima prosediiri AB biinyesinde az sayida iilkede uygulanmakta ve
Avrupa pazarinin sadece sinirli bir boliimii i¢in diigliniilen ilaglarda, o6zellikle veteriner
ilaglarinda, 6nemli bir kolaylik/esneklik sunmaktadir. Bu prosediir ile ilgili olarak yapilan en
Oonemli elestiri, siirenin ¢ok uzun oldugu ve uygulamada iiye iilkelerin bir diger iilkede
alinmis ruhsati ve bilimsel degerlendirmeyi tanimadigi seklindedir. Sistemin islerlik
kazanmasi i¢in gayri resmi olarak ¢alisma gruplari (MRFG: Mutual Recognition Facilitation
Group, VMRFG: Veterinary Mutual Recognition Facilitation Group) olusturulmus ve biiytik
basar1 saglanmis olup, bu gruplarin yasal bir zemine oturtulmalari yoniinde de egilim

bulunmaktadir.

Komisyon ayrica, farmakovijilans Onlemlerinin izlenmesi i¢in yasal bir cerceve

gelistirilmesi gerektigini diistinmiistiir. Mevcut kurallara gore, acil durumlarda {iye iilkeler
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kendi bolgelerindeki bir ruhsati, Topluluk diizeyinde gerekli izleme sonuglar

tamamlanmadan yiiriirliikten kaldirabilmektedir.

Bunun yanisira Komisyon, gen tedavisi ve hiicre tedavisine yonelik tibbi tedavilerin
yeni ya da gelecekteki bigcimlerini kapsayacak ve yenilikei ilaglar ile jenerik ilaglar arasinda
optimal bir denge saglayacak yeni bir diizenleyici c¢ergeveye ihtiyag oldugunu da tespit
etmistir. Komisyon ayrica, ulusal ruhsath ilaglar i¢in saglanan veri koruma (data protection)

stireleri ve patent korumasi ile baglantili veri korumasi uygulamalarinin uyumlastirilmasina

dikkati ¢cekmistir.

Bu ¢ergevede gerceklestirilen degisiklikler su sekildedir:

1. Ulusal ruhsatlandirma prosediiriindeki siirenin 210 giinden 150 giine indirilmesi
onerilmis, ancak bu hiikiim kabul gérmemistir.

2. Karsilikli tanima prosediirt;
e bir iiye iilkede onceden ruhsat almis bir ilag olup olmadigina bagl olarak
farkli uygulama sekillerinin getirilmesiyle,
e kamu saghg riski kavraminin daha kesin bir sekilde tanimlanmasiyla,
e mevcut MRFG ve VMRFG’ya yasal ve resmi bir statii verilmesiyle,
e kamu saglig i¢in ciddi risk konusundaki itirazlarin diizglin bir sekilde
degerlendirilmesi ve gerekli izleme tedbirlerinin alinmasini saglamak ve ayrica
degerlendirme prosediiriindeki siireleri kisaltmak amaciyla arabuluculuk evresinin
tyilestirilmesi,
gibi 6nlemlerle kolaylagtirilmaktadir.

3. Bir iiye iilkede alinan acil bir énlem Avrupa diizeyinde degerlendirilecek ve
gerekiyorsa biitiin iiyelerde de uygun tedbirler alinacaktir.

4. Tlaclarda baslatict maddeler olan aktif maddelerin iiretimine ve kullanimina iliskin
rehber ilkelerin belirlenmesi i¢in Komisyon yetkilendirilmistir.

5. Tlag iiriinlerinin tanimu, yeni tedavileri de igerecek sekilde degistirilmistir.

24



[sikli Ilaglarda Test ve Deney Verilerinin Korunmasi: Avrupa Birlgi’'nde Yeni Sistem

6. Veri koruma siiresi, merkezi ruhsatlandirma prosediiriindeki siire ile
uyumlastirilmistir. Normal bir veri koruma siiresine sahip olan ilagla ilgili olarak,
hastalara 6nemli bir yarar saglayacak yeni bir tedavi endikasyonu gelistirilirse bir
yillik bir ek koruma siiresine daha izin verilecektir.

7. Jenerik ilag terimi ve biyo-benzer ila¢ terimi getirilmis ve mevzuatta
tanimlanmustir.

8. Referans ilaca verilen ek koruma sertifikasinin gegerlili§i esnasinda jenerik bir
miiracaatin hazirlanmasi ve yapilabilmesi imkani getirilmistir.

9. Belirli homeopatik ilaglar i¢in basitlestirilmis tescil prosediiriiniin olusturulmasi
seceneginin bir zorunluluk haline getirilmesi 6nerilmis ancak kabul gérmemistir.

10. Veteriner ilaglarinda veri korumasi siiresine yonelik 6zel tedbirler getirilmis, 10
yillik veri koruma siiresi, firmanin alacagi ruhsatin ka¢ hayvan tiirii i¢in olduguna

bagli olarak genisletilmistir.

Boylelikle Temmuz 2001°de baslayan uzun bir gézden gecirme siirecinden sonra,
Avrupa Komisyonu, Avrupa Parlamentosu ve Avrupa Konseyi, Aralik 2003 tarihinde
Parlamento tarafindan kabul edilen ve Mart 2004 tarihinde de Konsey tarafindan resmi olarak
uzlagilan ortak tutum {izerinde fikir birligine varmistir. Diizenlemelerin 10 yeni iiye iilkenin
AB’ne katilim tarihi olan 1 Mayis 2004 tarihinden 6nce yasalagmasi AB yonetimi i¢in bir tiir
zorunluluk olarak goriilmiis ve caligmalar bu takvime gore sonuglandirilmistir. Ek.1°de yer
alan tabloda AB’nde yasama siirecinin asamalar1 0zetlenmektedir. Bu yasama siirecinde

Ortak Karar usulii (Co-decision procedure) uygulanmistir.

2. VERI KORUMASI DUZENLEMELERI

AB Komisyonu tarafindan baslatilan 2001 gézden gecirmesine temel teskil eden
Cameron McKenna&Andersen Danismanlik Sirketi’nin raporunda, ilaglarda test verilerinin

korunmasina iliskin koruma siirelerinin ve Birlik igerisinde farklilik arzeden ruhsatlandirma

sistemlerinin {iye iilkelerde uyumlastirilmasi hususunda genel bir fikir birligi oldugu ve
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65/65/EEC sayili Direktifin 4/8(a)(iii)'’ maddesinin mevcut halinden daha agik bir tanima
ihtiya¢ bulunduguna iliskin genel bir bakis agis1 bulundugu ifade edilmektedir'®.

Benzer sekilde “G10 Medicines'” grubunun c¢alismalarinda, fikri haklar ve veri
korumasinin sanayinin rekabet giiclinlin artirllmasinda ve yenilik¢i {rlinler ortaya
¢ikarilmasinda 6nemli roli bulundugu, mevcut iiriinlerin yeni tedaviler i¢in gelistirilmesine
imkan tanimmasi ve jenerik ilaglarin mevcudiyetinin saglanmasi i¢in uygun bir koruma
diizeyinin olmasi gerektigi tespiti yapilmistir. Bu ¢aligmalarin sonucunda ortaya ¢ikan 26
Subat 2002%° tarihli raporda da Oneriler arasinda; yenilik¢i ilaglar i¢in yeterli fikri hak
korumasinin saglanmasi ile jenerik iriinlerin piyasaya girisini kolaylagtiran Bolar ilkesinin
getirilmesi arasinda uygun bir denge olusturulmasina yonelik bir yontem gelistirilmesi yer

almaktadir.

Avrupa Birligi’nde veri korumasi ilk olarak 65/65/EEC sayili Direktifin 4/8(a)(iii)
maddesi ile diizenlenmis ve daha sonra 1987 yilinda 87/21/EEC sayili Direktif ile
degistirilmistir. Degisiklik ile amaglanan, insanlar ve hayvanlar iizerinde yapilan testlerin
gereksiz yere tekrarmin Oniine gegmek ve yenilik¢i ilag endiistrisini de koruyucu onlem
getirmek olmustur’’. Bu nedenle jenerik ilag iireticileri i¢in, yeniden kendi ¢alismalarini
yapmak/tekrar etmek yerine yenilik¢i firma tarafindan yapilan Onceki c¢alismalara
(yenilik¢inin bagvuru dosyasinda yer alan) atif yapilmasi imkani getirilmistir. Bu kisaltilmis

prosediirii kullanmak i¢in asagidaki sartlar gerekmektedir:

'” Bu madde 2001 yilinda yapilan diizenleme ile 2001/83/EC Direktif’te Madde 10/1/(a)(iii) olmustur.

'8 “Evaluation of the Operation of Community Procedures for the Authorization of Medicinal Products”, CMC
Cameron McKenna and Andersen Consulting, carried out on behalf of the European Commission Directorate-
General Enterprise Pharmaceuticals and Cosmetics, 17 November 2000, p: 41-42.

19 4G10 Medicines, High Level Group on Innovation and Provision of Medicines”, Consultation Paper,
European Commission, Enterprise Directorate-General, Brussels, 27 September 2001, p: 14.

20 «G10 Medicines, High Level Group on Innovation and Provision of Medicines”, Report, European
Commission, Enterprise Directorate-General, Brussels, 26 February 2002, p: 8.

I «“Data Exclusivity and the 2001 Review”, EGA Discussion Paper, July 2001.
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v' 6 yada 10 yillik veri koruma siiresinin sona ermesi,
v' Ikinci -jenerik- basvuruyu yapanin iiriiniiniin yenilik¢i firmanmn iiriiniine “6nemli
Olcilide benzer (essentially similar)” olmasi,

v Yenilik¢i firmanin Girtiniiniin bagvurunun yapildig tilkede “pazarda” olmasi.

Bu siirecte veri korumasi agisindan iizerinde durulmasi gereken en 6nemli husus, 6 ya
da 10 yillik veri koruma siiresinin sonunda firmanin dosyasinda bulunan bilginin kamuya
aciklanir hale gelmemesi, sadece jenerik miiracaat¢inin dosyasini degerlendirirken yetkili

makamlara bu bilgiyi kullanma izninin verilmis olmasidir.

Kamu sagliginin korunmasi, hastalarin yeni ilaglara aninda ulasabilmesi ve yeni
tedavi yontemlerinin gelistirilmesinin, ayni zamanda etkin bir jenerik {iriin piyasasanin
gelisimiyle paralel bir sekilde saglanabileceginin farkinda olan AB yetkilileri, 2001 gozden
gecirmesinde Ozellikle bu alanda 6zel bir hassasiyet gostermigler ve yenilik¢i {irlinlerin
ozendirilmesine yonelik tedbirler getirirken jenerik sanayiinin ihtiyaglarin1 da gézoniinde

bulundurmuslardir.

Avrupa Birligi’nde ilaglara yonelik yeni mevzuat 31 Mart 2004 tarihinde kabul
edilmis ve 30 Nisan 2004 tarihinde Topluluk Resmi Gazetesi’nde yayimlanmistir. S6z
konusu mevzuat ile “veri korumasi”na iligkin bir takim diizenlemeler getirilmistir. Bir Tiiziik
(Regulasyon) ve 3 tane Direktifi® igeren diizenleme seti ile olusturulan yeni mevzuatta

konuyla baglantili hiikkiimler asagida verilmektedir.

2 *Regulation (EC) No 726/2004 of the European Parliament and of the Council of 31 March 2004 laying down
Community procedures for the authorization and supervision of medicinal products for human and veterinary
use and establishing a European Medicines Agency.

*Directive 2004/27/EC of the European Parliament and of the Council of 31 March 2004 amending Directive
2001/83/EC on the Community code relating to medicinal products for human use.

*Directive 2004/28/EC of the European Parliament and of the Council of 31 March 2004 amending Directive
2001/82/EC on the Community code relating to veterinary medicinal products.

*Directive 2004/24/EC of the European Parliament and of the Council of 31 March 2004 amending, as
regards traditional herbal medicinal products, Directive 2001/83/EC on the Community code relating to
medicinal products for human use.
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2.1. Veri Korumasinda Temel ilkeler 2

1. 8+2+1 (8 yil veri koruma+ 2 yu pazar korumasi+ 1 yil yeni tedavi yontemleri)

biitiin prosediirler icin:

> 726/2004 sayili Tiiziik;
“Madde 14(11): Sinai ve ticari miilkiyet haklarimin korunmasini saglayan
mevzuat hiikiimlerine bir zarara vermemek kaydiyla, bu Tiiziik hiikiimlerine
gore ruhsatlandwrilmus bir ilag diriini icin 8 yillik veri korumast ve 10 yillik
pazar korumast saglanacak;, bu 10 yulik siirenin ilk 8 yili igerisinde ruhsat
sahibi tarafindan, ilacin mevcut tedavi yontemleri diginda onemli bir klinik
fayda saglayacak yeni bir ya da birden ¢ok tedavi bicimi igin (new
therapeutic indications) ruhsat alinmast durumunda ki bu durum ruhsat
verilmeden onceki bilimsel degerlendirme asamasinda ortaya ¢ikarsa, pazar

’

koruma stiresi 11 yila uzatilabilecektir.’

Bu madde ile AB’de yenilik¢i ilag endiistrisinin ruhsatlandirma siirecinin geregi
olarak sunduklari test verileri korumasi 6 yildan 10 yila ¢ikarilmistir. Ayrica, bu 10 yillik
stirenin ilk 8 yili igerisinde ayni ilacin baska bir tedavi yontemi i¢in de kullanilabilirligi
anlasildiginda bu 10 yillik siire ek 1 yil ile 11 yila uzatilmaktadir. Burada, yeni ilaglarin 10
yil siire ile piyasada jenerik rekabetinden korunmalar1 saglanmakta ancak, bu siirenin ilk 8
yilinda pazar korumasina es anli veri korumasi getirilmektedir. Son 2 yil igerisinde jenerik
firmalarin bagvuru yapabilmelerine imkan saglamak i¢in (bkz. Direktif Madde 10(1)) bu

verilerin kullanilma imkan1 getirilmistir.

3 “Main Outcomes of the Pharma Review-after the Compromise between the Council and the European
Parliament”, The European Generic Medicines Association, December 2003 dokumanindan yararlanilmustir.
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» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 10(1): Madde 8(3)(i)’de yapilan degisiklikle ve sinai ve ticari
miilkiyet haklarimin korunmasint saglayan mevzuat hiikiimlerine bir zarar
vermemek kaydiyla, Madde 6 hiikiimlerine gore bir iiye iilkede ya da
Toplulukta 8 yildan daha az olmamak tizere ruhsatlt bir referans ilacin
jenerigi olan ilag¢ basvurularinda klinik oncesi ve klinik test sonuglarinin

verilmesi istenmeyecektir.”

Bu hiikiim ile AB ilag sanayiinde jenerik {ireticiler lehine bir uygulama
baslatilmaktadir. Orijinal ilacin 10 y1llik veri koruma siiresinin bitmesinden 2 y1l 6nce jenerik
iriin ruhsat basvurusu yapilabilmesine imkan taninmistir. Bu nedenle, 10 yillik koruma
stiresinin ilk 8 yili i¢in “veri korumas1”, son 2 yili i¢in ise “pazar korumasi” terimleri
kullanilmaktadir. Boylelikle, Tiiziik Madde 14(11) ile birlikte degerlendirildiginde AB ilag

pazarinda orijinal-jenerik dengesinin gozetilmesine calisildig1 ortaya ¢cikmaktadir.

2. +2 yillik Pazar korumast esnasinda tiretim kisitlamasinin olmamasu:

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 10(1): Bu hiikme gore ruhsatlandirilmis bir jenerik ila¢ iiriinii,
referans ilag icin mevcut ruhsatin baglangicindan 10 yil gegmeden piyasaya

’

sunulamayacaktir.’

Yukaridaki hiikiim ile birlikte diisiiniildiigiinde, bu diizenleme hem yenilik¢i
firmalarin piyasa hakimiyetini korumakta, hem de orijinal ilacin veri koruma siiresi bitmeden
jenerik ilacin iiretiminin yapilabilmesine ve siire biter bitmez aninda piyasaya ¢ikarilmasina

firsat yaratmaktadir.
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3. Yeni endikasyonlar i¢in sadece bir kez +1 yillik veri korumasi:

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 10(1): Bu paragrafta gegen 10 yillik veri koruma stiresi; bu 10 yilin
ilk 8 yilv icerisinde ruhsat sahibi tarafindan, ilacin mevcut tedavi yontemleri
disinda onemli bir klinik fayda saglayacak yeni bir ya da birden ¢ok tedavi
bicimi icin (new therapeutic indications)ruhsat alinmasi durumunda ki bu
durum ruhsat verilmeden onceki bilimsel degerlendirme asamasinda ortaya

’

ctkarsa, maksimum 11 yila uzatilacaktir.’

Tiliziik Madde 14(11)’de de yer alan bu hiikiim ile AB ila¢ sanayiinde yenilik¢i
firmalar lehine 6nemli bir avantaj saglanmistir. ABD yasalariyla karsilastirildiginda, yeni
endikasyonlara saglanan ek 1 yillik korumanin orijinal iiriiniin koruma siiresine eklenmesi
onemli bir farklilik olarak ortaya c¢ikmaktadir. ABD’de yenilik¢i firma veri korumasini
orijinal iriinden bagimsiz olarak sadece yeni endikasyon icin alabilmektedir®. Boylelikle,

AB ilag sanayiinin ABD ilag sanayii karsisinda avantajli duruma getirilmesi amac¢lanmistir.

4. Gelecege yonelik uygulama:

» 726/2004 sayil Tiizik;
“Madde 89: Madde 90(2) de bahsi gegen tarihlerden (veri koruma siireleri
icin 20 Kasim 2005 ve bagisiklik sistemi hastaliklart ile viral enfeksiyonlar
icin 20 Mayis 2008) once ruhsat basvurusu yapilan referans ilag iiriinlerine,
Madde 14(11)(beseri ilaglar icin veri koruma) ve 39(10)(veteriner ilaglart

’

icin veri koruma) da ongoriilen koruma siireleri uygulanmayacaktir.’

Tiiziik, yayim tarihinden 20 giin sonra yani 20 Mayis 2004 tarihinde yiiriirliige

girmistir.  Direktifler de aym tarihte yayimlanmis ancak, iiye iilkelerdeki

# «“European revisions offer new freedoms for generics”, Generics Bulletin, 16 January 2004, p:20.
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uyumlastirmanin bitiminden sonra (30 Ekim 2005) yiiriirliige gireceklerdir. Bu madde ile
bu diizenlemelerin tamamlanmas: siirecinde bir derogasyon taninmakta, piyasada mevcut
irlinlerin  etkilenmemesi saglanmaktadir. 20 Kasim 2005 tarihinden itibaren
biyoteknolojik iirlinler ile AIDS, kanser, seker, sinir bozuklugu hastaliklari i¢in olan yeni
kimyasallar; 20 Mayis 2008 tarihinden itibaren ise viral enfeksiyonlar ile bagisiklik
sistemi hastaliklar i¢cin olan yeni kimyasallar merkezi ruhsatlandirma prosediiriine tabi

olacaklardir.

2.2. Global Ruhsat (“line extention”” icin veri korumasinin olmamasi)

» 2001/83/EC sayili Direktif (2004/27/EC ile degistirilmis)
“Madde 6(1): Bir ilag iirtinii ilk kez ruhsatlandirildiktan sonra; ayni ilacin
degisik varyasyonlart veya formlarinda da oldugu gibi, ilacin biinyesindeki
maddenin daha sonraki degisik kombinasyonlari (any additional strengths®®),
farmasétik  formlar:  (pharmaceutical  forms®’), ilacin  verilis  yollar:
(administration routes®), sunum bicimleri de (presantations) ayrica ruhsat
alabilir ya da bu ilk ruhsat biinyesine dahil edilir. Tiim bu ruhsatlarin Madde

’

10(1)’in uygulamast anlaminda ayni global ruhsata ait oldugu kabul edilir.’

Bu hiikmiin, genel olarak “line extension” adi verilen ve orijinal bir ilacin bagka bir
hastaligin tedavisindeki kullanimi, kullanim yolunun degistirilmesi, kullanom dozunun

degisimi, blinyesindeki etken madde miktarinin degisimi, farmasotik formunun degisimi gibi

 “line extension”; orijinal bir ilacin, baska bir hastalik tedavisi i¢in kullanimi, insanlardaki kullanim yolunda
degisim (agizdan, enjeksiyon seklinde vb.), dozundaki degisim (4 saatte 1, 12 saatte 1 gibi giinliik kullanim
dozlary,), etkinliginde (birim hacimde ya da agirliktaki etken madde oraninin degisimi), ya da farmasotik
formundaki degisim (tablet, kapsiil, serum, vb.) sonucunda ortaya ¢ikan yeni ilag iirinii anlamina gelir.

% «any additional strength”; ilacin biinyesindeki maddenin konsantrasyonunu (érnegin, agirlik/agirlik,
agirlik/hacim ya da birim doz/hacim) ve/veya etkisini yani, ilacin uygun laboratuvar testleriyle ya da kontrollii
klinik deneylerle kanitlanan tedaviye yonelik etkinligini ifade eder.

2 «pharmaceutical forms”; ilacin tablet, kapsiil, surup, enjeksiyon, serum, krem, vb. bigimlerini ifade eder.

% «administration routes”; ilacin agizdan, enjeksiyonla, yiizeye tatbik edilerek, vb. kullanim yollarmni ifade eder.
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yeni kullanim bic¢imleriyle veri korumasi talep eden ve bdylelikle jenerik rekabeti ile

miicadele etmeye ¢alisan orijinator firmalar durduracag yorumu yapilmaktadir®.

2.3. Bilinen/Taninmis (well-established) flaclarin Yeni Endikasyonlarina Veri

Korumasi

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 10(5): Madde 10(1) de yer alan hiikiimlere ek olarak, iyi bilinen bir
maddenin yeni bir tedavi big¢imi i¢in yapilan bir miiracaat oldugu durumda,
bu yeni endikasyona ait klinik ve klinik oncesi testlerin yapilmis olmasi
halinde, sadece 1 yillik bir veri (toplama ait olmayan) korumasi

saglanacaktir.”

Bu madde ile mevcut veri koruma siiresi uzatilmamakta, biitiin iiriine degil sadece
yeni endikasyona uygulanmakta ve bunun i¢in ayr1 bir yillik bir koruma getirilmektedir.
Bilinen bir ilag hammaddesinin yapilan arastirmalar sonucu bir baska hastaligin tedavisinde
kullanilabilirliginin ortaya ¢ikmasi durumunda uygulanacak olup, bu tiir calismalarin tegvik
edilmesini amacglamaktadir. Bu koruma tiim firmalar tarafindan kullanilabilecek bir koruma
bi¢imidir. Sadece ilk ruhsatl tiriine degil, jenerikler de dahil olmak iizere bilinen herhangi bir

ilaca uygulanabilecektir®’.
2.4. Regetesiz ila¢c (OTC) Simifina Degistirme Durumunda Veri Korumasi

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 74a: Klinik ve klinik éncesi testleri temel alinarak ruhsatlandirilmis
bir ilacin kategorisinin degisimi durumunda; yetkili makamlar, ilk

degisikligin onaylanmasindan sonra 1 yil siiresince ayni maddenin sinifinin

¥ “European revisions offer new freedoms for generics”, Generics Bulletin, 16 January 2004, p:20.
30
A.ge., p:21.
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degistirilmesi i¢in ruhsat sahibinin ya da bir baskasinin basvurusunu
incelerken bu testlerin ya da deneylerin sonuglarini referans olarak

kullanamayacaklardwr .”

Yeni sistem ile, recetesiz ilaglar iki durumda ruhsat alabilecektir’'; birincisi “Topluluk
diizeyinde hastalarin tedavisi” i¢in regetesiz ilag ruhsatinin alinmasi, ikincisi, merkezi ruhsat
almis bir ilacin ruhsatinin regetesiz ilag sinifina degistirilmesi durumunda olacaktir. Bu
durumda, ilacin kategorisinin recetesiz ila¢ kategorisine alinmasi amaciyla sunulan gerekli

klinik 6ncesi test ve klinik deney sonugclari i¢in de 1 yillik bir veri korumasi 6ngoriilmektedir.
2.5. Bolar ilkesi Uygulamasi

> 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 10(6): Bu maddenin veri korumaswna iliskin 1, 2, 3, ve 4 nolu
paragraflarinin uygulanmasi ve sonrasindaki pratik talepler nedeniyle ihtiyag
duyulan ¢alismalarin ve denemelerin yapilmasi, ilaglarda patent hakkinin ya

’

da ek koruma belgesinin ihlali anlamina gelmeyecektir.’

AB’de daha 6nce mevcut olmayan ve “Bolar ilkesi” ad1 verilen bu yeni diizenleme ile
jenerik ilag iiretiminde Onemli bir yenilik getirilmistir. Bolar ilkesinin bulunmamasi
nedeniyle, AB’de patent konusu ilaglarin jeneriklerinin iiretimi ve satisa sunulabilir hale
gelmesi, ancak patent siiresi sonunda miimkiin olabilmekte, bu ise en az 2 yillik bir siireyi
gerektirmektedir. AB’de jenerik ilag¢ i¢in yapilamayan bu tiir gelistirme g¢aligmalar1 ve
ilaglarin ilk iiretimleri, Bolar ilkesinin mevcut oldugu AB dis1 iilkelerde yapilmakta ve patent
siiresi sonunda da hemen AB’ne ithal edilmektedir. Avrupa Jenerik Ilaglar Birligi (European
Generic Medicines Association-EGA) tarafindan, AB jenerik ila¢g sanayiinin diinya jenerik

sanayiiyle rekabet avantajini1 bu ylizden kaybettigi ve AB’nin yillik 1 milyar EURO civarinda

31 «“The Right Treatment?”, Britton 1., Gavey M., Linklaters 2004.
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ekonomik kaybi oldugu ifade edilmektedir’”. Getirilen bu yeni diizenleme ile AB’nde jenerik

ila¢ ruhsatlandirmasinda ortaya ¢ikan bu tiir kayiplarin giderilmesi amag¢lanmaktadir.

2.6. Referans ila¢ Tanim

» 2001/83/EC sayili Direktif (2004/27/EC ile degistirilmis)
“Madde 10(2)(a): Referans ilag, Madde 8’de yer alan hiikiimlere bagl

olarak Madde 6 hiikiimlerine gore ruhsatlandirilmis ilagtir.”

Yeni diizenleme ile “referans ilag” tanimi yapilmistir. Direktifte Madde 8’de ruhsat
bagvurusunun yapilma bigimi ile igerecegi bilgi ve dokumanlar siralanmakta; madde 6’da ise

ruhsatin kapsami belirlenmektedir.

2.7. Jenerik ila¢c Tamm

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 10(2)(b): Jenerik ilag, referans ilag ile ayni farmasétik formda ve
aktif maddeleri nitelik ve nicelik olarak ayni bilesimde olan ve referans ilag
ile biyoesdegerliligi uygun biyoesdegerlik ¢alismalariyla ispatlanmig ilagtir.
Aktif maddenin farkl tuzlar, esterleri, eterleri, izomerleri, izomerlerinin
karisimi, kompleksleri ve tiirevleri; giivenlik ve/veya etkililik agisindan
ozellikleri onemli olgiide farkhiik gostermedigi siirece aymi aktif madde
olarak kabul edilecektir. Eger bu ozelliklerde farklilik varsa o zaman, ruhsatl
aktif maddenin muhtelif tuzlar, esterleri veya tiirevlerinin giivenlik ve/veya
etkililiginin ispatimi gosteren ek bilginin basvuran tarafindan sunulmasi
zorunlu olacaktir. Oral farmasotik formdaki ila¢larin  viicutta farkh

salwverilme bigcimleri, tek ve ayni farmasétik form olarak kabul edilecektir.

32 EurActive.com Portal-Links Dossier- Generic Medicines, 26 March 2004, http://www.euractive.com
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Bagsvuruyu yapan, jenerik ilag tirtiniiniin ayrintili rehber ilkelerde tanimlanan
ilgili kriterlere sahip oldugunu gosterebiliyorsa o zaman biyoesdegerlilik

calismalart istenmeyecektir.”

Gortldigu gibi, “jenerik ila¢” tanimi olduk¢a detayli ve kapsamli bir sekilde

yapilarak Direktife yerlestirilmis ve uygulamalar yasal bir netlige kavusturulmustur.

2.8. Biyo-benzerlik I¢in Kisaltilmis Prosediiriin Uygulanmasi

> 2004/27/EC
“Girig 14: Referans ilaca benzer olan biyolojik ilag iiriinii, daha ¢ok iiretim
prosesi ozellikleri, kullanilan hammaddeler, molekiiler ozellikler ve etki
gosterdigi tedavi bigcimi acgisindan jenerik ila¢ olarak kabul edilebilecek
biitiin sartlart genelde karsilamaz. Biyolojik ilag¢ iiriinii jenerik ila¢ olarak
kabul edilebilecek biitiin sartlari karsilamadigi zaman, bu durumda giivenligi
(klinik oncesi testler) ya da etkililigi (klinik testler) ya da her ikisini

’

ilgilendiren gerekli testlerin sonuglart verilecektir.’

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 10(4): Referans biyolojik iiriine benzer olan biyolojik ilag, ozellikle,
biyolojik ilacin ve referans biyolojik ilacin hammaddeleri ya da iiretim
proseslerindeki farkhiliklar nedeniyle jenerik ila¢ tamimindaki sartlar
karsilamiyorsa, bu sartlarin gerektirdigi klinik oncesi testler ya da klinik
deneylerin sonuglari verilmek zorundadir. Bu ek verinin niceligi ve ¢esidi, EK
1’de ve ayrintili rehber ilkelerde yer alan kriterlere uygun olmak zorundadir.
Referans ilag¢ iiriiniiniin dosyasindaki diger test ve deney sonuglarinin

’

verilmesine gerek yoktur.’
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2.9. Avrupa Referans Ila¢ Uriinii

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)

“Madde 10(1): (Bu maddenin 3. paragrafi)

Referans ila¢ iiriinii, jenerik ila¢ basvurusunun yapildigi iiye iilkede
ruhsatlanmamissa da bu maddenin 1. paragrafi uygulamr. Bu durumda,
bagvuru sahibi, basvuru formunda referans ila¢ iiriiniiniin ruhsatl oldugu
tilkenin adim belirtir. Basvurunun yapildigi iilkenin yetkili makaminin talebi
tizerine, diger iilkenin yetkili makami bir aylik bir siire i¢inde, referans ilag
trtintiniin tiim kompozisyonuyla ve gerekiyorsa diger ilgili dékumanlariyla

birlikte ruhsatli olup olmadiginin teyitini iletir.”

Bu diizenleme jenerik ilaglara yonelik bir hiikiimdiir. Eger orijinal ilacin sahibi bir
iilkede, ticari nedenlerle kendi ilacin1 piyasaya siirmemisse ya da piyasadan ¢ekmisse, bu
ilacin jenerikleri “Avrupa Referans Ilac1” ve buna bagli tek bir “Avrupa Ruhsat”

uygulamasinin sonucu olarak o iilkede satisa sunulabilecektir.
2.10. Uriin Ozelliklerinin Ozeti (SmPC) ve Patentin Kullanim

» 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)
“Madde 30(2): Toplulukta ruhsatl ilag tiriinlerinin ruhsatlandirilmasinin
uyumlastirilmasi igin, iiye tilkeler, her yil, koordinasyon grubuna, iiriin
ozelliklerinin — wyumlastiriimis  ozetinin = yer aldigit  ilag listelerini

gondereceklerdir.”

33 “MEPs Recommended to Accept EU Pharmaceutical Compromise”, EGA Press Release, 16 December 2003,
http://www.egagenerics.com/pr-2003-12-16.htm
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> 726/2004 sayil Tuzik;
“Madde 3(3)(b): Uriin karakteristiklerinin ozeti, jenerik ila¢ piyasaya
sunuldugu anda hala patent hukukuyla korunan endikasyon ve dozaj
formlarina atif yapan tiriin karakteristiklerinin ozet boliimleri hari¢ olmak

1

tizere, Toplulukca ruhsatlandiriimis bir ilagla her yonden tutarlilik arzeder.’

Bu diizenleme ile, tiim iilkelerde ilaclarin 6zelliklerinin yer aldigr iirtin bilgisinin
uyumlastirilmas1 amaclanmaktadir. Bu madde kapsaminda, jenerik ilag iireticilerinin patentli
tedavi bicimleri ve dozaj formlar1 ile ilgili bilgiyi, patent yasalarmin ihlaline meydan

vermemek amaciyla, iiriin 6zelliklerinin kapsamindan ¢ikarmalari imkani sunulmaktadir®.

2.11. Merkezi Ruhsatlandirma Prosediiriince Onaylanms Referans Ilaclarin

Jeneriklerinin Ruhsatlandirilmasi

» 726/2004 sayil Tiizik;

“Madde 3(3): Toplulukta ruhsat almis bir referans ilacin jenerigine, tiye
tilkelerin yetkili makamlarinca 2001/83/EC ve 2001/82/EC sayili Direktifler

kapsaminda asagidaki sartlar altinda ruhsat verilebilir:
(a) ruhsatlandirma bagsvurusu, 2001/83/EC sayili Direktifin 10.
maddesi ve 2001/82/EC sayuli Direktifin 13. maddesi geregince yapilir;
(b) tiriin karakteristiklerinin ozeti, jenerik ila¢ piyasaya sunuldugu
anda hala patent hukukuyla korunan endikasyon ve dozaj formlarina
atif yapan tiriin karakteristiklerinin ozet béliimleri hari¢ olmak iizere,
Topluluk¢a ruhsatlandirilmis bir ilagla her yonden tutarlilik arzeder, ve
(c) Jenerik ilag iiriinii basvurunun yapildigi biitiin iiye iilkelerde
ayn isim altinda ruhsatlandwrilir. Bu amagla, INN’in (international

non-proprietary name) tim dillerdeki karsiliginin ayni isim oldugu

kabul edilir.”

3 A.ge.
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2.12. Merkezi Ruhsatlandirma Prosediiriiniin Zorunluluk Kapsami

» 726/2004 sayil Tiizik;
“Ek:-biyoteknolojik tiriinler;
-AIDS, kanser, seker, sinir bozuklugu hastaliklar:, bagisiklik sistemi
hastaliklar: ve bozukluklari, viral hastaliklar igin olan yeni kimyasallar,

-nadir (orphan) bulunan ilaglar.”

Merkezi ruhsatlandirma prosediirii biitlin “yeni kimyasal madde”ler i¢in zorunlu
degildir. Sadece yukarida belirtilen gruplardaki ilaglara uygulanacaktir. Bu gruplardan
bagisiklik sistemi ve viral enfeksiyonlar icin gelistirilen ilaglar bu kapsama 20 Mayis 2008

tarithinden itibaren dahil olacaktir.

2.13. Ruhsatlarm Sona Erme Durumu

» 2001/83/EC sayili Direktif (2004/27/EC ile degistirilmis)
“Madde 24(4): Ruhsatin alinmasindan sonraki 3 yil icerisinde ruhsatl
trtiniin ruhsati veren iiye iilke piyasasinda ger¢ek anlamda yer almamasi
halinde ruhsat gegerliligini kaybeder.”
“Madde 24(5): Ruhsatin verildigi iiye iilke piyasasinda onceden yer aldig
halde, birbirini izleyen 3 yil piyasada gercek anlamda bulunmamussa, o iiriine

’

ait ruhsat gegerliligini kaybeder.’
2.14. Ruhsatlarin Yenilenmesi
> 2001/83/EC sayil1 Direktif (2004/27/EC ile degistirilmis)

“Madde 24(1): Bu maddenin 4 ve 5 nolu paragraf hiikiimlerine zarar

vermeksizin bir ruhsatin gegerliligi 5 yildir.”
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“Madde 24(2): Ruhsatlar, iiye iilkenin yetkili makamlarinca kar-zarar
dengesinin gozden gegirilmesiyle 5 yil sonra yenilenebilir.

Bu durumda ruhsat sahibi, yetkili makamlara, kalite, giivenlik ve etkililik
agisindan ruhsatin verildigi tarihten itibaren getirilen biitiin degisiklikleri de
igeren birlestirilmis dosyayi, ruhsatin paragraf 1’e gore bitis tarihinden en az
6 ay once verecektir.”

“Madde 24(3): Yetkili makamlarin farmakovijilansa dayali hakli gerekgelerle
Paragraf 2’deki ek 5 yil yenilemeye karar vermemeleri haricinde, ruhsatlar

1

bir defa yenilendikten sonra sinirsiz gegerli olacaktir.’

Bu boliimde, AB’nde 1 Kasim 2005 tarihinden itibaren gecerli olacak yeni sistemi
getiren diizenlemelerin veri korumasina dogrudan ya da dolayli olarak etki eden hiikiimleri
kisaca incelenmistir. Komisyon tarafindan Onerilen bu diizenlemelerin bir amacinin da
Avrupa ila¢ sanayiinin diinya Olgeginde yitirdigi rekabet avantajina yeniden kavusmasi
oldugu bir ¢ok ortamda ifade edilmistir. Yeni diizenleme ile getirilen bazi hiikiimlerle, AB

ila¢ sanayii diinyadaki bir ¢ok iilkedeki rakiplerinden daha avantajli bir duruma gelmektedir.

3. AB’NE YENI KATILAN ULKELERDE VERI KORUMASINA ILiSKIN
DUZENLEMELER

AB’nin iiye sayis1 1 Mayis 2004 tarihinden itibaren katilan 10 yeni iilke ile beraber 25
liyeye ulagsmistir. Yeni katilan bu iilkeler; Cek Cumhuriyeti, Estonya, Macaristan, Letonya,
Slovak Cumbhuriyeti, Kibris Rum Kesimi, Litvanya, Malta, Polonya ve Slovenya’dir.

Bulgaristan ve Romanya 2007’de {iye olacak olup, Tiirkiye ise aday {ilke konumundadir.

Veri korumasina iligkin olarak, yeni liye olan tiim {ilkelerde 2001/83/EC sayili
direktifte yapilan son degisiklikler dncesinde ongoriilen koruma siireleri uygulanmaktadir.
Yeni mevzuata uyum igin ise bir gecis siiresi olabilecegi yoniinde yaklasimlar bulunmaktadir.

Yeni liye iilkeler, halihazirda 6 yil olan veri koruma siiresinin 4 y1l daha uzatilmasinin ulusal
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saglik biit¢elerine zarar verecegi yoniinde fikir birligine varmistir. Nitekim, 5 Eylil 2003
tarihinde 10 yeni iiye iilkenin yaymladiklari bildiri>> (Milan Declaration) ve 26 Kasim 2003
tarithinde bu tlkelerden 94 go6zlemci tarafindan Avrupa Parlamentosuna gonderilen
dilekgede™; yeni diizenlemenin taslak ¢aligsmalar1 esnasinda heniiz {iye olmadiklar i¢in aktif
bir katilim saglayamadiklarindan, 6zellikle veri korumasina getirilen ek koruma siirelerinin
zaten hassas olan ila¢ sanayilerini olumsuz etkileyecegi, ulusal saglik sigorta sistemlerine
daha fazla yiik getirecegi, toplumun ilact temin etme ve bedelini 6demede sorunlarla
karsilagsacagindan bahisle veri koruma siiresinin yeni iiyeler i¢in 6 yil olarak muhafaza
edilmesi talep edilmektedir. Bu belgelerde ayrica, bu iilkelerde jenerik ilaclarin tiim regeteli
ilaglar igerisindeki oraninin hacimsel olarak % 70 oldugu ancak, ila¢ harcamalarinin ise
sadece % 30’una kars1 geldigi belirtilmektedir. Giiclii bir jenerik sektoriin yeniligi uyarict
oldugu, yeni gelistirilen ilaclarin satin alinmasi icin biitcelerde imkan yaratti§i, jenerik
ilaclarin saglik harcamalarini azaltict politikalarda hayati 6nem tagidig1 ve ulusal geri 6deme

sistemlerinin temelini olusturdugu ifade edilmektedir.

AB Komisyonu, yeni iiye iilkelere Katilim Antlagsmalari’nda yer alan hiikiimler
cercevesinde, yeni diizenlemelere uyum igin bir gegis siiresi talebi yapma imkani vermis
bulunmaktadir. Bu kapsamda ilk olarak Nisan 2004’te Polonya hiikiimeti’’, AB’nin ilaclara
iliskin yeni diizenlemesinde yer alan veri korumasina iliskin hiikiimlerinin uygulanmasi igin
15 yillik bir gecis siiresi talebinde bulunmustur. Diger {ilkelerden Malta 15 yil, Macaristan 10

yil, Slovenya ve Slovakya ise 4 y1l olmak iizere gegis siireleri talep etmistir*®.

AB iilkelerinden Avusturya, Danimarka, Finlandiya, Yunanistan, Irlanda, Portekiz ve

Ispanya’da 6 yil; Belgika, Almanya, Fransa, italya, Liiksemburg, Hollanda, Isve¢ ve

% “The Acceding Countries Declaration”, 5 September 2003.
3¢ “Petition to the European Parliament”, 26 November 2003.
37 “Pharmaceuticals; Poland is the first to request transition period on data protection”, Health & Pharma,
Euractiv.com Portal-news nr 1507517, 8 April 2004, http://www.euractiv.com

“Government seeks 15-year transition period on EU pharmaceutical law”, Warsaw Business Journal, 7 April
2004, http://www.wbj.pl/?command=article&id=22008&
3% «“What the EU Pharmaceutical Review Legislation Means for the New Member States”, Hogan&Hartson,
http://www.hhlaw.com/articles/1815 EU%20Accession%20Guide%20-
%20EU%20Pharmaceutical%20Review%20L egislation%20April%202005.pdf
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Ingiltere’de 10 yil olarak veri koruma siireleri mevcuttur’”. Yunanistan, Portekiz ve
Ispanya’daki veri korumasi patent koruma siiresinin sonuna kadar uygulanmaktadir*’. Yeni
diizenleme ile biitiin iilkeler mevzuatlarin1 uygulamanin baslayacagi tarih olan 1 Kasim
2005’e kadar degistirmek durumundadir. Sadece yeni katilan 10 {lkenin durumu netlik
kazanmamigtir. Yukarida anlatilanlar cergevesinde bu {ilkelere son diizenlemedeki veri
koruma stireleri i¢in bir gegis siliresi taninip taninmayacagi hususunda belirsizlik
bulunmaktadir. AB Komisyonunca yapilacak degerlendirmenin Eylil 2005’ten &nce

sonuclanmasi beklenmemektedir.

Yeni katilan 10 iilkede veri korumasina iliskin diizenlemeler katilim Oncesi siirecte
gergeklestirilmistir. Uyelik dncesinde tiim iilkelerde 6 ile 10 yillik koruma siireleri getirilmis,
sadece Polonya bu siireyi 3 yil olarak devam ettirmistir. Macaristan, Litvanya, Polonya,
Slovenya’da patentle baglantili veri korumasi vardir. Yapilan diizenlemeler iilke bazinda

asagida verilmektedir.

Cek Cumbhuriyeti’nde, 1997 tarihli ilag Yasas1 (Article 32 of Law No. 79/1997 Col.
on Pharmaceuticals’') ile, 1 Ocak 1998 tarihinden itibaren 6 yillik veri korumas: getirilmistir.
Cek Cumhuriyeti’nin bu alanda AB’ne yiikiimliiligi 65/65/EEC sayili Direktifle uyumlu veri
korumasinit 1 Ocak 1997 tarihinden itibaren saglamaktir. Yapilan diizenleme ile, AB’ndeki
sisteme gore merkezi ruhsatlandirmaya tabi yiiksek teknoloji triinii ilaglara 10 yil, diger

iiriinlere ise 6 y1llik bir veri koruma siiresi uygulamasi baslatilmistir*”.

Macaristan’da veri korumasina iliskin diizenleme AB mevzuati (65/65/EEC sayili

Direktif) ile uyumlu bir sekilde, 12/2001 say1li Saglik Bakanligi Karari’nda yer almustir™. 12

** Data Exclusivity and Market Protection, http://www.egagenerics.com/gen-dataex.htm

%0 “The Impact of the EU-Enlargement on the Pharmaceutical Industry”, Alexa von Uexkiill, Vossius and
Partner, 4 May 2004, http://www.voissiusandpartner.com/eng/publication/impact_eu-enlargement.html

# Review of Legislation, Czech Republic, TRIPS Council, IP/Q3/CZE/1, 17 December 1997.

*2 http://www.cptech.org/ip/health/phrma/nte-99/czech.html

# «Striking New Balances: The Protection of Pharmaceuticals and the Future of the Industrial Property System
in Europe, A Central and Eastern European Perspective”, Fiscor, M.Z., Vice-President, Hungarian Patent
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Nisan 2001 tarihinde yayimlanan ve 12 Haziran 2001 tarihinde yiirlirliige giren bu Karar’a
gore veri korumasi fiili olarak 1 Ocak 2003 tarihinde baglayacak ve bu tarihten sonra
baslatilan ruhsatlandirma prosediirlerine uygulanacaktir. Ancak, geriye doniik bir uygulama
olarak Karar’in yayimlandigi 12 Nisan 2001 tarihinden sonra ruhsat bagvurusu yapilan tiim
tiriinlere uygulanmasi hiikmii getirilmis, ancak bu uygulama basarili olamamistir. AB’nde
oldugu gibi merkezi ruhsatlandirma prosediiriiniin uygulanacagi yiiksek teknoloji iiriinlerinde
10 yi1l olan veri korumasi, diger iiriinlerde 6 yil olarak belirlenmis ve patent siiresi ile sinirh

tutulmustur.

Polonya’da 15 Aralik 1993 tarihli diizenlemeyle ilaglarda 3 yillik bir veri koruma
siiresi uygulanmaktadir*. AB mevzuatina uyum kapsaminda tiim ila¢ mevzuati 6 Eyliil 2001
tarihli yasa (Art.3 of the Act of 6th September 2001 introducing the Pharmaceutical Law, Act
on Medical Devices and Act on the Office for Registration of Medicinal Products, Medical
Devices and Biocides™) ile degistirilmistir. S6z konusu yasa 1 Nisan 2002 tarihinde
ylriirliige girmis ve veri korumasi alaninda Polonya tam iiye oluncaya kadar 3 yillik koruma
stiresinde herhangi bir degisiklik getirmemistir. Veri koruma siiresi, ilacin diinyanin herhangi
bir iilkesinde ilk ruhsat aldig tarihten baglatilmaktadir ve bunun gergekte 3 yildan daha az bir
koruma siiresine karsi geldigi seklinde yorumlanmaktadir®®. Tam iyelik ile AB
mevzuatindaki 6-10 yillik koruma siireleri AB’de ilk ruhsatlandigi tarih itibariyle {iriiniin

patent siiresiyle baglantili olarak uygulanmaya baslamistir.

Slovenya’da yeni Tibbi Uriinler Yasasi’nda (Slovenian Medicinal Law) veri

korumasina iligkin hiikiimler getirilmistir. Gizli verilerin korunmasi 6 yil ile ve patent koruma

Office, International Conference on Intellectual Property, The Internet, Electronic Commerce and Traditional
Knowledge, WIPO/ECTK/SOF/01/2.2, May 2001.

* “Preparing for Enlargement by Revising the Rules: An Opportunity for Self-Medication”, AESGP Members’
Meeting, Warsaw, 30-31 January 2002, http://www.aesgp.be/Warsaw2002/WarsawJan2002.pdf
 “Parliamentary Legislative Procedures”, Request No 084 “Pharmaceutical Law-Treaty of Accession”, August
2003, http://www]1.ukie.gov.pl/HLP/files.nsf/ 0/e16a25fd53e9f64ac1256e840036da42?OpenDocument

% http://www.ustr.gov/assets/World_Regions/Europe_Mediterranean/European_Union/asset_upload-

file21 4196.pdf

42


http://www.aesgp.be/Warsaw2002/WarsawJan2002.pdf
http://www1.ukie.gov.pl/HLP/files.nsf/ 0/e16a25fd53e9f64ac1256e840036da42?OpenDocument
http://www.ustr.gov/assets/World_Regions/Europe_Mediterranean/European_Union/asset_upload-file21_4196.pdf
http://www.ustr.gov/assets/World_Regions/Europe_Mediterranean/European_Union/asset_upload-file21_4196.pdf

[sikli Ilaglarda Test ve Deney Verilerinin Korunmasi: Avrupa Birlgi’'nde Yeni Sistem

stiresiyle sinirlandirilmistir’. Veri korumasimna iliskin diizenleme 2000 yilinda yapilmis
olmasina ragmen, fiili olarak Mart 2002 tarihinde uygulamaya ge¢ilmistir. Veri korumasinin
baslangici olarak, Slovenya’da ya da AB iilkelerinden herhangi birindeki (hangisi daha

erkense) ruhsatlandirma tarihi esas alinmstir®.

Estonya’da veri korumasina iligkin diizenleme, 1996 tarihli ruhsatlandirmaya iliskin
yonetmeligi degistiren 26 Subat 2001 tarih ve 25 sayili Yonetmelik ile yapilmis ve AB
mevzuatina uyumlu 6 ve 10 yillik veri koruma siireleri getirilmistir49 (Regulation No. 25 of
the Minister of Social Affairs of 26 February 2001, amending the Regulation No. 13 of the
Minister of Social Affairs of 29 March 1996 on the Procedure for Registration of Medicinal

Products and Approval of Variations to the Terms of Registered Medicinal Products).

Slovak Cumhuriyeti’nde, 1998 tarihli ilaglar ve Tibbi Cihazlar Yasasi’nda (Act No.
140/1998 Coll. on Medicines and Medical Devices) 2000 yilinda yapilan degisiklikle (Act
No. 119/2000 Coll.) 6 y1l siireli veri korumasi getirilmistir’®. Ayn1 yasada daha sonra yeniden
yapilan degisiklik Aralik 2001°de yiiriirliige girmis ve yiiksek teknoloji {iriinii ilaglar i¢in 10
yil veri korumasi getirmistir’'. Bu yasadaki son degisiklik 1 Agustos 2003 tarihinde yapilmig

ve AB mevzuatina tam uyum saglanmlstu5 2,

Litvanya-AB Ortaklik Anlagmasi (Association Agreement) 65/65/EEC Direktifin

uygulamasini da icermekte olup 10 yillik veri korumasi 1 Ocak 2000 tarihine kadar yiiriirliige

4 http://www.cptech.org/ip/health/phrma/nte-99/slovenia.html

* PhRMA “Special 3017 Submission, 2004, p:127.

* Review of Legislation, Estonia, TRIPS Council, IP/Q/EST/1, IP/Q2/EST/1, IP/Q3/EST/1, IP/Q4/EST/1, 29
March 2001.

>0 http://www.foreign.gov.sk/En/files/add.php3 ?text=Slovakia%20and%20EU&file=eu_pozle.html

>1 <2002 Regular Report on Slovakia’s Progress towards Accession- Chapter 1:Free Movement of Goods”,
http://www.fifoost.org/slowakei/EU_Slovakia 2002/node36.php

>2 http://www.safs.sk/En/presscenter_06.html
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girecektir’®. Ancak bu tarih realize edilememistir. 22 Aralik 2001 tarih ve 669 sayili Karar ile

AB mevzuatima uyumlu veri koruma uygulamasi 1 Mart 2003 tarihi itibariyle baslatilmigtir™*.

Letonya’da 20 Ocak 1998 tarih ve 24 sayili Ilag ve Tibbi Uriinler Tesciline iliskin Genel
[lkeler’inde yer alan veri korumasima 2000 yilinda yapilan diizenleme ile agiklik getirilmis ve

AB mevzuatma uyumlu 6-10 y1l siireli veri korumasi saglanmistir>.

AB’NE ADAY ULKELERDE VERI KORUMASI

Romanya’da ilaclara iligkin olarak AB iiyeligi gozetilerek 1999 yilinda baglatilan
yeni diizenlemeler, ruhsatlandirma islemlerinden ilaclarin gozetimine, kalite degerlendirme
ve veri korumasina yonelik bir dizi tedbiri igermektedir (Government Emergency Ordinance
No 152/1999) . Veri korumasina iliskin diizenleme ise ilk olarak 2.3.2001 tarihli ve 3 sayili
Karar ile, daha sonra da bu Karar1 degistiren 17.5.2002 tarih ve 12 sayili Karar ile yapilmis
ve AB mevzuatina uyumlu veri korumasi getirilmistir (Decision No. 3/02.03.2001 regarding
the approval of Regulations on data exclusivity for medicinal products for human use-
Modified by Decision No. 12/17.05.2002). Ancak, veri korumasi uygulamasina 14 Nisan
2004 tarihinde, 152 sayili Karar’in yeni 23.1 maddesiyle beraber (Ordinance No 152 of
October, 1999) baslanilmistir'’. Bu kapsamda, 6 yillik veri korumasi (yiiksek teknoloji
iriinler i¢cin 10 yil), orijinal ila¢ iirlinlinlin AB’de ya da firetildigi iilkede alinan ruhsat

tarihinden itibaren baglamaktadir.

33 http://strategis.ic.gc.ca/epic/internet/inimr-ri.nsf/en/gr-84232¢.html

> Medford-Rosow T., Williams C.A., “A Review of Existing Data Exclusivity Legislation in Selected
Countries”, Third Revised Version, January 2004, Intellectual Property Institute, London.

55 Review of Legislation, Latvia, TRIPS Council, IP/Q/LVA/1/Add.1, IP/Q2/LVA/1/Add.1,
IP/Q3/LVA/1/Add.1, IP/Q4/LVA/1/Add.1, 26 May 2000.

%6 “Romania’s Position Paper”, Conference on Accession to the European Union, CONF-RO 52/01, Brussels, 14
December 2001, p:16-21, http://www.mie.ro/Negocieri/English/position_doc/CAP01-DP%?20eng.doc

7 “A Guide to Patent Infringement Legislation”, Oproiu M., Vasilescu R., Managing Intellectual Property,
Supplement-IP at the border 2005.
http://www.managingip.com/includes/supplements/PRINT.asp?SID=495086&I1SS=14231&PUBID=199

44


http://strategis.ic.gc.ca/epic/internet/inimr-ri.nsf/en/gr-84232e.html
http://www.mie.ro/Negocieri/English/position_doc/CAP01-DP eng.doc
http://www.managingip.com/includes/supplements/PRINT.asp?SID=495086&ISS=14231&PUBID=199

[sikln Ilaglarda Test ve Deney Verilerinin Korunmasi: Avrupa Birlgi’nde Yeni Sistem

Bulgaristan’da veri korumasina iligskin diizenleme 2002 yilinda yapilmis ve 1 Ocak
2003 tarihinden itibaren de yiiriirliige girmistir’®. 1995 tarihli Bulgaristan ila¢ ve Eczaneler
Yasast®’, Subat 2000 ve Aralik 2002 tarihlerinde degisiklige ugramus ve son degisiklikte,
gecerli bir patentle baglantili 6 yillik veri korumasi ile patent siiresinin bitiminden 2 y1l once

yapilan klinik deney ve uygulamalar1 kapsayan Bolar hitkmii getirilmistir®.

Hirvatistan’da AB  mevzuatina uyumlu bir veri koruma uygulamasi

bulunmamaktadir.

*¥ Bulgaria Country Commercial Guide FY 2004: Invest Climate
http://strategis.ic.gc.ca/epic/internet/inimr-ri.nsf/en/gr121087¢.html

> Bulgarian Law of Medicines and Pharmacies in Human Medicine, generally referred to as Drug Act, State
Gazette No. 36/1995.

8 «“Economic and Legal Framework for Non-Prescription Medicines”, Country Profiles, Bulgaria, The
Association of the European Self-Medication Industry, June 2004,
http://www.aesgp.be/CountryProfiles/Bulgaria2004.pdf
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BOLUM III. TURKIYE’DE VERIi KORUMASI

1. AB iLE ILISKILER KAPSAMINDA YUKUMLULUKLER

1. Tiirkiye-AB Giimriik Birligi Anlagsmasi

Tirkiye ile Avrupa Birligi (AB) arasinda Giimriik Birligi kurulmasini diizenleyen 22
Aralik 1995 tarih ve 1/95 sayili Ortaklik Konseyi Karari, 1 Ocak 1996 tarihinde yiiriirliige
girmistir. 1/95 sayili Kararm KISIM I, BOLUM II’si miktar kisitlamalarmin ve es etkili
tedbirlerin kaldirilmasi ile ilgili hiikiimleri kapsamaktadir. Bu bolimde Madde 8 paragraf 1
ile, Kararin yiiriirliige girmesinden itibaren bes yil icerisinde Tiirkiye’nin, ticarette teknik
engellerin kaldirilmasi1 konusundaki Topluluk araclarini kendi i¢ yasal diizenlemelerine dahil
edecegi; paragraf 2 ile de, bu araglarin listesi ve bunlarin Tiirkiye tarafindan uygulanma
kosul ve kurallarinin Kararin yiirlirliige girmesinden itibaren bir yil igerisinde Ortaklik

Konseyi Karari ile belirlenecegi ifade edilmektedir.

Bu c¢ercevede Tiirkiye tarafindan uyumlastirilacak s6z konusu teknik mevzuati
uyumlastiracak kamu kurum ve kuruluglarimi belirleyen 97/9196 sayili Bakanlar Kurulu
Karar1 29 Nisan 1997 tarihli Resmi gazetede yayimlanmistir. Bu kararin eki listede 13.
maddede Tibbi Uriinler altinda “a)Beseri Ilaglar” alanindaki teknik mevzuatin Saglik
Bakanlig1 tarafindan uyumlastiracagi belirtilmektedir. Diger taraftan mevzuatin ayrintili
listesi ise, 21 Mayis 1997 tarith ve 2/97 sayili Ortaklik Konseyi Karar1 (EK II) ile
belirlenmistir. Buna gore, test verilerinin korunmasina iligkin mevzuati belirleyen 65/65

sayil1 Direktif listenin ilk sirasinda yer almaktadir.
Boylelikle, veri korumasina iligkin AB’ndeki sisteme uyumlu diizenleme yapma

yiikiimliliiglimiiz teknik mevzuat uyumu kapsaminda 1 Ocak 2001 tarihi itibariyle baglamis

bulunmaktadir.
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2. 2003 Tiirkiye Ulusal Programi

2003 yilinda gozden gecirilerek yeniden olusturulan Tiirkiye Ulusal
Programi’nda test verilerinin korunmasina yonelik olarak yer alan hiikiim su

sekildedir:

ONCELIK 5.3 Sinai Miilkiyet Haklar

“Ilaveten, ilaclardaki test verilerinin korunmasi (veri imtiyazi) konusunda Mart
2003 tarihinde Avrupa Komisyonuna bir eylem plani verilmistir. Buna gore,
tilkemizin yol haritasimin belirlenmesinde ilk adimi tegkil edecek olan ve bu
yiiktimliigiiniin getirecegi mali yiikiin boyutlarini ortaya koymayr hedefleyen
sektor raporu tamamlanmistir. Sektor raporu, Avrupa Komisyonu uzmanlari ile
degerlendirilecek ve bu gercevede mevzuat yontinden ihtiya¢ duyulan degisiklik
calismalart baslatilacaktir. Bu ¢alismalarin 2003-2004 yasama doneminde

tamamlanmasi ongoriilmektedir.”

3. 2003 Katilim Ortakligi Belgesi

Katilim Ortaklig1 Belgesi’nde kisa vadede veri korumasina iliskin asagidaki hiikiim

yer almaktadir:
KISA VADE:

“Eczacilik tiriinleri konusundaki fikvi miilkiyet haklari mevzuati dahil olmak
tizere, fikri ve sinai miilkiyet haklart alamindaki miiktesabata uyumun

tamamlanmasi ve korsanlik ve sahtecilik ile miicadelenin giiclendirilmesi.”
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2. YASAL DUZENLEMELER

2.1. Patent Haklarmmin Korunmasi Hakkinda 551 sayih Kanun Hiikmiinde

Kararname

Tiirkiye’de 1 Ocak 2005 tarihinden once, veri korumasi ile ilgili tek 6zel diizenleme
1995 tarihli Patent Haklarinin Korunmasi Hakkinda 551 sayili Kanun Hiikmiinde Kararname
(KHK) olmustur. KHK’nin “Patent Basvurusu veya Patentten Dogan Koruma Kapsami ve
Istem veya Istemlerin Yorumlanmasi” baslhkli 83. Maddesinin 3. paragrafinda yer alan

hiikiim asagidaki sekildedir:

“Patent bagvurusu yapilmis olan beseri, veteriner ve zirai ilaglarin imalat ve
satis ruhsatlarumin tasdiki icin ilgili makamlarca talep edilen ve yaratiimalar: ve
birikimleri onemli bir gayret ve masraf gerektiren ve sahipleri tarafindan umuma
agtklanmamis olan bilgi ve test sonuglart talep sahibi makam tarafindan gizli
tutulur. Bilgi ve test sonug¢larini talep eden makam bunlarin haksiz kullaniminin

onlenmesi igin gerekli onlemleri alir.”.

Gortilecegi lizere mevzuatimizda veri korumasina iligkin hiikiim AB’nde oldugu gibi
ruhsatlandirma siirecinde degil, patentlendirme siirecinde ele alinmis ve sedece patent
korumasi ile baglantili ilag tUriinleri i¢in diizenlenmistir. Veri koruma sisteminde uygulayici
kurum Tiirk Patent Enstitlisi (TPE) degil Saglik Bakanligi oldugundan ve bu maddeye
aykirilik halinde herhangi bir yaptirim getirilmediginden, bir yasa maddesi olmanin 6tesine
gecemenmistir. Ayrica, bu diizenleme ile herhangi bir siire tespiti de yapilmamis oldugundan
uygulanabilirligi miimkiin olmamis; diger taraftan patent basvurusu bulunmayan ilaglar igin

aciklayict bir hiikiim icermediginden sistemin biitiinliiglinii saglayamamustir.
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2.2. Tibbi Farmasétik Uriinler Ruhsatlandirma Yonetmeligi (2 Mart 1995)

Saglik Bakanlig: tarafindan yiiriitiilen “Tibbi Farmasotik Uriinler Ruhsatlandirma
Yonetmeligi” 2 Mart 1995 tarihli ve 22218 sayilt Resmi Gazete’de yayimlanmis ve 19 Ocak
2005 tarihli “Beseri Tibbi Uriinler Ruhsatlandirma Y®&netmeligi” nin yayimlanmasiyla 1
Ocak 2005 tarihinden itibaren yiiriirliikten kalkmustir. Ilaglarin ruhsatlandirilmas: siirecine
yonelik bir diizenleme olan bu YoOnetmelikte, veri korumasimna iligkin 6zel bir hiikiim
bulunmamakla birlikte “kisaltilmis basvurular” baslikli 9. maddede, ilaclarin ruhsat
bagvurular1 ekinde istenmeyecek durumlar sayilmakta ve bdylelikle test verilerine atifta

bulunulmaktadir. Madde hiikmii su sekildedir:

“Kisaltilmis Basvurular
Madde 9- Asagida belirtilen durumlarin yeterince belgelenmesi ve desteklenmesi
halinde, t1bbi farmasotik iiriine ait farmakolojik ve toksikolojik test sonuglarinin
veya klinik ¢alismalarin basvuru ekinde sunulmasi gerekmeyebilir.
a) Uriiniin, Bakanlikca daha once ruhsatlandirilmis bir diger iiriinle tamamen
ayni (etkin maddeler acgisindan ayni kalitatif ve kantitatif terkibe sahip, ayni
farmasotik formda, ayni yoldan kullanilan ve gerektiginde ilgili yonetmelige gore
biyoesdegerligi kanitlanmis) olmasi,
b) Yaywnlanmig literatiire referans yapilmak suretiyle etkin madde/maddelerin
bilinen bir etkinlige, kabul edilebilir bir emniyete ve yerlesmis bir t1bbi kullanima
sahip oldugunun ispatlanmasti,
Bu durumlarda, basvuru sahibi, iiriiniin etkinlik emniyetine iligkin yaymmlanmag

’

literatiir bilgilerini basvuru ekinde sunmak zorundadir.’
S6z konusu hiikiim, uygulamada orijinal ilag¢ gelistirenlerin test verilerinin jenerik

iireticilerce kullanilmasina, belirlenen kosullar dahilinde herhangi bir engel getirmemekte,

s0z konusu verilerin AB’nde mevcut sistemde oldugu gibi korunmasini saglamamaktadir.
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2.3. Beseri Tibbi Uriinler Ruhsatlandirma Yénetmeligi (19 Ocak 2005)

2 Mart 1995 tarihli Tibbi Farmasétik Uriinler Ruhsatlandirma Yénetmeligi, 19 Ocak
2005 tarihli ve 25705 sayili Resmi Gazete’de yaymmlanan “Beseri Tibbi Uriinler
Ruhsatlandirma Yonetmeligi” ile yiirtirlikten kaldirilmistir. Yonetmeligin veri korumasi
hiikiimlerini igeren 9. maddesi 1 Ocak 2005 tarihi itibariyle, diger maddeleri ise 30 Haziran
2005 tarihi itibariyle yiiriirliige girmistir. S6z konusu madde “Kisaltilmis Bagvuru” baghigiyla

asagida verilmektedir.

“Kisaltilmis Basvuru

Madde 9- 24/6/1995 tarihli ve 551 sayili Patent Haklarinin Korunmasi
Hakkinda Kanun Hiikmiinde Kararname hiikiimleri sakli kalmak kaydiyla;

a) Yapilacak kisaltilmis  basvurularda basvuru sahibi, asagidaki
hususlardan birinin kanitlanmasi sartiyla, toksikolojik ve farmakolojik testlerin
ve klinik arastirmalarin sonuglarini sunmak zorunda degildir:

1) Tibbi iiriiniin esas itibariyla Tiirkiye'de daha once ruhsatlandirimis bir
tibbi tiriine biiyiik ol¢iide benzer olmasi ve orijinal tibbi tirtine iliskin pazarlama
ruhsati sahibinin, soz konusu basvurunun incelenmesi amaciyla orijinal tibbi
tirtin dosyasinda bulunan toksikolojik, farmakolojik ve/veya klinik referanslarin
kullanilmasina riza gostermesi,

2) Tibbi iiriiniin bilesen veya bilesenlerinin, detayli bilimsel bibliyografi
yvoluyla tespit edilen, makul diizeyde etkinlik ve kabul edilebilir giivenilirlikle
yerlesmis bir tibbi kullaniminin olmasi,

3) Tibbi iiriiniin, yiiriirliikteki mevzuat hiikiimleri uyarinca ruhsatlandirilmis
ve veri imtiyazi stiresini doldurmugs bir tibbi iiriine temelde benzer olmasi. Bu
alt bent ile hiikme baglanan veri imtiyazi siiresi, Giimriik Birligi Alaninda yer
alan iilkelerden birinde 1/1/2001 tarihinden sonra ilk defa ruhsatlandiriimis
orijinal tiriinlerden 1/1/2005 tarihine kadar Tiirkiye'de herhangi bir jenerik

ruhsat bagvurusu yapilmamis olanlar ile Giimriik Birligi Alaninda yer alan
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tilkelerden birinde 1/1/2005 tarihinden sonra ilk defa ruhsatlandirilacak
orijinal iiriinler agisindan gecerli olup, Giimriik Birligi Alamnda ilk defa
ruhsatlandirildigi tarihten baslayarak molekiiliin Tiirkiye'deki patent siiresi ile
surlt olmak iizere 6 (alt) yildir.

Bununla birlikte, piyasaya siiriilmiis tibbi iiriinlerden farkl terapotik
endikasyon, farkl kullamim yolu, farkli doz uygulanmasumin ongoriilmesi
halinde, buna yonelik yapilmis klinik arastirmalarin sonuglari ve eger gerekli
ise toksikolojik, farmakolojik ¢calismalarin sonuglarinin saglanmasi zorunludur.

b) Bilinen bilegenleri iceren, ancak heniiz terapdtik amacglarla, kombine
olarak kullanilmamug, yeni t1bbi tiriinlerin, bu kombinasyonla ilgili toksikolojik
ve farmakolojik testler ve klinik arastirmalarinin sonucglarinin saglanmasi
zorunludur. Ancak her bir bilesene iliskin referanslarin saglanmasi gerekli
degildir.

Bu maddenin birinci fikrasinin (a) bendinin (2) numaralt alt bendine uygun
olarak, yayimlanmis verilere dayanan bibliyografik referanslarin sunulmasi
durumunda, basvurular Ek-1’e uygun sekilde yapilir.

Bakanlik, kamu saghgint ciddi olarak tehdit eden istisnai durumlarda bu
maddedeki hiikiimlerden bagimsiz olarak literatiirde yayimlanan toksikolojik,
farmakolojik ve klinik verilere dair bilgilere dayanarak yapilan jenerik iiriin
ruhsat bagvurularini, bilimsel veriler ve uygulamalar dogrultusunda dikkate

“«“

alabilir.

Maddenin incelenmesinden goriilecegi tizere, Tiirkiye’de 1 Ocak 2005 tarihinden
itibaren baslayan veri korumasi uygulamasi yeni bir takim diizenlemeler getirmektedir.
Yonetmeligin “Dayanak™ bashkli 3. maddesinde, AB’nin beseri tibbi iriinler ile ilgili
mevzuatina uyum saglanmasi amaciyla, 2001/83 sayil1 Direktifine paralel olarak hazirlandig:
belirtilmektedir. Dolayisiyla, veri korumasi yoniinden bakildiginda, séz konusu Direktif’in

10. maddesinde yer alan diizenlemelere esas itibariyle uyumlu bir degisiklik yapilmis ve
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ayrica yeni bazi hiikiimler getirilmistir. Yeni sistemde veri korumasinin ilkeleri (baslangici,

kapsami, yontemi ve siiresi) su sekilde belirlenmistir:

» Veri koruma siiresi 6 yildir.

» Veri koruma siiresi, Giimriik Birligi alaninda yer alan iilkelerden birinde 1 Ocak
2005 tarihinden sonra ilk defa ruhsatlandirilacak orijinal iirlinler icin gegerli
olacaktir.

» Veri koruma siiresi, orijinal Urinin Glimrik Birligi alaninda ilk defa
ruhsatlandirildig: tarihten bagslayacaktir.

» Veri korumasi, orijinal tibbi iirlinlin (molekiiliin) Tiirkiye’deki patent siiresi ile

sinirl olacaktir.

Getirilen bu yeni sistem ile Tiirkiye’de veri korumasi, geriye doniik olarak 1 Ocak
2001 tarihinden itibaren baslatilmis; ancak, Glimriik Birligi Alaninda yer alan iilkelerden
birinde 1 Ocak 2001 tarihinden sonra ilk defa ruhsatlandirilmis orijinal iirtinlerden 1 Ocak
2005 tarihine kadar Tiirkiye’de herhangi bir jenerik ruhsat bagvurusu yapilmamis olanlar

kapsam dahiline alinmustir.
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GENEL DEGERLENDIRME VE SONUC

Bu calismada ilag sanayiinde, kapsami ve uygulama yontemi yoniinden oldukca
tartismali bir konu olan test ve deney verilerinin korunmasi konusu degerlendirilmeye
alinmistir. Diinyada halen bir ¢ok tilkede tartismalar devam etmekte, iilkeler kendi yapilarina
en uygun koruma sistemini getirmeye calismaktadir. Ulkemizin Avrupa Birligi ile iliskileri
cercevesinde son donemde ortaya ¢ikan gelismeler gézoniine alinarak, bu ¢alismada konuya
sadece Avrupa Birligi bakis acisiyla yaklasilmis, AB’nde ortaya ¢ikan degisim ve yakin

gelecekte olusturulacak sistem incelenmeye ¢alisilmistir.

AB’nde ilag sanayiinde yeniden yapilanmaya ve Ozelde veri korumasina yonelik
olarak gerceklestirilen diizenlemelerin etkilerinin ne olacag fiili olarak 2005 yili sonundan
itibaren uygulama ile birlikte ortaya ¢ikacaktir. Sanayiinin rekabet giiclinlin artirilmasi, Ar-
Ge faaliyetlerinin daha ileri diizeye getirilmesi ve ileri diizey saglik hizmetlerinin saglanmasi
hedeflerine ne Olclide ulasilacagi Avrupa yetkililerinin yakindan izleyecekleri temel
faktorlerdir. Veri koruma sisteminde yeni yaklasim ile orijinal ve jenerik ilaglar arasinda
“kazan-kazan” ilkesi ile yaratilmaya calisilan dengenin olumlu sonuglar vermesi
beklenmekte, ancak yasal diizenlemelerin tek basina yeterli olmadigi, sahip olunan anlayis ve

uygulama yontemlerinin daha etkili oldugu iizerinde 6nemle durulmaktadir.

AB’nde yasanan bu degisimin yanisira, iilkemizde de veri korumasi alaninda yeni bir
sistem olusturulmus bulunmaktadir. Bu yeni diizenleme ile, test ve deney verilerinin
korunabilirligi saglanmis, AB ile uyum siirecinde 6nemli bir adim atilmis olmaktadir. Ilaglara
yonelik mevzuatimizin AB ile iiyelik miizakereleri ¢ergevesinde yeniden gézden gegirilecegi
ve bazi degisikliklere ugrayacagi bilinmektedir. Bu kapsamda; AB’nde oldugu gibi
tilkemizde de, ila¢ sanayiinde bir gézden gecirme siirecinin baslatilmasi ve sistemi etkileyen
unsurlarin (sanayii, saglik ve fiyatlandirma politikalari, 6deme sistemleri, vb.) bir biitlinliik
icerisinde ele alimmasinda sonsuz yarar vardir. Boylelikle iilkemiz, insan sagliginin

iyilestirilmesi temel hedefini benimseyen, Ar-Ge faaliyetlerine 6nem veren, fikri haklar
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sistemininin tiim imkanlarindan yararlanan gii¢lii bir ila¢ sanayii sayesinde sahip oldugu

potansiyeli daha fazla degerlendirebilecektir.
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EK:1. AB’'DE iLAC MEVZUATININ YASALASMA SURECI

TARIH YASAMA SURECI

8 Temmuz 2001 | Avrupa Komisyonu gézden gecirme tekliflerini iletmistir.

26 Kasim 2001 | Komisyon teklifleri kabul etmistir.

23 Ekim 2002 Arupa Parlamentosunda i1k Goriisme(First Reading)
tamamlanmustir.

10 Aralik 2002 | Komisyon Tiiziik taslagindaki degisiklik onerilerini kabul
etmistir.

3 Nisan 2003 Komisyon Direktif taslaklarindaki degisiklik dnerilerini kabul
etmistir.

29 Eyliil 2003 Konsey ortak bir tutum (Common Position) belirlemistir.

27 Kasim 2003 | Parlamento Komitesi Ikinci Gériismedeki (Second Reading)

degisiklik onerilerini kabul etmisgtir.

11 Aralik 2003

Biitiin ikinci goriisme degisiklik onerilerinin son tarihidir. Konsey
ve Parlamento arasinda fikir birligine varilan degisiklik paketi
iizerinde uzlagma saglanmstir.

1 Kasim 2005

17 Aralik 2003 | Parlamento oylama oturumunda ikinci goériismedeki uzlasma
paketine destek vermistir.
31 Mart 2004 Tiziik ve Direktifler yasalagsmistir.

Direktifler ulusal yasalara aktarilacaktir.

Kaynak: “European revisions offer new freedoms for generics”, Generics Bulletin, 16 January 2004.
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EK:2. AB ULKELERI VE ADAY ULKELERDE VERI KORUMASINA ILiSKIN

MEVZUAT

ULKE SURE YASAL DAYANAK

BELCIKA 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

DANIMARKA 6-10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

FINLANDIYA 6-10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

FRANSA 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

ALMANYA 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

YUNANISTAN 6-10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

IRLANDA 6-10 YIL DIREKTIF 2001/83, MD.10(1)(a)(III)

ITALYA 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

LUKSEMBURG 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(III)

HOLLANDA 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

PORTEKIZ 6-10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

ISPANYA 6-10 YIL DIREKTIF 2001/83, MD.10(1)(a)(III)
1993 TARIHLI YASA

ISVEC 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(III)

INGILTERE 10 YIL DIREKTIF 2001/83, MD.10(1)(a)(I1I)

CEK CUMHURIYETI 6-10 YIL 79/1997 SAYILI ILAC YASASI, MD.(32) (1998°de
basladi)
147/1996 SAYILI BITKISEL TIBBI TEDAVI
YASASI, MD.20

ESTONYA 6-10 YIL RUHSATLANDIRMA YONETMELIGI, MD.2

MACARISTAN 6-10 YIL 12/2001 SAYILI TIBBI URUNLERIN TESCILI VE
RUHSATLANDIRILMASI KARARI (1 Ocak 2003’te
bagladi)

LETONYA 6-10 YIL 20 OCAK 1998 TARIH ve 24 SAYILI ILAC ve TIBBI
URUNLERIN TESCILINE ILISKIN GENEL
ILKELER, MD.17

POLONYA 6-10 YIL DIREKTIF 2001/83, MD.10(1)(a)(III) ve 2001
TARIHLI ILAC YASASI (Uye oluncaya kadar veri
korumasi 3 y1l olarak uygulanmistir)

SLOVAK CUMHURIYETI 6-10 YIL 140/1998 SAYILI ILAC KARARNAMESI

SLOVENYA 6-10 YIL TIBBI URUNLER YASASI, MD.15

LITVANYA 6-10 YIL 22/12/2001 TARIH VE 669 SAYILI KARAR (1 Mart
2003 te bagladi)

HIRVATISTAN Siire ILAC VE TIBBI URUNLER YASASI, MD.15

belirtilmemis

ROMANYA 6-10 YIL 2/3/2001 TARIH VE 3 SAYILI KARAR (14 Nisan
2004’te bagladi)

BULGARISTAN 6-10 YIL ILAC VE ECZANELER YASASI, MD.18 (1 Ocak

2003’te bagladi)

Kaynak: -Medford-Rosow T., Williams C.A., “A Review of Existing Data Exclusivity Legislation in
Selected Countries”, Third Revised Version, January 2004, Intellectual Property Institute, London.
-“Developments in Intellectual Property Protection 2002-2003”, Office of the United State Trade
Represantative, May 1, 2003, http://www.ustr.gov/reports/2003/developments.pdf.

- Review of Legislation, Latvia, TRIPS Council, IP/Q/LVA/1/Add.1, IP/Q2/LVA/1/Add.1,
IP/Q3/LVA/1/Add.1, IP/Q4/LVA/1/Add.1, 26 May 2000.
- Review of Legislation, Czech Republic, TRIPS Council, IP/Q3/CZE/1, 17 December 1997.
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EK:3. BESERI TIBBi URUNLER RUHSATLANDIRMA YONETMELIGI

Resmi Gazete
Tarih: 19.1.2005; Sayi: 25705

BIRINCI BOLUM
Amag, Kapsam, Dayanak ve Tamimlar

Amacg

Madde 1- Bu Yonetmeligin amaci; beseri tibbi {iriinlerin istenen etkinlik ve giivenilirlige,
gereken kaliteye sahip olmalarini saglamak iizere, ruhsatlandirma islemlerinde uygulanacak
usul ve esaslar ile ruhsatlandirilmig beseri tibbi tiriinlere iligkin uygulamalar1 belirlemektir.

Kapsam

Madde 2- Bu Yonetmelik, beseri kullanim i¢in endiistriyel olarak {iretilen veya ithal
edilen beseri tibbi iirlinler ile bunlar i¢in ruhsat bagvurusunda bulunan ve/veya ruhsat
verilmis olan gergek ve tiizel kisileri kapsar.

Ancak;

a) Sadece bir hasta icin regeteye gore eczanede hazirlanan ve yaygin olarak majistral
formiil ismiyle anilan her tiirlii tiriin,

b) Bir farmakopenin formiillerine uygun olarak eczane tarafindan dogrudan sunulmak
amaciyla hazirlanan ve yaygin olarak ofisinal formiil adiyla anilan her tiirli {irtin,

¢) 29/1/1993 tarihli ve 21480 sayili Resmi Gazete’de yayimlanan ilag Arastirmalart
Hakkinda Yo6netmelik hiikiimleri sakli kalmak kaydiyla arastirma ve gelistirme
calismalarinda kullanilmasi amaglanan tibbi iiriinler,

d) Yetkili tiretici tarafindan ileri islemlerde kullanilmas1 amaglanan yart mamul iiriinler,

e) Kapali kaynak halinde hazirlanan her tiirlii radyontiklidler,

f) Insan kaynakli tam kan, plazma veya kan fraksiyonlari,

bu Yoénetmeligin kapsami disindadir.

Dayanak

Madde 3- Bu Yonetmelik; 14/5/1928 tarihli ve 1262 sayili Ispengiyari ve Tibbi
Miistahzarlar Kanununa, 7/5/1987 tarihli ve 3359 sayili Saglik Hizmetleri Temel Kanunun
3/k maddesine, 23/6/1983 tarihli ve 2857 say1l1 Kan ve Kan Uriinleri Kanununun 8 inci
maddesine ve 13/12/1983 tarihli ve 181 sayili Saglik Bakanliginin Teskilat ve Gorevleri
Hakkinda Kanun Hiikmiinde Kararnamenin 43 {incii maddesine dayanilarak;

Avrupa Birligi’nin beseri tibbi {iriinler ile ilgili mevzuatina uyum saglanmasi amaciyla,
2001/83/EC sayil1 beseri tibbi tiriinler hakkindaki direktifine paralel olarak hazirlanmistir.
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Tammlar

Madde 4- Bu Yonetmelikte gecen;

a) Bakanlik: Saglik Bakanligini,

b) Kanun: 1262 say1il1 ispengiyari ve Tibbi Miistahzarlar Kanununu,

¢) Beseri Tibbi Uriin/Uriin : Hastalig1 tedavi etmek ve/veya dnlemek, bir teshis yapmak
veya bir fizyolojik fonksiyonu diizeltmek, diizenlemek veya degistirmek amaciyla, insana
uygulanan dogal ve/veya sentetik kaynakli etkin madde veya maddeler kombinasyonunu,

d) Ruhsatli Beseri Tibbi Uriin: Bakanlik¢a onaylanmus, kullanima hazir sekilde, 6zel bir
ambalajda ve belirli bir isim ile pazara sunulan beseri tibbi {iriinii,

e) Madde: Kaynagi insan (insan kan1 ve insan kanindan elde edilen iiriinler), hayvan
(mikroorganizmalar, biitiin hayvanlar, organ pargalari, hayvan salgilari, toksinler, 6zler, kan
tiriinleri), bitki (mikroorganizmalar, bitkiler, bitkilerin bdliimleri, bitki salgilari, bitki 6zleri),
kimyasal (elementler, dogal olarak olusan kimyasal materyaller, kimyasal degisiklik ya da
sentez yoluyla elde edilen kimyasal iiriinler) olabilen her tiirlii maddeyi,

f) Immiinolojik Uriin: Kolera, BCG, polio ve ¢igek asilari gibi aktif bagisiklik saglayan
ajanlar; tiiberkiilin ve tiiberkiilin PPD, brusella, Schick ve Dick testleri dahil bagisiklik
durumunu teshis etmek i¢in kullanilan ajanlar ve difteri antitoksini, anti-¢i¢cek globulini,
antilenfotik globulin gibi pasif bagisiklik saglamak icin kullanilan ajanlar1 igeren tiim asilar,
toksinler ve serumlar ile allerjen bir ajana kars1 kazanilan spesifik immiinolojik cevabi
degistirmek veya tanimlamak niyeti ile kullanilan allerjen {iriinlerden olusan beseri tibbi
driinleri,

g) Radyofarmasotik: Tibbi amacla kullanilmak iizere hazirlanilan ve kullanima hazir
oldugunda, yapisinda bir veya birden fazla radyoniiklid igeren {iriinii,

h) Radyoniiklid: Cekirdegi kendiliginden bozunmaya ugrayarak, bir veya birden ¢ok
iyonlagtirici radyasyon yayinlayan radyoaktif nitelikli atomu,

1) Radyoaktif Madde: Bir veya birden ¢ok iyonlastirici radyasyon yayinlayarak
cekirdekleri kendiliginden bozunmaya ugrayan alagim, karisim, ¢ézelti veya bilesik formunda
radyoniiklid iceren maddeleri,

1) Radyoniiklid Jenerator: Yavru bir radyoniiklidden eliisyon yoluyla veya diger bir
yontemle elde edilen radyofarmasoétik iiriinii, radyofarmasotiklerde kullanilan sabit bir ana
radyontiklidle birlestiren her tiirlii sistemi,

j) Radyoniiklid Kit: Bitmis radyofarmasoétik, genellikle kullanimdan 6nce radyoniiklidle
birlesmis veya yeniden olusturulmus her tiirlii preparati,

k) Radyoniiklid Prekiirsor: Uygulamadan 6nce bir bagska maddenin radyoaktif
isaretlenmesi i¢in {iretilen herhangi baska bir radyoniiklidi,

1) Kan Uriinii: Insan kam veya plazmasindan endiistriyel yontemlerle kamu ya da 6zel
kurumlar tarafindan elde edilen ve 6zellikle albumin, immiinoglobulin ve koagiilasyon
faktorleri gibi iiriinleri igeren kan bilesenlerine dayali tibbi {iriinleri,

m) Etkin Madde: Beseri tibbi {iriinlerde kullanilan farmakolojik aktif maddeleri,

n) Yardimc1 Madde: Bir {iriiniin terkibinde yer alan, etkin madde ve maddeler disinda
kalan maddeleri,

0) Baslangic Maddeleri: Bir iiriiniin tiretiminde kullanilan, ambalaj malzemeleri disindaki
her tiirlii maddeleri,

6) Bitmis Uriin: Biitiin iiretim asamalarindan ge¢mis, son ambalaj1 icinde kullanima hazir
lirtinii,
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p) Ruhsatlandirma: Bir iirliniin, pazara sunulabilmesi i¢in Bakanlik¢a yapilan inceleme ve
onay islemlerini,

r) Ruhsat: Bir {iriiniin belirli bir formiil ile belirli bir farmasétik form ve dozda, kabul
edilen {iriin bilgilerine uygun olarak liretilip pazara sunulabilecegini gosteren, Bakanlik¢a
diizenlenen belgeyi,

s) Plazma: Kanin hiicrelerinden ayrildig1 ve i¢inde sadece kan proteinleri bulunan sivi
kismini,

s) Seri: Bir iirliniin iretim sirasinda tek bir liretim dongiisiinde elde edilen ve homojenligin
saglandig1 miktari,

t) TAEK : Tiirkiye Atom Enerjisi Kurumunu,

u) Spesifik Aktivite : Bir radyoaktif maddenin birim kiitlesinin Curie veya Becquerel
cinsinden ifade edilen aktivite yogunlugunu,

) Gluimriik Birligi Alani: Tiirkiye ile Avrupa Birligi arasinda Giimriik Birligini tesis eden
1/95 sayili Ortaklik Konseyi Kararinin 3 iincii maddesinin 3 iincii bendinde tanimlanan
Glimriik Birligi Glimriik Alanini,

v) Orijinal T1bbi Uriin: Etkin madde/maddeler agisindan bilimsel olarak kabul edilebilir
etkinlik, kalite ve giivenlige sahip oldugu kanitlanarak, diinyada pazara ilk defa sunulmak
tizere ruhsatlandirilmis/izin verilmis tiriind,

y) Jenerik Tibbi Uriin: Etkin maddeler agisindan orijinal tibbi {iriin ile ayn1 kalitatif ve
kantitatif terkibe ve ayni farmasoétik forma sahip olan ve orijinal tibbi iiriin ile
biyoesdegerliligi, uygun biyoyararlanim ¢aligsmalari ile kanitlanmis tibbi iirlini,

ifade eder.

IKINCI BOLUM
Ruhsat Basvurusu

Ruhsat

Madde 5- Bu Yonetmelik hiikiimlerine gére Bakanlik tarafindan ruhsatlandirilarak satis
izni verilmeyen hicbir beseri tibbi iirlin pazara sunulamaz.

Ruhsatlandirma islemi; radyoniiklid jeneratorler, radyoniiklid kitler, radyoniiklid
prekiirsorler, radyofarmasotikler ve endiistriyel olarak hazirlanmis radyofarmasoétikler igin de
gecerlidir.

Ulusal mevzuat hiikiimleri uyarinca, radyofarmasotik tibbi tirtinleri kullanmaya yetkili bir
saglik kurulusunda, bu kurulus veya yetkili kisi tarafindan kullanimlar1 sirasinda iiretim
talimatlarina gore, 6zellikle ruhsatli radyoniiklid jeneratorler, radyoniiklid kitler ve
radyoniiklid prekiirsorlerden hazirlanan radyofarmasotikler i¢in pazarlama ruhsati aranmaz.

Basvuru

Madde 6- Tiirkiye sinirlari dahilinde yerlesik bulunan gercek veya tiizel kisiler, bir {irlinii
pazara sunmak amaciyla ruhsat alabilmek i¢in gereken ve bu Yonetmeligin Ek-1’inde
belirtilen tibbi iiriin ruhsat bagvurusunda sunulmasi gereken bilgi ve belgeleri, her bir
farmasoétik form icin bu Yonetmelikte 6ngoriildiigii sekilde hazirlayarak Bakanliga sunar.
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Ruhsat Basvurusunda Bulunabilecek Kisiler

Madde 7- Kanunun 5 inci maddesi geregince, liriinii pazara sunmak {izere ruhsat almak
isteyen;

a) Gergek kisilerin; eczacilik, tip veya kimya bilim dallarinda egitim veren okullardan
birisinden mezun olmalar1 ve Tiirkiye’de meslegini icra etme yetkisine sahip olmalari,

b) Tiizel kisilerin; (a) bendinde belirtilen vasiflar1 tasiyan ve bagvuruya konu {iriin veya
iiriinler hakkinda bilgi birikimi ve deneyimi olan birini “yetkili kisi” sifatiyla istihdam
etmeleri,

sarttir.

Dis hekimligi meslegine mensup ve Tiirkiye’de meslegini icra etme yetkisine sahip ger¢ek
kisiler de, dis hekimliginde kullanilan iiriinler i¢in ruhsat bagvurusu yapma hakkina
sahiptirler.

Basvuruda Sunulmasi Gereken Bilgi ve Belgeler

Madde 8- Bir iiriine ruhsat almak isteyen gercek veya tiizel kisiler, bu Yonetmeligin Ek-
1'ine uygun olarak hazirlanmis bilgiler ve asagida sayilan hususlarin gergeklestirildigine dair
belgeler ile birlikte Bakanliga basvuruda bulunur:

a) Basvuru sahibinin bu Yonetmeligin 7 nci maddesinde belirtilen mesleklerden birine
mensup oldugunu gosteren diplomasinin noter onayli 6rnegi,

b) Basvuru sahibinin bagvuruyu yapmaya yetkili oldugunu gosteren onayli belge,

¢) Bagvuru sahibinin tiizel kisi olmas1 durumunda, sirketin kurulus amaglarini, ortaklarini
ve sorumlu kisilerin gérev ve unvanlarini belirten ticaret sicil gazetesinin asli veya sureti,

d) Bagvuru sahibinin ad1 veya firma ad1, daimi adresi, elektronik posta adresi, telefon ve
faks numarasi,

e) Ureticinin ad1, daimi adresi, telefon ve faks numarasi,

f) Uriiniin ad,

g) Ampirik kimyasal formiiliin diginda, {iriinlin bilesenlerinin giinliik terminolojideki
kantitatif ve kalitatif 6zellikleri, sayet varsa Diinya Saglik Orgiitii tarafindan onerilen
uluslararasi miilkiyeti haiz olmayan ismi (INN),

h) Uretim metodunun tanim,

1) Terapdtik endikasyonlar, kontrendikasyonlar ve advers etkileri,

1) Dozu, farmasotik formu, uygulama metodu ve yolu, raf 6mrii, ambalaj miktari,

j) Uriiniin saklama kosullar1, hastalara uygulanmasi, séz konusu iiriiniin gevre igin
yarattig1 potansiyel riskler de goz 6niinde bulundurularak atik {iriiniin imha seklinin
belirtilmesi,

k) Uretici tarafindan kullanilan kontrol metotlarinin tanimi (bilesenlerin ve bitmis iiriiniin
kantitatif ve kalitatif olarak analizi, sterilite testleri, pirojen maddeler, agir metallerin bulunup
bulunmadigina dair testler gibi 6zel testler, stabilite testleri, biyolojik ve toksisite testleri,
iiretim isleminin ara asamasinda yiiriitiilen kontroller),

1) Fiziko-kimyasal, biyolojik veya mikrobiyolojik testlerin sonuglari,

m) Toksikolojik ve farmakolojik testlerin ve klinik aragtirmalarin sonuglari,

n) Uriiniin ithali/lisansl {iretimi durumunda orijin firma tarafindan diizenlenen ve
gegerlilik siiresini de gdsteren iiriine ait orijinal kisa {iriin bilgileri (KUB), kullanma talimat
ve ambalaj 6rnekleri,

o) Uriiniin ithali durumunda, ithalat1 yapan gercek veya tiizel kisinin s6z konusu iiriiniin
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Tiirkiye’ye ithali, ruhsatlandirilmasi ve satis1 konusunda yetkili tek temsilci oldugunu veya
eger varsa ortak pazarlama yetkisini gosteren orijin firma tarafindan diizenlenmis belge ve
Tiirkge terclimesi,

6) Uriiniin lisans altinda iiretilmesi durumunda, iiretimi yapan gercek veya tiizel kisinin,
s6z konusu iiriinii Tiirkiye’de iireterek satabilecek yetkili tek temsilci oldugunu veya eger
varsa ortak pazarlama yetkisini gésteren orijin firma tarafindan diizenlenmis belge ve Tiirkce
terclimesi,

p) Ureticinin, Bakanlik yahut ilgili iilkenin yetkili otoritesi tarafinca onaylanmus Iyi
Uretim Uygulamalari cergevesinde iiretim yapabilecegini gdsterir GMP belgesi,

r) Bagvuru sahibinin {iretici olmamasi durumunda, 23/10/2003 tarihli ve 25268 sayil1
Resmi Gazete’de yayimlanan Beseri Tibbi Uriinler Imalathaneleri Yénetmeliginde belirtilen
sartlara sahip bir iiretici ile yaptig1 noter onayli fason iiretim sdzlesmesi,

s) Basvurusu yapilan {iriin i¢in, ruhsat bagvurusu yapilmis diger {ilkelerin listesi ile birlikte
liriiniin pazara sunuldugu diger iilke veya iilkelerin yetkili otoritelerince verilmis onayl
Farmasétik Uriin Sertifikalari,

t) 24/7/1985 tarihli ve 85/9727 sayil1 Bakanlar Kurulu Karari ile yiiriirliige konulan
Radyasyon Giivenligi Tiizigl, 10/9/1997 tarihli ve 23106 sayili Resmi Gazete’de yayimlanan
Radyoaktif Maddenin Giivenli Tasinmasi1 Y 6netmeligi, 24/3/2000 tarihli ve 23999 sayili
Resmi Gazete’de yayimlanan Radyasyon Giivenligi Yonetmeligi ile 2/9/2004 tarihli ve
25571 sayil1 Resmi Gazete’de yayimlanan Radyoaktif Madde Kullaniminda Olusan Atiklara
fliskin Yonetmelik hiikiimleri de dikkate alinarak uygulanabilir halde tibbi iiriiniin ¢evre
acisindan olusturabilecegi risklerin tanimu,

u) Bir radyoniiklid jeneratoriin ruhsatlandirma bagvurusunda yukarida belirtilenlere ek
olarak, eliie edilecek niiklit preparatin kalitesini ve bilesimini etkileyebilecegi i¢in sistemin
ve sistemi olusturan bilesenlerin detayli taniminin ve eliiat veya siiblimenin kantitatif ve
kalitatif 6zelliklerinin bildirilmesi,

i) Ambalaj ve etiketlemeye iliskin mevzuatta belirtilen kisa {iriin bilgileri ve bu
dogrultuda hazirlanmig kullanma talimat1 ve iiriine ait pazara sunulacak boyut ve dizaynda ig-
dis ambalaj taslak ornekleri ile ithal/lisansli {iretilen tiriinlerde bunlarin diger tilke yetkili
otoriteleri tarafindan onaylanmis orijinal kisa iiriin bilgileri, kullanma talimat1 ve ambalaj
ornekleri,

v) Basvurusu yapilan iirlin diger iilkelerin yetkili otoritesi tarafindan reddedilmis, geri
cekilmig, askiya alinmis ise veya bagvuru sahibi tarafindan geri ¢ekilmis ise, bu iilkelerin
listesinin, tirliniin s6z konusu iilkede ruhsatlandirilmis adi, yapilan islemlerin tarihi ve
gerekeesi ile birlikte belirtilmesi.

Bu maddede yer alan bilgilerden giincellenenlerin Bakanliga bildirilmesi zorunludur.

Kisaltilmis Basvuru

Madde 9- 24/6/1995 tarihli ve 551 sayili Patent Haklarinin Korunmasi Hakkinda Kanun
Hiikmiinde Kararname hiikiimleri sakli kalmak kaydiyla;

a) Yapilacak kisaltilmig bagvurularda bagvuru sahibi, asagidaki hususlardan birinin
kanitlanmasi sartiyla, toksikolojik ve farmakolojik testlerin ve klinik aragtirmalarin
sonuglarini sunmak zorunda degildir:

1) T1ibbi iirliniin esas itibariyla Tiirkiye’de daha 6nce ruhsatlandirilmis bir tibbi iirtine
biiyiik dl¢lide benzer olmasi ve orijinal tibbi {iriine iliskin pazarlama ruhsati sahibinin, s6z
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konusu bagvurunun incelenmesi amaciyla orijinal tibbi iiriin dosyasinda bulunan toksikolojik,
farmakolojik ve/veya klinik referanslarin kullanilmasina riza gostermesi,

2) T1bbi lirtiniin bilesen veya bilesenlerinin, detayli bilimsel bibliyografi yoluyla tespit
edilen, makul diizeyde etkinlik ve kabul edilebilir giivenilirlikle yerlesmis bir tibbi
kullaniminin olmasi,

3) Tibbi iiriiniin, yiirtirliikkteki mevzuat hiikiimleri uyarinca ruhsatlandirilmis ve veri
imtiyazi siiresini doldurmus bir tibbi iiriine temelde benzer olmasi. Bu alt bent ile hiikkme
baglanan veri imtiyaz: siiresi, Giimriik Birligi Alaninda yer alan iilkelerden birinde 1/1/2001
tarihinden sonra ilk defa ruhsatlandirilmis orijinal iirinlerden 1/1/2005 tarihine kadar
Tiirkiye’de herhangi bir jenerik ruhsat bagvurusu yapilmamis olanlar ile Glimriik Birligi
Alaninda yer alan iilkelerden birinde 1/1/2005 tarihinden sonra ilk defa ruhsatlandirilacak
orijinal Uiriinler agisindan gecerli olup, Glimriik Birligi Alaninda ilk defa ruhsatlandirildig:
tarihten baglayarak molekiiliin Tiirkiye'deki patent siiresi ile sinirlt olmak {izere 6 (alt1) yildir.

Bununla birlikte, piyasaya siiriilmiis tibbi tirlinlerden farkli terapotik endikasyon, farkli
kullanim yolu, farkli doz uygulanmasinin 6ngériilmesi halinde, buna yonelik yapilmis klinik
arastirmalarin sonuglar1 ve eger gerekli ise toksikolojik, farmakolojik ¢aligmalarin
sonuclarinin saglanmasi zorunludur.

b) Bilinen bilesenleri iceren, ancak heniiz terap6tik amaclarla, kombine olarak
kullanilmamuis, yeni tibbi iiriinlerin, bu kombinasyonla ilgili toksikolojik ve farmakolojik
testler ve klinik arastirmalarinin sonuglarinin saglanmasi zorunludur. Ancak her bir bilesene
iligkin referanslarin saglanmasi gerekli degildir.

Bu maddenin birinci fikrasinin (a) bendinin (2) numarali alt bendine uygun olarak,
yayimlanmis verilere dayanan bibliyografik referanslarin sunulmasi durumunda, bagvurular
Ek-1’e uygun sekilde yapilir.

Bakanlik, kamu sagligini ciddi olarak tehdit eden istisnai durumlarda bu maddedeki
hiikiimlerden bagimsiz olarak literatiirde yayimlanan toksikolojik, farmakolojik ve klinik
verilere dair bilgilere dayanarak yapilan jenerik {iriin ruhsat bagvurularini, bilimsel veriler ve
uygulamalar dogrultusunda dikkate alabilir.

Ozel Durumlarda Ruhsatlandirma

Madde 10- Asagida siralanan 6zel durumlarda ruhsatin verilmesini takiben daha ileri
calismalarin yiiriitiilmesi ve tibbi iirlinle ilgili advers etkilerin bildirilmesi kosuluyla
Bakanligin karari ¢ergevesinde ruhsat verilebilir:

a) SOz konusu iiriiniin terapotik endikasyonlarinin, bagvuru sahibinin ayrintili kanit
saglayamayacagi kadar az olmasi,

b) Mevcut bilimsel verilerin 15181 altinda ayrintili bilginin saglanamamasi,

¢) Bu tiir bilgileri toplamanin kabul goren etik ilkelere aykir1 olmasi.

Ozel durumlarda ruhsatlandirma halinde {iriiniin ambalaj ve kullanma talimati, iiriinle
ilgili mevcut duruma ve tiriiniin belli agilardan halen yetersiz olduguna dikkati ¢ekecek
bigimde olmalidir.

Kisa Uriin Bilgileri

Madde 11 - Kisa Uriin Bilgileri;
a) Uriiniin adin,
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b)Uriiniin etkin madde/maddeler ve yardimec1 maddeler bakimindan kantitatif ve kalitatif
kompozisyonunu, uygulama yolu i¢in gerekli bilgileri, yaygin ismini veya kimyasal tanimini,

¢) Farmasotik formunu,

d) Farmakolojik 6zelliklerini ve terapotik amag kapsaminda faydali olabildigi dlcilide
farmakokinetik 6zelliklerini,

e) Klinik 6zellikleri;

1) Terapotik endikasyonlarini,

2) Kontrendikasyonlarini,

3) Goriilme siklig1 ve ciddiyeti de belirtilecek sekilde advers etkilerini,

4) Ozel kullanim énlemleri; immiinolojik tibbi {iriinlerin olmas1 durumunda, bu iiriinlerle
calisan ve bunlar1 hastalara uygulayan kisiler tarafindan alinacak her tiirlii 6nlemlerle hasta
tarafindan alinacak her tiirlii 6nlemi,

5) Gebelik ve laktasyon doneminde kullanimini,

6) Diger ilaglarla etkilesme ve diger etkilesme sekillerini,

7) Pozoloji, yetigkinler ve gerektiginde ¢ocuklar i¢in uygulama yolunu,

8) Doz agim1 durumunda semptomlar, uygulanacak acil islemler ve gerekli antidotlari,

9) Ozel uyarilari,

10) Araba ve diger makine cesitlerini kullanma yetenegi iizerindeki etkilerini,

f) Farmasotik 6zellikleri;

1) Baslica gecimsizlikleri,

2) Tibbi lirtiniin raf 6mrii, gerektiginde rekonstitiisyondan sonraki veya i¢ ambalajin ilk
kez agildigi tarih de belirtilerek raf dmriindi,

3) Saklama igin 6zel dnlemleri,

4) I¢ ambalajin dzellikleri ve icerigini,

5) Gerektiginde kullanilmamus {iriinlerin veya bu tiir tirlinlerden tiiretilmis materyallerin
atilmasi i¢in gerekli onlemleri,

g) Ruhsat sahibinin adi, adresi, telefon ve faks numarasini,

h) Radyofarmasdétikler i¢in dahili radyasyon dozimetresinin tiim ayrintilarini,

1) Radyofarmasdétikler i¢in detayli kullanim kilavuzu, hazirlama ve kalite kontroliine
yonelik bilgiler, gerekli oldugu yerlerde maksimum saklama siiresi, eliiat veya kullanima
hazir iirlinlin spesifikasyonlarina uygun maksimum saklama siiresini,

icermelidir.

Uzman Raporlari

Madde 12- Ruhsat sahibi, Bakanliga bagvuruda bulunurken ruhsat dosyasinin kimyasal,
farmakolojik, biyolojik, toksikolojik ve klinik kisimlarinin her biri i¢in ilgili uzmanlarca
imzalanmig uzman raporlarini sunar.

Raporlar1 hazirlayacak olan uzmanlarin niteliklerine gore gorevleri sunlardir:

a) Kendi disiplinleri i¢indeki (analiz, farmakoloji ve benzer deneysel bilimler, klinik
arastirmalar) gorevleri yerine getirmek ve elde edilen kalitatif ve kantitatif sonuclar1 nesnel
olarak tanimlamak,

b) Gozlemlerini Ek-1'e gére tanimlamak ve 6zellikle asagidaki hususlar1 belirtmek;

1) Analiz uzmanlari i¢in, tibbi {iriiniin beyan edilen kompozisyonuna uygun olup
olmadiginin, iiretici tarafindan kullanilan kontrol yontemleriyle saptanmasi,
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2) Tibbi iiriiniin toksisitesinin ve farmakolojik 6zelliklerinin gézlenmesi,

3) Klinisyenler s6z konusu ise, bu Yo6netmeligin hiikiimlerine gore bagvuru sahibi
tarafindan Bakanliga sunulan bilgi ve belgelerin s6z konusu {iriinle tedavi edilen hastalar
tizerindeki etkisinden emin olunup olunmadigi, hastanin {iriinii iyi tolere edip etmedigi,
klinisyenin pozoloji, kontrendikasyonlar ve advers etki ile ilgili tavsiyesi.

Uzmanin 6zge¢misi ve bagvuru sahibi ile profesyonel iligkisinin beyani ve gerektiginde
bibliyografik bagvuru i¢in kullanilan bilgi ve belgelerin gerekcesi belirtilmelidir.

Uzmanlarin ayrintili raporlari, bagvuru sahibinin Bakanliga sundugu bagvurunun
ilisigindeki bilgi ve belgelerin bir parcasini olusturur.

UCUNCU BOLUM
Ruhsat Bagvurusunun Degerlendirilmesi ve Ruhsatlandirma

On Inceleme

Madde 13- Beseri tibbi iiriin i¢in ruhsat almak iizere Bakanliga sunulan bagvuru
dosyasinin, bagvurunun niteligine goére sunulmasi gereken bilgi ve belgeler agisindan eksiksiz
ve tam bir bagvuru olup olmadig1 hususu, Bakanlik tarafindan 6n incelemeye tabi tutularak
degerlendirilir. Bagvuru dosyasinin Bakanliga ulasmasindan itibaren 30 (otuz) giin i¢inde
gerekli degerlendirme yapilarak durum bagvuru sahibine bildirilir. Bagvurunun eksik
bulunmasi halinde bagvuru sahibi eksikliklerini 30 (otuz) giin i¢inde tamamlar. Eksikliklerin
tamamlanarak Bakanliga sunulmasindan sonra yapilacak ikinci 6n inceleme de 30 (otuz) giin
i¢inde sonuglandirilir.

Basvurunun iadesi

Madde 14- Bakanlik tarafindan bu Y6netmeligin 13 {incli maddesi kapsaminda yapilan 6n
incelemede, asagidaki durumlarin tesbiti halinde, bagvuru usulden reddedilerek sahibine iade
edilir:

a) Basvuru sahibinin Kanun ve bu Yonetmeligin 7 nci maddesinde belirtilen niteliklere
sahip olmamasi,

b) Ikinci 6n incelemeye tabi tutulan ve eksikligi tamamlanmamis olan bagvuru olmast.

Ruhsatlandirma Siiresi

Madde 15- Bakanlik, 6n incelemesi tamamlanmis eksiksiz bir ruhsat basvurusunu,
ruhsatlandirma kosullarinin yerine getirilip getirilmedigini inceleyerek, bu basvurunun kabul
edilmesini takiben 210 (ikiylizon) giin i¢inde sonuglandirir. Ancak, Bakanligin bagvuru
sahibinden talep ettigi hususlarin temin edilmesi i¢in gereken siire, olaganiistii haller ile
Bakanlik dis1 kuruluslarin degerlendirmeleri bu siireye dahil edilmez.

Ayrica agagidaki hallerde 210 (ikiyiizon) giinliik siire durdurulur:

a) Uretici tarafindan iriin iiretiminde kullanilan ve bu Yonetmeligin 8 inci maddesinin
birinci fikrasinin (m) bendi uyarinca basvuru beraberinde sunulan bilgi ve belgelerde
tanimlanan kontrol yontemlerinin beyan edilen dogrulugunun saptanmasi i¢in Bakanlik,
liriiniin baslangi¢ materyallerinin ve ihtiyac olmasi halinde ara {iriinlerin ve diger bilesen
maddelerinin ulusal bir laboratuvarda veya Bakanlik tarafindan bu amagla kabul edilmis bir

72



[sikli Ilaglarda Test ve Deney Verilerinin Korunmasi: Avrupa Birlgi’'nde Yeni Sistem

laboratuvarda test edilmek iizere sunulmasi talep edildigi durumlarda eksiklikler
tamamlanincaya kadar,

b) Bakanlik¢a ruhsatlandirma stireci sirasinda gerektigi durumlarda bu Yonetmeligin 8, 9,
10 ve 11 inci maddeleri kapsaminda basvuru sahibinden ek bilgi ve belge talep edildigi
durumlarda ilgili bilgi ve belgeler temin edilene kadar,

¢) Bakanligin basvuru sahibinden sozlii veya yazili agiklamada bulunmasini talep ettigi
durumlarda gerekli yazili veya sozlii agiklama yapilana kadar.

Ruhsatlandirma Kriterleri

Madde 16- Beseri tibbi iiriine ruhsat verilirken, tiriinle ilgili olarak Bakanlik¢a dikkate
alinacak kriterler sunlardir:

a) Ongoriilen kullanim sartlarindaki etkinliginin kanitlanmis olmast,

b) Giivenilirligin kanitlanmis olmast,

¢) Mevcut tedavilere katkisinin olmasi,

d) Uygun teknik ve farmasotik 6zelliklere sahip olmasi.

Basvurularin Degerlendirilmesi

Madde 17- Bagvurular degerlendirilirken asgari olarak asagidaki hususlar gozetilir:

a) Bir irlintin etkinlik, glivenilirlik ve kalitesini kanitlayan bilgi ve belgelerin bilimsel ve
teknolojik a¢idan incelenmesi,

b) Uriine ait formiilasyonun dogrulugu ve imalatg1 tarafindan iiriiniin kontroliinde
kullanilan yontemlerin uygulanabilirliginin tesbiti i¢in ulusal bir laboratuvarda veya Bakanlik
tarafindan bu amacla kabul edilmis bir laboratuvarda test edilmis olmasi,

¢) Kan iiriinlerinde viral kontaminasyon olup olmadigini belirlemek i¢in yapilmis olan
kontrol testlerinin iirliniin giivenilir oldugunu kanitlamasi ve bu tirlinlerin hazirlanmasinda
kullanilan plazmanin temin edildigi kaynagin bildirilmesi,

d) Radyofarmasdétikler/kitler formiilasyonlarinda hayvansal kaynakli maddeler igeriyorsa
BSE virtiisii olmadigina dair resmi otoriteden yazi, kan ve plazma {irlinleri igeriyorsa viral
kontaminasyon, AIDS, hepatit ve benzeri testlerin istenilmesi.

Ruhsat Talebinin Reddi

Madde 18- Bir iiriiniin ruhsatlandirilmasi i¢in Bakanliga yapilan basvurunun
degerlendirilmesi siirecinde {iriiniin;

a) Normal kullanma sartlarinda, potansiyel riskin tedavi etkisinden fazla oldugunun,

b) Terapotik etkisinin yetersiz oldugu veya bunun yeterli sekilde kanitlanamadiginin,

c¢) Gerekli goriilen iirtinlerde biyoyararlaniminin yeterli olmadiginin,

d) Mevcut tedavilere katkisinin olmadiginin,

e)Kalitatif ve kantitatif formiiliiniin, bagvuruda bildirilene uygun olmadig1 veya bildirilen
kontrol yontemleri uygulandiginda sonu¢ alinamadigi veya beyan edilen spesifikasyonlarinin
kabul edilebilir limitlerin disinda bulundugu hususunda basvuru sahibi ikaz edilmesine
ragmen ikinci kez yapilan kontrollerde de uygunsuzlugun devam ettiginin,

tespit edilmesi durumlarinda basvuru reddedilir.
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Bildirim ve Itiraz

Madde 19- Ruhsat bagvurusunun reddi halinde karar gerekgeli olarak basvuru sahibine
bildirilir. Bagvuru sahibinin karara 30 (otuz) giin icinde yazili olarak itiraz etme hakki vardir.
30 (otuz) giin i¢inde itiraz edilmedigi takdirde, bagvuru belgeleri sahibine iade edilir.

Yapilan itiraz 90 (doksan) giin icinde Bakanlik tarafindan degerlendirilerek sonu¢ bagvuru
sahibine bildirilir. Itirazin degerlendirilmesi sirasinda, gerekli goriiliir ise, basvuru sahibine
sozlii agiklama ve savunma hakki verilir. Itirazin degerlendirilmesi sonucunda ¢ikan karar
kesindir ve bu karara itiraz edilemez.

Ruhsatin Verilmesi

Madde 20- Bagvuru sahibi tarafindan Bakanliga sunulan bilgi ve belgelerin incelenmesi
ve degerlendirilmesi sonucunda, bu Yonetmelikte 6ngdriilen hususlara uygun oldugu tespit
edilen {iriine ruhsat diizenlenir ve basvuru sahibi bilgilendirilir.

Bakanlik¢a ruhsatlandirilan ayni formiil ve farmasoétik sekildeki {iriin i¢in ayn1 gercek
veya tlizel kisiye, farkli bir ticari isimle de olsa ikinci bir yerli veya ithal ruhsati verilemez.

Bakanlik¢a ruhsat verilen tirlinlerin isimleri, ruhsat sahibinin ad1 soyad1 ve ruhsat
numarasi ile birlikte Resmi Gazete’de ilan edilir.

Ruhsatin Gegerlilik Siiresi

Madde 21- Ruhsatlar 5 (bes) yil siireyle gegerlidir. Ruhsat sahibi, ruhsatin gegerlilik
sliresi sona ermeden en az 3 (ii¢) ay Oncesinde, gerekli farmakovijilans verileri ile birlikte
ruhsatin verildigi tarihten itibaren tiim degisiklikleri kapsayacak bicimde kalite, giivenilirlik
ve etkinligine iligkin bilgileri ruhsatin yenilenmesi i¢cin Bakanliga sunar.

Ruhsatin Askiya Alinmasi

Madde 22- Ruhsatli bir iirlin ile ilgili olarak asagidaki durumlardan birinin tespiti halinde,
liriine ait ruhsat Bakanlik tarafindan askiya alinir:

a) Normal kullanim sartlarinda zararli etkilerinin ortaya ¢ikmasi,

b) Terapotik etkisinin olmadiginin tesbiti veya yetersiz oldugunun tesbiti,

¢) Ruhsata esas olan formiilasyondan farkli bir formiilasyon ile tiretilmesi,

d) Ruhsata esas formiil, doz, farmasdtik form, ambalaj ve kisa {iriin bilgilerinde
Bakanligin bilgisi ve/veya onay1 disinda degisiklik yapilmasi,

e) Ruhsat sahibi tarafindan iiretim ve kontrol yontemleri bakimindan bilimsel ve teknik
ilerlemelerin dikkate alinmamasi ve tibbi tirlinlin genel kabul goren bilimsel yontemlerle
tiretilmesini ve kontrol edilmesini saglamak amaciyla gerekli her tiirlii degisikligin
yapilmamasi ve bu degisikligin Bakanligin onayina sunulmamasi,

f) Yapilan piyasa kontrolleri sonucunda hatali oldugu tespit edilen iirlinler i¢in yapilan
uyarmin dikkate alinmamasi ve hatali iiretime devam edilmesi,

g) Ambalaj ve etiketleme ile ilgili mevzuat hiikiimlerine uyulmamasi ve ruhsat sahibine
yapilan uyarinin etkisiz kalmast,

h) Ruhsat sahibi tarafindan, tiriinle ilgili olarak Bakanlik talimatlarina ve uyarilarina cevap
verilmemesi,

1) Bu Yonetmeligin hiikiimlerine gore bir iirliniin ruhsatlandirilmasi i¢in sunulan bilgi ve
belgelerde yanliglik oldugunun tespit edilmesi,
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j) Ruhsat verilmis bir tibbi {iriiniin ruhsatlandirildiktan sonra 3 (ii¢) y1l i¢inde fiili olarak
pazara sunulmamasi,

k) Ruhsatin gecerlik siiresinin dolmus olmasina ragmen bu Ydnetmeligin 21 inci maddesi
uyarinca yenileme bagvurusunun yapilmamis olmasi,

1) Farmakovijilans uygulamalari ¢ercevesinde ulasan bildirimlerin Bakanlik tarafindan
yapilan risk/yarar degerlendirilmesi sonucunda ruhsatin askiya alinmasina karar verilmesi.

Ruhsat1 askiya alinan bir iiriiniin iiretimi durdurulur. Dagitimda ve satista olan {iriinler
hakkindaki karar, ruhsatin askiya alinma gerekgesi dikkate alinarak, Bakanlik¢a verilir.

Ruhsatin Iptali

Madde 23- Asagida belirtilen durumlardan birinin mevcudiyeti halinde iiriin i¢in verilmis
olan ruhsat iptal edilir:

a) Bu Yonetmeligin 22 nci maddesinde sayilan hallerden biri veya birkaci sebebiyle
ruhsati askiya alinan iirlinler hakkinda ruhsat sahibi tarafindan en geg 6 (alt1) ay icinde askiya
alinma gerekgesinin aksini ispatlayan bilgi ve belgelerin sunulmamasi,

b) Ruhsat sahibinin talebi ve Bakanligin uygun gérmesi durumunda iiretimden
vazgecilmesi.

Ruhsat iptal edilen bir iirliniin tiretimi durdurulur. Dagitimda ve satista olan tirlinler
hakkindaki karar, ruhsatin iptal gerekcesi dikkate alinarak Bakanlikga verilir.

Bakanlik¢a ruhsatlari iptal edilen iiriinlerin isimleri, ruhsat sahibinin adi, soyadi ve ruhsat
numaralari ile birlikte Resmi Gazete’de ilan edilir.

Ruhsat Sahibinin Sorumlulugu

Madde 24- Ruhsat sahibi, ruhsatina sahip oldugu iiriinle ilgili olarak asagidaki hususlarda
Bakanliga kars1 sorumludur:

a) Uriiniin, basvuru ekinde verilen ve Bakanlikga kabul edilen spesifikasyonlara uygun
olarak {iiretilmesi,

b) Uretim ve kontrol ydntemleri bakimindan bilimsel ve teknik ilerlemelerin dikkate
alinmasi ve tibbi {irtiniin genel kabul goren bilimsel yontemlerle iiretilmesini ve kontrol
edilmesini saglamak amaciyla gerekli her tiirlii degisikligi yapmak {izere Bakanligin onayina
sunulmasi,

¢) Uriiniin dogru ve giivenli kullanimimi saglamak igin gerektigi durumlarda kisa iiriin
bilgilerinin ve kullanma talimatinin giincellestirilmesi,

d) Uriinle ilgili herhangi bir degisiklik oldugunda, ilgili kilavuz hiikiimleri gergevesinde
degisikligin Bakanliga bildirilmesi,

e) Uriin hakkinda Bakanlikca talep edilen hususlara cevap verilmesi,

f) Uriiniin piyasaya verilmesini takiben farmakovijilans uygulamalari ¢ercevesinde gerekli
yiiklimliiliiklerin yerine getirilmesi,

g) Uriiniin biyolojik bir iiriin olmas1 durumunda bulasabilecek enfeksiyonlarin énlenmesi
icin tedbirlerin alinmasinin saglanmasi,

h) Ruhsatina sahip oldugu iiriiniin piyasada bulanabilirliginin saglanmasi,

1) Uriiniin etkinligi veya halk sagligmin korunmasi gerekgesiyle ruhsatimnin askiya alinmasi
veya pazardan ¢ekilmesi ile ilgili alinan her tiirli tedbirin tiim gerekgeleriyle birlikte derhal
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Bakanliga bildirilmesi,
i) Uriin ile ilgili olarak mevzuatin gereklerinin yerine getirilmesi,
j) Uriinlerle ilgili belirlenmis harglarin ve iicretlerin ddenmesi.

Ruhsat Sahibi Degisikligi

Madde 25- Bakanlik tarafindan ruhsatlandirilmis bir {iriiniiniin ruhsat sahibi degisikligi
yapilabilir. Ruhsat sahibi degisikligi islemleri i¢in agagidaki bilgi ve belgeler Bakanliga
sunulur:

a) Mahkeme/icra dairesince ruhsat sahibi degisikligine dair verilmis karar veya noter
huzurunda diizenlenmis ve asagidaki hususlari iceren sézlesme,

1) Ruhsat sahibi degisikligi islemine konu olan iiriiniin ismi, ruhsat tarihi ve sayisi,

2) Ruhsat sahibi degisikligi ile ruhsati verecek ve ruhsati alacak olan gergek veya tiizel
kisilerin isim ve adresleri,

3) Bakanlik¢a onaylanmis, tam ve giincellenmis olan mevcut iiriin dosyasinin eksiksiz bir
bi¢cimde devralan kisiye teslim edildigine dair tutanak,

b) Ruhsat sahibi degisikligi ile ruhsati alan kisi, ruhsat sahibinden beklenen tiim
sorumluluklar yerine getirme kapasitesine sahip oldugunu gosteren asagidaki bilgi ve
belgeleri Bakanliga sunar;

1) Bu Yonetmeligin 7 nci maddesinde ruhsat bagvurusunda bulunabilecek kisiler igin
belirtilen mesleklerden birine mensup oldugunu gosteren noter onayli diploma 6rnegi,

2) Tiizel kisi olmasi1 durumunda, sirketin kurulus amaglarini, ortaklarini ve sorumlu
kisilerin gorev ve unvanlarini belirten ticaret sicil gazetesinin asli veya sureti,

3) Farmakovijilans uygulamalar1 kapsaminda iiriin glivenligi sorumlusunun 6zge¢misi,
adresi, telefon ve faks numarasi ve bu kisinin gérevini tanimlayan belge,

4) 23/10/2003 tarihli ve 25268 sayili Resmi Gazete’de yayimlanan Beseri Tibbi Uriinlerin
Tanitim Faaliyetleri Hakkinda Y6netmelik kapsaminda bilim servisini tanimlayan belge ve
bu servisin adresi, telefon ve faks numarasi,

c¢) Ruhsat sahibi degisikligi ile ruhsati alan kisinin adi, soyadi, adresi, telefon ve faks
numaralartyla birlikte, iirlinlin kisa iirlin bilgileri, kullanma talimati, i¢ ve dis ambalajin birer
ornegi ve noter aracilifiyla yapilan devirlerde, s6z konusu {iriin i¢in evvelce verilmis olan
ruhsatin asli.

Uriiniin ithal bir {iriin olmas1 durumunda, yukarida belirtilen bilgi ve belgelere ek olarak,
orijin firmanin s6z konusu iiriiniin Tiirkiye’de ruhsatlandirilmasi ve satigina iligkin
yetkilendirdigi gercek veya tiizel kisiyi degistirdigine dair orijinal belge ve noter onaylh
Tiirk¢e terclimesi ile birlikte Bakanliga basvuruda bulunulur.

Orijin firmanin s6z konusu tirlintin Tiirkiye’de ruhsatlandirilmasi ve satigina iligkin
yetkilendirdigi gercek veya tiizel kisiyi tek tarafli degistirmesi durumunda, orijin firmanin
tiriiniin Tiirkiye’de ruhsatlandirilmasina ve satisina iligskin verdigi yetkiyi gosterir, yeni tarihli
orijinal belge, noter onayl1 Tiirk¢e terclimesi ve bu maddenin birinci fikrasinin (a) bendi
hari¢, Bakanlik¢a onaylanmis tam ve gilincellenmis mevcut {iriin dosyasi ile birlikte bu
maddedeki tiim gerekliliklerin yerine getirilmesi zorunludur.

Uriinlere iliskin yapilacak olan tiim degisiklikler igin ilgili kilavuz hiikiimlerine gore
Bakanliga ayri bir bagvuruda bulunulur. Degisiklige iliskin yapilmis olan bagvuru, tiriiniin
ruhsat sahibi degisiklik islemleri tamamlandiktan sonra Bakanlik tarafindan degerlendirmeye
alinir.
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Bakanlik, eksiksiz bilgi ve belgelerle yapilan ruhsat sahibi degisikligi bagvurusunu 60
(altmis) giin icinde sonuglandirir.

Satis izni Ahinmasi

Madde 26- Ruhsat sahibi, ruhsatini aldig1 beseri tibbi bir tirlinii ilk kez pazara sunmadan
Once, satisa sunulacak son sekliyle iki adet numuneyi satis izni almak {lizere Bakanliga sunar.
Bakanlik, satis izni verecegi iirlinlin numunelerini, kullanma talimatinin, ambalaj ve etiket
bilgilerinin dogrulugu ve fiyatmin uygunlugu agisindan inceler. Uriiniin ruhsata esas ambalaj
ve etiket bilgilerinin ve/veya 6zelliklerinin degismesine yol agan islemler i¢in yeniden satig
izni alinmast zorunludur.

Ruhsat1 alinan {iriin, kan iirlinli veya kan {iriinii iceren beseri tibbi {iriin ise, ruhsat sahibi
bu {iriinii piyasaya arz etmeden Once birinci fikrada yer alan hususlara ek olarak iiriiniin her
serisi i¢in satis izni almak iizere Bakanliga bagvurur. Bu seriye ait {irline gore yapilacak
analizler ulusal bir laboratuvarda veya Bakanlik tarafindan bu amacla atanmais bir
laboratuvarda test edilmesini miiteakiben verilir.

Kan iiriinleri veya kan {iriinii iceren beseri tibbi iirlinlere satis izni alinabilmesi i¢in satisa
sunulmasi talep edilen miktar bildirilerek asagida belirtilen belge ve bilgiler Bakanliga
sunulur:

a) Uriiniin ad1 ve igerigi,

b) Her seri icin akredite edilmis ulusal veya uluslararasi laboratuvar tarafindan verilen
Ulusal Saglik Otoritesi tasdikli seri serbest birakma sertifikasi,

c¢) Her seri icin iiretim merkezinin teknik miidiirii tarafindan onaylanmis analiz sertifikas1
asl,

d) Her serinin ruhsatlandirildigi/iiretildigi iilke ile hangi tilkelerde satildigin1 gosteren
orijin firma tarafindan diizenlenmis belge asli (apostil onayli),

e) Plazma bagisinda esas alinan kurallar, plazmanin toplanma tarihi ve dondr tipi (goniilli,
parali) ve gerekli durumlarda donoérlerin listesi,

f) Her donoriin Hepatit B, Hepatit C ve HIV 'z yoniinden test edildigi ve plazma
havuzunda HCV RNA testinin uygulandigini ve neticelerini belirten yukarida belirtilen
laboratuvar tarafindan verilen belge,

g) Her seri i¢in dondrlerin Creutzfeld-Jacob (CJ) hastaligi ile ilgili olarak hastalik veya
hastalik siiphesi yoniinden giivenli olduguna ve dondrler arasinda CJ hastalig1 tanisi
olmadigina dair {iretici firma tarafindan verilecek orijinal belge (apostil onayli).

Ruhsati alinan {iriin immiinolojik {iriin ise; ruhsat sahibi, bu iirlinii piyasaya arz etmeden
once birinci fikrada yer alan hususlara ek olarak {iriiniin her serisi i¢in satis izni almak tlizere
Bakanliga basvurur.

Immiinolojik iiriinlere satis izni alinabilmesi i¢in satisa sunulmasi talep edilen miktar
bildirilerek asagida belirtilen belge ve bilgiler Bakanliga sunulur:

a) Her seri i¢in akredite edilmis ulusal laboratuvar veya uluslararasi laboratuvar tarafindan
verilen Ulusal Saglik Otoritesi tasdikli Batch / Lot Release Sertifikasi,

b) Her seri i¢in tiretim merkezinin teknik miidiirii tarafindan onaylanmig analiz
sertifikasinin asl.
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Rubhsata iliskin Degisiklikler
Madde 27- Bir ruhsat verildikten sonra tiriine iligkin tiim degisiklikler, ilgili kilavuz
hiikiimlerine gore ruhsat sahibi tarafindan Bakanliga sunulur.

DORDUNCU BOLUM
Cesitli ve Son Hiikiimler

Gizlilik
Madde 28- Bir iiriine ruhsat almak {izere bagvuru sahibi tarafindan Bakanliga sunulan
bilgiler gizlidir. Bu gizlilik Bakanlik¢a korunur.

Cezai Hiikiimler
Madde 29- Bu Yo6netmelik hiikiimlerine uymayanlar hakkinda 1/3/1926 tarihli ve 765
say1l1 Tiirk Ceza Kanunu ve ilgili diger mevzuat hiikiimleri uygulanir.

Yiiriirlikten Kaldirilan Mevzuat

Madde 30- 23/12/1993 tarihli ve 21797 sayil1 Resmi Gazete’de yayimlanan
Radyofarmasotik Yonetmeligi, 2/3/1995 tarihli ve 22218 sayili Resmi Gazete’de yayimlanan
Tibbi Farmasétik Uriinler Ruhsatlandirma Y énetmeligi ile 20/5/2002 tarihli ve 24760 sayili
Resmi Gazete’de yayimlanan Kan Uriinlerinin Ruhsatlandirilmasina Dair Y dnetmelik
yirtrlikten kaldirilmistir.

Gegici Madde 1- Bu Yonetmelik yiiriirliige girmeden once yapilan ruhsat/izin
basvurulari, bagvurunun yapildig tarihte yiiriirliikte olan mevzuat hiikiimlerine gore
degerlendirilir.

Bu Yonetmeligin 9 uncu maddesi haricindeki diger hiikiimlerinin yiiriirliige girecegi
30/6/2005 tarihine kadar bu Yonetmeligin 9 uncu maddesine uygun olarak yapilan kisaltilmis
basvurular i¢in, yiirtirliikteki Yonetmelikte yer alan bagvuru formatina gore yapilan
basvurular kabul edilir.

Gecici Madde 2- Tibbi farmasétik iirlin benzeri iirlinlerin izinlerine iligskin usul ve
esaslarin belirlendigi yonetmelik ile ruhsatlandirilmis veya ruhsatlandirma basvurusu
yapilmis beseri tibbi {irtinlerdeki yapilacak degisiklik basvurularina uygulanacak esaslarin
belirlendigi yonetmelik yiirtirliige girinceye kadar ilgili kilavuzlar mevcut sekliyle
uygulanmaya devam edilir.

Gecici Madde 3- Bu Yonetmeligin yiirtirliige girdigi tarihten 6nce ithalat izni ile piyasaya
arz edilen as1, antiserum ve allerjen igeren biyolojik iirlinlerle ilgili gerekli degerlendirmeler
yapilmak iizere ithalat izni sahibi kisiler, bu Yonetmeligin yiiriirlige girdigi tarihten itibaren
1 (bir) y1l igerisinde Bakanlik¢a istenilen belgeler ile ruhsat miiracaatinda bulunurlar. Bu siire
zarfinda ruhsat bagvurusu yapilmayan tirtinlerin ithalat izni gegersiz olur.

Gecici Madde 4- Bu Yonetmeligin yiirtirliige girdigi tarihten 6nce 23/12/1993 tarihli ve
21797 sayili Resmi Gazete’de yayimlanan Radyofarmasotik Yonetmeligine gore
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tescillendirilmis tiriinlerle ilgili gerekli degerlendirmeler yapilmak tizere tescil belgesine
sahip ilgili kisiler, bu Yonetmeligin yiirtirliige girdigi tarihten itibaren 1 (bir) y1l icerisinde
Bakanlik¢a istenilen belgeler ile ruhsat miiracaatinda bulunurlar. Bu siire zarfinda ruhsat
miiracaatinda bulunulmayan iiriinlerin tescil belgeleri gegersiz olur.

Yiirirliuk

Madde 31- Bu Yonetmeligin 9 uncu maddesi ile Gegici 1 inci maddesinin ikinci fikrasi
1/1/2005 tarihinden gegerli olmak tizere yayimu tarihinde, diger hiikiimleri ise 30/6/2005
tarihinde ytiriirliige girer.

Yiiriitme
Madde 32- Bu Yonetmelik hiikiimlerini Saglik Bakani yiiriitiir.

(EKLERI ALINMAMISTIR)
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DIRECTIVE 2001/83/EC OF THE EUROPEAN PARLIAMENT
AND OF THE COUNCIL

of 6 November 2001

on the Community code relating to medicinal products for human
use

THE EUROPEAN PARLIAMENT AND THE COUNCIL OF THE
EUROPEAN UNION,

Having regard to the Treaty establishing the European Community, and
in particular Article 95 thereof,

Having regard to the proposal from the Commission;

Having regard to the opinion of the Economic and Social
Committee (),

Acting in accordance with the procedure laid down in Article 251 of
the Treaty (%),

Whereas:

(1)  Council Directive 65/65/EEC of 26 January 1965 on the approx-
imation of provisions laid down by law, regulation or
administrative action relating to medicinal products (°), Council
Directive 75/318/EEC of 20 May 1975 on the approximation of
the laws of Member States relating to analytical, pharmaco-toxi-
cological and clinical standards and protocols in respect of the
testing of proprietary medicinal products (*), Council Directive
75/319/EEC of 20 May 1975 on the approximation of provisions
laid down by law, regulation or administrative action relating to
proprietary medicinal products (°), Council Directive 89/342/
EEC of 3 May 1989 extending the scope of Directives 65/65/
EEC and 75/319/EEC and laying down additional provisions for
immunological medicinal products consisting of vaccines, toxins
or serums and allergens (°), Council Directive 89/343/EEC of 3
May 1989 extending the scope of Directives 65/65/EEC and 75/
319/EEC and laying down additional provisions for radiophar-
maceuticals (), Council Directive 89/381/EEC of 14 June 1989
extending the scope of Directives 65/65/EEC and 75/319/EEC
on the approximation of provisions laid down by law, regulation
or administrative action relating to medicinal products and
laying down special provisions for proprietary medicinal
products derived from human blood or human plasma (%),
Council Directive 92/25/EEC of 31 March 1992 on the whole-
sale distribution of medicinal products for human use (%),
Council Directive 92/26/EEC of 31 March 1992 concerning the
classification for the supply of medicinal products for human
use ('°), Council Directive 92/27/EEC of 31 March 1992 on the
labelling of medicinal products for human use and on package
leaflets ("), Council Directive 92/28/EEC of 31 March 1992 on
the advertising of medicinal products for human use (?), Council
Directive 92/73/EEC of 22 September 1992 widening the scope

(") OJ C 368, 20.12.1999, p. 3.

(®>) Opinion of the European Parliament of 3 July 2001 (not yet published in the
Official Journal) and Council Decision of 27 September 2001.

() OJ 22, 9.2.1965, p. 369/65. Directive as last amended by Directive 93/39/
EEC (OJ L 214, 24.8.1993, p. 22).

(*) OJ L 147, 9.6.1975, p. 1. Directive as last amended by Commission Direc-
tive 1999/83/EC (OJ L 243, 15.9.1999, p. 9).

() OJ L 147, 9.6.1975, p. 13. Directive as last amended by Commission Direc-
tive 2000/38/EC (OJ L 139, 10.6.2000, p. 28).

(°) OJ L 142, 25.5.1989, p. 14.

() OJL 142, 25.5.1989, p. 16.

() OJ L 181, 28.6.1989, p. 44.

(°) OJL 113, 30.4.1992, p. 1.

(') OJL 113, 30.4.1992, p. 5.

(') OJL 113, 30.4.1992, p. 8.

(') OJL 113, 30.4.1992, p. 13.
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(6)

(O]

®)

(€]

(10)
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(12)

of Directives 65/65/EEC and 75/319/EEC on the approximation
of provisions laid down by law, regulation or administrative
action relating to medicinal products and laying down additional
provisions on homeopathic medicinal products (') have been
frequently and substantially amended. In the interests of clarity
and rationality, the said Directives should therefore be codified
by assembling them in a single text.

The essential aim of any rules governing the production, distri-
bution and use of medicinal products must be to safeguard
public health.

However, this objective must be attained by means which will
not hinder the development of the pharmaceutical industry or
trade in medicinal products within the Community.

Trade in medicinal products within the Community is hindered
by disparities between certain national provisions, in particular
between provisions relating to medicinal products (excluding
substances or combinations of substances which are foods,
animal feeding-stuffs or toilet preparations), and such disparities
directly affect the functioning of the internal market.

Such hindrances must accordingly be removed; whereas this
entails approximation of the relevant provisions.

In order to reduce the disparities which remain, rules should be
laid down on the control of medicinal products and the duties
incumbent upon the Member States' competent authorities should
be specified with a view to ensuring compliance with legal
requirements.

The concepts of harmfulness and therapeutic efficacy can only
be examined in relation to each other and have only a relative
significance depending on the progress of scientific knowledge
and the use for which the medicinal product is intended. The
particulars and documents which must accompany an application
for marketing authorization for a medicinal product demonstrate
that potential risks are outweighed by the therapeutic efficacy of
the product.

Standards and protocols for the performance of tests and trials
on medicinal products are an effective means of control of these
products and hence of protecting public health and can facilitate
the movement of these products by laying down uniform rules
applicable to tests and trials, the compilation of dossiers and
the examination of applications.

Experience has shown that it is advisable to stipulate more
precisely the cases in which the results of toxicological and
pharmacological tests or clinical trials do not have to be
provided with a view to obtaining authorization for a medicinal
product which is essentially similar to an authorized product,
while ensuring that innovative firms are not placed at a disad-
vantage.

However, there are reasons of public policy for not conducting
repetitive tests on humans or animals without over-riding cause.

The adoption of the same standards and protocols by all the
Member States will enable the competent authorities to arrive at
their decisions on the basis of uniform tests and by reference to
uniform criteria and will therefore help to avoid differences in
evaluation.

With the exception of those medicinal products which are
subject to the centralized Community authorization procedure
established by Council Regulation (EEC) No 2309/93 of 22
July 1993 laying down Community procedures for the authoriza-
tion and supervision of medicinal products for human and
veterinary use and establishing a European Agency for the

() OJL 297, 13.10.1992, p. 8.
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(14

(15)

(16)
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(18)

Evaluation of Medicinal Products (') a marketing authorization
for a medicinal product granted by a competent authority in one
Member State ought to be recognized by the competent authori-
ties of the other Member States unless there are serious grounds
for supposing that the authorization of the medicinal product
concerned may present a risk to public health. In the event of a
disagreement between Member States about the quality, the
safety or the efficacy of a medicinal product, a scientific evalua-
tion of the matter should be undertaken according to a
Community standard, leading to a single decision on the area of
disagreement binding on the Member States concerned. Whereas
this decision should be adopted by a rapid procedure ensuring
close cooperation between the Commission and the Member
States.

For this purpose, a Committee for Proprietary Medicinal
Products should be set up attached to the European Agency for
the Evaluation of Medicinal Products established in the above-
mentioned Regulation (EEC) No 2309/93.

This Directive represents an important step towards achievement
of the objective of the free movement of medicinal products.
Further measures may abolish any remaining barriers to the free
movement of proprietary medicinal products will be necessary in
the light of experience gained, particularly in the abovemen-
tioned Committee for Proprietary Medicinal Products.

In order better to protect public health and avoid any unneces-
sary duplication of effort during the examination of application
for a marketing authorization for medicinal products, Member
States should systematically prepare assessment reports in
respect of each medicinal product which is authorized by them,
and exchange the reports upon request. Furthermore, a Member
State should be able to suspend the examination of an applica-
tion for authorization to place a medicinal product on the
market which is currently under active consideration in another
Member State with a view to recognizing the decision reached
by the latter Member State.

Following the establishment of the internal market, specific
controls to guarantee the quality of medicinal products imported
from third countries can be waived only if appropriate arrange-
ments have been made by the Community to ensure that the
necessary controls are carried out in the exporting country.

It is necessary to adopt specific provisions for immunological
medicinal products, homeopathic medicinal products, radiophar-
maceuticals, and medicinal products based on human blood or
human plasma.

Any rules governing radiopharmaceuticals must take into
account the provisions of Council Directive 84/466/Euratom of
3 September 1984 laying down basic measures for the radiation
protection of persons undergoing medical examination or treat-
ment (%). Account should also be taken of Council Directive 80/
836/Euratom of 15 July 1980 amending the Directives laying
down the basic safety standards for the health protection of the
general public and workers against the dangers of ionizing radia-
tion (*), the objective of which is to prevent the exposure of
workers or patients to excessive or unnecessarily high levels of
ionizing radiation, and in particular of Article 5c thereof, which
requires prior authorization for the addition of radioactive

(") OJ L 214, 24.8.1993, p. 1. Regulation as amended by Commission Regula-
tion (EC) No 649/98 (OJ L 88, 24.3.1998, p. 7).

(®) OJL 265, 5.10.1984, p. 1. Directive repealed with effect from 13 May 2000
by Directive 97/43/Euratom (OJ L 180, 9.7.1997, p. 22).

() OJ L 246, 17.9.1980, p. 1. Directive as amended by Directive 84/467/
Euratom (OJ L 265, 5.10.1984, p. 4), repealed with effect from 13 May
2000 by Directive 96/29/Euratom (OJ L 314, 4.12.1996, p. 20).
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(19

(20)
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(22)

(23)

24

(25)

(26

27
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29

(30)

substances to medicinal products as well as for the importation
of such medicinal products.

The Community entirely supports the efforts of the Council of
Europe to promote voluntary unpaid blood and plasma donation
to attain self-sufficiency throughout the Community in the
supply of blood products, and to ensure respect for ethical prin-
ciples in trade in therapeutic substances of human origin.

The rules designed to guarantee the quality, safety and efficacy
of medicinal products derived from human blood or human
plasma must be applied in the same manner to both public and
private establishments, and to blood and plasma imported from
third countries.

Having regard to the particular characteristics of these homeo-
pathic medicinal products, such as the very low level of active
principles they contain and the difficulty of applying to them
the conventional statistical methods relating to clinical trials, it
is desirable to provide a special, simplified registration proce-
dure for those homeopathic medicinal products which are
placed on the market without therapeutic indications in a phar-
maceutical form and dosage which do not present a risk for the
patient.

The anthroposophic medicinal products described in an official
pharmacopoeia and prepared by a homeopathic method are to
be treated, as regards registration and marketing authorization,
in the same way as homeopathic medicinal products.

It is desirable in the first instance to provide users of these
homeopathic medicinal products with a very clear indication of
their homeopathic character and with sufficient guarantees of
their quality and safety.

The rules relating to the manufacture, control and inspection of
homeopathic medicinal products must be harmonized to permit
the circulation throughout the Community of medicinal products
which are safe and of good quality.

The usual rules governing the authorization to market medicinal
products should be applied to homeopathic medicinal products
placed on the market with therapeutic indications or in a form
which may present risks which must be balanced against the
desired therapeutic effect. In particular, those Member States
which have a homeopathic tradition should be able to apply
particular rules for the evaluation of the results of tests and trials
intended to establish the safety and efficacy of these medicinal
products provided that they notify them to the Commission.

In order to facilitate the movement of medicinal products and to
prevent the controls carried out in one Member State from being
repeated in another, minimum requirements should be laid down
for manufacture and imports coming from third countries and for
the grant of the authorization relating thereto.

It should be ensured that, in the Member States, the supervision
and control of the manufacture of medicinal products is carried
out by a person who fulfils minimum conditions of qualification.

Before an authorization to market an immunological medicinal
product or derived from human blood or human plasma can be
granted, the manufacturer must demonstrate his ability to attain
batch-to-batch consistency. Before an authorization to market a
medicinal product derived from human blood or human plasma
can be granted, the manufacturer must also demonstrate the
absence of specific viral contamination, to the extent that the
state of technology permits.

The conditions governing the supply of medicinal products to the
public should be harmonized.

In this connection persons moving around within the Community
have the right to carry a reasonable quantity of medicinal
products lawfully obtained for their personal use. It must also
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(40)

be possible for a person established in one Member State to
receive from another Member State a reasonable quantity of
medicinal products intended for his personal use.

In addition, by virtue of Regulation (EC) No 2309/93, certain
medicinal products are the subject of a Community marketing
authorization. In this context, the classification for the supply of
medicinal products covered by a Community marketing authori-
zation needs to be established. It is therefore important to set the
criteria on the basis of which Community decisions will be
taken.

It is therefore appropriate, as an initial step, to harmonize the
basic principles applicable to the classification for the supply of
medicinal products in the Community or in the Member State
concerned, while taking as a starting point the principles already
established on this subject by the Council of Europe as well as
the work of harmonization completed within the framework of
the United Nations, concerning narcotic and psychotropic
substances.

The provisions dealing with the classification of medicinal
products for the purpose of supply do not infringe the national
social security arrangements for reimbursement or payment for
medicinal products on prescription.

Many operations involving the wholesale distribution of medic-
inal products for human use may cover several Member States
simultaneously.

It is necessary to exercise control over the entire chain of distri-
bution of medicinal products, from their manufacture or import
into the Community through to supply to the public, so as to
guarantee that such products are stored, transported and handled
in suitable conditions. The requirements which must be adopted
for this purpose will considerably facilitate the withdrawal of
defective products from the market and allow more effective
efforts against counterfeit products.

Any person involved in the wholesale distribution of medicinal
products should be in possession of a special authorization. Phar-
macists and persons authorized to supply medicinal products to
the public, and who confine themselves to this activity, should
be exempt from obtaining this authorization. It is however neces-
sary, in order to control the complete chain of distribution of
medicinal products, that pharmacists and persons authorized to
supply medicinal products to the public keep records showing
transactions in products received.

Authorization must be subject to certain essential conditions and
it is the responsibility of the Member State concerned to ensure
that such conditions are met; whereas each Member State must
recognize authorizations granted by other Member States.

Certain Member States impose on wholesalers who supply
medicinal products to pharmacists and on persons authorized to
supply medicinal products to the public certain public service
obligations. Those Member States must be able to continue to
impose those obligations on wholesalers established within their
territory. They must also be able to impose them on wholesalers
in other Member States on condition that they do not impose any
obligation more stringent than those which they impose on their
own wholesalers and provided that such obligations may be
regarded as warranted on grounds of public health protection
and are proportionate in relation to the objective of such protec-
tion.

Rules should be laid down as to how the labelling and package
leaflets are to be presented.

The provisions governing the information supplied to users
should provide a high degree of consumer protection, in order
that medicinal products may be used correctly on the basis of
full and comprehensible information.
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(42)
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(44)

(45)

(40)

(47)

(43)

(49)

(50)

(1)

(52)

The marketing of medicinal products whose labelling and
package leaflets comply with this Directive should not be
prohibited or impeded on grounds connected with the labelling
or package leaflet.

This Directive is without prejudice to the application of
measures adopted pursuant to Council Directive 84/450/EEC of
10 September 1984 relating to the approximation of the laws,
regulations and administrative provisions of the Member States
concerning misleading advertising ().

All Member States have adopted further specific measures
concerning the advertising of medicinal products. There are
disparities between these measures. These disparities are likely
to have an impact on the functioning of the internal market,
since advertising disseminated in one Member State is likely to
have effects in other Member States.

Council Directive 89/552/EEC of 3 October 1989 on the coordi-
nation of certain provisions laid down by law, regulation or
administrative action in Member States concerning the pursuit
of television broadcasting activities (*) prohibits the television
advertising of medicinal products which are available only on
medical prescription in the Member State within whose jurisdic-
tion the television broadcaster is located. This principle should
be made of general application by extending it to other media.

Advertising to the general public, even of non-prescription
medicinal products, could affect public health, were it to be
excessive and ill-considered. Advertising of medicinal products
to the general public, where it is permitted, ought therefore to
satisfy certain essential criteria which ought to be defined.

Furthermore, distribution of samples free of charge to the
general public for promotional ends must be prohibited.

The advertising of medicinal products to persons qualified to
prescribe or supply them contributes to the information available
to such persons. Nevertheless, this advertising should be subject
to strict conditions and effective monitoring, referring in parti-
cular to the work carried out within the framework of the
Council of Europe.

Advertising of medicinal products should be subject to effective,
adequate monitoring. Reference in this regard should be made to
the monitoring mechanisms set up by Directive 84/450/EEC.

Medical sales representatives have an important role in the
promotion of medicinal products. Therefore, certain obligations
should be imposed upon them, in particular the obligation to
supply the person visited with a summary of product characteris-
tics.

Persons qualified to prescribe medicinal products must be able to
carry out these functions objectively without being influenced by
direct or indirect financial inducements.

It should be possible within certain restrictive conditions to
provide samples of medicinal products free of charge to persons
qualified to prescribe or supply them so that they can familiarize
themselves with new products and acquire experience in dealing
with them.

Persons qualified to prescribe or supply medicinal products must
have access to a neutral, objective source of information about
products available on the market. Whereas it is nevertheless for
the Member States to take all measures necessary to this end, in
the light of their own particular situation.

() OJ L 250, 19.9.1984, p. 17. Directive as amended by Directive 97/55/EC
(OJ L 290, 23.10.1997, p. 18).

(®» OJ L 298, 17.10.1989, p. 23. Directive as amended by Directive 97/36/EC
(OJ L 202, 30.7.1997, p. 60).



2001L0083 — EN — 30.04.2004 — 003.001 — 8

(53)

(54)

(55)

(56)

(57)

(58)

(59)

(60)

(61)

Each undertaking which manufactures or imports medicinal
products should set up a mechanism to ensure that all informa-
tion supplied about a medicinal product conforms with the
approved conditions of use.

In order to ensure the continued safety of medicinal products in
use, it is necessary to ensure that pharmacovigilance systems in
the Community are continually adapted to take account of scien-
tific and technical progress.

It is necessary to take account of changes arising as a result of
international harmonisation of definitions, terminology and tech-
nological developments in the field of pharmacovigilance.

The increasing use of electronic networks for communication of
information on adverse reactions to medicinal products marketed
in the Community is intended to allow competent authorities to
share the information at the same time.

It is the interest of the Community to ensure that the pharmacov-
igilance systems for centrally authorised medicinal products and
those authorised by other procedures are consistent.

Holders of marketing authorisations should be proactively
responsible for on-going pharmacovigilance of the medicinal
products they place on the market.

The measures necessary for the implementation of this Directive
should be adopted in accordance with Council Decision 1999/
468/EC of 28 June 1999 laying down the procedures for the
exercise of implementing powers conferred on the Commis-
sion (M.

The Commission should be empowered to adopt any necessary
changes to Annex I in order to take into account scientific and
technical progress.

This Directive should be without prejudice to the obligations of
the Member States concerning the time-limits for transposition
of the Directives set out in Annex II, Part B.

HAVE ADOPTED THIS DIRECTIVE:

TITLE 1

DEFINITIONS

Article 1

For the purposes of this Directive, the following terms shall bear the
following meanings:

2.

Medicinal product:

(a) Any substance or combination of substances presented as
having properties for treating or preventing disease in
human beings; or

(b) Any substance or combination of substances which may be
used in or administered to human beings either with a view
to restoring, correcting or modifying physiological functions
by exerting a pharmacological, immunological or metabolic
action, or to making a medical diagnosis.

(') OJL 184, 17.7.1999, p. 23.
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Substance:
Any matter irrespective of origin which may be:

— human, e.g.
human blood and human blood products;

— animal, e.g.
micro-organisms, whole animals, parts of organs, animal
secretions, toxins, extracts, blood products;

— vegetable, e.g.

micro-organisms, plants, parts of plants, vegetable secre-
tions, extracts;

— chemical, e.g.
elements, naturally occurring chemical materials and

chemical products obtained by chemical change or synth-
esis.

Immunological medicinal product:

Any medicinal product consisting of vaccines, toxins, serums or
allergen products:

(a) vaccines, toxins and serums shall cover in particular:

(i) agents used to produce active immunity, such as
cholera vaccine, BCG, polio vaccines, smallpox
vaccine;

(ii) agents used to diagnose the state of immunity,
including in particular tuberculin and tuberculin PPD,
toxins for the Schick and Dick Tests, brucellin;

(iii) agents used to produce passive immunity, such as
diphtheria antitoxin, anti-smallpox globulin, antilym-
phocytic globulin;

(b) ‘allergen product’ shall mean any medicinal product which
is intended to identify or induce a specific acquired altera-
tion in the immunological response to an allergizing agent.

Homeopathic medicinal product:

Any medicinal product prepared from substances called homeo-
pathic stocks in accordance with a homeopathic manufacturing
procedure described by the European Pharmacopoeia or, in the
absence thereof, by the pharmacopoeias currently used offi-
cially in the Member States. A homeopathic medicinal product
may contain a number of principles.

Radiopharmaceutical:

Any medicinal product which, when ready for use, contains one
or more radionuclides (radioactive isotopes) included for a
medicinal purpose.

Radionuclide generator:

Any system incorporating a fixed parent radionuclide from
which is produced a daughter radionuclide which is to be
obtained by elution or by any other method and used in a radio-
pharmaceutical.

> M4 Kit d:

Any preparation to be reconsitituted or combined with radionu-
clides in the final radiopharmaceutical, usually prior to its
administration.

Radionuclide precursor:

Any other radionuclide produced for the radio-labelling of
another substance prior to administration.
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10.

11.

12.

13.

14.

15.

16.

17.

18.

18a

Medicinal products derived from human blood or human
plasma:

Medicinal products based on blood constitutents which are
prepared industrially by public or private establishments, such
medicinal products including, in particular, albumin, coagu-
lating factors and immunoglobulins of human origin.

Adverse reaction:

A response to a medicinal product which is noxious and unin-
tended and which occurs at doses normally used in man for the
prophylaxis, diagnosis or therapy of disease or for the restora-
tion, correction or modification of physiological function.

Serious adverse reaction:

An adverse reaction which results in death, is life-threatening,
requires inpatient hospitalisation or prolongation of existing
hospitalisation, results in persistent or significant disability or
incapacity, or is a congenital anomaly/birth defect.

Unexpected adverse reaction:

An adverse reaction, the nature, severity or outcome of which is
not consistent with the summary of product characteristics.

Periodic safety update reports:

The periodical reports containing the records referred to in
Article 104.

Post-authorisation safety study:

A pharmacoepidemiological study or a clinical trial carried out
in accordance with the terms of the marketing authorisation,
conducted with the aim of identifying or quantifying a safety
hazard relating to an authorised medicinal product.

Abuse of medicinal products:

Persistent or sporadic, intentional excessive use of medicinal
products which is accompanied by harmful physical or psycho-
logical effets.

Wholesale distribution of medicinal products:

All activities consisting of procuring, holding, supplying or
exporting medicinal products, apart from supplying medicinal
products to the public. Such activities are carried out with
manufacturers or their depositories, importers, other wholesale
distributors or with pharmacists and persons authorized or
entitled to supply medicinal products to the public in the
Member State concerned.

Public service obligation:

The obligation placed on wholesalers to guarantee permanently
an adequate range of medicinal products to meet the require-
ments of a specific geographical area and to deliver the
supplies requested within a very short time over the whole of
the area in question.

Representative of the marketing authorisation holder:

The person, commonly known as local representative, desig-
nated by the marketing authorisation holder to represent him
in the Member State concerned.
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19.

20.

21.

22.

23.

24.

25.

26.

27.

28.

28a.

29.

Medicinal Prescription:

Any medicinal prescription issued by a professional person
qualified to do so.

Name of the medicinal product:

The name, which may be either an invented name not liable to
confusion with the common name, or a common or scientific
name accompanied by a trade mark or the name of the
marketing authorisation holder.

Common name:

The international non-proprietary name recommended by the
World Health Organization, or, if one does not exist, the usual
common name.

Strength of the medicinal product:

The content of the active substances expressed quantitatively
per dosage unit, per unit of volume or weight according to the
dosage form.

Immediate packaging:

The container or other form of packaging immediately in
contact with the medicinal product.

Outer packaging:
The packaging into which is placed the immediate packaging.

Labelling:

Information on the immediate or outer packaging.

Package leaflet:

A leaflet containing information for the user which accompa-
nies the medicinal product.

Agency:

The European Medicines Agency established by Regulation
(EC) No 726/2004 (*).

Risks related to use of the medicinal product:

— any risk relating to the quality, safety or efficacy of the
medicinal product as regards patients' health or public
health;

— any risk of undesirable effects on the environment.

Risk-benefit balance:

An evaluation of the positive therapeutic effects of the medic-
inal product in relation to the risks as defined in point 28, first
indent.

Traditional herbal medicinal product:

A herbal medicinal product that fulfils the conditions laid down
in Article 16a(1).

(') OJL 136, 30.4.2004, p. 1.
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30. Herbal medicinal product:

Any medicinal product, exclusively containing as active ingre-
dients one or more herbal substances or one or more herbal
preparations, or one or more such herbal substances in combi-
nation with one or more such herbal preparations.

31. Herbal substances:

All mainly whole, fragmented or cut plants, plant parts, algae,
fungi, lichen in an unprocessed, usually dried, form, but some-
times fresh. Certain exudates that have not been subjected to a
specific treatment are also considered to be herbal substances.
Herbal substances are precisely defined by the plant part used
and the botanical name according to the binomial system
(genus, species, variety and author).

32. Herbal preparations:

Preparations obtained by subjecting herbal substances to treat-
ments such as extraction, distillation, expression, fractionation,
purification, concentration or fermentation. These include
comminuted or powdered herbal substances, tinctures, extracts,
essential oils, expressed juices and processed exudates.

TITLE II
SCOPE

Article 2

1. This Directive shall apply to medicinal products for human use
intended to be placed on the market in Member States and either
prepared industrially or manufactured by a method involving an indus-
trial process.

2. In cases of doubt, where, taking into account all its characteris-
tics, a product may fall within the definition of a ‘medicinal product’
and within the definition of a product covered by other Community
legislation the provisions of this Directive shall apply.

3.  Notwithstanding paragraph 1 and Article 3(4), Title IV of this
Directive shall apply to medicinal products intended only for export
and to intermediate products.

Article 3
This Directive shall not apply to:

1. Any medicinal product prepared in a pharmacy in accordance with a
medical prescription for an individual patient (commonly known as
the magistral formula).

2. Any medicinal product which is prepared in a pharmacy in accor-
dance with the prescriptions of a pharmacopoeia and is intended to
be supplied directly to the patients served by the pharmacy in ques-
tion (commonly known as the officinal formula).

3. Medicinal products intended for research and development trials, but
without prejudice to the provisions of Directive 2001/20/EC of the
European Parliament and of the Council of 4 April 2001 on the
approximation of the laws, regulations and administrative provisions
of the Member States relating to the implementation of good clinical
practice in the conduct of clinical trials on medicinal products for
human use ().

() OJL 121, 1.5.2001, p. 34.
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4. Intermediate products intended for further processing by an author-
ized manufacturer.

5. Any radionuclides in the form of sealed sources.

6. Whole blood, plasma or blood cells of human origin, except for
plasma which is prepared by a method involving an industrial
process.

Article 4

1.  Nothing in this Directive shall in any way derogate from the
Community rules for the radiation protection of persons undergoing
medical examination or treatment, or from the Community rules laying
down the basic safety standards for the health protection of the general
public and workers against the dangers of ionizing radiation.

2. This Directive shall be without prejudice to Council Decision 86/
346/EEC of 25 June 1986 accepting on behalf of the Community the
European Agreement on the Exchange of Therapeutic Substances of
Human Origin (').

3. The provisions of this Directive shall not affect the powers of the
Member States' authorities either as regards the setting of prices for
medicinal products or their inclusion in the scope of national health
insurance schemes, on the basis of health, economic and social condi-
tions.

4.  This Directive shall not affect the application of national legisla-
tion prohibiting or restricting the sale, supply or use of medicinal
products as contraceptives or abortifacients. The Member States shall
communicate the national legislation concerned to the Commission.

Article 5

1. A Member State may, in accordance with legislation in force and
to fulfil special needs, exclude from the provisions of this Directive
medicinal products supplied in response to a bona fide unsolicited
order, formulated in accordance with the specifications of an authorised
health-care professional and for use by an individual patient under his
direct personal responsibility.

2. Member States may temporarily authorise the distribution of an
unauthorised medicinal product in response to the suspected or
confirmed spread of pathogenic agents, toxins, chemical agents or
nuclear radiation any of which could cause harm.

3. Without prejudice to paragraph 1, Member States shall lay down
provisions in order to ensure that marketing authorisation holders,
manufacturers and health professionals are not subject to civil or
administrative liability for any consequences resulting from the use of
a medicinal product otherwise than for the authorised indications or
from the use of an unauthorised medicinal product, when such use is
recommended or required by a competent authority in response to the
suspected or confirmed spread of pathogenic agents, toxins, chemical
agents or nuclear radiation any of which could cause harm. Such provi-
sions shall apply whether or not national or Community authorisation
has been granted.

4.  Liability for defective products, as provided for by Council Direc-
tive 85/374/EEC of 25 July 1985 on the approximation of the laws,
regulations and administrative provisions of the Member States,
concerning liability for defective products (?), shall not be affected by
paragraph 3.

() OJL 207, 30.7.1986, p. 1.

(®*) OJ L 210, 7.8.1985, p. 29. Directive as last amended by Directive 1999/34/
EC of the European Parliament and of the Council (OJ L 141, 4.6.1999,
p. 20).
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TITLE III
PLACING ON THE MARKET

CHAPTER 1

Marketing authorization

Article 6

1. No medicinal product may be placed on the market of a Member
State unless a marketing authorization has been issued by the compe-
tent authorities of that Member State in accordance with this Directive
or an authorization has been granted in accordance with Regulation
(EEC) No 2309/93.

When a medicinal product has been granted an initial marketing
authorisation in accordance with the first subparagraph, any additional
strengths, pharmaceutical forms, administration routes, presentations, as
well as any variations and extensions shall also be granted an authori-
sation in accordance with the first subparagraph or be included in the
initial marketing authorisation. All these marketing authorisations shall
be considered as belonging to the same global marketing authorisation,
in particular for the purpose of the application of Article 10(1).

la  The marketing authorisation holder shall be responsible for
marketing the medicinal product. The designation of a representative
shall not relieve the marketing authorisation holder of his legal respon-
sibility.

2. The authorisation referred to in paragraph 1 shall also be required
for radionuclide generators, »M4 kits <, radionuclide precursor
radiopharmaceuticals and industrially prepared radiopharmaceuticals.

Article 7

A marketing authorization shall not be required for a radiopharmaceu-
tical prepared at the time of use by a person or by an establishment
authorized, according to national legislation, to use such medicinal
products in an approved health care establishment exclusively from
authorized radionuclide generators, » M4 kits € or radionuclide
precursors in accordance with the manufacturer's instructions.

Article 8

1. In order to obtain an authorization to place a medicinal product
on the market regardless of the procedure established by Regulation
(EEC) No 2309/93, an application shall be made to the competent
authority of the Member State concerned.

2. A marketing authorization may only be granted to an applicant
established in the Community.

3. The application shall be accompanied by the following particulars
and documents, submitted in accordance with Annex I:

(a) Name or corporate name and permanent address of the applicant
and, where applicable, of the manufacturer.

(b)  Name of the medicinal product.

(¢)  Qualitative and quantitative particulars of all the constituents of
the medicinal product, including the reference to its international
non-proprietary name (INN) recommended by the WHO, where
an INN for the medicinal product exists, or a reference to the
relevant chemical name.

(ca) Evaluation of the potential environmental risks posed by the
medicinal product. This impact shall be assessed and, on a
case-by-case basis, specific arrangements to limit it shall be
envisaged.
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(d) Description of the manufacturing method.
(e) Therapeutic indications, contra-indications and adverse reactions.

(f)  Posology, pharmaceutical form, method and route of administra-
tion and expected shelf life.

(g) Reasons for any precautionary and safety measures to be taken
for the storage of the medicinal product, its administration to
patients and for the disposal of waste products, together with an
indication of potential risks presented by the medicinal product
for the environment.

(h) Description of the control methods employed by the manufac-
turer.

(1)  Results of:

— pharmaceutical (physico-chemical, biological or microbiolo-
gical) tests,

— pre-clinical (toxicological and pharmacological) tests,
— clinical trials.

(ia) A detailed description of the pharmacovigilance and, where
appropriate, of the risk-management system which the applicant
will introduce.

(ib) A statement to the effect that clinical trials carried out outside
the European Union meet the ethical requirements of Directive
2001/20/EC.

() A summary, in accordance with Article 11, of the product char-
acteristics, a mock-up of the outer packaging, containing the
details provided for in Article 54, and of the immediate packa-
ging of the medicinal product, containing the details provided
for in Article 55, together with a package leaflet in accordance
with Article 59.

(k) A document showing that the manufacturer is authorised in his
own country to produce medicinal products.

(I)  Copies of any authorisation obtained in another Member State or
in a third country to place the medicinal product on the market,
together with a list of those Member States in which an applica-
tion for authorisation submitted in accordance with this Directive
is under examination. Copies of the summary of the product
characteristics proposed by the applicant in accordance with
Article 11 or approved by the competent authorities of the
Member State in accordance with Article 21. Copies of the
package leaflet proposed in accordance with Article 59 or
approved by the competent authorities of the Member State in
accordance with Article 61. Details of any decision to refuse
authorization, whether in the Community or in a third country,
and the reasons for such a decision.

This information shall be updated on a regular basis.

(m) A copy of any designation of the medicinal product as an orphan
medicinal product under Regulation (EC) No 141/2000 of the
European Parliament and of the Council of 16 December 1999
on orphan medicinal products ('), accompanied by a copy of the
relevant Agency opinion.

(n) Proof that the applicant has the services of a qualified person
responsible for pharmacovigilance and has the necessary means
for the notification of any adverse reaction suspected of occur-
ring either in the Community or in a third country.

The documents and information concerning the results of the pharma-
ceutical and pre-clinical tests and the clinical trials referred to in point

() OJL 18, 22.1.2000, p. 1.
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(i) of the first subparagraph shall be accompanied by detailed summa-
ries in accordance with Article 12.

Article 9

In addition to the requirements set out in Articles 8 and 10(1), an appli-
cation for authorization to market a radionuclide generator shall also
contain the following information and particulars:

— a general description of the system together with a detailed
description of the components of the system which may affect
the composition or quality of the daughter nucleid preparation,

— qualitative and quantitative particulars of the eluate or the subli-
mate.

Article 10

1. By way of derogation from Article 8(3)(i), and without prejudice
to the law relating to the protection of industrial and commercial prop-
erty, the applicant shall not be required to provide the results of pre-
clinical tests and of clinical trials if he can demonstrate that the medic-
inal product is a generic of a reference medicinal product which is or
has been authorised under Article 6 for not less than eight years in a
Member State or in the Community.

A generic medicinal product authorised pursuant to this provision shall
not be placed on the market until ten years have elapsed from the
initial authorisation of the reference product.

The first subparagraph shall also apply if the reference medicinal
product was not authorised in the Member State in which the applica-
tion for the generic medicinal product is submitted. In this case, the
applicant shall indicate in the application form the name of the
Member State in which the reference medicinal product is or has been
authorised. At the request of the competent authority of the Member
State in which the application is submitted, the competent authority of
the other Member State shall transmit within a period of one month, a
confirmation that the reference medicinal product is or has been
authorised together with the full composition of the reference product
and if necessary other relevant documentation.

The ten-year period referred to in the second subparagraph shall be
extended to a maximum of eleven years if, during the first eight years
of those ten years, the marketing authorisation holder obtains an
authorisation for one or more new therapeutic indications which, during
the scientific evaluation prior to their authorisation, are held to bring a
significant clinical benefit in comparison with existing therapies.

2. For the purposes of this Article:

(a) ‘reference medicinal product’ shall mean a medicinal product
authorised under Article 6, in accordance with the provisions of
Atrticle 8;

(b) ‘generic medicinal product’ shall mean a medicinal product which
has the same qualitative and quantitative composition in active
substances and the same pharmaceutical form as the reference
medicinal product, and whose bioequivalence with the reference
medicinal product has been demonstrated by appropriate bioavail-
ability studies. The different salts, esters, ethers, isomers, mixtures
of isomers, complexes or derivatives of an active substance shall be
considered to be the same active substance, unless they differ
significantly in properties with regard to safety and/or efficacy. In
such cases, additional information providing proof of the safety
and/or efficacy of the various salts, esters or derivatives of an
authorised active substance must be supplied by the applicant. The
various immediate-release oral pharmaceutical forms shall be
considered to be one and the same pharmaceutical form. Bioavail-
ability studies need not be required of the applicant if he can
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demonstrate that the generic medicinal product meets the relevant
criteria as defined in the appropriate detailed guidelines.

3. In cases where the medicinal product does not fall within the
definition of a generic medicinal product as provided in paragraph
2(b) or where the bioequivalence cannot be demonstrated through bioa-
vailability studies or in case of changes in the active substance(s),
therapeutic indications, strength, pharmaceutical form or route of
administration, vis-a-vis the reference medicinal product, the results of
the appropriate pre-clinical tests or clinical trials shall be provided.

4.  Where a biological medicinal product which is similar to a refer-
ence biological product does not meet the conditions in the definition
of generic medicinal products, owing to, in particular, differences
relating to raw materials or differences in manufacturing processes of
the biological medicinal product and the reference biological medicinal
product, the results of appropriate pre-clinical tests or clinical trials
relating to these conditions must be provided. The type and quantity
of supplementary data to be provided must comply with the relevant
criteria stated in Annex I and the related detailed guidelines. The
results of other tests and trials from the reference medicinal product's
dossier shall not be provided.

5. In addition to the provisions laid down in paragraph 1, where an
application is made for a new indication for a well-established
substance, a non-cumulative period of one year of data exclusivity shall
be granted, provided that significant pre-clinical or clinical studies
were carried out in relation to the new indication.

6. Conducting the necessary studies and trials with a view to the
application of paragraphs 1, 2, 3 and 4 and the consequential practical
requirements shall not be regarded as contrary to patent rights or to
supplementary protection certificates for medicinal products.

Article 10a

By way of derogation from Article 8(3)(i), and without prejudice to the
law relating to the protection of industrial and commercial property, the
applicant shall not be required to provide the results of pre-clinical
tests or clinical trials if he can demonstrate that the active substances
of the medicinal product have been in well-established medicinal use
within the Community for at least ten years, with recognised efficacy
and an acceptable level of safety in terms of the conditions set out in
Annex 1. In that event, the test and trial results shall be replaced by
appropriate scientific literature.

Article 10b

In the case of medicinal products containing active substances used in
the composition of authorised medicinal products but not hitherto used
in combination for therapeutic purposes, the results of new pre-clinical
tests or new clinical trials relating to that combination shall be
provided in accordance with Article 8(3)(i), but it shall not be neces-
sary to provide scientific references relating to each individual active
substance.

Article 10c

Following the granting of a marketing authorisation, the authorisation
holder may allow use to be made of the pharmaceutical, pre-clinical
and clinical documentation contained in the file on the medicinal
product, with a view to examining subsequent applications relating to
other medicinal products possessing the same qualitative and quantita-
tive composition in terms of active substances and the same
pharmaceutical form.
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Article 11

The summary of the product characteristics shall contain, in the order
indicated below, the following information:

1.

10.
11.

12.

name of the medicinal product followed by the strength and the
pharmaceutical form.

qualitative and quantitative composition in terms of the active
substances and constituents of the excipient, knowledge of which
is essential for proper administration of the medicinal product.
The usual common name or chemical description shall be used.

pharmaceutical form.

clinical particulars:

4.1. therapeutic indications,

4.2. posology and method of administration for adults and,
where necessary for children,

4.3. contra-indications,

4.4. special warnings and precautions for use and, in the case
of immunological medicinal products, any special precau-
tions to be taken by persons handling such products and
administering them to patients, together with any precau-
tions to be taken by the patient,

4.5. interaction with other medicinal products and other forms
of interactions,

4.6. use during pregnancy and lactation,

4.7. effects on ability to drive and to use machines,

4.8. undesirable effects,

4.9. overdose (symptoms, emergency procedures, antidotes).

pharmacological properties:

5.1. pharmacodynamic properties,
5.2. pharmacokinetic properties,
5.3. preclinical safety data.

pharmaceutical particulars:

6.1. list of excipients,
6.2. major incompatibilities,

6.3. shelf life, when necessary after reconstitution of the medic-
inal product or when the immediate packaging is opened
for the first time,

6.4. special precautions for storage,
6.5. nature and contents of container,

6.6. special precautions for disposal of a used medicinal
product or waste materials derived from such medicinal
product, if appropriate.

marketing authorisation holder.

marketing authorisation number(s).

date of the first authorisation or renewal of the authorisation.
date of revision of the text.

for radiopharmaceuticals, full details of internal radiation dosi-
metry.

for radiopharmaceuticals, additional detailed instructions for
extemporaneous preparation and quality control of such prepara-
tion and, where appropriate, maximum storage time during which
any intermediate preparation such as an eluate or the ready-to-use
pharmaceutical will conform with its specifications.

For authorisations under Article 10, those parts of the summary of
product characteristics of the reference medicinal product referring to
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indications or dosage forms which were still covered by patent law at
the time when a generic medicine was marketed need not be included.

Article 12

1.  The applicant shall ensure that, before the detailed summaries
referred to in the last subparagraph of Article 8(3) are submitted to
the competent authorities, they have been drawn up and signed by
experts with the necessary technical or professional qualifications,
which shall be set out in a brief curriculum vitae.

2. Persons having the technical and professional qualifications
referred to in paragraph 1 shall justify any use made of scientific litera-
ture under Article 10a in accordance with the conditions set out in
Annex [.

3. The detailed summaries shall form part of the file which the
applicant submits to the competent authorities.

CHAPTER 2

Specific provisions applicable to homeopathic medicinal products

Article 13

1.  Member States shall ensure that homeopathic medicinal products
manufactured and placed on the market within the Community are
registered or authorised in accordance with Articles 14, 15 and 16,
except where such medicinal products are covered by a registration or
authorisation granted in accordance with national legislation on or
before 31 December 1993. In case of registrations, Article 28 and
Article 29(1) to (3) shall apply.

2. Member States shall establish a special simplified registration
procedure for the homeopathic medicinal products referred to in Article
14.

Article 14

1. Only homeopathic medicinal products which satisfy all of the
following conditions may be subject to a special, simplified registration
procedure:

— they are administered orally or externally,

— no specific therapeutic indication appears on the labelling of the
medicinal product or in any information relating thereto,

— there is a sufficient degree of dilution to guarantee the safety of the
medicinal product; in particular, the medicinal product may not
contain either more than one part per 10 000 of the mother tincture
or more than 1/100th of the smallest dose used in allopathy with
regard to active substances whose presence in an allopathic medic-
inal product results in the obligation to submit a doctor's
prescription.

If new scientific evidence so warrants, the Commission may amend the
third indent of the first subparagraph by the procedure referred to in
Article 121(2).

At the time of registration, Member States shall determine the classifi-
cation for the dispensing of the medicinal product.

2. The criteria and rules of procedure provided for in Article 4(4),
Article 17(1) and Articles 22 to 26, 112, 116 and 125 shall apply by
analogy to the special, simplified registration procedure for homeo-
pathic medicinal products, with the exception of the proof of
therapeutic efficacy.
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Article 15

An application for special, simplified registration may cover a series of
medicinal products derived from the same homeopathic stock or stocks.
The following documents shall be included with the application in
order to demonstrate, in particular, the pharmaceutical quality and the
batch-to-batch homogeneity of the products concerned:

— scientific name or other name given in a pharmacopoeia of the
homeopathic stock or stocks, together with a statement of the
various routes of administration, pharmaceutical forms and degree
of dilution to be registered,

— dossier describing how the homeopathic stock or stocks is/are
obtained and controlled, and justifying its/their homeopathic use,
on the basis of an adequate bibliography,

— manufacturing and control file for each pharmaceutical form and a
description of the method of dilution and potentization,

— manufacturing authorization for the medicinal product concerned,

— copies of any registrations or authorizations obtained for the same
medicinal product in other Member States,

— one or more mock-ups of the outer packaging and the immediate
packaging of the medicinal products to be registered,

— data concerning the stability of the medicinal product.

Article 16

1.  Homeopathic medicinal products other than those referred to in
Article 14(1) shall be authorized and labelled in accordance with
» M4 Articles 8, 10, 10a, 10b, 10c and 11 <.

2. A Member State may introduce or retain in its territory specific
rules for the M4 pre-clinical tests <« and clinical trials of homeo-
pathic medicinal products other than those referred to in Article 14(1)
in accordance with the principles and characteristics of homeopathy as
practised in that Member State.

In this case, the Member State concerned shall notify the Commission
of the specific rules in force.

3. Title IX shall apply to homeopathic medicinal products, with the
exception of those referred to in Article 14(1).

CHAPTER 2a

Specific provisions applicable to traditional herbal medicinal
products

Article 16a

1. A simplified registration procedure (hereinafter ‘traditional-use
registration’) is hereby established for herbal medicinal products which
fulfil all of the following criteria:

(a) they have indications exclusively appropriate to traditional herbal
medicinal products which, by virtue of their composition and
purpose, are intended and designed for use without the supervision
of a medical practitioner for diagnostic purposes or for prescrip-
tion or monitoring of treatment;

(b) they are exclusively for administration in accordance with a speci-
fied strength and posology;

(c) they are an oral, external and/or inhalation preparation;
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(d) the period of traditional use as laid down in Article 16¢c(1)(c) has
elapsed,

(e) the data on the traditional use of the medicinal product are suffi-
cient; in particular the product proves not to be harmful in the
specified conditions of use and the pharmacological effects or effi-
cacy of the medicinal product are plausible on the basis of long-
standing use and experience.

2. Notwithstanding Article 1(30), the presence in the herbal medic-
inal product of vitamins or minerals for the safety of which there is
well-documented evidence shall not prevent the product from being
eligible for registration in accordance with paragraph 1, provided that
the action of the vitamins or minerals is ancillary to that of the herbal
active ingredients regarding the specified claimed indication(s).

3.  However, in cases where the competent authorities judge that a
traditional herbal medicinal product fulfils the criteria for authorisation
in accordance with Article 6 or registration pursuant to Article 14, the
provisions of this chapter shall not apply.

Article 16b

1. The applicant and registration holder shall be established in the
Community.

2. In order to obtain traditional-use registration, the applicant shall
submit an application to the competent authority of the Member State
concerned.

Article 16¢
1. The application shall be accompanied by:

(a) the particulars and documents:
(1) referred to in Article 8(3)(a) to (h), (j) and (k);

(ii) the results of the pharmaceutical tests referred to in the
second indent of Article 8(3)(i);

(iii) the summary of product characteristics, without the data
specified in Article 11(4);

(iv) in case of combinations, as referred to in Article 1(30) or
Article 16a(2), the information referred to in Article
16a(1)(e) relating to the combination as such; if the indivi-
dual active ingredients are not sufficiently known, the data
shall also relate to the individual active ingredients;

(b) any authorisation or registration obtained by the applicant in
another Member State, or in a third country, to place the medic-
inal product on the market, and details of any decision to refuse
to grant an authorisation or registration, whether in the Commu-
nity or a third country, and the reasons for any such decision;

(c) bibliographical or expert evidence to the effect that the medicinal
product in question, or a corresponding product has been in
medicinal use throughout a period of at least 30 years preceding
the date of the application, including at least 15 years within the
Community. At the request of the Member State where the appli-
cation for traditional-use registration has been submitted, the
Committee for Herbal Medicinal Products shall draw up an
opinion on the adequacy of the evidence of the long-standing use
of the product, or of the corresponding product. The Member State
shall submit relevant documentation supporting the referral;

(d) a bibliographic review of safety data together with an expert
report, and where required by the competent authority, upon addi-
tional request, data necessary for assessing the safety of the
medicinal product.

Annex [ shall apply by analogy to the particulars and documents speci-
fied in point (a).

2. A corresponding product, as referred to in paragraph 1(c), is char-
acterised by having the same active ingredients, irrespective of the
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excipients used, the same or similar intended purpose, equivalent
strength and posology and the same or similar route of administration
as the medicinal product applied for.

3. The requirement to show medicinal use throughout the period of
30 years, referred to in paragraph 1(c), is satisfied even where the
marketing of the product has not been based on a specific authorisa-
tion. It is likewise satisfied if the number or quantity of ingredients of
the medicinal product has been reduced during that period.

4. Where the product has been used in the Community for less than
15 years, but is otherwise eligible for simplified registration, the
Member State where the application for traditional-use registration has
been submitted shall refer the product to the Committee for Herbal
Medicinal Products. The Member State shall submit relevant documen-
tation supporting the referral.

The Committee shall consider whether the other criteria for a simpli-
fied registration as referred to in Article 16a are fully complied with.
If the Committee considers it possible, it shall establish a Community
herbal monograph as referred to in Article 16h(3) which shall be taken
into account by the Member State when taking its final decision.

Article 16d

1.  Without prejudice to Article 16h(1), Chapter 4 of Title III shall
apply by analogy to registrations granted in accordance with Article
16a, provided that:

(a) a Community herbal monograph has been established in accor-
dance with Article 16h(3), or

(b) the herbal medicinal product consists of herbal substances,
preparations or combinations thereof contained in the list referred
to in Article 16f.

2. For other herbal medicinal products as referred to in Article 16a,
each Member State shall, when evaluating an application for tradi-
tional-use registration, take due account of registrations granted by
another Member State in accordance with this chapter.

Article 16e

1.  Traditional-use registration shall be refused if the application does
not comply with Articles 16a, 16b or 16c or if at least one of the
following conditions is fulfilled:

(a) the qualitative and/or quantitative composition is not as declared;

(b) the indications do not comply with the conditions laid down in
Article 16a;

(c) the product could be harmful under normal conditions of use;

(d) the data on traditional use are insufficient, especially if pharmaco-
logical effects or efficacy are not plausible on the basis of long-
standing use and experience;

(e) the pharmaceutical quality is not satisfactorily demonstrated.

2. The competent authorities of the Member States shall notify the
applicant, the Commission and any competent authority that requests
it, of any decision they take to refuse traditional-use registration and
the reasons for the refusal.

Article 16f

1. A list of herbal substances, preparations and combinations thereof
for use in traditional herbal medicinal products shall be established in
accordance with the procedure referred to in Article 121(2). The list
shall contain, with regard to each herbal substance, the indication, the
specified strength and the posology, the route of administration and any
other information necessary for the safe use of the herbal substance as
a traditional medicinal product.
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M3
2. If an application for traditional-use registration relates to a herbal
substance, preparation or a combination thereof contained in the list
referred to in paragraph 1, the data specified in Article 16c(1)(b)(c)
and (d) do not need to be provided. Article 16e(1)(c) and (d) shall not
apply.

3. If a herbal substance, preparation or a combination thereof ceases
to be included in the list referred to in paragraph 1, registrations
pursuant to paragraph 2 for herbal medicinal products containing this
substance shall be revoked unless the particulars and documents
referred to in Article 16¢(1) are submitted within three months.

Article 16g

1. Articles 3(1) and (2), 4(4), 6(1), 12, 17(1), 19, 20, 23, 24, 25, 40
to 52, 70 to 85, 101 to 108, 111(1) and (3), 112, 116 to 118, 122, 123,
125, 126, second subparagraph, and 127 of this Directive as well as
Commission Directive 91/356/EEC (%) shall apply, by analogy, to tradi-
tional-use registration granted under this chapter.

2. In addition to the requirements of Articles 54 to 65, any labelling
and user package leaflet shall contain a statement to the effect that:

(a) the product is a traditional herbal medicinal product for use in
specified indication(s) exclusively based upon long-standing use;
and

(b) the user should consult a doctor or a qualified health care practi-
tioner if the symptoms persist during the use of the medicinal
product or if adverse effects not mentioned in the package leaflet
occur.

A Member State may require that the labelling and the user package
leaflet shall also state the nature of the tradition in question.

3. In addition to the requirements of Articles 86 to 99, any adver-
tisement for a medicinal product registered under this chapter shall
contain the following statement: Traditional herbal medicinal product
for use in specified indication(s) exclusively based upon long-standing
use.

Article 16h

1. A Committee for Herbal Medicinal Products is hereby estab-
lished. That Committee shall be part of the Agency and shall have the
following competence:

(a) as regards simplified registrations, to:

— perform the tasks arising from Article 16¢(1) and (4),

— perform the tasks arising from Article 16d,

— prepare a draft list of herbal substances, preparations and
combinations thereof, as referred to in Article 16f(1), and

— establish Community monographs for traditional herbal medic-
inal products, as referred to in paragraph 3 of this Article;

(b) as regards authorisations of herbal medicinal products, to establish
Community herbal monographs for herbal medicinal products, as
referred to in paragraph 3 of this Article;

(c) as regards referrals to the Agency under Chapter 4 of Title III, in
relation to herbal medicinal products as referred to in Article 16a,
to perform the tasks set out in Article 32;

(d) where other medicinal products containing herbal substances are
referred to the Agency under Chapter 4 of Title III, to give an
opinion on the herbal substance where appropriate.

Finally, the Committee for Herbal Medicinal Products shall perform
any other task conferred upon it by Community law.

() OJL 193, 17.7.1991, p. 30.
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The appropriate coordination with the Committee for Human Medicinal
Products shall be ensured by a procedure to be determined by the
Executive Director of the Agency in accordance with Article 57(2) of
Regulation (EEC) No 2309/93.

2. Each Member State shall appoint, for a three-year term which
may be renewed, one member and one alternate to the Committee for
Herbal Medicinal Products.

The alternates shall represent and vote for the members in their
absence. Members and alternates shall be chosen for their role and
experience in the evaluation of herbal medicinal products and shall
represent the competent national authorities.

The said Committee may coopt a maximum of five additional members
chosen on the basis of their specific scientific competence. These
members shall be appointed for a term of three years, which may be
renewed, and shall not have alternates.

With a view to the coopting of such members, the said Committee shall
identify the specific complementary scientific competence of the addi-
tional member(s). Coopted members shall be chosen among experts
nominated by Member States or the Agency.

The members of the said Committee may be accompanied by experts
in specific scientific or technical fields.

3. The Committee for Herbal Medicinal Products shall establish
Community herbal monographs for herbal medicinal products with
regard to the application of Article 10(1)(a)(ii) as well as traditional
herbal medicinal products. The said Committee shall fulfil further
responsibilities conferred upon it by provisions of this chapter and
other Community law.

When Community herbal monographs within the meaning of this para-
graph have been established, they shall be taken into account by the
Member States when examining an application. Where no such
Community herbal monograph has yet been established, other appro-
priate monographs, publications or data may be referred to.

When new Community herbal monographs are established, the registra-
tion holder shall consider whether it is necessary to modify the
registration dossier accordingly. The registration holder shall notify
any such modification to the competent authority of the Member State
concerned.

The herbal monographs shall be published.

4.  The general provisions of Regulation (EEC) No 2309/93 relating
to the Committee for Human Medicinal Products shall apply by
analogy to the Committee for Herbal Medicinal Products.

Article 16i

Before 30 April 2007, the Commission shall submit a report to the
European Parliament and to the Council concerning the application of
the provisions of this chapter.

The report shall include an assessment on the possible extension of
traditional-use registration to other categories of medicinal products.

CHAPTER 3

Procedures relevant to the marketing authorization

Article 17

1.  Member States shall take all appropriate measures to ensure that
the procedure for granting a marketing authorisation for medicinal
products is completed within a maximum of 210 days after the submis-
sion of a valid application.
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Applications for marketing authorisations in two or more Member
States in respect of the same medicinal product shall be submitted in
accordance with Articles 27 to 39.

2. Where a Member State notes that another marketing authorisation
application for the same medicinal product is being examined in
another Member State, the Member State concerned shall decline to
assess the application and shall advise the applicant that Articles 27 to

39 apply.

Article 18

Where a Member State is informed in accordance with Article 8(3)(1)
that another Member State has authorised a medicinal product which is
the subject of a marketing authorisation application in the Member
State concerned, it shall reject the application unless it was submitted
in compliance with Articles 27 to 39.

Article 19

In order to examine the application submitted in accordance with
» M4 Articles 8, 10, 10a, 10b and 10c <, the competent authority
of the Member State:

1.  must verify whether the particulars submitted in support of the
application comply with the said »M4 Articles 8, 10, 10a, 10b
and 10c <« and examine whether the conditions for issuing an
authorization to place medicinal products on the market
(marketing authorization) are complied with.

2. may submit the medicinal product, its starting materials and, if
need be, its intermediate products or other constituent materials,
for testing by M4 an Official Medicines Control Laboratory
or a laboratory that a Member State has designated for that
purpose <« in order to ensure that the control methods employed
by the manufacturer and described in the particulars accompa-
nying the application in accordance with Article 8(3)(h) are
satisfactory.

3. may, where appropriate, require the applicant to supplement the
particulars accompanying the application in respect of the items
listed in the M4 Articles 8(3), 10, 10a, 10b and 10c <. Where
the competent authority avails itself of this option, the time limits
laid down in Article 17 shall be suspended until such time as the
supplementary information required has been provided. Likewise,
these time limits shall be suspended for the time allowed the
applicant, where appropriate, for giving oral or written explana-
tion.

Article 20
Member States shall take all appropriate measures to ensure that:

(a) the competent authorities verify that manufacturers and importers
of medicinal products coming from third countries are able to
carry out manufacture in compliance with the particulars supplied
pursuant to Article 8(3)(d), and/or to carry out controls according
to the methods described in the particulars accompanying the
application in accordance with Article 8(3)(h);

(b) the competent authorities may allow manufacturers and importers
of medicinal products coming from third countries, »M4 in
justifiable cases <, to have certain stages of manufacture and/or
certain of the controls referred to in (a) carried out by third
parties; in such cases, the verifications by the competent authori-
ties shall also be made in the establishment designated.

Article 21

1. When the marketing authorization is issued, the holder shall be
informed, by the competent authorities of the Member State concerned,
of the summary of the product characteristics as approved by it.
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2. The competent authorities shall take all necessary measures to
ensure that the information given in the summary is in conformity
with that accepted when the marketing authorization is issued or subse-
quently.

3. The competent authorities shall make publicly available without
delay the marketing authorisation together with the summary of the
product characteristics for each medicinal product which they have
authorised.

4.  The competent authorities shall draw up an assessment report and
comments on the file as regards the results of the pharmaceutical and
pre-clinical tests and the clinical trials of the medicinal product
concerned. The assessment report shall be updated whenever new
information becomes available which is of importance for the evalua-
tion of the quality, safety or efficacy of the medicinal product
concerned.

The competent authorities shall make publicly accessible without delay
the assessment report, together with the reasons for their opinion, after
deletion of any information of a commercially confidential nature. The
justification shall be provided separately for each indication applied
for.

Article 22

In exceptional circumstances and following consultation with the appli-
cant, the authorisation may be granted subject to a requirement for the
applicant to meet certain conditions, in particular concerning the safety
of the medicinal product, notification to the competent authorities of
any incident relating to its use, and action to be taken. This authorisa-
tion may be granted only for objective, verifiable reasons and must be
based on one of the grounds set out in Annex I. Continuation of the
authorisation shall be linked to the annual reassessment of these condi-
tions. The list of these conditions shall be made publicly accessible
without delay, together with deadlines and dates of fulfilment.

Article 23

After an authorization has been issued, the authorization holder must,
in respect of the methods of manufacture and control provided for in
Article 8(3)(d) and (h), take account of scientific and technical progress
and introduce any changes that may be required to enable the medic-
inal product to be manufactured and checked by means of generally
accepted scientific methods.

These changes shall be subject to the approval of the competent
authority of the Member State concerned.

The authorisation holder shall forthwith supply to the competent
authority any new information which might entail the amendment of
the particulars or documents referred to in Articles 8(3), 10, 10a, 10b
and 11, or 32(5), or Annex 1.

In particular, he shall forthwith inform the competent authority of any
prohibition or restriction imposed by the competent authorities of any
country in which the medicinal product for human use is marketed
and of any other new information which might influence the evaluation
of the benefits and risks of the medicinal product for human use
concerned.

In order that the risk-benefit balance may be continuously assessed, the
competent authority may at any time ask the holder of the marketing
authorisation to forward data demonstrating that the risk-benefit
balance remains favourable.
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Article 23a

After a marketing authorisation has been granted, the holder of the
authorisation shall inform the competent authority of the authorising
Member State of the date of actual marketing of the medicinal product
for human use in that Member State, taking into account the various
presentations authorised.

The holder shall also notify the competent authority if the product
ceases to be placed on the market of the Member State, either tempora-
rily or permanently. Such notification shall, otherwise than in
exceptional circumstances, be made no less than 2 months before the
interruption in the placing on the market of the product.

Upon request by the competent authority, particularly in the context of
pharmacovigilance, the marketing authorisation holder shall provide the
competent authority with all data relating to the volume of sales of the
medicinal product, and any data in his possession relating to the
volume of prescriptions.

Article 24

1.  Without prejudice to paragraphs 4 and 5, a marketing authorisa-
tion shall be valid for five years.

2. The marketing authorisation may be renewed after five years on
the basis of a re-evaluation of the risk-benefit balance by the competent
authority of the authorising Member State.

To this end, the marketing authorisation holder shall provide the
competent authority with a consolidated version of the file in respect
of quality, safety and efficacy, including all variations introduced since
the marketing authorisation was granted, at least six months before the
marketing authorisation ceases to be valid in accordance with para-
graph 1.

3. Once renewed, the marketing authorisation shall be valid for an
unlimited period, unless the competent authority decides, on justified
grounds relating to pharmacovigilance, to proceed with one additional
five-year renewal in accordance with paragraph 2.

4. Any authorisation which within three years of its granting is not
followed by the actual placing on the market of the authorised product
in the authorising Member State shall cease to be valid.

5. When an authorised product previously placed on the market in
the authorising Member State is no longer actually present on the
market for a period of three consecutive years, the authorisation for
that product shall cease to be valid.

6. The competent authority may, in exceptional circumstances and
on public health grounds grant exemptions from paragraphs 4 and 5.
Such exemptions must be duly justified.

Article 25

Authorization shall not affect the civil and criminal liability of the
manufacturer and, where applicable, of the marketing authorization
holder.

Article 26

1. The marketing authorisation shall be refused if, after verification
of the particulars and documents listed in Articles 8, 10, 10a, 10b and
10c, it is clear that:

(a) the risk-benefit balance is not considered to be favourable; or

(b) its therapeutic efficacy is insufficiently substantiated by the appli-
cant; or

(c) its qualitative and quantitative composition is not as declared.
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Vv M4
2. Authorisation shall likewise be refused if any particulars or docu-

ments submitted in support of the application do not comply with
Articles 8, 10, 10a, 10b and 10c.

3. The applicant or the holder of a marketing authorisation shall be
responsible for the accuracy of the documents and the data submitted.

CHAPTER 4

Mutual recognition procedure and decentralised procedure

Article 27

1. A coordination group shall be set up for the examination of any
question relating to marketing authorisation of a medicinal product in
two or more Member States in accordance with the procedures laid
down in this Chapter. The Agency shall provide the secretariat of this
coordination group.

2. The coordination group shall be composed of one representative
per Member State appointed for a renewable period of three years.
Members of the coordination group may arrange to be accompanied
by experts.

3. The coordination group shall draw up its own Rules of Procedure,
which shall enter into force after a favourable opinion has been given
by the Commission. These Rules of Procedure shall be made public.

Article 28

1.  With a view to the granting of a marketing authorisation for a
medicinal product in more than one Member State, an applicant shall
submit an application based on an identical dossier in these Member
States. The dossier shall contain the information and documents
referred to in Articles 8, 10, 10a, 10b, 10c and 11. The documents
submitted shall include a list of Member States concerned by the appli-
cation.

The applicant shall request one Member State to act as ‘reference
Member State’ and to prepare an assessment report on the medicinal
product in accordance with paragraphs 2 or 3.

2. Where the medicinal product has already received a marketing
authorisation at the time of application, the concerned Member States
shall recognise the marketing authorisation granted by the reference
Member State. To this end, the marketing authorisation holder shall
request the reference Member State either to prepare an assessment
report on the medicinal product or, if necessary, to update any existing
assessment report. The reference Member State shall prepare or update
the assessment report within 90 days of receipt of a valid application.
The assessment report together with the approved summary of product
characteristics, labelling and package leaflet shall be sent to the
concerned Member States and to the applicant.

3. In cases where the medicinal product has not received a
marketing authorisation at the time of application, the applicant shall
request the reference Member State to prepare a draft assessment
report, a draft summary of product characteristics and a draft of the
labelling and package leaflet. The reference Member State shall
prepare these draft documents within 120 days after receipt of a valid
application and shall send them to the concerned Member States and to
the applicant.

4.  Within 90 days of receipt of the documents referred to in para-
graphs 2 and 3, the Member States concerned shall approve the
assessment report, the summary of product characteristics and the
labelling and package leaflet and shall inform the reference Member
State accordingly. The reference Member State shall record the agree-
ment of all parties, close the procedure and inform the applicant
accordingly.

5. Each Member State in which an application has been submitted in
accordance with paragraph 1 shall adopt a decision in conformity with
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the approved assessment report, the summary of product characteristics
and the labelling and package leaflet as approved, within 30 days after
acknowledgement of the agreement.

Article 29

1. If, within the period laid down in Article 28(4), a Member State
cannot approve the assessment report, the summary of product charac-
teristics, the labelling and the package leaflet on the grounds of
potential serious risk to public health, it shall give a detailed exposition
of the reasons for its position to the reference Member State, to the
other Member States concerned and to the applicant. The points of
disagreement shall be forthwith referred to the coordination group.

2. Guidelines to be adopted by the Commission shall define a poten-
tial serious risk to public health.

3. Within the coordination group, all Member States referred to in
paragraph 1 shall use their best endeavours to reach agreement on the
action to be taken. They shall allow the applicant the opportunity to
make his point of view known orally or in writing. If, within 60 days
of the communication of the points of disagreement, the Member States
reach an agreement, the reference Member State shall record the agree-
ment, close the procedure and inform the applicant accordingly. Article
28(5) shall apply.

4.  If the Member States fail to reach an agreement within the 60-day
period laid down in paragraph 3, the Agency shall be immediately
informed, with a view to the application of the procedure under Arti-
cles 32, 33 and 34. The Agency shall be provided with a detailed
statement of the matters on which the Member States have been unable
to reach agreement and the reasons for their disagreement. A copy shall
be forwarded to the applicant.

5. As soon as the applicant is informed that the matter has been
referred to the Agency, he shall forthwith forward to the Agency a
copy of the information and documents referred to in the first subpara-
graph of Article 28(1).

6. In the circumstances referred to in paragraph 4, Member States
that have approved the assessment report, the draft summary of product
characteristics and the labelling and package leaflet of the reference
Member State may, at the request of the applicant, authorise the medic-
inal product without waiting for the outcome of the procedure laid
down in Article 32. In that event, the authorisation granted shall be
without prejudice to the outcome of that procedure.

Article 30

1. If two or more applications submitted in accordance with Articles
8, 10, 10a, 10b, 10c and 11 have been made for marketing authorisa-
tion for a particular medicinal product, and if Member States have
adopted divergent decisions concerning the authorisation of the medic-
inal product or its suspension or revocation, a Member State, the
Commission or the applicant or the marketing authorisation holder
may refer the matter to the Committee for Medicinal Products for
Human Use, hereinafter referred to as ‘the Committee’, for the applica-
tion of the procedure laid down in Articles 32, 33 and 34.

2. In order to promote harmonisation of authorisations for medicinal
products authorised in the Community, Member States shall, each year,
forward to the coordination group a list of medicinal products for
which a harmonised summary of product characteristics should be
drawn up.

The coordination group shall lay down a list taking into account the
proposals from all Member States and shall forward this list to the
Commission.

The Commission or a Member State, in agreement with the Agency
and taking into account the views of interested parties, may refer these
products to the Committee in accordance with paragraph 1.
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Article 31

1. The Member States or the Commission or the applicant or the
marketing authorisation holder shall, in specific cases where the inter-
ests of the Community are involved, refer the matter to the Committee
for application of the procedure laid down in Articles 32, 33 and 34
before any decision is reached on a request for a marketing authorisa-
tion or on the suspension or revocation of an authorisation, or on any
other variation to the terms of a marketing authorisation which appears
necessary, in particular to take account of the information collected in
accordance with Title IX.

The Member State concerned or the Commission shall clearly identify
the question which is referred to the Committee for consideration and
shall inform the applicant or the marketing authorisation holder.

The Member States and the applicant or the marketing authorisation
holder shall supply the Committee with all available information
relating to the matter in question.

2. Where the referral to the Committee concerns a range of medic-
inal products or a therapeutic class, the Agency may limit the
procedure to certain specific parts of the authorisation.

In that event, Article 35 shall apply to those medicinal products only if
they were covered by the authorisation procedures referred to in this
Chapter.

Article 32

1.  When reference is made to the procedure laid down in this
Article, the Committee shall consider the matter concerned and shall
issue a reasoned opinion within 60 days of the date on which the
matter was referred to it.

However, in cases submitted to the Committee in accordance with Arti-
cles 30 and 31, this period may be extended by the Committee for a
further period of up to 90 days, taking into account the views of the
applicants or the marketing authorisation holders concerned.

In an emergency, and on a proposal from its Chairman, the Committee
may agree to a shorter deadline.

2. In order to consider the matter, the Committee shall appoint one
of its members to act as rapporteur. The Committee may also appoint
individual experts to advise it on specific questions. When appointing
experts, the Committee shall define their tasks and specify the time-
limit for the completion of these tasks.

3. Before issuing its opinion, the Committee shall provide the appli-
cant or the marketing authorisation holder with an opportunity to
present written or oral explanations within a time limit which it shall
specify.

The opinion of the Committee shall be accompanied by a draft
summary of product characteristics for the product and a draft text of
the labelling and package leaflet.

If necessary, the Committee may call upon any other person to provide
information relating to the matter before it.

The Committee may suspend the time-limits referred to in paragraph 1
in order to allow the applicant or the marketing authorisation holder to
prepare explanations.

4. The Agency shall forthwith inform the applicant or the marketing
authorisation holder where the opinion of the Committee is that:

(a) the application does not satisfy the criteria for authorisation; or

(b) the summary of the product characteristics proposed by the appli-
cant or the marketing authorisation holder in accordance with
Article 11 should be amended; or
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(c) the authorisation should be granted subject to certain conditions,
in view of conditions considered essential for the safe and effec-
tive use of the medicinal product including pharmacovigilance; or

(d) a marketing authorisation should be suspended, varied or revoked.

Within 15 days after receipt of the opinion, the applicant or the
marketing authorisation holder may notify the Agency in writing of
his intention to request a re-examination of the opinion. In that case,
he shall forward to the Agency the detailed grounds for the request
within 60 days after receipt of the opinion.

Within 60 days following receipt of the grounds for the request, the
Committee shall re-examine its opinion in accordance with the fourth
subparagraph of Article 62(1) of Regulation (EC) No 726/2004. The
reasons for the conclusion reached shall be annexed to the assessment
report referred to in paragraph 5 of this Article.

5. Within 15 days after its adoption, the Agency shall forward the
final opinion of the Committee to the Member States, to the Commis-
sion and to the applicant or the marketing authorisation holder, together
with a report describing the assessment of the medicinal product and
stating the reasons for its conclusions.

In the event of an opinion in favour of granting or maintaining an
authorisation to place the medicinal product concerned on the market,
the following documents shall be annexed to the opinion:

(a) a draft summary of the product characteristics, as referred to in
Article 11;

(b) any conditions affecting the authorisation within the meaning of
paragraph 4(c);

(c) details of any recommended conditions or restrictions with regard
to the safe and effective use of the medicinal product;

(d) the proposed text of the labelling and leaflet.

Article 33

Within »M4 15 days < of the receipt of the opinion, the Commis-
sion shall prepare a draft of the decision to be taken in respect of the
application, taking into account Community law.

In the event of a draft decision which envisages the granting of
marketing authorization, the documents referred to in M4 Article
32(5), second subparagraph < shall be annexed.

Where, exceptionally, the draft decision is not in accordance with the
opinion of the Agency, the Commission shall also annex a detailed
explanation of the reasons for the differences.

The draft decision shall be forwarded to the Member States and the
applicant » M4 or the marketing authorisation holder <.

Article 34

1.  The Commission shall take a final decision in accordance with,
and within 15 days after the end of, the procedure referred to in Article
121(3).

2. The rules of procedure of the Standing Committee established by
Article 121(1) shall be adjusted to take account of the tasks incumbent
upon it under this Chapter.

Those adjustments shall entail the following provisions:

(a) except in cases referred to in the third paragraph of Article 33, the
opinion of the Standing Committee shall be given in writing;

(b) Member States shall have 22 days to forward their written observa-
tions on the draft decision to the Commission. However, if a
decision has to be taken urgently, a shorter time-limit may be set
by the Chairman according to the degree of urgency involved.
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This time-limit shall not, otherwise than in exceptional circum-
stances, be shorter than 5 days;

(c) Member States shall have the option of submitting a written request
that the draft Decision be discussed in a plenary meeting of the
Standing Committee.

Where, in the opinion of the Commission, the written observations of a
Member State raise important new questions of a scientific or technical
nature which have not been addressed in the opinion delivered by the
Agency, the Chairman shall suspend the procedure and refer the appli-
cation back to the Agency for further consideration.

The provisions necessary for the implementation of this paragraph shall
be adopted by the Commission in accordance with the procedure
referred to in Article 121(2).

3. The decision as referred to in paragraph 1 shall be addressed to
all Member States and reported for information to the marketing
authorisation holder or applicant. The concerned Member States and
the reference Member State shall either grant or revoke the marketing
authorisation, or vary its terms as necessary to comply with the deci-
sion within 30 days following its notification, and they shall refer to
it. They shall inform the Commission and the Agency accordingly.

Article 35

1.  Any application by the marketing authorization holder to vary a
marketing authorization which has been granted in accordance with
the provisions of this Chapter shall be submitted to all the Member
States which have previously authorized the medicinal product
concerned.

The Commission shall, in consultation with the Agency, adopt appro-
priate arrangements for the examination of variations to the terms of a
marketing authorization.

These arrangements shall be adopted by the Commission in the form of
an implementing Regulation in accordance with the procedure referred
to in Article 121(2).

2. In case of arbitration submitted to the Commission, the procedure
laid down in Articles 32, 33 and 34 shall apply by analogy to variations
made to marketing authorizations.

Article 36

1. Where a Member State considers that the variation of a marketing
authorization which has been granted in accordance with the provisions
of this Chapter or its suspension or withdrawal is necessary for the
protection of public health, the Member State concerned shall forthwith
refer the matter to the Agency for the application of the procedures laid
down in Articles 32, 33 and 34.

2. Without prejudice to the provisions of Article 31, in exceptional
cases, where urgent action is essential to protect public health, until a
definitive decision is adopted a Member State may suspend the
marketing and the use of the medicinal product concerned on its terri-
tory. It shall inform the Commission and the other Member States no
later than the following working day of the reasons for its action.

Article 37

Articles 35 and 36 shall apply by analogy to medicinal products author-
ized by Member States following an opinion of the Committee given in
accordance with Article 4 of Directive 87/22/EEC before 1 January
1995.
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Article 38

1.  The Agency shall publish an annual report on the operation of the
procedures laid down in this Chapter and shall forward that report to
the European Parliament and the Council for information.

2. At least every ten years the Commission shall publish a report on
the experience acquired on the basis of the procedures described in this
Chapter and shall propose any amendments which may be necessary to
improve those procedures. The Commission shall submit this report to
the European Parliament and to the Council.

Article 39

Article 29(4), (5) and (6) and Articles 30 to 34 shall not apply to the
homeopathic medicinal products referred to in Article 14.

Articles 28 to 34 shall not apply to the homeopathic medicinal products
referred to in Article 16(2).

TITLE IV
MANUFACTURE AND IMPORTATION

Article 40

1.  Member States shall take all appropriate measures to ensure that
the manufacture of the medicinal products within their territory is
subject to the holding of an authorization. This manufacturing authori-
zation shall be required nothwithstanding that the medicinal products
manufactured are intended for export.

2. The authorization referred to in paragraph 1 shall be required for
both total and partial manufacture, and for the various processes of
dividing up, packaging or presentation.

However, such authorization shall not be required for preparation,
dividing up, changes in packaging or presentation where these
processes are carried out, solely for retail supply, by pharmacists in
dispensing pharmacies or by persons legally authorized in the Member
States to carry out such processes.

3. Authorization referred to in paragraph 1 shall also be required for
imports coming from third countries into a Member State; this Title
and Article 118 shall have corresponding application to such imports
as they have to manufacture.

4. The Member States shall forward to the Agency a copy of the
authorisation referred to in paragraph 1. The Agency shall enter that
information on the Community database referred to in Article 111(6).

Article 41

In order to obtain the manufacturing authorization, the applicant shall
meet at least the following requirements:

(a) specify the medicinal products and pharmaceutical forms which are
to be manufactured or imported and also the place where they are
to be manufactured and/or controlled;

(b) have at his disposal, for the manufacture or import of the above,
suitable and sufficient premises, technical equipment and control
facilities complying with the legal requirements which the Member
State concerned lays down as regards both manufacture and control
and the storage of medicinal products, in accordance with Article
20;

(c) have at his disposal the services of at least one qualified person
within the meaning of Article 48.
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The applicant shall provide particulars in support of the above in his
application.

Article 42

1. The competent authority of the Member State shall issue the
manufacturing authorization only after having made sure of the accu-
racy of the particulars supplied pursuant to Article 41, by means of an
inquiry carried out by its agents.

2. In order to ensure that the requirements referred to in Article 41
are complied with, authorization may be made conditional on the
carrying out of certain obligations imposed either when authorization
is granted or at a later date.

3. The authorization shall apply only to the premises specified in the
application and to the medicinal products and pharmaceutical forms
specified in that same application.

Article 43

The Member States shall take all appropriate measures to ensure that
the time taken for the procedure for granting the manufacturing author-
ization does not exceed 90 days from the day on which the competent
authority receives the application.

Article 44

If the holder of the manufacturing authorization requests a change in
any of the particulars referred to in points (a) and (b) of the first para-
graph of Article 41, the time taken for the procedure relating to this
request shall not exceed 30 days. In exceptional cases this period of
time may be extended to 90 days.

Article 45

The competent authority of the Member State may require from the
applicant further information concerning the particulars supplied
pursuant to Article 41 and concerning the qualified person referred to
in Article 48; where the competent authority concerned exercises this
right, application of the time-limits referred to in Article 43 and 44
shall be suspended until the additional data required have been
supplied.

Article 46
The holder of a manufacturing authorization shall at least be obliged:

(a) to have at his disposal the services of staff who comply with the
legal requirements existing in the Member State concerned both as
regards manufacture and controls;

(b) to dispose of the authorized medicinal products only in accordance
with the legislation of the Member States concerned,;

(c) to give prior notice to the competent authority of any changes he
may wish to make to any of the particulars supplied pursuant to
Article 41; the competent authority shall, in any event, be immedi-
ately informed if the qualified person referred to in Article 48 is
replaced unexpectedly;

(d) to allow the agents of the competent authority of the Member State
concerned access to his premises at any time;

(e) to enable the qualified person referred to in Article 48 to carry out
his duties, for example by placing at his disposal all the necessary
facilities;

(f) to comply with the principles and guidelines of good manufac-
turing practice for medicinal products and to use as starting
materials only active substances, which have been manufactured
in accordance with the detailed guidelines on good manufacturing
practice for starting materials.
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This point shall also be applicable to certain excipients, the list of
which as well as the specific conditions of application shall be
established by a Directive adopted by the Commission in accor-
dance with the procedure referred to in Article 121(2).

Article 46a

1. For the purposes of this Directive, manufacture of active
substances used as starting materials shall include both total and partial
manufacture or import of an active substance used as a starting mate-
rial as defined in Part I, point 3.2.1.1 (b) Annex I, and the various
processes of dividing up, packaging or presentation prior to its incor-
poration into a medicinal product, including repackaging or re-
labelling, such as are carried out by a distributor of starting materials.

2. Any amendments necessary to adapt paragraph 1 to new scientific
and technical developments shall be laid down in accordance with the
procedure referred to in Article 121(2).

Article 47

The principles and guidelines of good manufacturing practices for
medicinal products referred to in Article 46(f) shall be adopted in the
form of a directive, in accordance with the procedure referred to in
Article 121(2).

Detailed guidelines in line with those principles will be published by
the Commission and revised necessary to take account of technical
and scientific progress.

The principles of good manufacturing practice for active substances
used as starting materials referred to in point (f) of Article 46 shall be
adopted in the form of detailed guidelines.

The Commission shall also publish guidelines on the form and content
of the authorisation referred to in Article 40(1), on the reports referred
to in Article 111(3) and on the form and content of the certificate of
good manufacturing practice referred to in Article 111(5).

Article 48

1.  Member States shall take all appropriate measures to ensure that
the holder of the manufacturing authorization has permanently and
continuously at his disposal the services of at least one qualified
person, in accordance with the conditions laid down in Article 49,
responsible in particular for carrying out the duties specified in Article
51

2. If he personally fulfils the conditions laid down in Article 49, the
holder of the authorization may himself assume the responsibility
referred to in paragraph 1.

Article 49

1. Member States shall ensure that the qualified person referred to in
Article 48 fulfils the » M4 ——— < conditions of qualification
set out in paragraphs 2 and 3.

2. A qualified person shall be in possession of a diploma, certificate
or other evidence of formal qualifications awarded on completion of a
university course of study, or a course recognized as equivalent by the
Member State concerned, extending over a period of at least four years
of theoretical and practical study in one of the following scientific
disciplines: pharmacy, medicine, veterinary medicine, chemistry, phar-
maceutical chemistry and technology, biology.

However, the minimum duration of the university course may be three
and a half years where the course is followed by a period of theoretical
and practical training of a minimum duration of one year and including
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a training period of at least six months in a pharmacy open to the
public, corroborated by an examination at university level.

Where two university courses or two courses recognized by the State as
equivalent co-exist in a Member State and where one of these extends
over four years and the other over three years, the three-year course
leading to a diploma, certificate or other evidence of formal qualifica-
tions awarded on completion of a university course or its recognized
equivalent shall be considered to fulfil the condition of duration
referred to in the second subparagraph in so far as the diplomas, certi-
ficates or other evidence of formal qualifications awarded on
completion of both courses are recognized as equivalent by the State
in question.

The course shall include theoretical and practical study bearing upon at
least the following basic subjects:

— M4 Experimental physics <

— General and inorganic chemistry

— Organic chemistry

— Analytical chemistry

— Pharmaceutical chemistry, including analysis of medicinal products
— General and applied biochemistry (medical)
— Physiology

— Microbiology

— Pharmacology

— Pharmaceutical technology

— Toxicology

— Pharmacognosy (study of the composition and effects of the natural
active substances of plant and animal origin).

Studies in these subjects should be so balanced as to enable the person
concerned to fulfil the obligations specified in Article 51.

In so far as certain diplomas, certificates or other evidence of formal
qualifications mentioned in the first subparagraph do not fulfil the
criteria laid down in this paragraph, the competent authority of the
Member State shall ensure that the person concerned provides evidence
of adequate knowledge of the subjects involved.

3. The qualified person shall have acquired practical experience over
at least two years, in one or more undertakings which are authorized to
manufacture medicinal products, in the activities of qualitative analysis
of medicinal products, of quantitative analysis of active substances and
of the testing and checking necessary to ensure the quality of medicinal
products.

The duration of practical experience may be reduced by one year
where a university course lasts for at least five years and by a year
and a half where the course lasts for at least six years.

Article 50

1. A person engaging in the activities of the person referred to in
Article 48 from the time of the application of Directive 75/319/EEC,
in a Member State without complying with the provisions of Article
49 shall be eligible to continue to engage in those activities
» M4 within the Community <.

2. The holder of a diploma, certificate or other evidence of formal
qualifications awarded on completion of a university course — or a
course recognized as equivalent by the Member State concerned — in
a scientific discipline allowing him to engage in the activities of the
person referred to in Article 48 in accordance with the laws of that
State may — if he began his course prior to 21 May 1975 — be
considered as qualified to carry out in that State the duties of the
person referred to in Article 48 provided that he has previously
engaged in the following activities for at least two years before 21
May 1985 following notification of this directive in one or more under-
takings authorized to manufacture: production supervision and/or
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qualitative and quantitative analysis of active substances, and the
necessary testing and checking under the direct authority of the person
referred to in Article 48 to ensure the quality of the medicinal products.

If the person concerned has acquired the practical experience referred
to in the first subparagraph before 21 May 1965, a further one year's
practical experience in accordance with the conditions referred to in
the first subparagraph will be required to be completed immediately
before he engages in such activities.

Article 51

1.  Member States shall take all appropriate measures to ensure that
the qualified person referred to in Article 48, without prejudice to his
relationship with the holder of the manufacturing authorization, is
responsible, in the context of the procedures referred to in Article 52,
for securing:

(a) in the case of medicinal products manufactured within the Member
States concerned, that each batch of medicinal products has been
manufactured and checked in compliance with the laws in force in
that Member State and in accordance with the requirements of the
marketing authorization;

(b) in the case of medicinal products coming from third countries, irre-
spective of whether the product has been manufactured in the
Community, that each production batch has undergone in a
Member State a full qualitative analysis, a quantitative analysis of
at least all the active substances and all the other tests or checks
necessary to ensure the quality of medicinal products in accordance
with the requirements of the marketing authorisation.

The batches of medicinal products which have undergone such controls
in a Member State shall be exempt from the controls if they are
marketed in another Member State, accompanied by the control reports
signed by the qualified person.

2. In the case of medicinal products imported from a third country,
where appropriate arrangements have been made by the Community
with the exporting country to ensure that the manufacturer of the
medicinal product applies standards of good manufacturing practice at
least equivalent to those laid down by the Community, and to ensure
that the controls referred to under point (b) of the first subparagraph
of paragraph 1 have been carried out in the exporting country, the
qualified person may be relieved of responsibility for carrying out
those controls.

3. In all cases and particularly where the medicinal products are
released for sale, the qualified person must certify in a register or
equivalent document provided for that purpose, that each production
batch satisfies the provisions of this Article; the said register or equiva-
lent document must be kept up to date as operations are carried out and
must remain at the disposal of the agents of the competent authority for
the period specified in the provisions of the Member State concerned
and in any event for at least five years.

Article 52

Member States shall ensure that the duties of qualified persons referred
to in Article 48 are fulfilled, either by means of appropriate administra-
tive measures or by making such persons subject to a professional code
of conduct.

Member States may provide for the temporary suspension of such a
person upon the commencement of administrative or disciplinary
procedures against him for failure to fulfil his obligations.



2001L0083 — EN — 30.04.2004 — 003.001 — 38

Article 53

The provisions of this Title shall also apply to homeopathic medicinal
products.

TITLE V
LABELLING AND PACKAGE LEAFLET

Article 54

The following particulars shall appear on the outer packaging of medic-

inal products or, where there is no outer packaging, on the immediate

packaging:

v M4

(a) the name of the medicinal product followed by its strength and
pharmaceutical form, and, if appropriate, whether it is intended
for babies, children or adults; where the product contains up to
three active substances, the international non-proprietary name
(INN) shall be included, or, if one does not exist, the common
name;

(b) a statement of the active substances expressed qualitatively and
quantitatively per dosage unit or according to the form of adminis-
tration for a given volume or weight, using their common names;

(c) the pharmaceutical form and the contents by weight, by volume or
by number of doses of the product;

(d) a list of those excipients known to have a recognized action or
effect and included in the »M4 detailed guidance <« published
pursuant to Article 65. However, if the product is injectable, or a
topical or eye preparation, all excipients must be stated;

(e) the method of administration and, if necessary, the route of admin-
istration. Space shall be provided for the prescribed dose to be
indicated;

(f) a special warning that the medicinal product must be stored out of
the reach and sight of children;

(g) a special warning, if this is necessary for the medicinal product;
(h) the expiry date in clear terms (month/year);

(i) special storage precautions, if any;

(j) specific precautions relating to the disposal of unused medicinal
products or waste derived from medicinal products, where appro-
priate, as well as reference to any appropriate collection system in
place;

(k) the name and address of the marketing authorisation holder and,
where applicable, the name of the representative appointed by the
holder to represent him;

(1) the number of the authorization for placing the medicinal product
on the market;

(m) the manufacturer's batch number;

(n) in the case of non-prescription medicinal products, instructions for
use.

Article 55

1. The particulars laid down »M4 in Article 54 <« shall appear on
immediate packagings other than those referred to in paragraphs 2 and
3.
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2. The following particulars at least shall appear on immediate
packagings which take the form of blister packs and are placed in an
outer packaging that complies with the requirements laid down in Arti-
cles 54 and 62.

— the name of the medicinal product as laid down in point (a) of
Article 54,

— the name of the holder of the authorization for placing the product
on the market,

— the expiry date,
— the batch number.
3. The following particulars at least shall appear on small immediate

packaging units on which the particulars laid down in Articles 54 and
62 cannot be displayed:

— the name of the medicinal product as laid down in point (a) of
Article 54 and, if necessary, the route of administration,

— the method of administration,
— the expiry date,
— the batch number,

— the contents by weight, by volume or by unit.

Article 56

The particulars referred to in Articles 54, 55 and 62 shall be easily
legible, clearly comprehensible and indelible.

Article 56a

The name of the medicinal product, as referred to in Article 54, point
(a) must also be expressed in Braille format on the packaging. The
marketing authorisation holder shall ensure that the package informa-
tion leaflet is made available on request from patients' organisations
in formats appropriate for the blind and partially-sighted.

Article 57

Notwithstanding Article 60, Member States may require the use of
certain forms of labelling of the medicinal product making it possible
to ascertain:

— the price of the medicinal product,
— the reimbursement conditions of social security organizations,

— the legal status for supply to the patient, in accordance with Title
VI,

— identification and authenticity.

For medicinal products authorised under Regulation (EC) No 726/2004,
Member States shall, when applying this Article, observe the detailed
guidance referred to in Article 65 of this Directive.

Article 58

The inclusion in the packaging of all medicinal products of a package
leaflet shall be obligatory unless all the information required by Arti-
cles 59 and 62 is directly conveyed on the outer packaging or on the
immediate packaging.
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Article 59

1. The package leaflet shall be drawn up in accordance with the
summary of the product characteristics; it shall include, in the
following order:

(a) for the identification of the medicinal product:

(i) the name of the medicinal product followed by its strength and
pharmaceutical form, and, if appropriate, whether it is intended
for babies, children or adults. The common name shall be
included where the product contains only one active substance
and if its name is an invented name;

(ii) the pharmaco-therapeutic group or type of activity in terms
easily comprehensible for the patient;
(b) the therapeutic indications;

(c) a list of information which is necessary before the medicinal
product is taken:
(i) contra-indications;
(ii) appropriate precautions for use;

(iii) forms of interaction with other medicinal products and other
forms of interaction (e.g. alcohol, tobacco, foodstuffs) which
may affect the action of the medicinal product;

(iv) special warnings;

(d) the necessary and usual instructions for proper use, and in parti-
cular:
(i) the dosage,

(i1) the method and, if necessary, route of administration;

(iii) the frequency of administration, specifying if necessary the
appropriate time at which the medicinal product may or must
be administered;

and, as appropriate, depending on the nature of the product:

(iv) the duration of treatment, where it should be limited;

(v) the action to be taken in case of an overdose (such as symp-
toms, emergency procedures);

(vi) what to do when one or more doses have not been taken;
(vii) indication, if necessary, of the risk of withdrawal effects;
(viii) a specific recommendation to consult the doctor or the phar-

macist, as appropriate, for any clarification on the use of the
product;

(e) a description of the adverse reactions which may occur under
normal use of the medicinal product and, if necessary, the action
to be taken in such a case; the patient should be expressly asked
to communicate any adverse reaction which is not mentioned in
the package leaflet to his doctor or pharmacist;

(f) a reference to the expiry date indicated on the label, with:

(i) a warning against using the product after that date;

(i) where appropriate, special storage precautions;

(iii) if necessary, a warning concerning certain visible signs of
deterioration;

(iv) the full qualitative composition (in active substances and exci-
pients) and the quantitative composition in active substances,
using common names, for each presentation of the medicinal
product;

(v) for each presentation of the product, the pharmaceutical form
and content in weight, volume or units of dosage;

(vi) the name and address of the marketing authorisation holder
and, where applicable, the name of his appointed representa-
tives in the Member States;

(vii) the name and address of the manufacturer;
(g) where the medicinal product is authorised in accordance with Arti-

cles 28 to 39 under different names in the Member States
concerned, a list of the names authorised in each Member State;
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(h) the date on which the package leaflet was last revised.
2. The list set out in point (c) of paragraph 1 shall:

(a) take into account the particular condition of certain categories of
users (children, pregnant or breastfeeding women, the elderly,
persons with specific pathological conditions);

(b) mention, if appropriate, possible effects on the ability to drive vehi-
cles or to operate machinery;

(c) list those excipients knowledge of which is important for the safe
and effective use of the medicinal product and which are included
in the detailed guidance published pursuant to Article 65.

3.  The package leaflet shall reflect the results of consultations with
target patient groups to ensure that it is legible, clear and easy to use.

Article 60

Member States may not prohibit or impede the placing on the market
of medicinal products within their territory on grounds connected with
labelling or the package leaflet where these comply with the require-
ments of this Title.

Article 61

1. One or more mock-ups of the outer packaging and the immediate
packaging of a medicinal product, together with the draft package
leaflet, shall be submitted to the authorities competent for authorising
marketing when the marketing authorisation is requested. The results
of assessments carried out in cooperation with target patient groups
shall also be provided to the competent authority.

2. The competent authority shall refuse the marketing authorization
if the labelling or the package leaflet do not comply with the provisions
of this Title or if they are not in accordance with the particulars listed
in the summary of product characteristics.

3. All proposed changes to an aspect of the labelling or the package
leaflet covered by this Title and not connected with the summary of
product characteristics shall be submitted to the authorities competent
for authorizing marketing. If the competent authorities have not
opposed a proposed change within 90 days following the introduction
of the request, the applicant may put the change into effect.

4.  The fact that the competent authority do not refuse a marketing
authorization pursuant to paragraph 2 or a change to the labelling or
the package leaflet pursuant to paragraph 3 does not alter the general
legal liability of the manufacturer » M4 and < the marketing author-
ization holder.

Article 62

The outer packaging and the package leaflet may include symbols or
pictograms designed to clarify certain information mentioned in Arti-
cles 54 and 59(1) and other information compatible with the summary
of the product characteristics which is useful » M4 for the patient <,
to the exclusion of any element of a promotional nature.

Article 63

1.  The particulars for labelling listed in Articles 54, 59 and 62 shall
appear in the official language or languages of the Member State where
the product is placed on the market.

The first subparagraph shall not prevent these particulars from being
indicated in several languages, provided that the same particulars
appear in all the languages used.
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In the case of certain orphan medicinal products, the particulars listed
in Article 54 may, on reasoned request, appear in only one of the offi-
cial languages of the Community.

2. The package leaflet must be written and designed to be clear and
understandable, enabling the users to act appropriately, when necessary
with the help of health professionals. The package leaflet must be
clearly legible in the official language or languages of the Member
State in which the medicinal product is placed on the market.

The first subparagraph shall not prevent the package leaflet from being
printed in several languages, provided that the same information is
given in all the languages used.

3. When the product is not intended to be delivered directly to the
patient, the competent authorities may grant an exemption to the obli-
gation that certain particulars should appear on the labelling and in the
package leaflet and that the leaflet must be in the official language or
languages of the Member State in which the product is placed on the
market.

Article 64

Where the provisions of this Title are not complied with, and a notice
served on the person concerned has remained without effect, the
competent authorities of the Member States may suspend the marketing
authorization, until the labelling and the package leaflet of the medic-
inal product in question have been made to comply with the
requirements of this Title.

Article 65

In consultation with the Member States and the parties concerned, the
Commission shall draw up and publish detailed guidance concerning in
particular:

(a) the wording of certain special warnings for certain categories of
medicinal products;

(b) the particular information needs relating to non-prescription medic-
inal products;

(c) the legibility of particulars on the labelling and package leaflet;

(d) the methods for the identification and authentication of medicinal
products;

(e) the list of excipients which must feature on the labelling of medic-
inal products and the way in which these excipients must be
indicated;

(f) harmonised provisions for the implementation of Article 57.

Article 66

1. The outer carton and the container of medicinal products
containing radionuclides shall be labelled in accordance with the regu-
lations for the safe transport of radioactive materials laid down by the
International Atomic Energy Agency. Moreover, the labelling shall
comply with the provisions set out in paragraphs 2 and 3.

2. The label on the shielding shall include the particulars mentioned
in Article 54. In addition, the labelling on the shielding shall explain in
full, the codings used on the vial and shall indicate, where necessary,
for a given time and date, the amount of radioactivity per dose or per
vial and the number of capsules, or, for liquids, the number of millili-
tres in the container.

3. The vial shall be labelled with the following information:

— the name or code of the medicinal product, including the name or
chemical symbol of the radionuclide,
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— the batch identification and expiry date,

— the international symbol for radioactivity,

— the name and address of the manufacturer,

— the amount of radioactivity as specified in paragraph 2.

Article 67

The competent authority shall ensure that a detailed instruction leaflet
is enclosed with the packaging of radiopharmaceuticals, radionuclide
generators, radionuclide kits or radionuclide precursors. The text of
this leaflet shall be established in accordance with the provisions of
Article 59. In addition, the leaflet shall include any precautions to be
taken by the user and the patient during the preparation and administra-
tion of the medicinal product and special precautions for the disposal
of the packaging and its unused contents.

Article 68

Without prejudice to the provisions of Article 69, homeopathic medic-
inal products shall be labelled in accordance with the provisions of this
title and shall be identified by a reference on their labels, in clear and
legible form, to their homeopathic nature.

Article 69

1. In addition to the clear mention of the words ‘homeopathic
medicinal product’, the labelling and, where appropriate, the package
insert for the medicinal products referred to in Article 14(1) shall bear
the following, and no other, information:

— the scientific name of the stock or stocks followed by the degree of
dilution, making use of the symbols of the pharmacopoeia used in
accordance with Article 1(5); if the homeopathic medicinal product
is composed of two or more stocks, the scientific names of the
stocks on the labelling may be supplemented by an invented name,

— name and address of the registration holder and, where appropriate,
of the manufacturer,

— method of administration and, if necessary, route,

— expiry date, in clear terms (month, year),

— pharmaceutical form,

— contents of the sales presentation,

— special storage precautions, if any,

— a special warning if necessary for the medicinal product,
— manufacturer's batch number,

— registration number,

— ‘homeopathic medicinal product without approved therapeutic indi-
cations’,

— a warning advising the user to consult a doctor if the symptoms
persist.

2. Notwithstanding paragraph 1, Member States may require the use
of certain types of labelling in order to show:

— the price of the medicinal product,

— the conditions for refunds by social security bodies.
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TITLE VI
CLASSIFICATION OF MEDICINAL PRODUCTS

Article 70

1.  When a marketing authorization is granted, the competent autho-
rities shall specify the classification of the medicinal product into:

— a medicinal product subject to medical prescription,
— a medicinal product not subject to medical prescription.

To this end, the criteria laid down in Article 71(1) shall apply.

2. The competent authorities may fix sub-categories for medicinal
products which are available on medical prescription only. In that
case, they shall refer to the following classification:

(a) medicinal products on medical prescription for renewable or non-
renewable delivery;

(b) medicinal products subject to special medical prescription;

(c) medicinal products on ‘restricted’ medical prescription, reserved for
use in certain specialised areas.

Article 71

1.  Medicinal products shall be subject to medical prescription where
they:

— are likely to present a danger either directly or indirectly, even
when used correctly, if utilized without medical supervision, or

— are frequently and to a very wide extent used incorrectly, and as a
result are likely to present a direct or indirect danger to human
health, or

— contain substances or preparations thereof, the activity and/or
adverse reactions of which require further investigation, or

— are normally prescribed by a doctor to be administered parenterally.

2. Where Member States provide for the sub-category of medicinal
products subject to special medical prescription, they shall take account
of the following factors:

— the medicinal product contains, in a non-exempt quantity, a
substance classified as a narcotic or a psychotropic substance within
the meaning of the international conventions in force, such as the
United Nations Conventions of 1961 and 1971, or

— the medicinal product is likely, if incorrectly used, to present a
substantial risk of medicinal abuse, to lead to addiction or be
misused for illegal purposes, or

— the medicinal product contains a substance which, by reason of its
novelty or properties, could be considered as belonging to the group
envisaged in the second indent as a precautionary measure.

3. Where Member States provide for the sub-category of medicinal
products subject to restricted prescription, they shall take account of
the following factors:

— the medicinal product, because of its pharmaceutical characteristics
or novelty or in the interests of public health, is reserved for treat-
ments which can only be followed in a hospital environment,

— the medicinal product is used in the treatment of conditions which
must be diagnosed in a hospital environment or in institutions with
adequate diagnostic facilities, although administration and follow-
up may be carried out elsewhere, or

— the medicinal product is intended for outpatients but its use may
produce very serious adverse reactions requiring a prescription
drawn up as required by a specialist and special supervision
throughout the treatment.
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4. A competent authority may waive application of paragraphs 1, 2
and 3 having regard to:

(a) the maximum single dose, the maximum daily dose, the strength,
the pharmaceutical form, certain types of packaging; and/or

(b) other circumstances of use which it has specified.

5. If a competent authority does not designate medicinal products
into sub-categories referred to in Article 70(2), it shall nevertheless
take into account the criteria referred to in paragraphs 2 and 3 of this
Article in determining whether any medicinal product shall be classi-
fied as a prescription-only medicine.

Article 72

Medicinal products not subject to prescription shall be those which do
not meet the criteria listed in Article 71.

Article 73

The competent authorities shall draw up a list of the medicinal
products subject, on their territory, to medical prescription, specifying,
if necessary, the category of classification. They shall update this list
annually.

Article 74

When new facts are brought to their attention, the competent authori-
ties shall examine and, as appropriate, amend the classification of a
medicinal product by applying the criteria listed in Article 71.

Article 74a

Where a change of classification of a medicinal product has been
authorised on the basis of significant pre-clinical tests or clinical trials,
the competent authority shall not refer to the results of those tests or
trials when examining an application by another applicant for or holder
of marketing authorisation for a change of classification of the same
substance for one year after the initial change was authorised.

Article 75

Each year, Member States shall communicate to the Commission and
to the other Member States, the changes that have been made to the
list referred to in Article 73.

TITLE VII
WHOLESALE DISTRIBUTION OF MEDICINAL PRODUCTS

Article 76

>M4 1. €« Without prejudice to Article 6, Member States shall
take all appropriate action to ensure that only medicinal products in
respect of which a marketing authorization has been granted in accor-
dance with Community law are distributed on their territory.

2. In the case of wholesale distribution and storage, medicinal
products shall be covered by a marketing authorisation granted
pursuant to Regulation (EC) No 726/2004 or by the competent authori-
ties of a Member State in accordance with this Directive.

3. Any distributor, not being the marketing authorisation holder,
who imports a product from another Member State shall notify the
marketing authorisation holder and the competent authority in the
Member State to which the product will be imported of his intention
to import it. In the case of products which have not been granted an
authorisation pursuant to Regulation (EC) No 726/2004, the notifica-
tion to the competent authority shall be without prejudice to
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additional procedures provided for in the legislation of that Member
State.

Article 77

1.  Member States shall take all appropriate measures to ensure that
the wholesale distribution of medicinal products is subject to the
possession of an authorization to engage in activity as a wholesaler in
medicinal products, stating the place for which it is valid.

2. Where persons authorized or entitled to supply medicinal
products to the public may also, under national law, engage in whole-
sale business, such persons shall be subject to the authorization
provided for in paragraph 1.

3. Possession of a manufacturing authorization shall include author-
ization to distribute by wholesale the medicinal products covered by
that authorization. Possession of an authorization to engage in activity
as a wholesaler in medicinal products shall not give dispensation from
the obligation to possess a manufacturing authorization and to comply
with the conditions set out in that respect, even where the manufac-
turing or import business is secondary.

4. At the request of the Commission or any Member State, Member
States shall supply all appropriate information concerning the indivi-
dual authorizations which they have granted under paragraph 1.

5. Checks on the persons authorized to engage in the activity of
wholesaler in medicinal products and the inspection of their premises,
shall be carried out under the responsibility of the Member State which
granted the authorization.

6. The Member State which granted the authorization referred to in
paragraph 1 shall suspend or revoke that authorization if the conditions
of authorization cease to be met. It shall forthwith inform the other
Member States and the Commission thereof.

7.  Should a Member State consider that, in respect of a person
holding an authorization granted by another Member State under the
terms of paragraph 1, the conditions of authorization are not, or are
no longer met, it shall forthwith inform the Commission and the other
Member State involved. The latter shall take the measures necessary
and shall inform the Commission and the first Member State of the
decisions taken and the reasons for those decisions.

Article 78

Member States shall ensure that the time taken for the procedure for
examining the application for the distribution authorization does not
exceed 90 days from the day on which the competent authority of the
Member State concerned receives the application.

The competent authority may, if need be, require the applicant to
supply all necessary information concerning the conditions of authori-
zation. Where the authority exercises this option, the period laid down
in the first paragraph shall be suspended until the requisite additional
data have been supplied.

Article 79

In order to obtain the distribution authorization, applicants must fulfil
the following minimum requirements:

(a) they must have suitable and adequate premises, installations and
equipment, so as to ensure proper conservation and distribution of
the medicinal products;

(b) they must have staff, and in particular, a qualified person desig-
nated as responsible, meeting the conditions provided for by the
legislation of the Member State concerned;

(c) they must undertake to fulfil the obligations incumbent on them
under the terms of Article 80.
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Article 80

Holders of the distribution authorization must fulfil the following
minimum requirements:

(a) they must make the premises, installations and equipment referred
to in Article 79(a) accessible at all times to the persons responsible
for inspecting them;

(b) they must obtain their supplies of medicinal products only from
persons who are themselves in possession of the distribution
authorization or who are exempt from obtaining such authorization
under the terms of Article 77(3);

(c) they must supply medicinal products only to persons who are them-
selves in possession of the distribution authorization or who are
authorized or entitled to supply medicinal products to the public
in the Member State concerned,

(d) they must have an emergency plan which ensures effective imple-
mentation of any recall from the market ordered by the competent
authorities or carried out in cooperation with the manufacturer or
marketing authorization holder for the medicinal product
concerned;

(e) they must keep records either in the form of purchase/sales
invoices, or on computer, or in any other form, giving for any
transaction in medicinal products received or dispatched at least
the following information:

— date,
— name of the medicinal product,

— quantity received or supplied,
— name and address of the supplier or consignee, as appropriate;

(f) they must keep the records referred to under (e) available to the
competent authorities, for inspection purposes, for a period of five
years;

(g) they must comply with the principles and guidelines of good distri-
bution practice for medicinal products as laid down in Article 84.

Article 81

With regard to the supply of medicinal products to pharmacists and
persons authorised or entitled to supply medicinal products to the
public, Member States shall not impose upon the holder of a distribu-
tion authorisation which has been granted by another Member State
any obligation, in particular public service obligations, more stringent
than those they impose on persons whom they have themselves
authorised to engage in equivalent activities.

The holder of a marketing authorisation for a medicinal product and
the distributors of the said medicinal product actually placed on the
market in a Member State shall, within the limits of their responsibil-
ities, ensure appropriate and continued supplies of that medicinal
product to pharmacies and persons authorised to supply medicinal
products so that the needs of patients in the Member State in question
are covered.

The arrangements for implementing this Article should, moreover, be
justified on grounds of public health protection and be proportionate
in relation to the objective of such protection, in compliance with the
Treaty rules, particularly those concerning the free movement of goods
and competition.

Article 82

For all supplies of medicinal products to a person authorized or entitled
to supply medicinal products to the public in the Member State
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concerned, the authorized wholesaler must enclose a document that
makes it possible to ascertain:

— the date,
— the name and pharmaceutical form of the medicinal product,

— the quantity supplied,
— the name and address of the supplier and consignor.

Member States shall take all appropriate measures to ensure that
persons authorized or entitled to supply medicinal products to the
public are able to provide information that makes it possible to trace
the distribution path of every medicinal product.

Article 83

The provisions of this Title shall not prevent the application of more
stringent requirements laid down by Member States in respect of the
wholesale distribution of:

— narcotic or psychotropic substances within their territory,

— medicinal products derived from blood,

— immunological medicinal products,

— radiopharmaceuticals.

Article 84

The Commission shall publish guidelines on good distribution practice.
To this end, it shall consult the Committee for Medicinal Products for
Human Use and the Pharmaceutical Committee established by Council
Decision 75/320/EEC ().

Article 85

This Title shall apply to homeopathic medicinal products.

TITLE VIII
ADVERTISING

Article 86

1. For the purposes of this Title, ‘advertising of medicinal products’
shall include any form of door-to-door information, canvassing activity
or inducement designed to promote the prescription, supply, sale or
consumption of medicinal products; it shall include in particular:

— the advertising of medicinal products to the general public,

— advertising of medicinal products to persons qualified to prescribe
or supply them,

— visits by medical sales representatives to persons qualified to
prescribe medicinal products,

— the supply of samples,

— the provision of inducements to prescribe or supply medicinal
products by the gift, offer or promise of any benefit or bonus,
whether in money or in kind, except when their intrinsic value is
minimal,

— sponsorship of promotional meetings attended by persons qualified
to prescribe or supply medicinal products,

— sponsorship of scientific congresses attended by persons qualified to
prescribe or supply medicinal products and in particular payment of
their travelling and accommodation expenses in connection there-
with.

(') OJL 147, 9.6.1975, p. 23.
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2. The following are not covered by this Title:

— the labelling and the accompanying package leaflets, which are
subject to the provisions of Title V,

— correspondence, possibly accompanied by material of a non-promo-
tional nature, needed to answer a specific question about a
particular medicinal product,

— factual, informative announcements and reference material relating,
for example, to pack changes, adverse-reaction warnings as part of
general drug precautions, trade catalogues and price lists, provided
they include no product claims,

— information relating to human health or diseases, provided that
there is no reference, even indirect, to medicinal products.

Article 87

1.  Member States shall prohibit any advertising of a medicinal
product in respect of which a marketing authorization has not been
granted in accordance with Community law.

2. All parts of the advertising of a medicinal product must comply
with the particulars listed in the summary of product characteristics.

3. The advertising of a medicinal product:

— shall encourage the rational use of the medicinal product, by
presenting it objectively and without exaggerating its properties,

— shall not be misleading.

Article 88

1.  Member States shall prohibit the advertising to the general public
of medicinal products which:

(a) are available on medical prescription only, in accordance with Title
VI;

(b) contain substances defined as psychotropic or narcotic by interna-
tional convention, such as the United Nations Conventions of
1961 and 1971.

2. Medicinal products may be advertised to the general public
which, by virtue of their composition and purpose, are intended and
designed for use without the intervention of a medical practitioner for
diagnostic purposes or for the prescription or monitoring of treatment,
with the advice of the pharmacist, if necessary.

3. Member States shall be entitled to ban, on their territory, adver-
tising to the general public of medicinal products the cost of which
may be reimbursed.

4.  The prohibition contained in paragraph 1 shall not apply to vacci-
nation campaigns carried out by the industry and approved by the
competent authorities of the Member States.

5. The prohibition referred to in paragraph 1 shall apply without
prejudice to Article 14 of Directive 89/552/EEC.

6. Member States shall prohibit the direct distribution of medicinal
products to the public by the industry for promotional purposes.
TITLE VlIlla
INFORMATION AND ADVERTISING

Article 88a

Within three years of the entry into force of Directive 2004/726/EC,
the Commission shall, following consultations with patients' and consu-
mers' organisations, doctors' and pharmacists' organisations, Member
States and other interested parties, present to the European Parliament
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and the Council a report on current practice with regard to information
provision — particularly on the Internet — and its risks and benefits
for patients.

Following analysis of the above data, the Commission shall, if appro-
priate, put forward proposals setting out an information strategy to
ensure good-quality, objective, reliable and non-promotional informa-
tion on medicinal products and other treatments and shall address the
question of the information source's liability.

Article 89

1. Without prejudice to Article 88, all advertising to the general
public of a medicinal product shall:

(a) be set out in such a way that it is clear that the message is an
advertisement and that the product is clearly identified as a medic-
inal product;

(b) include the following minimum information:

— the name of the medicinal product, as well as the common
name if the medicinal product contains only one active
substance,

— the information necessary for correct use of the medicinal
product,

— an express, legible invitation to read carefully the instructions
on the package leaflet or on the outer packaging, as the case
may be.

2. Member States may decide that the advertising of a medicinal
product to the general public may, notwithstanding paragraph 1,
include only the name of the medicinal product or its international
non-proprietary name, where this exists, or the trademark if it is
intended solely as a reminder.

Article 90

The advertising of a medicinal product to the general public shall not
contain any material which:

(a) gives the impression that a medical consultation or surgical opera-
tion is unnecessary, in particular by offering a diagnosis or by
suggesting treatment by mail;

(b) suggests that the effects of taking the medicine are guaranteed, are
unaccompanied by adverse reactions or are better than, or equiva-
lent to, those of another treatment or medicinal product;

(c) suggests that the health of the subject can be enhanced by taking
the medicine;

(d) suggests that the health of the subject could be affected by not
taking the medicine; this prohibition shall not apply to the vaccina-
tion campaigns referred to in Article 88(4);

(e) is directed exclusively or principally at children;

(f) refers to a recommendation by scientists, health professionals or
persons who are neither of the foregoing but who, because of their
celebrity, could encourage the consumption of medicinal products;

(g) suggests that the medicinal product is a foodstuff, cosmetic or other
consumer product;

(h) suggests that the safety or efficacy of the medicinal product is due
to the fact that it is natural;

(i) could, by a description or detailed representation of a case history,
lead to erroneous self-diagnosis;

(j) refers, in improper, alarming or misleading terms, to claims of
recovery;
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(k) uses, in improper, alarming or misleading terms, pictorial represen-
tations of changes in the human body caused by disease or injury,
or of the action of a medicinal product on the human body or parts
thereof.

Article 91

1.  Any advertising of a medicinal product to persons qualified to
prescribe or supply such products shall include:

— essential information compatible with the summary of product char-
acteristics;

— the supply classification of the medicinal product.

Member States may also require such advertising to include the selling
price or indicative price of the various presentations and the conditions
for reimbursement by social security bodies.

2. Member States may decide that the advertising of a medicinal
product to persons qualified to prescribe or supply such products may,
notwithstanding paragraph 1, include only the name of the medicinal
product, or its international non-proprietary name, where this exists, or
the trademark, if it is intended solely as a reminder.

Article 92

1. Any documentation relating to a medicinal product which is
transmitted as part of the promotion of that product to persons qualified
to prescribe or supply it shall include, as a minimum, the particulars
listed in Article 91(1) and shall state the date on which it was drawn
up or last revised.

2. All the information contained in the documentation referred to in
paragraph 1 shall be accurate, up-to-date, verifiable and sufficiently
complete to enable the recipient to form his or her own opinion of the
therapeutic value of the medicinal product concerned.

3. Quotations as well as tables and other illustrative matter taken
from medical journals or other scientific works for use in the documen-
tation referred to in paragraph 1 shall be faithfully reproduced and the
precise sources indicated.

Article 93

1. Medical sales representatives shall be given adequate training by
the firm which employs them and shall have sufficient scientific
knowledge to be able to provide information which is precise and as
complete as possible about the medicinal products which they promote.

2. During each visit, medical sales representatives shall give the
persons visited, or have available for them, summaries of the product
characteristics of each medicinal product they present together, if the
legislation of the Member State so permits, with details of the price
and conditions for reimbursement referred to in Article 91(1).

3.  Medical sales representatives shall transmit to the scientific
service referred to in Article 98(1) any information about the use of
the medicinal products they advertise, with particular reference to any
adverse reactions reported to them by the persons they visit.

Article 94

1.  Where medicinal products are being promoted to persons quali-
fied to prescribe or supply them, no gifts, pecuniary advantages or
benefits in kind may be supplied, offered or promised to such persons
unless they are inexpensive and relevant to the practice of medicine or
pharmacy.
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Vv M4
2. Hospitality at sales promotion events shall always be strictly
limited to their main purpose and must not be extended to persons
other than health-care professionals.

3. Persons qualified to prescribe or supply medicinal products shall
not solicit or accept any inducement prohibited under paragraph 1 or
contrary to paragraph 2.

4.  Existing measures or trade practices in Member States relating to
prices, margins and discounts shall not be affected by paragraphs 1, 2
and 3.

Article 95

The provisions of Article 94(1) shall not prevent hospitality being
offered, directly or indirectly, at events for purely professional and
scientific purposes; such hospitality shall always be strictly limited to
the main scientific objective of the event; it must not be extended to
persons other than health-care professionals.

Article 96

1. Free samples shall be provided on an exceptional basis only to
persons qualified to prescribe them and on the following conditions:

(a) the number of samples for each medicinal product each year on
prescription shall be limited;

(b) any supply of samples shall be in response to a written request,
signed and dated, from the prescribing agent;

(c) those supplying samples shall maintain an adequate system of
control and accountability;

(d) each sample shall be no larger than the smallest presentation on the
market;

(e) each sample shall be marked ‘free medical sample — not for sale’
or shall show some other wording having the same meaning;

(f) each sample shall be accompanied by a copy of the summary of
product characteristics;

(g) no samples of medicinal products containing psychotropic or
narcotic substances within the meaning of international conven-
tions, such as the United Nations Conventions of 1961 and 1971,
may be supplied.

2. Member States may also place further restrictions on the distribu-
tion of samples of certain medicinal products.

Article 97

1.  Member States shall ensure that there are adequate and effective
methods to monitor the advertising of medicinal products. Such
methods, which may be based on a system of prior vetting, shall in
any event include legal provisions under which persons or organiza-
tions regarded under national law as having a legitimate interest in
prohibiting any advertisement inconsistent with this Title, may take
legal action against such advertisement, or bring such advertisement
before an administrative authority competent either to decide on
complaints or to initiate appropriate legal proceedings.

2. Under the legal provisions referred to in paragraph 1, Member
States shall confer upon the courts or administrative authorities powers
enabling them, in cases where they deem such measures to be neces-
sary, taking into account all the interests involved, and in particular
the public interest:

— to order the cessation of, or to institute appropriate legal proceed-
ings for an order for the cessation of, misleading advertising, or
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— if misleading advertising has not yet been published but publication
is imminent, to order the prohibition of, or to institute appropriate
legal proceedings for an order for the prohibition of, such publica-
tion,

even without proof of actual loss or damage or of intention or negli-
gence on the part of the advertiser.

3. Member States shall make provision for the measures referred to
in the second subparagraph to be taken under an accelerated procedure,
either with interim effect or with definitive effect.

It shall be for each Member State to decide which of the two options
set out in the first subparagraph to select.

4. Member States may confer upon the courts or administrative
authorities powers enabling them, with a view to eliminating the conti-
nuing effects of misleading advertising the cessation of which has been
ordered by a final decision:

— to require publication of that decision in full or in part and in such
form as they deem adequate,

— to require in addition the publication of a corrective statement.

5. Paragraphs 1 to 4 shall not exclude the voluntary control of
advertising of medicinal products by self-regulatory bodies and
recourse to such bodies, if proceedings before such bodies are possible
in addition to the judicial or administrative proceedings referred to in
paragraph 1.

Article 98

1. The marketing authorization holder shall establish, within his
undertaking, a scientific service in charge of information about the
medicinal products which he places on the market.

2. The marketing authorization holder shall:

— keep available for, or communicate to, the authorities or bodies
responsible for monitoring advertising of medicinal products, a
sample of all advertisements emanating from his undertaking
together with a statement indicating the persons to whom it is
addressed, the method of dissemination and the date of first disse-
mination,

— ensure that advertising of medicinal products by his undertaking
conforms to the requirements of this Title,

— verify that medical sales representatives employed by his under-
taking have been adequately trained and fulfill the obligations
imposed upon them by Article 93(2) and (3),

— supply the authorities or bodies responsible for monitoring adver-
tising of medicinal products with the information and assistance
they require to carry out their responsibilities,

— ensure that the decisions taken by the authorities or bodies respon-
sible for monitoring advertising of medicinal products are
immediately and fully complied with.

3. The Member States shall not prohibit the co-promotion of a
medicinal product by the holder of the marketing authorisation and
one or more companies nominated by him.

Article 99

Member States shall take the appropriate measures to ensure that the
provisions of this Title are applied and shall determine in particular
what penalties shall be imposed should the provisions adopted in the
execution of Title be infringed.
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Article 100

Advertising of the homeopathic medicinal products referred to in
Article 14(1) shall be subject to the provisions of this Title with the
exception of Article 87(1).

However, only the information specified in Article 69(1) may be used
in the advertising of such medicinal products.

TITLE IX
PHARMACOVIGILANCE

Article 101

The Member States shall take all appropriate measures to encourage
doctors and other health care professionals to report suspected adverse
reactions to the competent authorities.

The Member States may impose specific requirements on doctors and
other health-care professionals in respect of the reporting of suspected
serious or unexpected adverse reactions.

Article 102

In order to ensure the adoption of appropriate and harmonised regula-
tory decisions concerning the medicinal products authorised within the
Community, having regard to information obtained about adverse reac-
tions to medicinal products under normal conditions of use, the
Member States shall operate a pharmacovigilance system. This system
shall be used to collect information useful in the surveillance of medic-
inal products, with particular reference to adverse reactions in human
beings, and to evaluate such information scientifically.

Member States shall ensure that suitable information collected within
this system is communicated to the other Member States and the
Agency. The information shall be recorded in the database referred to
in point (1) of the second subparagraph of Article 57(1) of Regulation
(EC) No 726/2004 and shall be permanently accessible to all Member
States and without delay to the public.

This system shall also take into account any available information on
misuse and abuse of medicinal products which may have an impact
on the evaluation of their benefits and risks.

Article 102a

The management of funds intended for activities connected with phar-
macovigilance, the operation of communication networks and market
surveillance shall be under the permanent control of the competent
authorities in order to guarantee their independence.

Article 103

The marketing authorization holder shall have permanently and
continuously at his disposal an appropriately qualified person respon-
sible for pharmacovigilance.

That qualified person shall reside in the Community and shall be
responsible for the following:

(a) the establishment and maintenance of a system which ensures that
information about all suspected adverse reactions which are
reported to the personnel of the company, and to medical represen-
tatives, is collected and collated in order to be accessible at least at
one point within the Community;
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(b) the preparation for the competent authorities of the reports referred
to in Article 104, in such form as may be laid down by those
authorities, in accordance with the guidance referred to in Article
106(1);

(c) ensuring that any request from the competent authorities for the
provision of additional information necessary for the evaluation of
the benefits and risks afforded by a medicinal product is answered
fully and promptly, including the provision of information about
the volume of sales or prescriptions of the medicinal product
concerned;

(d) the provision to the competent authorities, of any other information
relevant to the evaluation of the benefits and risks afforded by a
medicinal product, including appropriate information on post-
authorization safety studies.

Article 104

1. The marketing authorisation holder shall be required to maintain
detailed records of all suspected adverse reactions occurring either in
the Community or in a third country.

Save in exceptional circumstances, these reactions shall be communi-
cated electronically in the form of a report in accordance with the
guidelines referred to in Article 106(1).

2. The marketing authorisation holder shall be required to record all
suspected serious adverse reactions which are brought to his attention
by a health-care professional and to report them promptly to the
competent authority of the Member State on whose territory the inci-
dent occurred, and no later than 15 days following the receipt of the
information.

3. The marketing authorisation holder shall be required to record
and report all other suspected serious adverse reactions which meet
the notification criteria in accordance with the guidelines referred to
in Article 106(1), of which he can reasonably be expected to have
knowledge, promptly to the competent authority of the Member State
in whose territory the incident occurred, and no later than 15 days
following the receipt of the information.

4.  The marketing authorisation holder shall ensure that all suspected
serious unexpected adverse reactions and any suspected transmission
via a medicinal product of any infectious agent occurring in the terri-
tory of a third country are reported promptly in accordance with the
guidelines referred to in Article 106(1), so that the Agency and the
competent authorities of the Member States in which the medicinal
product is authorised are informed of them, and no later than 15 days
following the receipt of the information.

5. By way of derogation from paragraphs 2, 3 and 4, in the case of
medicinal products which are covered by Directive 87/22/EEC or
which have qualified for the procedures laid down in Articles 28 and
29 of this Directive or which have been the subject of the procedures
under Articles 32, 33 and 34 of this Directive, the marketing authorisa-
tion holder shall also ensure that all suspected serious adverse reactions
occurring in the Community are reported in such a way as to be acces-
sible to the reference Member State or to any competent authority
acting as reference Member State. The reference Member State shall
assume the responsibility of analysing and monitoring such adverse
reactions.

6.  Unless other requirements have been laid down as a condition for
the granting of the marketing authorisation, or subsequently as indi-
cated in the guidelines referred to in Article 106(1), reports of all
adverse reactions shall be submitted to the competent authorities in
the form of a periodic safety update report, immediately upon request
or at least every six months after authorisation and until the placing on
the market. Periodic safety update reports shall also be submitted
immediately upon request or at least every six months during the first
two years following the initial placing on the market and once a year
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for the following two years. Thereafter, the reports shall be submitted
at three-yearly intervals, or immediately upon request.

The periodic safety update reports shall include a scientific evaluation
of the risk-benefit balance of the medicinal product.

7.  The Commission may lay down provisions to amend paragraph 6
in view of experience gained through its operation. The Commission
shall adopt the provisions in accordance with the procedure referred to
in Article 121(2).

8.  Following the granting of a marketing authorisation, the
marketing authorisation holder may request the amendment of the
periods referred to in paragraph 6 in accordance with the procedure
laid down by Commission Regulation (EC) No 1084/2003 (V).

9.  The holder of a marketing authorisation may not communicate
information relating to pharmacovigilance concerns to the general
public in relation to its authorised medicinal product without giving
prior or simultaneous notification to the competent authority.

In any case, the marketing authorisation holder shall ensure that such
information is presented objectively and is not misleading.

Member States shall take the necessary measures to ensure that a
marketing authorisation holder who fails to discharge these obligations
is subject to effective, proportionate and dissuasive penalties.

Article 105

1. The Agency, in collaboration with the Member States and the
Commission, shall set up a data-processing network to facilitate the
exchange of pharmacovigilance information regarding medicinal
products marketed in the Community in order to allow all competent
authorities to share the information at the same time.

2. Making use of the network referred to in paragraph 1, Member
States shall ensure that reports of suspected serious adverse reactions
that have taken place on their territory are promptly made available to
the Agency and the other Member States, and in any case within 15
days after their notification at the latest.

3. The Member States shall ensure that reports of suspected serious
adverse reactions that have taken place on their territory are promptly
made available to the marketing authorisation holder, and in any case
within 15 days after their notification at the latest.

Article 106

1.  In order to facilitate the exchange of information on pharmacov-
igilance within the Community, the Commission, after consulting the
Agency, the Member States and interested parties, shall draw up guide-
lines on the collection, verification and presentation of adverse reaction
reports, including technical requirements for electronic exchange of
pharmacovigilance information in accordance with internationally
agreed formats, and shall publish a reference to an internationally
agreed medical terminology.

Acting in accordance with the guidelines, marketing authorisation
holders shall use internationally agreed medical terminology for the
reporting of adverse reactions.

These guidelines shall be published in Volume 9 of The Rules
governing Medicinal Products in the European Community and shall
take account of international harmonisation work carried out in the
field of pharmacovigilance.

2. For the interpretation of the definitions referred to in points (11)
to (16) of Article 1 and of the principles outlined in this Title, the

() OJL 159, 27.6.2003, p. 1.
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marketing authorisation holder and the competent authorities shall
follow the guidelines referred to in paragraph 1.

Article 107

1.  Where, as a result of the evaluation of pharmacovigilance data, a
Member State considers that a marketing authorisation should be
suspended, revoked or varied in accordance with the guidelines referred
to in Article 106(1), it shall forthwith inform the Agency, the other
Member States and the marketing authorisation holder.

2. Where urgent action to protect public health is necessary, the
Member State concerned may suspend the marketing authorisation of
a medicinal product, provided that the Agency, the Commission and
the other Member States are informed no later than the following
working day.

When the Agency is informed in accordance with paragraph 1 in rela-
tion to suspensions and revocation, or the first subparagraph of this
paragraph, the Committee shall prepare an opinion within a time-frame
to be determined depending on the urgency of the matter. In relation to
variations, the Committee may upon request from a Member State
prepare an opinion.

Acting on the basis of this opinion, the Commission may request all
Member States in which the product is being marketed to take
temporary measures immediately.

The final measures shall be adopted in accordance with the procedure
referred to in Article 121(3).

Article 108

Any amendments which may be necessary to update provisions of Arti-
cles 101 to 107 to take account of scientific and technical progress
shall be adopted in accordance with the procedure referred to in Article
121(2).

TITLE X

SPECIAL PROVISIONS ON MEDICINAL PRODUCTS DERIVED FROM
HUMAN BLOOD AND PLASMA

Article 109

For the collection and testing of human blood and human plasma,
Directive 2002/98/EC of the European Parliament and of the Council
of 27 January 2003 setting standards of quality and safety for the
collection, testing, processing, storage and distribution of human blood
and blood components and amending Directive 2001/83/EC (') shall

apply.

Article 110

Member States shall take the necessary measures to promote Commu-
nity self-sufficiency in human blood or human plasma. For this
purpose, they shall encourage the voluntary unpaid donation of blood
and plasma and shall take the necessary measures to develop the
production and use of products derived from human blood or human
plasma coming from voluntary unpaid donations. They shall notify the
Commission of such measures.

(') OJ L 33,8.2.2003, p. 30.
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TITLE XI
SUPERVISION AND SANCTIONS

Article 111

V¥ M4
1.  The competent authority of the Member State concerned shall
ensure, by means of repeated inspections, and if necessary unan-
nounced inspections, and, where appropriate, by asking an Official
Medicines Control Laboratory or a laboratory designated for that
purpose to carry out tests on samples, that the legal requirements
governing medicinal products are complied with.

The competent authority may also carry out unannounced inspections
at the premises of manufacturers of active substances used as starting
materials, or at the premises of marketing authorisation holders when-
ever it considers that there are grounds for suspecting non-compliance
with the principles and guidelines of good manufacturing practice
referred to in Article 47. These inspections may also be carried out at
the request of a Member State, the Commission or the Agency.

In order to verify whether the data submitted in order to obtain a
conformity certificate comply with the monographs of the European
Pharmacopoeia, the standardisation body of the nomenclatures and the
quality norms within the meaning of the Convention relating to the
elaboration of the European Pharmacopoeia (') (European Directorate
for the quality of Medicinal Products) may ask the Commission or the
Agency to request such an inspection when the starting material
concerned is the subject of a European Pharmacopoeia monograph.

The competent authority of the Member State concerned may carry out
inspections of starting material manufacturers at the specific request of
the manufacturer himself.

Such inspections shall be carried out by officials representing the
competent authority who shall be empowered to:

(a) inspect the manufacturing or commercial establishments of manu-
facturers of medicinal products or of active substances used as
starting materials, and any laboratories employed by the holder of
the manufacturing authorisation to carry out checks pursuant to
Article 20;

(b) take samples including with a view to independent tests being
carried out by an Official Medicines Control Laboratory or a
laboratory designated for that purpose by a Member State;

(c) examine any documents relating to the object of the inspection,
subject to the provisions in force in the Member States on 21 May
1975 placing restrictions on these powers with regard to the
description of the manufacturing method;

(d) inspect the premises, records and documents of marketing authori-
sation holders or any firms employed by the marketing
authorisation holder to perform the activities described in Title IX,
and in particular Articles 103 and 104.

2. Member States shall take all appropriate steps to ensure that the
manufacturing processes used in the manufacture of immunological
products are properly validated and attain batch-to-batch consistency.

3. After every inspection as referred to in paragraph 1, the officials
representing the competent authority shall report on whether the manu-
facturer complies with the principles and guidelines of good
manufacturing practice laid down in Article 47 or, where appropriate,
with the requirements laid down in Articles 101 to 108. The content
of such reports shall be communicated to the manufacturer or
marketing authorisation holder who has undergone the inspection.

(') OJL 158, 25.6.1994, p. 19.
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4.  Without prejudice to any arrangements which may have been
concluded between the Community and third countries, a Member
State, the Commission or the Agency may require a manufacturer
established in a third country to submit to an inspection as referred to
in paragraph 1.

5. Within 90 days of an inspection as referred to in paragraph 1, a
certificate of good manufacturing practice shall be issued to a manufac-
turer if the outcome of the inspection shows that the manufacturer
complies with the principles and guidelines of good manufacturing
practice as provided for by Community legislation.

If inspections are performed as part of the certification procedure for
the monographs of the European Pharmacopoeia, a certificate shall be
drawn up.

6.  Member States shall enter the certificates of good manufacturing
practice which they issue in a Community database managed by the
Agency on behalf of the Community.

7. If the outcome of the inspection as referred to in paragraph 1 is
that the manufacturer does not comply with the principles and guide-
lines of good manufacturing practice as provided for by Community
legislation, the information shall be entered in the Community database
as referred to in paragraph 6.

Article 112

Member States shall take all appropriate measures to ensure that the
holder of the marketing authorization for a medicinal product and,
where appropriate, the holder of the manufacturing authorization,
furnish proof of the controls carried out on the medicinal product and/
or the ingredients and of the controls carried out at an intermediate
stage of the manufacturing process, in accordance with the methods
laid down in Article 8(3)(h).

Article 113

For the purpose of implementing Article 112, Member States may
require manufacturers of immunological products to submit to a
competent authority copies of all the control reports signed by the
qualified person in accordance with Article 51.

Article 114

1.  Where it considers it necessary in the interests of public health, a
Member State may require the holder of an authorization for
marketing:

— live vaccines,

— immunological medicinal products used in the primary immuniza-
tion of infants or of other groups at risk,

— immunological medicinal products used in public health immuniza-
tion programmes,

— new immunological medicinal products or immunological medicinal
products manufactured using new or altered kinds of technology or
new for a particular manufacturer, during a transitional period
normally specified in the marketing authorization,

to submit samples from each batch of the bulk and/or the medicinal
product for examination M4 by an Official Medicines Control
Laboratory or a laboratory that a Member State has designated for
that purpose < before release on to the market unless, in the case of
a batch manufactured in another Member State, the competent
authority of that Member State has previously examined the batch in
question and declared it to be in conformity with the approved specifi-
cations. Member States shall ensure that any such examination is
completed within 60 days of the receipt of the samples.

2. Where, in the interests of public health, the laws of a Member
State so provide, the competent authorities may require the marketing
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authorization holder for medicinal products derived from human blood
or human plasma to submit samples from each batch of the bulk and/or
the medicinal product for testing M4 by an Official Medicines
Control Laboratory or a laboratory that a Member State has designated
for that purpose <« before being released into free circulation, unless
the competent authorities of another Member State have previously
examined the batch in question and declared it to be in conformity
with the approved specifications. Member States shall ensure that any
such examination is completed within 60 days of the receipt of the
samples.

Article 115

Member States shall take all necessary measures to ensure that the
manufacturing and purifying processes used in the preparation of
medicinal products derived from human blood or human plasma are
properly validated, attain batch-to-batch consistency and guarantee,
insofar as the state of technology permits, the absence of specific viral
contamination. To this end manufacturers shall notify the competent
authorities of the method used to reduce or eliminate pathogenic
viruses liable to be transmitted by medicinal products derived from
human blood or human plasma. The competent authority may submit
samples of the bulk and/or the medicinal product for testing by a State
laboratory or a laboratory designated for that purpose, either during the
examination of the application pursuant to Article 19, or after a
marketing authorization has been granted.

Article 116

The competent authorities shall suspend, revoke, withdraw or vary a
marketing authorisation if the view is taken that the product is harmful
under normal conditions of use, or that it lacks therapeutic efficacy, or
that the risk-benefit balance is not positive under the normal conditions
of use, or that its qualitative and quantitative composition is not as
declared. Therapeutic efficacy is lacking when it is concluded that ther-
apeutic results cannot be obtained from the medicinal product.

An authorisation shall also be suspended, revoked, withdrawn or varied
where the particulars supporting the application as provided for in
Article 8 or Articles 10, 10a, 10b, 10c and 11 are incorrect or have
not been amended in accordance with Article 23, or where the controls
referred to in Article 112 have not been carried out.

Article 117

1.  Without prejudice to the measures provided for in Article 116,
Member States shall take all appropriate steps to ensure that the supply
of the medicinal product is prohibited and the medicinal product with-
drawn from the market, if the view is taken that:

(a) the medicinal product is harmful under normal conditions of use; or
(b) it lacks therapeutic efficacy; or

(c) the risk-benefit balance is not favourable under the authorised
conditions of use; or

(d) its qualitative and quantitative composition is not as declared; or

(e) the controls on the medicinal product and/or on the ingredients and
the controls at an intermediate stage of the manufacturing process
have not been carried out or if some other requirement or obliga-
tion relating to the grant of the manufacturing authorisation has
not been fulfilled.

2. The competent authority may limit the prohibition to supply the
product, or its withdrawal from the market, to those batches which are
the subject of dispute.
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Article 118

1.  The competent authority shall suspend or revoke the marketing
authorization for a category of preparations or all preparations where
any one of the requirements laid down in Article 41 is no longer met.

2. In addition to the measures specified in Article 117, the compe-
tent authority may suspend manufacture or imports of medicinal
products coming from third countries, or suspend or revoke the manu-
facturing authorization for a category of preparations or all preparations
where Articles 42, 46, 51 and 112 are not complied with.

Article 119

The provisions of this Title shall apply to homeopathic medicinal
products.

TITLE XII
STANDING COMMITTEE

Article 120

Any changes which are necessary in order to adapt Annex I to take
account of scientific and technical progress shall be adopted in accor-
dance with the procedure referred to in Article 121(2).

Article 121

1.  The Commission shall be assisted by the Standing Committee on
Medicinal Products for Human Use, hereinafter called ‘the Standing
Committee’, in the task of adapting to technical progress the directives
on the removal of technical barriers to trade in the medicinal products
sector.

2. Where reference is made to this paragraph, Articles 5 and 7 of
Decision 1999/468/EC shall apply, having regard to the provisions of
Article 8 thereof.

The period laid down in Article 5(6) of Decision 1999/468/EC shall be
set at three months.

3. Where reference is made to this paragraph, Articles 4 and 7 of
Decision 1999/468/EC shall apply, having regard to the provisions of
Article 8 thereof.

The period laid down in Article 4(3) of Decision 1999/468/EC shall be
set at one month.

4.  The Standing Committee shall adopt its own rules of procedure
which shall be made public.

TITLE XIII
GENERAL PROVISIONS

Article 122

1.  Member States shall take all appropriate measures to ensure that
the competent authorities concerned communicate to each other such
information as is appropriate to guarantee that the requirements placed
on the authorisations referred to in Articles 40 and 77, on the certifi-

cates referred to in Article 111(5) or on the marketing authorisations
are fulfilled.

2. Upon reasoned request, Member States shall forthwith communi-
cate the reports referred to in Article 111(3) to the competent
authorities of another Member State.
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3. The conclusions reached in accordance with Article 111(1) shall
be valid throughout the Community.

However, in exceptional cases, if a Member State is unable, for reasons
relating to public health, to accept the conclusions reached following
an inspection under Article 111(1), that Member State shall forthwith
inform the Commission and the Agency. The Agency shall inform the
Member States concerned.

When the Commission is informed of these divergences of opinion, it
may, after consulting the Member States concerned, ask the inspector
who performed the original inspection to perform a new inspection;
the inspector may be accompanied by two other inspectors from
Member States which are not parties to the disagreement.

Article 123

1.  Each Member State shall take all the appropriate measures to
ensure that decisions authorizing marketing, refusing or revoking a
marketing authorization, cancelling a decision refusing or revoking a
marketing authorization, prohibiting supply, or withdrawing a product
from the market, together with the reasons on which such decisions
are based, are brought to the attention of the Agency forthwith.

2. The marketing authorization holder shall be obliged to notify the
Member States concerned forthwith of any action taken by him to
suspend the marketing of a medicinal product or to withdraw a medic-
inal product from the market, together with the reasons for such action
if the latter concerns the efficacy of the medicinal product or the
protection of public health. Member States shall ensure that this infor-
mation is brought to the attention of the Agency.

3. Member States shall ensure that appropriate information about
action taken pursuant to paragraphs 1 and 2 which may affect the
protection of public health in third countries is forthwith brought to
the attention of the World Health Organization, with a copy to the
Agency.

4. The Commission shall publish annually a list of the medicinal
products which are prohibited in the Community.

Article 124

Member States shall communicate to each other all the information
necessary to guarantee the quality and safety of homeopathic medicinal
products manufactured and marketed within the Community, and in
particular the information referred to in Articles 122 and 123.

Article 125

Every decision referred to in this Directive which is taken by the
competent authority of a Member State shall state in detail the reasons
on which it is based.

Such decision shall be notified to the party concerned, together with
information as to the redress available to him under the laws in force
and of the time-limit allowed for access to such redress.

Decisions to grant or revoke a marketing authorisation shall be made
publicly available.

Article 126

An authorization to market a medicinal product shall not be refused,
suspended or revoked except on the grounds set out in this Directive.

No decision concerning suspension of manufacture or of importation of
medicinal products coming from third countries, prohibition of supply
or withdrawal from the market of a medicinal product may be taken
except on the grounds set out in Articles 117 and 118.
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Article 126a

1. In the absence of a marketing authorisation or of a pending appli-
cation for a medicinal product authorised in another Member State in
accordance with this Directive, a Member State may for justified public
health reasons authorise the placing on the market of the said medicinal
product.

2. When a Member State avails itself of this possibility, it shall
adopt the necessary measures in order to ensure that the requirements
of this Directive are complied with, in particular those referred to in
Titles V, VI, VIII, IX and XI.

3. Before granting such an authorisation a Member State shall:

(a) notify the marketing authorisation holder, in the Member State in
which the medicinal product concerned is authorised, of the
proposal to grant an authorisation under this Article in respect of
the product concerned; and

(b) request the competent authority in that State to furnish a copy of
the assessment report referred to in Article 21(4) and of the
marketing authorisation in force in respect of the said medicinal
product.

4. The Commission shall set up a publicly accessible register of
medicinal products authorised under paragraph 1. Member States shall
notify the Commission if any medicinal product is authorised, or ceases
to be authorised, under paragraph 1, including the name or corporate
name and permanent address of the authorisation holder. The Commis-
sion shall amend the register of medicinal products accordingly and
make this register available on their website.

5. No later than 30 April 2008, the Commission shall present a
report to the European Parliament and the Council concerning the
application of this provision with a view to proposing any necessary
amendments.

Article 126b

In order to guarantee independence and transparency, the Member
States shall ensure that members of staff of the competent authority
responsible for granting authorisations, rapporteurs and experts
concerned with the authorisation and surveillance of medicinal products
have no financial or other interests in the pharmaceutical industry
which could affect their impartiality. These persons shall make an
annual declaration of their financial interests.

In addition, the Member States shall ensure that the competent
authority makes publicly accessible its rules of procedure and those of
its committees, agendas for its meetings and records of its meetings,
accompanied by decisions taken, details of votes and explanations of
votes, including minority opinions.

Article 127

1. At the request of the manufacturer, the exporter or the authorities
of an importing third country, Member States shall certify that a manu-
facturer of medicinal products is in possession of the manufacturing
authorization. When issuing such certificates Member States shall
comply with the following conditions:

(a) they shall have regard to the prevailing administrative arrange-
ments of the World Health Organization;

(b) for medicinal products intended for export which are already
authorized on their territory, they shall supply the summary of the
product characteristics as approved in accordance with Article 21.

2. When the manufacturer is not in possession of a marketing
authorization he shall provide the authorities responsible for estab-
lishing the certificate referred to in paragraph 1, with a declaration
explaining why no marketing authorization is available.
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Article 127a

When a medicinal product is to be authorised in accordance with Regu-
lation (EC) No 726/2004 and the Scientific Committee in its opinion
refers to recommended conditions or restrictions with regard to the
safe and effective use of the medicinal product as provided for in
Article 9(4)(c) of that Regulation, a decision addressed to the Member
States shall be adopted in accordance with the procedure provided for
in Articles 33 and 34 of this Directive, for the implementation of those
conditions or restrictions.

Article 127b

Member States shall ensure that appropriate collection systems are in
place for medicinal products that are unused or have expired.

TITLE XIV
FINAL PROVISIONS

Article 128

Directives 65/65/EEC, 75/318/EEC, 75/319/EEC, 89/342/EEC, 89/343/
EEC, 89/381/EEC, 92/25/EEC, 92/26/EEC, 92/27/EEC, 92/28/EEC and
92/73/EEC, amended by the Directives referred to in Annex II, Part A,
are repealed, without prejudice to the obligations of the Member States
concerning the time-limits for implementation set out in Annex II, Part
B.

References to the repealed Directives shall be construed as references
to this Directive and shall be read in accordance with the correlation
table in Annex III.

Article 129

This Directive shall enter into force on the twentieth day following that
of its publication in the Official Journal of the European Communities.

Article 130

This Directive is addressed to the Member States.
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Introduction and general principles
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The particulars and documents accompanying an application for
marketing authorisation pursuant to Articles 8 and 10 (1) shall be
presented in accordance with the requirements set out in this Annex
and shall follow the guidance published by the Commission in The
rules governing medicinal products in the European Community,
Volume 2 B, Notice to applicants, Medicinal products for human use,
Presentation and content of the dossier, Common Technical Document
(CTD).

The particulars and documents shall be presented as five modules:
Module 1 provides European Community specific administrative data;
Module 2 provides quality, non-clinical and clinical summaries,
Module 3 provides chemical, pharmaceutical and biological informa-
tion, Module 4 provides non-clinical reports and Module 5 provides
clinical study reports. This presentation implements a common format
for all ICH (') regions (European Community, United States of
America, Japan). These five Modules shall be presented in strict accor-
dance with the format, content and numbering system delineated in
details in Volume 2 B of the Notice to Applicants referred to above.

The European Community-CTD-presentation is applicable for all types
of marketing authorisation applications irrespective of the procedure to
be applied (i.e. centralised, mutual recognition or national) and of
whether they are based on a full or abridged application. It is also
applicable for all types of products including new chemical entities
(NCE), radio-pharmaceuticals, plasma derivatives, vaccines, herbal
medicinal products, etc.

In assembling the dossier for application for marketing authorisation,
applicants shall also take into account the scientific guidelines relating
to the quality, safety and efficacy of medicinal products for human use
as adopted by the Committee for Proprietary Medicinal Products
(CPMP) and published by the European Medicine Evaluation Agency
(EMEA) and the other pharmaceutical Community guidelines published
by the Commission in the different volumes of The rules governing
medicinal products in the European Community.

With respect to the quality part (chemical, pharmaceutical and biolo-
gical) of the dossier, all monographs including general monographs
and general chapters of the European Pharmacopoeia are applicable.

The manufacturing process shall comply with the requirements of
Commission Directive 91/356/EEC laying down the principles and
guidelines of Good Manufacturing Practice (GMP) for medicinal
products for human use (*) and with the principles and guidelines on
GMP, published by the Commission in The rules governing medicinal
products in the European Community, Volume 4.

All information, which is relevant to the evaluation of the medicinal
product concerned, shall be included in the application, whether favour-
able or unfavourable to the product. In particular, all relevant details
shall be given of any incomplete or abandoned pharmaco-toxicological
or clinical test or trial relating to the medicinal product and/or
completed trials concerning therapeutic indications not covered by the
application.

All clinical trials, conducted within the European Community, must
comply with the requirements of Directive 2001/20/EC of the European
Parliament and of the Council on the approximation of the laws, regula-
tions and administrative provisions of the Member States relating to the
implementation of good clinical practice in the conduct of clinical trials
on medicinal products for human use (}). To be taken into account
during the assessment of an application, clinical trials, conducted
outside the European Community, which relate to medicinal products
intended to be used in the European Community, shall be designed,
implemented and reported on what good clinical practice and ethical
principles are concerned, on the basis of principles, which are equiva-
lent to the provisions of Directive 2001/20/EC. They shall be carried
out in accordance with the ethical principles that are reflected, for
example, in the Declaration of Helsinki.

International Conference on Harmonisation of Technical Requirements for Registration

of Pharmaceuticals for Human Use.
OJ L 193, 17.7.1991, p. 30.
OJ L 121, 1.5.2001, p. 34.
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) Non-clinical (pharmaco-toxicological) studies shall be carried out in
conformity with the provisions related to Good Laboratory Practice
laid down in Council Directives 87/18/EEC on the harmonisation of
regulations and administrative provisions relating to the application of
the principles of good laboratory practice and the verification of their
application for tests in chemical substances (‘) and 88/320/EEC on the
inspection and verification of good laboratory practice (GLP) (?).

(10) Member States shall also ensure that all tests on animals are conducted
in accordance with Council Directive 86/609/EEC of 24 November
1986 on the approximation of laws, regulation and administrative provi-
sions of the Member States regarding the protection of animals for
experimental and other scientific purposes.

(11) In order to monitor the benefit/risk assessment, any new information
not in the original application and all pharmaco-vigilance information
shall be submitted to the competent authority. After marketing authori-
sation has been granted, any change to the data in the dossier shall be
submitted to the competent authorities in accordance with the require-
ments of Commission Regulations (EC) No 1084/2003 (*) and (EC) No
1085/2003 (*) of the Commission or, if relevant, in accordance with
national provisions, as well as the requirements in Volume 9 of
Commission publication The rules governing medicinal products in the
European Community.

This Annex is divided in four different parts:

— Part I describes the application format, the summary of product
characteristics, the labelling, the leaflet and presentation require-
ments for standard applications (Modules 1 to 5).

— Part II provides derogation for ‘Specific applications’, i.e. well-
established medicinal use, essentially similar products, fixed combi-
nations, similar biological products, exceptional circumstances and
mixed applications (part bibliographic and part own studies).

— Part III deals with ‘Particular application requirements’ for biolo-
gical medicinal products (Plasma Master File; Vaccine Antigen
Master File), radio-pharmaceuticals, homeopathic medicinal
products, herbal medicinal products and orphan medicinal products.

— Part IV deals with ‘Advanced therapy medicinal products’ and
concerns specific requirements for gene therapy medicinal products
(using human autologous or allogeneic system, or xenogeneic
system) and cell therapy medicinal products both of human or
animal origin and xenogeneic transplantation medicinal products.

PART I
STANDARDISED MARKETING AUTHORISATION DOSSIER
REQUIREMENTS
1. MODULE 1: ADMINISTRATIVE INFORMATION

1.1. Table of contents

A comprehensive table of contents of Modules 1 to 5 of the dossier
submitted for marketing authorisation application shall be presented.

1.2. Application form

The medicinal product, which is the subject of the application, shall be
identified by name and name of the active substance(s), together with
the pharmaceutical form, the route of administration, the strength and
the final presentation, including packaging.

The name and address of the applicant shall be given, together with the
name and address of the manufacturers and the sites involved in the
different stages of the manufacture (including the manufacturer of the
finished product and the manufacturer(s) of the active substance(s)),
and where relevant the name and address of the importer.

The applicant shall identify the type of application and indicate what
samples, if any, are also provided.

() OJL 15, 17.1.1987, p. 29.

() OJL 145, 11.6.1988, p. 35.

(®) See p. 1 of this Official Journal.
(*) See p. 24 of this Official Journal.
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1.3.

1.3.1.

1.3.2.

1.3.3.

1.3.4.

1.4.

L.5.

1.6.

Annexed to the administrative data shall be copies of the manufacturing
authorisation as defined in Article 40, together with a list of countries
in which authorisation has been granted, copies of all the summaries of
product characteristics in accordance with Article 11 as approved by
Member States and a list of countries in which an application has been
submitted.

As outlined in the application form, the applicants shall provide, inter
alia, details of the medicinal product subject of the application, the
legal basis of the application, the proposed marketing authorisation
holder and manufacture(s), information on orphan medicinal product
status, scientific advice and paediatric development program.

Summary of product characteristics, labelling and package leaflet
Summary of product characteristics

The applicant shall propose a summary of the product characteristics, in
accordance with Article 11.

Labelling and package leaflet

A proposed labelling text for immediate and outer packaging as well as
for the package leaflet shall be provided. These shall be in accordance
with all mandatory items listed in Title V on the labelling of medicinal
products for human use (Article 63) and on package leaflet (Article 59).

Mock-ups and specimens

The applicant shall provide specimen and/or mock-ups of the
immediate and outer packaging, labels and package leaflets for the
medicinal product concerned.

Summaries of product characteristics already approved in the Member
States

Annexed to the administrative data of the application form shall be
copies of all the summaries of product characteristics in accordance
with Articles 11 and 21 as approved by Member States, where applic-
able and a list of countries in which an application has been submitted.

Information about the experts

In accordance with Article 12 (2) experts must provide detailed reports
of their observations on the documents and particulars which constitute
the marketing authorisation dossier and in particular on Modules 3, 4
and 5 (chemical, pharmaceutical and biological documentation, non-
clinical documentation and clinical documentation, respectively). The
experts are required to address the critical points related to the quality
of the medicinal product and of the investigations carried out on
animals and human beings and bring out all the data relevant for
evaluation.

These requirements shall be met by providing a quality overall
summary, a non-clinical overview (data from studies carried out in
animals) and a clinical overview that shall be located in Module 2 of
the marketing authorisation application dossier. A declaration signed
by the experts together with brief information on their educational
background, training and occupational experience shall be presented in
Module 1. The experts shall have suitable technical or professional
qualifications. The professional relationship of the expert to the appli-
cant shall be declared.

Specific requirements for different types of applications

Specific requirements for different types of applications are addressed
in Part II of the present Annex.

Environmental risk assessment

Where applicable, applications for marketing authorisations shall
include a risk assessment overview evaluating possible risks to the
environment due to the use and/or disposal of the medicinal product
and make proposals for appropriate labelling provisions. Environmental
risk connected with the release of medicinal products containing or
consisting of GMOs (Genetically Modified Organisms) within the
meaning of Article 2 of Directive 2001/18/EC of the European
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2.1.

2.2.

2.3.

Parliament and of the Council of 12 March 2001 on the deliberate
release into the environment of modified organisms and repealing
Council Directive 90/220/EEC (') shall be addressed.

Information pertaining to the environmental risk shall appear as an
appendix to Module 1.

The information shall be presented in accordance with the provisions of
Directive 2001/18/EC, taking into account any guidance documents
published by the Commission in connection with the implementation
of the said Directive.

The information shall consist of:

— an introduction;

— a copy of any written consent or consents to the deliberate release
into the environment of the GMO(s) for research and development
purposes according to Part B of Directive 2001/18/EC;

— the information requested in Annexes II to IV of the Directive 2001/
18/EC, including detection and identification methods as well as
unique code of the GMO, plus any additional information on the
GMO or the product of relevance to evaluating the environmental
risk;

— an environment risk assessment (ERA) report prepared on basis of
the information specified in Annexes III and IV of Directive 2001/
18/EC and in accordance with Annex II of Directive 2001/18/EC;

— taking into account the above information and the ERA, a conclu-
sion which proposes an appropriate risk management strategy
which includes, as relevant to the GMO and product in question, a
post-market monitoring plan and the identification of any special
particulars which need to appear in the Summary of Product Char-
acteristics, labelling and package leaflet;

— appropriate measures in order to inform the public.

A dated signature of the author, information on the author's educational,
training and occupational experience, and a statement of the author's
relationship with the applicant, shall be included.

MODULE 2: SUMMARIES

This Module aims to summarise the chemical, pharmaceutical and
biological data, the non-clinical data and the clinical data presented in
Modules 3, 4 and 5 of the dossier for marketing authorisation, and to
provide the reports/overviews described in Article 12 of this Directive.

Critical points shall be addressed and analysed. Factual summaries
including tabular formats shall be provided. Those reports shall provide
cross-references to tabular formats or to the information contained in
the main documentation presented in Module 3 (chemical, pharmaceu-
tical and biological documentation), Module 4 (non-clinical
documentation) and Module 5 (clinical documentation).

Information contained in Module 2 shall be presented in accordance
with the format, content and numbering system delineated in the
Volume 2 of the Notice to Applicants. The overviews and summaries
shall comply with the basic principles and requirements as laid down
herewith:

Overall table of contents

Module 2 shall contain a table of contents for the scientific documenta-
tion submitted in Modules 2 to 5.

Introduction

Information on the pharmacological class, mode of action and proposed
clinical use of the medicinal product for which a marketing authorisa-
tion is requested shall be supplied.

Quality overall summary

A review of the information related to the chemical, pharmaceutical and
biological data shall be provided in a quality overall summary.

(') OJL 106, 17.4.2001, p. 1.
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2.4.

2.5.

2.6.

2.7.

Key critical parameters and issues related to quality aspects shall be
emphasised as well as justification in cases where the relevant guide-
lines are not followed. This document shall follow the scope and
outline of the corresponding detailed data presented in Module 3.

Non-clinical overview

An integrated and critical assessment of the non-clinical evaluation of
the medicinal product in animals/in vitro shall be required. Discussion
and justification of the testing strategy and of deviation from the rele-
vant guidelines shall be included.

Except for biological medicinal products, an assessment of the impuri-
ties and degradation products shall be included along with their
potential pharmacological and toxicological effects. The implications
of any differences in the chirality, chemical form, and impurity profile
between the compound used in the non-clinical studies and the product
to be marketed shall be discussed.

For biological medicinal products, comparability of material used in
non-clinical studies, clinical studies, and the medicinal product for
marketing shall be assessed.

Any novel excipient shall be the subject of a specific safety assessment.

The characteristics of the medicinal product, as demonstrated by the
non-clinical studies shall be defined and the implications of the findings
for the safety of the medicinal product for the intended clinical use in
human shall be discussed.

Clinical overview

The clinical overview is intended to provide a critical analysis of the
clinical data included in the clinical summary and Module 5. The
approach to the clinical development of the medicinal product,
including critical study design, decisions related to and performance of
the studies shall be provided.

A brief overview of the clinical findings, including important limita-
tions as well as an evaluation of benefits and risks based on the
conclusions of the clinical studies shall be provided. An interpretation
of the way the efficacy and safety findings support the proposed dose
and target indications and an evaluation of how the summary of product
characteristics and other approaches will optimise the benefits and
manage the risks is required.

Efficacy or safety issues encountered in development and unresolved
issues shall be explained.

Non-clinical summary

The results of pharmacology, pharmaco-kinetics and toxicology studies
carried out in animals/in vitro shall be provided as factual written and
tabulated summaries which shall be presented in the following order:
— Introduction

— Pharmacology Written Summary

— Pharmacology Tabulated Summary

— Pharmaco-kinetics Written Summary

— Pharmaco-kinetics Tabulated Summary

— Toxicology Written Summary

— Toxicology Tabulated Summary.

Clinical Summary

A detailed, factual summary of the clinical information on the medic-
inal product included in Module 5 shall be provided. This shall
include the results of all bio-pharmaceutics studies, of clinical pharma-
cology studies, and of clinical efficacy and safety studies. A synopsis of
the individual studies is required.

Summarised clinical information shall be presented in the following
order:

— Summary of Bio-pharmaceutics and Associated Analytical Methods
— Summary of Clinical Pharmacology Studies

— Summary of Clinical Efficacy

— Summary of Clinical Safety
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3.1

— Synopses of Individual Studies

MODULE 3: CHEMICAL, PHARMACEUTICAL AND BIOLOGICAL
INFORMATION FOR MEDICINAL PRODUCTS CONTAINING
CHEMICAL AND/OR BIOLOGICAL ACTIVE SUBSTANCES

Format and presentation

The general outline of Module 3 is as follows:

— Table of contents
— Body of data

— Active substance

General Information
— Nomenclature

— Structure

— General Properties
Manufacture

— Manufacturer(s)

— Description of Manufacturing Process and Process Controls
— Control of Materials

— Controls of Critical Steps and Intermediates

— Process Validation and/or Evaluation

— Manufacturing Process Development

Characterisation
— Elucidation of Structure and other Characteristics
— Impurities
Control of Active Substance
— Specification
— Analytical Procedures
— Validation of Analytical Procedures
— Batch Analyses
— Justification of Specification
Reference Standards or Materials
Container Closure System
Stability
— Stability Summary and Conclusions
— Post-approval Stability Protocol and Stability Commitment
— Stability Data
— Finished Medicinal Product

Description and Composition of the Medicinal
Product

Pharmaceutical Development
— Components of the Medicinal Product

— Active Substance

— Excipients
— Medicinal Product

— Formulation Development

— Overages

— Physicochemical and Biological Properties
— Manufacturing Process Development
— Container Closure System
— Microbiological Attributes
— Compatibility
Manufacture

— Manufacturer(s)

— Batch Formula

— Description of Manufacturing Process and Process Controls
— Controls of Critical Steps and Intermediates

— Process Validation and/or Evaluation
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3.2.

Control of Excipients

— Specifications

— Analytical Procedures

— Validation of Analytical Procedures

— Justification of Specifications

— Excipients of Human or Animal Origin
— Novel Excipients

Control of Finished Medicinal Product
— Specification(s)

— Analytical Procedures

— Validation of Analytical Procedures

— Batch Analyses

— Characterisation of Impurities

— Justification of Specification(s)

Reference Standards or Materials
Container Closure System
Stability

— Stability Summary and Conclusion
— Post-approval Stability Protocol and Stability Commitment
— Stability Data

— Appendices

— Facilities and Equipment (Biological Medicinal Products
only)

— Adventitious Agents Safety Evaluation
— Excipients
— European Community Additional Information

— Process Validation Scheme for the Medicinal Product
— Medical Device
— Certificate(s) of Suitability

— Medicinal products containing or using in the manufacturing
process materials of animal and/or human origin (TSE
procedure)

— Literature References

Content: basic principles and requirements

(1) The chemical, pharmaceutical and biological data that shall be
provided shall include for the active substance(s) and for the
finished medicinal product all of relevant information on: the
development, the manufacturing process, the characterisation and
properties, the quality control operations and requirements, the
stability as well as a description of the composition and presenta-
tion of the finished medicinal product.

(2) Two main sets of information shall be provided, dealing with the
active substance(s) and with the finished medicinal product,
respectively.

(3) This Module shall in addition supply detailed information on the
starting and raw materials used during the manufacturing opera-
tions of the active substance(s) and on the excipients incorporated
in the formulation of the finished medicinal product.

(4) All the procedures and methods used for manufacturing and
controlling the active substance and the finished medicinal product
shall be described in sufficient details to enable them to be
repeated in control tests, carried out at the request of the compe-
tent authority. All test procedures shall correspond to the state of
scientific progress at the time and shall be validated. Results of
the validation studies shall be provided. In the case of test proce-
dures included in the European Pharmacopoeia, this description
shall be replaced by the appropriate detailed reference to the
monograph(s) and general chapter(s).

(5) The monographs of the European Pharmacopoeia shall be applic-
able to all substances, preparations and pharmaceutical forms
appearing in it. In respect of other substances, each Member State
may require observance of its own national pharmacopoeia.

However, where a material in the European Pharmacopoeia or in
the pharmacopoeia of a Member State has been prepared by a
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method liable to leave impurities not controlled in the pharmaco-
poeia monograph, these impurities and their maximum tolerance
limits must be declared and a suitable test procedure must be
described. In cases where a specification contained in a mono-
graph of the European Pharmacopoeia or in the national
pharmacopoeia of a Member State might be insufficient to ensure
the quality of the substance, the competent authorities may request
more appropriate specifications from the marketing authorisation
holder. The competent authorities shall inform the authorities
responsible for the pharmacopoeia in question. The marketing
authorisation holder shall provide the authorities of that pharmaco-
poeia with the details of the alleged insufficiency and the
additional specifications applied.

In the case of analytical procedures included in the European
Pharmacopoeia, this description shall be replaced in each relevant
section by the appropriate detailed reference to the monograph(s)
and general chapter(s).

In case where starting and raw materials, active substance(s) or
excipient(s) are described neither in the European Pharmacopoeia
nor in the pharmacopoeia of a Member State, compliance with the
monograph of a third country pharmacopoeia can be accepted. In
such cases, the applicant shall submit a copy of the monograph
accompanied by the validation of the analytical procedures
contained in the monograph and by a translation where appro-
priate.

Where the active substance and/or a raw and starting material or
excipient(s) are the subject of a monograph of the European Phar-
macopoeia, the applicant can apply for a certificate of suitability
that, where granted by the European Directorate for the Quality
of Medicines, shall be presented in the relevant section of this
Module. Those certificates of suitability of the monograph of the
European Pharmacopoeia are deemed to replace the relevant data
of the corresponding sections described in this Module. The manu-
facturer shall give the assurance in writing to the applicant that the
manufacturing process has not been modified since the granting of
the certificate of suitability by the European Directorate for the
Quality of Medicines.

For a well-defined active substance, the active substance manufac-
turer or the applicant may arrange for the

(i) detailed description of the manufacturing process,
(i) quality control during manufacture, and
(iii) process validation

to be supplied in a separate document directly to the competent
authorities by the manufacturer of the active substance as an
Active Substance Master File.

In this case, the manufacturer shall, however, provide the appli-
cant with all of the data, which may be necessary for the latter to
take responsibility for the medicinal product. The manufacturer
shall confirm in writing to the applicant that he shall ensure batch
to batch consistency and not modify the manufacturing process or
specifications without informing the applicant. Documents and
particulars supporting the application for such a change shall be
supplied to the competent authorities; these documents and parti-
culars will be also supplied to the applicant when they concern
the open part of the active substance master file.

Specific measures concerning the prevention of the transmission
of animal spongiform encephalopathies (materials from ruminant
origin): at each step of the manufacturing process, the applicant
must demonstrate the compliance of the materials used with the
Note for Guidance on Minimising the Risk of Transmitting
Animal Spongiform Encephalopathy Agents via Medicinal
Products and its updates, published by the Commission in the
Official Journal of the European Union. Demonstration of compli-
ance with the said Note for Guidance can be done by submitting
either, preferably a certificate of suitability to the relevant mono-
graph of the European Pharmacopoeia that has been granted by
the European Directorate for the Quality of Medicines or by the
supply of scientific data to substantiate this compliance.

For adventitious agents, information assessing the risk with respect
to potential contamination with adventitious agents, whether they
are non-viral or viral, as laid down in relevant guidelines as well
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as in relevant general monograph and general chapter of the
European Pharmacopoeia, shall be provided.

(11) Any special apparatus and equipment, which may be used at any
stage of the manufacturing process and control operations of the
medicinal product, shall be described in adequate details.

(12) Where applicable and if needed, a CE marking which is required
by Community legislation on medical devices shall be provided.

Special attention shall be paid to the following selected elements.
3.2.1.  Active substance(s)

3.2.1.1. General information and information related to the starting
and raw materials

a) Information on the nomenclature of the active substance shall be
provided, including recommended International Non-proprietary
Name (INN), European Pharmacopoeia name if relevant, chemical
name(s).

The structural formula, including relative and absolute stereo-chem-
istry, the molecular formula, and the relative molecular mass shall
be provided. For biotechnological medicinal products if appropriate,
the schematic amino acid sequence and relative molecular mass
shall be provided.

A list shall be provided of physicochemical and other relevant prop-
erties of the active substance, including biological activity for
biological medicinal products.

b) For the purposes of this Annex, starting materials shall mean all the
materials from which the active substance is manufactured or
extracted.

For biological medicinal products, starting materials shall mean any
substance of biological origin such as micro-organisms, organs and
tissues of either plant or animal origin, cells or fluids (including
blood or plasma) of human or animal origin, and biotechnological
cell constructs (cell substrates, whether they are recombinant or
not, including primary cells).

A biological medicinal product is a product, the active substance of
which is a biological substance. A biological substance is a
substance that is produced by or extracted from a biological source
and that needs for its characterisation and the determination of its
quality a combination of physico-chemical-biological testing,
together with the production process and its control. The following
shall be considered as biological medicinal products: immunological
medicinal products and medicinal products derived from human
blood and human plasma as defined, respectively in paragraphs (4)
and (10) of Article 1; medicinal products falling within the scope of
Part A of the Annex to Regulation (EEC) No 2309/93; advanced
therapy medicinal products as defined in Part IV of this Annex.

Any other substances used for manufacturing or extracting the active
substance(s) but from which this active substance is not directly
derived, such as reagents, culture media, foetal calf serum, additives,
and buffers involved in chromatography, etc. are known as raw
materials.

3.2.1.2. Manufacturing process of the active substance(s)

a) The description of the active substance manufacturing process repre-
sents the applicant's commitment for the manufacture of the active
substance. To adequately describe the manufacturing process and
process controls, appropriate information as laid down in guidelines
published by the Agency shall be provided.

b) All materials needed in order to manufacture the active substance(s)
shall be listed, identifying where each material is used in the
process. Information on the quality and control of these materials
shall be provided. Information demonstrating that materials meet
standards appropriate for their intended use shall be provided.

Raw materials shall be listed and their quality and controls shall also
be documented.

The name, address, and responsibility of each manufacturer,
including contractors, and each proposed production site or facility
involved in manufacturing and testing shall be provided.

c¢) For biological medicinal products, the following additional require-
ments shall apply.
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3.2.1.3.

3.2.14.

3.2.15.

3.2.1.6.

3.2.1.7.

The origin and history of starting materials shall be described and
documented.

Regarding the specific measures for the prevention of the Transmis-
sion of animal Spongiform Encephalopathies, the applicant must
demonstrate that the active substance complies with the Note for
Guidance on Minimising the Risk of Transmitting Animal Spongi-
form Encephalopathy Agents via Medicinal Products and its
updates, published by the Commission in the Official Journal of the
European Union.

When cell banks are used, the cell characteristics shall be shown to
have remained unchanged at the passage level used for the produc-
tion and beyond.

Seed materials, cell banks, pools of serum or plasma and other mate-
rials of biological origin and, whenever possible, the materials from
which they are derived shall be tested for adventitious agents.

If the presence of potentially pathogenic adventitious agents is inevi-
table, the corresponding material shall be used only when further
processing ensures their elimination and/or inactivation, and this
shall be validated.

Whenever possible, vaccine production shall be based on a seed lot
system and on established cell banks. For bacterial and viral
vaccines, the characteristics of the infectious agent shall be demon-
strated on the seed. In addition, for live vaccines, the stability of the
attenuation characteristics shall be demonstrated on the seed; if this
proof is not sufficient, the attenuation characteristics shall also be
demonstrated at the production stage.

For medicinal products derived from human blood or plasma, the
origin and the criteria and procedures for collection, transportation
and storage of the starting material shall be described and docu-
mented in accordance with provisions laid down in Part III of this
Annex.

The manufacturing facilities and equipment shall be described.

d) Tests and acceptance criteria catried out at every critical step, infor-
mation on the quality and control of intermediates and process
validation and/or evaluation studies shall be provided as appropriate.

e) If the presence of potentially pathogenic adventitious agents is inevi-
table, the correspondent material shall be used only when further
processing ensures their elimination and/or inactivation and this
shall be validated in the section dealing with viral safety evaluation.

f) A description and discussion of the significant changes made to the
manufacturing process during development and/or manufacturing
site of the active substance shall be provided.

Characterisation of the active substance(s)

Data highlighting the structure and other characteristics of the active
substance(s) shall be provided.

Confirmation of the structure of the active substance(s) based on any
physico-chemical and/or immuno-chemical and/or biological methods,
as well as information on impurities shall be provided.

Control of active substance(s)

Detailed information on the specifications used for routine control of
active substance(s), justification for the choice of these specifications,
methods of analysis and their validation shall be provided.

The results of control carried out on individual batches manufactured
during development shall be presented.

Reference standards or materials

Reference preparations and standards shall be identified and described
in detail. Where relevant, chemical and biological reference material
of the European Pharmacopoeia shall be used.

Container and closure system of the active substance

A description of the container and the closure system(s) and their speci-
fications shall be provided.

Stability of the active substance (s)

a) The types of studies conducted, protocols used, and the results of the
studies shall be summarised
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b) Detailed results of the stability studies, including information on the
analytical procedures used to generate the data and validation of
these procedures shall be presented in an appropriate format

¢) The post authorisation stability protocol and stability commitment
shall be provided

Finished medicinal product

Description and composition of the finished medicinal
product

A description of the finished medicinal product and its composition
shall be provided. The information shall include the description of the
pharmaceutical form and composition with all the constituents of the
finished medicinal product, their amount on a per-unit basis, the func-
tion of the constituents of:

— the active substance(s),

— the constituent(s) of the excipients, whatever their nature or the
quantity used, including colouring matter, preservatives, adjuvants,
stabilisers, thickeners, emulsifiers, flavouring and aromatic
substances, etc.,

— the constituents, intended to be ingested or otherwise administered
to the patient, of the outer covering of the medicinal products
(hard capsules, soft capsules, rectal capsules, coated tablets, films-
coated tablets, etc.),

— these particulars shall be supplemented by any relevant data
concerning the type of container and, where appropriate, its manner
of closure, together with details of devices with which the medicinal
product will be used or administered and which will be delivered
with the medicinal product.

The ‘usual terminology’, to be used in describing the constituents of
medicinal products, shall mean, notwithstanding the application of the
other provisions in Article 8 (3) (c):

— in respect of substances which appear in the European Pharmaco-
poeia or, failing this, in the national pharmacopoeia of one of the
Member States, the main title at the head of the monograph in ques-
tion, with reference to the pharmacopoeia concerned,

— in respect of other substances, the international non-proprietary
name (INN) recommended by the World Health Organisation, or,
failing this, the exact scientific designation; substances not having
an international non-proprietary name or an exact scientific designa-
tion shall be described by a statement of how and from what they
were prepared, supplemented, where appropriate, by any other rele-
vant details,

— in respect of colouring matter, designation by the ‘E’ code assigned
to them in Council Directive 78/25/EEC of 12 December 1977 on
the approximation of the rules of the Member States concerning
the colouring matters authorised for use in medicinal products (*)
and/or European Parliament and Council Directive 94/36/EC of
30 June 1994 on colours for use in foodstuffs (?).

In order to give the ‘quantitative composition’ of the active substance(s)
of the finished medicinal products, it is necessary, depending on the
pharmaceutical form concerned, to specify the mass, or the number of
units of biological activity, either per dosage-unit or per unit of mass or
volume, of each active substance.

Active substances present in the form of compounds or derivatives shall
be designated quantitatively by their total mass, and if necessary or
relevant, by the mass of active entity or entities of the molecule.

For medicinal products containing an active substance, which is the
subject of an application for marketing authorisation in any Member
State for the first time, the quantitative statement of an active
substance, which is a salt or hydrate shall be systematically expressed
in terms of the mass of the active entity or entities in the molecule.
All subsequently authorised medicinal products in the Member States
shall have their quantitative composition stated in the same way for
the same active substance.

Units of biological activity shall be used for substances, which cannot
be defined molecularly. Where an International Unit of biological

() OJL 11, 14.1.1978, p. 18.
() OJL 237, 10.9.1994, p. 13.
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activity has been defined by the World Health Organisation, this shall
be used. Where no International Unit has been defined, the units of
biological activity shall be expressed in such a way as to provide unam-
biguous information on the activity of the substances by using where
applicable the European Pharmacopoeia Units.

Pharmaceutical development

This chapter shall be devoted to information on the development studies
conducted to establish that the dosage form, the formulation, manufac-
turing process, container closure system, microbiological attributes and
usage instructions are appropriate for the intended use specified in the
marketing authorisation application dossier.

The studies described in this chapter are distinct from routine control
tests conducted according to specifications. Critical parameters of the
formulation and process attributes that can influence batch reproduci-
bility, medicinal product performance and medicinal product quality
shall be identified and described. Additional supportive data, where
appropriate, shall be referenced to the relevant chapters of Module 4
(Non Clinical Study Reports) and Module 5 (Clinical Study Reports)
of the marketing authorisation application dossier.

a) The compatibility of the active substance with excipients as well as
key physicochemical characteristics of the active substance that can
influence the performance of the finished product or the compat-
ibility of different active substances with each other in the case of
combination products, shall be documented.

b) The choice of excipients, in particular relative to their respective
functions and concentration shall be documented.

c) A description of the development of the finished product shall be
provided, taking into consideration the proposed route of administra-
tion and usage.

d) Any overages in the formulation(s) shall be warranted.

e) As far as the physiochemical and biological properties are
concerned, any parameter relevant to the performance of finished
product shall be addressed and documented.

f) The selection and optimisation of the manufacturing process as well
as differences between the manufacturing process(es) used to
produce pivotal clinical batches and the process used for manufac-
turing the proposed finished medicinal product shall be provided.

g) The suitability of the container and closure system used for the
storage, shipping and use of the finished product shall be docu-
mented. A possible interaction between medicinal product and
container may need to be considered.

h) The microbiological attributes of the dosage form in relation with
non-sterile and sterile products shall be in accordance with and
documented as prescribed in the European Pharmacopoeia.

i) In order to provide appropriate and supportive information for the
labelling the compatibility of the finished product with reconstitution
diluent(s) or dosage devices shall be documented.

Manufacturing process of the finished medicinal product

a) The description of the manufacturing method accompanying the
application for Marketing Authorisation pursuant to Article 8 (3) (d),
shall be drafted in such a way as to give an adequate synopsis of the
nature of the operations employed.

For this purpose it shall include at least:

— mention of the various stages of manufacture including process
controls and corresponding acceptance criteria, so that an assess-
ment can be made of whether the processes employed in
producing the pharmaceutical form might have produced an
adverse change in the constituents,

— in the case of continuous manufacture, full details concerning
precautions taken to ensure the homogeneity of the finished
product,

— experimental studies validating the manufacturing process, where
a non-standard method of manufacture is used or where it is
critical for the product,

— for sterile medicinal products, details of the sterilisation
processes and/or aseptic procedures used,

— a detailed batch formula.
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The name, address, and responsibility of each manufacturer,
including contractors, and each proposed production site or facility
involved in manufacturing and testing shall be provided.

b) Particulars relating to the product control tests that may be carried
out at an intermediate stage of the manufacturing process, with a
view to ensuring the consistency of the production process shall be
included.

These tests are essential for checking the conformity of the medic-
inal product with the formula when, exceptionally, an applicant
proposes an analytical method for testing the finished product which
does not include the assay of all the active substances (or of all the
excipient constituents subject to the same requirements as the active
substances).

The same applies where the quality control of the finished product
depends on in-process control tests, particularly if the medicinal
product is essentially defined by its method of preparation.

c¢) Description, documentation, and results of the validation studies for
critical steps or critical assays used in the manufacturing process
shall be provided.

3.2.2.4. Control of excipients

a) All the materials needed in order to manufacture the excipient(s)
shall be listed identifying where each material is used in the process.
Information on the quality and control of these materials shall be
provided. Information demonstrating that materials meet standards
appropriate for their intended use shall be provided.

Colouring matter shall, in all cases, satisfy the requirements of
Directives 78/25/EEC and/or 94/36/EC. In addition, colouring matter
shall meet purity criteria as laid down in Directive 95/45/EC, as
amended.

b) For each excipient, the specifications and their justifications shall be
detailed. The analytical procedures shall be described and duly vali-
dated.

c) Specific attention shall be paid to excipients of human or animal
origin.
Regarding the specific measures for the prevention of the Transmis-
sion of animal Spongiform Encephalopathies, the applicant must
demonstrate also for excipients that the medicinal product is manu-
factured in accordance with the Note for Guidance on Minimising
the Risk of Transmitting Animal Spongiform Encephalopathy
Agents via Medicinal Products and its updates, published by the
Commission in the Official Journal of the European Union.

Demonstration of compliance with the aforementioned Note for
Guidance can be done by submitting either preferably a certificate
of suitability to the relevant monograph on Transmissible Spongi-
form Encephalopathies of the European Pharmacopoeia, or by the
supply of scientific data to substantiate this compliance.

d

=

Novel excipients:

For excipient(s) used for the first time in a medicinal product or by
a new route of administration, full details of manufacture, character-
isation, and controls, with cross references to supporting safety data,
both non-clinical and clinical, shall be provided according to the
active substance format previously described.

A document containing the detailed chemical, pharmaceutical and
biological information shall be presented. This information shall be
formatted in the same order as the chapter devoted to Active
Substance(s) of Module 3.

Information on novel excipient(s) may be presented as a stand-alone
document following the format described in the former paragraphs.
Where the applicant differs from the novel excipient manufacturer
the said stand-alone document shall be made available to the appli-
cant for submission to the competent authority.

Additional information on toxicity studies with the novel excipient
shall be provided in Module 4 of the dossier.

Clinical studies shall be provided in Module 5.
3.2.2.5. Control of the finished medicinal product

For the control of the finished medicinal product, a batch of a medicinal
product is an entity which comprises all the units of a pharmaceutical
form which are made from the same initial quantity of material and
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have undergone the same series of manufacturing and/or sterilisation
operations or, in the case of a continuous production process, all the
units manufactured in a given period of time.

Unless there is appropriate justification, the maximum acceptable devia-
tion in the active substance content of the finished product shall not
exceed £ 5 % at the time of manufacture.

Detailed information on the specifications, (release and shelf life) justi-
fication for their choice, methods of analysis and their validation shall
be provided.

Reference standards or materials

Reference preparations and standards used for testing of the finished
medicinal product shall be identified and described in detail, if not
previously provided in the section related to the active substance.

Container and closure of the finished medicinal product

A description of the container and the closure system(s) including the
identity of each immediate packaging material and their specifications
shall be provided. The specifications shall include description and iden-
tification. Non-pharmacopoeial methods (with validation) shall be
included where appropriate.

For non-functional outer packaging materials only a brief description
shall be provided. For functional outer packaging materials additional
information shall be provided.

Stability of the finished medicinal product

a) The types of studies conducted, protocols used, and the results of the
studies shall be summarised;

b) Detailed results of the stability studies, including information on the
analytical procedures used to generate the data and validation of
these procedures shall be presented in an appropriate format; in
case of vaccines, information on cumulative stability shall be
provided where appropriate;

¢) The post authorisation stability protocol and stability commitment
shall be provided.

MODULE 4: NON-CLINICAL REPORTS

Format and Presentation

The general outline of Module 4 is as follows:

— Table of contents
— Study reports

— Pharmacology

— Primary Pharmaco-dynamics

— Secondary Pharmaco-dynamics

— Safety Pharmacology

— Pharmaco-dynamic Interactions
— Pharmaco-kinetics

— Analytical Methods and Validation Reports
— Absorption
— Distribution
— Metabolism
— Excretion
— Pharmaco-kinetic Interactions (non-clinical)
— Other Pharmaco-kinetic Studies
— Toxicology
— Single-Dose Toxicity
— Repeat-Dose Toxicity
— Genotoxicity
— In vitro
— In vivo (including supportive toxico-kinetics evaluations)
— Carcinogenicity
— Long-term studies
— Short- or medium-term studies
— Other studies
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— Reproductive and Developmental Toxicity

— Fertility and early embryonic development
— Embryo-fetal development
— Prenatal and postnatal development

— Studies in which the offspring (juvenile animals) are
dosed and/or further evaluated

— Local Tolerance
— Other Toxicity Studies

— Antigenicity
— Immuno-toxicity
— Mechanistic studies
— Dependence
— Metabolites
— Impurities
— Other

— Literature references

4.2. Content: basic principles and requirements
Special attention shall be paid to the following selected elements.
(1) The pharmacological and toxicological tests must show:

a) the potential toxicity of the product and any dangerous or unde-
sirable toxic effects that may occur under the proposed
conditions of use in human beings; these should be evaluated
in relation to the pathological condition concerned;

b) the pharmacological properties of the product, in both qualita-
tive and quantitative relationship to the proposed use in human
beings. All results must be reliable and of general applicability.
Whenever appropriate, mathematical and statistical procedures
shall be used in designing the experimental methods and in eval-
uating the results.

Additionally, it is necessary for clinicians to be given informa-
tion about the therapeutic and toxicological potential of the
product.

(2) For biological medicinal products such as immunological medicinal
products and medicinal products derived from human blood or
plasma, the requirements of this Module may have to be adapted
for individual products; therefore the testing program carried out
shall be justified by the applicant.

In establishing the testing program, the following shall be taken
into consideration:

all tests requiring repeated administration of the product shall be
designed to take account of the possible induction of, and interfer-
ence by, antibodies;

examination of reproductive function, of embryo/foetal and peri-
natal toxicity, of mutagenic potential and of carcinogenic potential
shall be considered. Where constituents other than the active
substance(s) are incriminated, validation of their removal may
replace the study.

(3) The toxicology and pharmaco-kinetics of an excipient used for the
first time in the pharmaceutical field shall be investigated.

(4) Where there is a possibility of significant degradation during
storage of the medicinal product, the toxicology of degradation
products must be considered.

4.2.1. Pharmacology

Pharmacology study shall follow two distinct lines of approach.

— Firstly, the actions relating to the proposed therapeutic use shall be
adequately investigated and described. Where possible, recognised
and validated assays, both in vivo and in vitro, shall be used. Novel
experimental techniques must be described in such detail as to allow
them to be reproduced. The results shall be expressed in quantitative
terms using, for example, dose-effect curves, time-effect curves, etc.
Wherever possible, comparisons shall be made with data relating to
a substance or substances with a similar therapeutic action.

— Secondly, the applicant shall investigate the potential undesirable
pharmaco-dynamic effects of the substance on physiological func-
tions. These investigations shall be performed at exposures in the
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anticipated therapeutic range and above. The experimental techni-
ques, unless they are standard procedures, must be described in
such detail as to allow them to be reproduced, and the investigator
must establish their validity. Any suspected modification of
responses resulting from repeated administration of the substance
shall be investigated.

For the pharmaco-dynamic medicinal product interaction, tests on
combinations of active substances may be prompted either by pharma-
cological premises or by indications of therapeutic effect. In the first
case, the pharmaco-dynamic study shall demonstrate those interactions,
which might make the combination of value in therapeutic use. In the
second case, where scientific justification for the combination is sought
through therapeutic experimentation, the investigation shall determine
whether the effects expected from the combination can be demonstrated
in animals, and the importance of any collateral effects shall at least be
investigated.

Pharmaco-kinetics

Pharmaco-kinetics means the study of the fate of the active substance,
and its metabolites, within the organism, and covers the study of the
absorption, distribution, metabolism (bio-transformation) and excretion
of these substances.

The study of these different phases may be carried mainly by means of
physical, chemical or possibly by biological methods, and by observa-
tion of the actual pharmaco-dynamic activity of the substance itself.

Information on distribution and elimination shall be necessary in all
cases where such data are indispensable to determine the dosage for
humans, and in respect of chemo-therapeutic substances (antibiotics,
etc.) and substances whose use depends on their non-pharmaco-dynamic
effects (e.g. numerous diagnostic agents, etc.).

In vitro studies also can be carried out with the advantage of using
human material for comparison with animal material (i.e. protein
binding, metabolism, drug-drug interaction).

Pharmaco-kinetic investigation of all pharmacologically active
substances is necessary. In the case of new combinations of known
substances, which have been investigated in accordance with the provi-
sions of this Directive, pharmaco-kinetic studies may not be required, if
the toxicity tests and therapeutic experimentation justify their omission.

The pharmaco-kinetic program shall be design to allow comparison and
extrapolation between animal and human.

Toxicology
a) Single-dose toxicity

A single-dose toxicity test shall mean a qualitative and quantitative
study of the toxic reactions, which may result from a single admin-
istration of the active substance or substances contained in the
medicinal product, in the proportions and physico-chemical state in
which they are present in the actual product.

The single-dose toxicity test must be carried out in accordance with
the relevant guidelines published by the Agency.

b

~

Repeat-dose toxicity

Repeated dose toxicity tests are intended to reveal any physiological
and/or anatomo-pathological changes induced by repeated adminis-
tration of the active substance or combination of active substances
under examination, and to determine how these changes are related
to dosage.

Generally, it is desirable that two tests be performed: one short term,
lasting two to four weeks, the other long-term. The duration of the
latter shall depend on the conditions of clinical use. Its purpose is to
describe potential adverse effects to which attention should be paid
in clinical studies. The duration is defined in the relevant guidelines
published by the Agency.

c) Geno-toxicity

The purposes of the study of mutagenic and clastogenic potential is
to reveal the changes which a substance may cause in the genetic
material of individuals or cells. Mutagenic substances may present
a hazard to health since exposure to a mutagen carries the risk of
inducing germ-line mutation, with the possibility of inherited disor-
ders, and the risk of somatic mutations including those leading to
cancer. These studies are obligatory for any new substance.
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e)

Carcino-genicity
Tests to reveal carcinogenic effects shall normally be required:

1. These studies shall be performed for any medicinal product
whose expected clinical use is for a prolonged period of a
patient's life, either continuously or repeatedly in an intermittent
manner.

2. These studies are recommended for some medicinal products if
there is concern about their carcinogenic potential, e.g. from
product of the same class or similar structure, or from evidence
in repeated dose toxicity studies.

3. Studies with unequivocally geno-toxic compounds are not
needed, as they are presumed to be trans-species carcinogens,
implying a hazard to humans. If such a medicinal product is
intended to be administered chronically to humans a chronic
study may be necessary to detect early tumorigenic effects.

Reproductive and developmental toxicity

Investigation of possible impairment of male or female reproductive
function as well as harmful effects on progeny shall be performed
by appropriate tests.

These tests comprise studies of effect on adult male or female repro-
ductive function, studies of the toxic and teratogenic effects at all
stages of development from conception to sexual maturity as well
as latent effects, when the medicinal product under investigation
has been administered to the female during pregnancy.

Omission of these tests must be adequately justified.

Depending on the indicated use of the medicinal product, additional
studies addressing development when administering the medicinal
product of the offspring may be warranted.

Embryo/foetal toxicity studies shall normally be conducted on two
mammalian species, one of which shall be other than a rodent.
Peri- and postnatal studies shall be conducted in at least one species.
If the metabolism of a medicinal product in particular species is
known to be similar to that in man, it is desirable to include this
species. It is also desirable that one of the species is the same as in
the repeated dose toxicity studies.

The state of scientific knowledge at the time when the application is
lodged shall be taken into account when determining the study
design.

Local tolerance

The purpose of local tolerance studies is to ascertain whether medic-
inal products (both active substances and excipients) are tolerated at
sites in the body, which may come into contact with the medicinal
product as a result of its administration in clinical use. The testing
strategy shall be such that any mechanical effects of administration
or purely physico-chemical actions of the product can be distin-
guished from toxicological or pharmaco-dynamic ones.

Local tolerance testing shall be conducted with the preparation being
developed for human use, using the vehicle and/or excipients in
treating the control group(s). Positive controls/reference substances
shall be included where necessary.

The design of local tolerance tests (choice of species, duration,
frequency and route of administration, doses) will depend upon the
problem to be investigated and the proposed conditions of adminis-
tration in clinical use. Reversibility of local lesions shall be
performed where relevant.

Studies in animals can be substituted by validated in vitro tests
provided that the test results are of comparable quality and useful-
ness for the purpose of safety evaluation.

For chemicals applied to the skin (e.g. dermal, rectal, vaginal) the
sensitising potential shall be evaluated in at least one of the test
systems currently available (the guinea pig assay or the local lymph
node assay).

MODULE 5: CLINICAL STUDY REPORTS

Format and Presentation

The general outline of Module 5 is as follows:

— Table of contents for clinical study reports
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— Tabular listing of all clinical studies
— Clinical study reports
— Reports of Bio-pharmaceutical Studies
— Bio-availability Study Reports
— Comparative Bio-availability and Bio-equivalence Study
Reports
— In vitro — In vivo Correlation Study Report
— Reports of Bio-analytical and Analytical Methods

— Reports of Studies Pertinent to Pharmaco-kinetics Using Human
Bio-materials

— Plasma Protein Binding Study Reports
— Reports of Hepatic Metabolism and Interaction Studies
— Reports of Studies Using Other Human Bio-materials

— Reports of Human Pharmaco-kinetic Studies

— Healthy subjects Pharmaco-kinetics and Initial Tolerability
Study Reports

— Patient Pharmaco-kinetics and Initial Tolerability Study
Reports

— Intrinsic Factor Pharmaco-kinetics Study Reports
— Extrinsic Factor Pharmaco-kinetics Study Reports
— Population Pharmaco-kinetics Study Reports

— Reports of Human Pharmaco-dynamic Studies

— Healthy Subject Pharmaco-dynamic and Pharmaco-kinetics/
Pharmaco-dynamic Study Reports

— Patient Pharmaco-dynamic and Pharmaco-kinetics/Phar-
maco-dynamic Studies Study Reports

— Reports of Efficacy and Safety Studies

— Study Reports of Controlled Clinical Studies Pertinent to the
Claimed Indication

— Study Reports of Uncontrolled Clinical Studies
— Reports of Analyses of Data from More than One Study
including any formal integrated analyses, meta-analyses and
bridging analyses
— Other Study Reports
— Reports of Post-marketing Experience
— Literature references

Content: basic principles and requirements
Special attention shall be paid to the following selected elements.

a) The clinical particulars to be provided pursuant to Articles 8 (3) (i)
and 10 (1) must enable a sufficiently well-founded and scientifically
valid opinion to be formed as to whether the medicinal product
satisfies the criteria governing the granting of a marketing authorisa-
tion. Consequently, an essential requirement is that the results of all
clinical trials should be communicated, both favourable and unfa-
vourable.

b) Clinical trials must always be preceded by adequate pharmacological
and toxicological tests, carried out on animals in accordance with
the requirements of Module 4 of this Annex. The investigator must
acquaint himself with the conclusions drawn from the pharmacolo-
gical and toxicological studies and hence the applicant must
provide him at least with the investigator's brochure, consisting of
all the relevant information known prior to the onset of a clinical
trial including chemical, pharmaceutical and biological data, toxico-
logical, pharmaco-kinetic and pharmaco-dynamic data in animals
and the results of earlier clinical trials, with adequate data to justify
the nature, scale and duration of the proposed trial; the complete
pharmacological and toxicological reports shall be provided on
request. For materials of human or animal origin, all available
means shall be employed to ensure safety from transmission of
infectious agents prior to the commencement of the trial.

c) Marketing authorisation holders must arrange for essential clinical
trial documents (including case report forms) other than subject's
medical files, to be kept by the owners of the data:

— for at least 15 years after completion or discontinuation of the
trial,
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— or for at least two years after the granting of the last marketing
authorisation in the European Community and when there are no
pending or contemplated marketing applications in the European
Community,

— or for at least two years after formal discontinuation of clinical
development of the investigational product.

Subject's medical files should be retained in accordance with applic-
able legislation and in accordance with the maximum period of time
permitted by the hospital, institution or private practice.

The documents can be retained for a longer period, however, if
required by the applicable regulatory requirements or by agreement
with the sponsor. It is the responsibility of the sponsor to inform the
hospital, institution or practice as to when these documents no
longer need to be retained.

The sponsor or other owner of the data shall retain all other docu-
mentation pertaining to the trial as long as the product is
authorised. This documentation shall include: the protocol including
the rationale, objectives and statistical design and methodology of
the trial, with conditions under which it is performed and managed,
and details of the investigational product, the reference medicinal
product and/or the placebo used; standard operating procedures; all
written opinions on the protocol and procedures; the investigator's
brochure; case report forms on each trial subject; final report; audit
certificate(s), if available. The final report shall be retained by the
sponsor or subsequent owner, for five years after the medicinal
product is no longer authorised.

In addition for trials conducted within the European Community, the
marketing authorisation holder shall make any additional arrange-
ments for archiving of documentation in accordance with the
provisions of Directive 2001/20/EC and implementing detailed
guidelines.

Any change of ownership of the data shall be documented.

All data and documents shall be made available if requested by rele-
vant authorities.

The particulars of each clinical trial must contain sufficient detail to
allow an objective judgement to be made:

— the protocol, including the rationale, objectives and statistical
design and methodology of the trial, with conditions under
which it is performed and managed, and details of the investiga-
tional medicinal product used

— audit certificate(s), if available

— the list of investigator(s), and each investigator shall give his
name, address, appointments, qualifications and clinical duties,
state where the trial was carried out and assemble the informa-
tion in respect of each patient individually, including case
report forms on each trial subject

— final report signed by the investigator and for multi-centre trials,
by all the investigators or the co-ordinating (principal) investi-
gator.

The particulars of clinical trials referred to above shall be forwarded
to the competent authorities. However, in agreement with the
competent authorities, the applicant may omit part of this informa-
tion. Complete documentation shall be provided forthwith upon
request.

The investigator shall, in his conclusions on the experimental
evidence, express an opinion on the safety of the product under
normal conditions of use, its tolerance, its efficacy and any useful
information relating to indications and contra-indications, dosage
and average duration of treatment as well as any special precautions
to be taken during treatment and the clinical symptoms of over
dosage. In reporting the results of a multi-centre study, the principal
investigator shall, in his conclusions, express an opinion on the
safety and efficacy of the investigational medicinal product on
behalf of all centres.

The clinical observations shall be summarised for each trial indi-
cating:

1) the number and sex of subjects treated;

2) the selection and age-distribution of the groups of patients being
investigated and the comparative tests;
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3) the number of patients withdrawn prematurely from the trials and
the reasons for such withdrawal;

4) where controlled trials were carried out under the above condi-
tions, whether the control group:
— received no treatment
— received a placebo
— received another medicinal product of known effect
— received treatment other than therapy using medicinal
products
5) the frequency of observed adverse reactions;

6

~

details concerning patients who may be at increased risk, e.g.
elderly people, children, women during pregnancy or menstrua-
tion, or whose physiological or pathological condition requires
special consideration;

7) parameters or evaluation criteria of efficacy and the results in
terms of these parameters;

8

=

a statistical evaluation of the results when this is called for by the
design of the trials and the variable factors involved.

g) In addition, the investigator shall always indicate his observations
on:

1) any signs of habituation, addiction or difficulty in weaning
patients from the medicinal product;

2) any interactions that have been observed with other medicinal
products administered concomitantly;

3) the criteria determining exclusion of certain patients from the
trials;

4) any deaths which occurred during the trial or within the follow-
up period.

h) Particulars concerning a new combination of medicinal substances
must be identical to those required for new medicinal products and
must substantiate the safety and efficacy of the combination.

i) Total or partial omission of data must be explained. Should unex-
pected results occur during the course of the trials, further pre
clinical toxicological and pharmacological tests must be undertaken
and reviewed.

j) If the medicinal product is intended for long-term administration,
particulars shall be given of any modification of the pharmacolo-
gical action following repeated administration, as well as the
establishment of long-term dosage.

Reports of bio-pharmaceutics studies

Bio-availability study reports, comparative bio-availability, bio-equiva-
lence study reports, reports on in vitro and in vivo correlation study,
and bio-analytical and analytical methods shall be provided.

In addition, an assessment of bio-availability shall be undertaken where
necessary to demonstrate bio-equivalence for the medicinal products
referred to in Article 10 (1) (a).

Reports of studies pertinent to pharmaco-kinetics using human bio-
materials

For the purposes of this Annex, human bio-materials shall mean any
proteins, cells, tissues and related materials derived from human sources
that are used in vitro or ex vivo to assess pharmaco-kinetics properties
of drug substances.

In this respect, reports of plasma protein binding study, hepatic metabo-
lism and active substance interaction studies and studies using other
human bio-materials shall be provided.

Reports of human pharmaco-kinetic studies

a) The following pharmaco-kinetic characteristics shall be described:
— absorption (rate and extent),
— distribution,
— metabolism,
— excretion.

Clinically significant features including the implication of the
kinetic data for the dosage regimen especially for patients at risk,
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5.2.4.

5.2.5.
5.2.5.1.

and differences between man and animal species used in the pre
clinical studies, shall be described.

In addition to standard multiple-sample pharmaco-kinetics studies,
population pharmaco-kinetics analyses based on sparse sampling
during clinical studies can also address questions about the contribu-
tions of intrinsic and extrinsic factors to the variability in the dose-
pharmaco-kinetics response relationship. Reports of pharmaco-
kinetic and initial tolerability studies in healthy subjects and in
patients, reports of pharmaco-kinetic studies to assess effects of
intrinsic and extrinsic factors, and reports of population pharmaco-
kinetic studies shall be provided.

b) If the medicinal product is normally to be administered concomi-
tantly with other medicinal products, particulars shall be given of
joint administration tests performed to demonstrate possible modifi-
cation of the pharmacological action.

Pharmaco-kinetic interactions between the active substance and
other medicinal products or substances shall be investigated.

Reports of human pharmaco-dynamic studies

a) The pharmaco-dynamic action correlated to the efficacy shall be
demonstrated including:

— the dose-response relationship and its time course,
— justification for the dosage and conditions of administration,
— the mode of action, if possible.

The pharmaco-dynamic action not related to efficacy shall be
described.

The demonstration of pharmaco-dynamic effects in human beings
shall not in itself be sufficient to justify conclusions regarding any
particular potential therapeutic effect.

b) If the medicinal product is normally to be administered concomi-
tantly with other medicinal products, particulars shall be given of
joint administration tests performed to demonstrate possible modifi-
cation of the pharmacological action.

Pharmaco-dynamic interactions between the active substance and
other medicinal products or substances shall be investigated.

Reports of efficacy and safety studies

Study Reports of Controlled Clinical Studies Pertinent to
the Claimed Indication

In general, clinical trials shall be done as ‘controlled clinical trials’ if
possible, randomised and as appropriate versus placebo and versus an
established medicinal product of proven therapeutic value; any other
design shall be justified. The treatment of the control groups will vary
from case to case and also will depend on ethical considerations and
therapeutic area; thus it may, in some instances, be more pertinent to
compare the efficacy of a new medicinal product with that of an estab-
lished medicinal product of proven therapeutic value rather than with
the effect of a placebo.

(1) As far as possible, and particularly in trials where the effect of the
product cannot be objectively measured, steps shall be taken to
avoid bias, including methods of randomisation and blinding.

(2) The protocol of the trial must include a thorough description of the
statistical methods to be employed, the number and reasons for
inclusion of patients (including calculations of the power of the
trial), the level of significance to be used and a description of the
statistical unit. Measures taken to avoid bias, particularly methods
of randomisation, shall be documented. Inclusion of a large number
of subjects in a trial must not be regarded as an adequate substitute
for a properly controlled trial.

The safety data shall be reviewed taking into account guidelines
published by the Commission, with particular attention to events
resulting in changes of dose or need for concomitant medication,
serious adverse events, events resulting in withdrawal, and deaths. Any
patients or patient groups at increased risk shall be identified and parti-
cular attention paid to potentially vulnerable patients who may be
present in small numbers, e.g., children, pregnant women, frail elderly,
people with marked abnormalities of metabolism or excretion etc. The
implication of the safety evaluation for the possible uses of the medic-
inal product shall be described.
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5.2.5.2. Study reports of uncontrolled clinical studies reports of
analyses of data from more than one study and other clin-
ical study reports

These reports shall be provided.
5.2.6.  Reports of post-marketing experience

If the medicinal product is already authorised in third countries, infor-
mation shall be given in respect of adverse reactions of the medicinal
product concerned and medicinal products containing the same active
substance(s), in relation to the usage rates if possible.

5.2.7. Case reports forms and individual patient listings

When submitted in accordance with the relevant Guideline published by
the Agency, case report forms and individual patient data listings shall
be provided and presented in the same order as the clinical study
reports and indexed by study.

PART II

SPECIFIC MARKETING AUTHORISATION DOSSIERS AND
REQUIREMENTS

Some medicinal products present specific features which are such that all the
requirements of the marketing authorisation application dossier as laid down in
Part 1 of this Annex need to be adapted. To take account of these particular
situations, an appropriate and adapted presentation of the dossier shall be
followed by applicants.

1. WELL-ESTABLISHED MEDICINAL USE

For medicinal products the active substance(s) of which has/have a
‘well-established medicinal use’ as referred to Article 10(1)(a)(ii), with
recognised efficacy and an acceptable level of safety, the following
specific rules shall apply.

The applicant shall submit Modules 1, 2 and 3 as described in part I of
this Annex.

For Modules 4 and 5, a detailed scientific bibliography shall address
non-clinical and clinical characteristics.

The following specific rules shall apply in order to demonstrate the
well-established medicinal use:

a) Factors which have to be taken into account in order to establish a
well-established medicinal use of constituents of medicinal products
are:

— the time over which a substance has been used,
— quantitative aspects of the use of the substance,

— the degree of scientific interest in the use of the substance
(reflected in the published scientific literature) and

— the coherence of scientific assessments.

Therefore different periods of time may be necessary for estab-
lishing well-established use of different substances. In any case,
however, the period of time required for establishing a well estab-
lished medicinal use of a constituent of a medicinal product must
not be less than one decade from the first systematic and docu-
mented use of that substance as a medicinal product in the
Community.

b) The documentation submitted by the applicant should cover all
aspects of the safety and/or efficacy assessment and must include
or refer to a review of the relevant literature, taking into account
pre- and post-marketing studies and published scientific literature
concerning experience in the form of epidemiological studies and
in particular of comparative epidemiological studies. All documenta-
tion, both favourable and unfavourable, must be communicated.
With respect to the provisions on ‘well-established medicinal use’
it is in particular necessary to clarify that ‘bibliographic reference’
to other sources of evidence (post marketing studies, epidemiolo-
gical studies, etc.) and not just data related to tests and trials may
serve as a valid proof of safety and efficacy of a product if an appli-
cation explains and justifies the use of these sources of information
satisfactorily.

c) Particular attention must be paid to any missing information and
justification must be given why demonstration of an acceptable level
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of safety and/or efficacy can be supported although some studies are
lacking.

d) The non-clinical and/or clinical overviews must explain the rele-
vance of any data submitted which concern a product different
from the product intended for marketing. A judgement must be
made whether the product studied can be considered as similar to
the product, for which application for a marketing authorisation has
been made in spite of the existing differences.

e) Post-marketing experience with other products containing the same
constituents is of particular importance and applicants should put a
special emphasis on this issue.

ESSENTIALLY SIMILAR MEDICINAL PRODUCTS

a) Applications based upon Article 10(1) (a) (i) (essentially similar
products) shall contain the data described in Modules 1, 2 and 3 of
Part 1 of this Annex provided the applicant has been granted the
consent of the holder of the original marketing authorisation to cross
refer to the content of his Modules 4 and 5.

b) Applications based upon Article 10(1) (a) (iii) (essentially similar
products i.e. generics) shall contain the data described in Modules 1,
2 and 3 of Part I of this Annex together with data showing bio-avail-
ability and bio-equivalence with the original medicinal product
provided the latter is not a biological medicinal product (see Part II,
4 Similar biological medicinal products).

For these products the non-clinical/clinical overviews/summaries shall
particularly focus on the following elements:

— the grounds for claiming essential similarity;

— a summary of impurities present in batches of the active
substance(s) as well as those of the finished medicinal product
(and where relevant decomposition products arising during storage)
as proposed for use in the product to be marketed together with an
evaluation of these impurities;

— an evaluation of the bio-equivalence studies or a justification why
studies were not performed with respect to the guideline on ‘Inves-
tigation of Bio-availability and Bio-equivalence’;

— an update of published literature relevant to the substance and the
present application. It may be acceptable for articles in ‘peer
review’ journals to be annotated for this purpose;

— every claim in the summary of product characteristics not known
from or inferred from the properties of the medicinal product and/
or its therapeutic group should be discussed in the non clinical/clin-
ical overviews/summaries and substantiated by published literature
and/or additional studies.

— if applicable, additional data in order to demonstrate evidence on
the equivalence of safety and efficacy properties of different salts,
esters or derivatives of an authorised active substance should be
provided by the applicant when he claims essential similarity.

ADDITIONAL DATA REQUIRED IN SPECIFIC SITUATIONS

Where the active substance of an essentially similar medicinal product
contains the same therapeutic moiety as the original authorised product
associated with a different salt/ester complex/derivative evidence that
there is no change in the pharmaco-kinetics of the moiety, pharmaco-
dynamics and/or in toxicity which could change the safety/efficacy
profile shall be demonstrated. Should this not be the case, this associa-
tion shall be considered as a new active substance.

Where a medicinal product is intended for a different therapeutic use or
presented in a different pharmaceutical form or to be administered by
different routes or in different doses or with a different posology, the
results of appropriate toxicological and pharmacological tests and/or of
clinical trials shall be provided.

SIMILAR BIOLOGICAL MEDICINAL PRODUCTS

The provisions of Article 10(1)(a) (iii) may not be sufficient in the case
of biological medicinal products. If the information required in the case
of essentially similar products (generics) does not permit the demonstra-
tion of the similar nature of two biological medicinal products,
additional data, in particular, the toxicological and clinical profile shall
be provided.
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When a biological medicinal product as defined in Part I, paragraph 3.2
of this Annex, which refers to an original medicinal product having
been granted a marketing authorisation in the Community, is submitted
for a marketing authorisation by an independent applicant after the
expiry of data protection period, the following approach shall be
applied.

— Information to be supplied shall not be limited to Modules 1, 2 and 3
(pharmaceutical, chemical and biological data), supplemented with
bio-equivalence and bio-availability data. The type and amount of
additional data (i.e. toxicological and other non-clinical and appro-
priate clinical data) shall be determined on a case by case basis in
accordance with relevant scientific guidelines.

— Due to the diversity of biological medicinal products, the need for
identified studies foreseen in Modules 4 and 5, shall be required
by the competent authority, taking into account the specific charac-
teristic of each individual medicinal product.

The general principles to be applied are addressed in a guideline taking
into account the characteristics of the concerned biological medicinal
product published by the Agency. In case the originally authorised
medicinal product has more than one indication, the efficacy and safety
of the medicinal product claimed to be similar has to be justified or, if
necessary, demonstrated separately for each of the claimed indications.

FIXED COMBINATION MEDICINAL PRODUCTS

Applications based upon Article 10 (1) (b) shall relate to new medicinal
products made of at least two active substances not previously
authorised as a fixed combination medicinal product.

For those applications a full dossier (Modules 1 to 5) shall be provided
for the fixed combination medicinal product. Where applicable, infor-
mation regarding the manufacturing sites and the adventitious agents,
safety evaluation shall be provided.

DOCUMENTATION FOR APPLICATIONS IN EXCEPTIONAL
CIRCUMSTANCES

When, as provided for in Article 22, the applicant can show that he is
unable to provide comprehensive data on the efficacy and safety under
normal conditions of use, because:

— the indications for which the product in question is intended are
encountered so rarely that the applicant cannot reasonably be
expected to provide comprehensive evidence, or

— in the present state of scientific knowledge, comprehensive informa-
tion cannot be provided, or

— it would be contrary to generally accepted principles of medical
ethics to collect such information,

marketing authorisation may be granted subject to certain specific obli-
gations.

These obligations may include the following:

— the applicant shall complete an identified programme of studies
within a time period specified by the competent authority, the
results of which shall form the basis of a reassessment of the
benefit/risk profile,

— the medicinal product in question may be supplied on medical
prescription only and may in certain cases be administered only
under strict medical supervision, possibly in a hospital and in the
case of a radio-pharmaceutical, by an authorised person,

— the package leaflet and any medical information shall draw the
attention of the medical practitioner to the fact that the particulars
available concerning the medicinal product in question are as yet
inadequate in certain specified respects.

MIXED MARKETING AUTHORISATION APPLICATIONS

Mixed marketing-authorisation applications shall mean marketing-
authorisation application dossiers where Module 4 and/or 5 consists of
a combination of reports of limited non-clinical and/or clinical studies
carried out by the applicant and of bibliographical references. All other
Module(s) are in accordance with the structure described in Part I of
this Annex. The competent authority shall accept the proposed format
presented by the applicant on a case by case basis.
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PART III
PARTICULAR MEDICINAL PRODUCTS

This Part lays down specific requirements related to the nature of identified
medicinal products.

1. BIOLOGICAL MEDICINAL PRODUCTS
1.1 Plasma-derived medicinal product

For medicinal products derived from human blood or plasma and by
derogation from the provisions of Module 3, the dossier requirements
mentioned in ‘Information related to the starting and raw materials’,
for starting materials made of human blood/plasma may be replaced
by a Plasma Master File certified in accordance with this Part.

a) Principles
For the purposes of this Annex:

— Plasma Master File shall mean a stand-alone documentation, which
is separate from the dossier for marketing authorisation which
provides all relevant detailed information on the characteristics of
the entire human plasma used as a starting material and/or a raw
material for the manufacture of sub/intermediate fractions, constitu-
ents of the excipient and active substance(s), which are part of
medicinal products or medical devices referred to in Directive
2000/70/EC of the European Parliament and of the Council of
16 November 2000 amending Council Directive 93/42/EC as
regards medical devices incorporating stable derivatives of human
blood or human plasma (*).

— Every centre or establishment for fractionation/processing of human
plasma shall prepare and keep updated the set of detailed relevant
information referred to in the Plasma Master File.

— The Plasma Master File shall be submitted to the Agency or to the
competent authority by the applicant for a marketing authorisation
or the holder of the marketing authorisation. Where the applicant
for a marketing authorisation or the marketing authorisation holder
differs from the holder of the Plasma Master File, the Plasma
Master File shall be made available to the applicant or marketing
authorisation holder for submission to the competent authority. In
any case, the applicant or marketing authorisation holder shall take
responsibility for the medicinal product.

— The competent authority that is evaluating the marketing authorisa-
tion shall await for the Agency to issue the certificate before
deciding on the application.

— Any marketing authorisation dossier containing a human plasma-
derived constituent shall refer to the Plasma Master File corre-
sponding to the plasma used as a starting/raw material.

b) Content

In accordance with the provisions of Article 109, as amended by Direc-
tive 2002/98/EC, which refers to the requirements for donors and the
testing of donations, the Plasma Master File shall include information
on the plasma used as starting/raw material, in particular:

(1) Plasma origin

(i) information on centres or establishments in which blood/
plasma collection is carried out, including inspection and
approval, and epidemiological data on blood transmissible
infections.

(i) information on centres or establishments in which testing of
donations and plasma pools is carried out, including inspection
and approval status.

(iii) selection/exclusion criteria for blood/plasma donors.

(iv) system in place which enables the path taken by each donation
to be traced from the blood/plasma collection establishment
through to finished products and vice versa.

(2) Plasma quality and safety

(i) compliance with European Pharmacopoeia Monographs.

(') OJL 313, 13.12.2000, p. 22.
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1.2.

(i) testing of blood/plasma donations and pools for infectious
agents, including information on test methods and, in the case
of plasma pools, validation data on the tests used.

(iii) technical characteristics of bags for blood and plasma collec-
tion, including information on anticoagulants solutions used.

(iv) conditions of storage and transport of plasma.
(v) procedures for any inventory hold and/or quarantine period.

(vi) characterisation of the plasma pool.

(3) System in place between the plasma-derived medicinal product
manufacturer and/or plasma fractionator/processor on the one
hand, and blood/plasma collection and testing centres or establish-
ments on the other hand, which defines the conditions of their
interaction and their agreed specifications.

In addition, the Plasma Master File shall provide a list of the
medicinal products for which the Plasma Master File is valid,
whether the medicinal products have been granted a marketing
authorisation or are in the process of being granted such an author-
isation, including medicinal products referred to in Article 2 of
Directive 2001/20/EC of the European Parliament and of the
Council relating to the implementation of good clinical practice in
the conduct of clinical trials on medicinal products for human use.

c) Evaluation and Certification

— For medicinal products not yet authorised, the marketing authorisa-
tion applicant shall submit a full dossier to a competent authority,
which shall be accompanied by a separate Plasma Master File
where one does not already exist.

— The Plasma Master File is subject to a scientific and technical
evaluation carried out by the Agency. A positive evaluation shall
result in a certificate of compliance with Community legislation
for the Plasma Master File, which shall be accompanied by the
evaluation report. The certificate issued shall apply throughout the
Community.

— The Plasma Master File shall be updated and re-certified on an
annual basis.

— Changes subsequently introduced to the terms of a Plasma Master
File must follow evaluation procedure laid down by Commission
Regulation (EC) No 542/95 (') concerning the examination of varia-
tions to the terms of a marketing authorisation falling within the
scope of Council regulation (EEC) No 2309/93 of 22 July 1993
laying down Community procedures for the authorisation and super-
vision of medicinal products for human and veterinary use and
establishing a European Agency for the Evaluation of Medicinal
Products (*). Conditions for the assessment of these changes are
laid down by Regulation (EC) No 1085/2003.

— As a second step to the provisions in the first, second, third and
fourth indents, the competent authority that will grant or has granted
the marketing authorisation shall take into account the certification,
re-certification or variation of the Plasma Master File on the
concerned medicinal product(s).

— By derogation from the provisions of the second indent of the
present point (evaluation and certification), where a Plasma Master
File corresponds only to blood/plasma-derived medicinal products
the marketing authorisation of which is restricted to a single
Member State, the scientific and technical evaluation of the said
Plasma Master File shall be carried out by the national competent
authority of that Member State.

Vaccines

For vaccines for human use and by derogation from the provisions of
Module 3 on ‘Active substance(s)’, the following requirements when
based on the use of a Vaccine Antigen Master File system shall apply.

The marketing authorisation application dossier of a vaccine other than
human influenza vaccine, shall be required to include a Vaccine
Antigen Master File for every vaccine antigen that is an active
substance of this vaccine.

(') OJL 55, 11.3.1995, p. 15.
() OJL 214, 24.8.1993, p. 1.
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a)

Principles

For the purposes of this Annex:

b)

Vaccine Antigen Master File shall mean a stand-alone part of the
marketing authorisation application dossier for a vaccine, which
contains all relevant information of biological, pharmaceutical and
chemical nature concerning each of the active substances, which
are part of this medicinal product. The stand-alone part may be
common to one or more monovalent and/or combined vaccines
presented by the same applicant or marketing authorisation holder.

A vaccine may contain one or several distinct vaccine antigens.
There are as many active substance(s) as vaccine antigen(s) present
in a vaccine.

A combined vaccine contains at least two distinct vaccine antigens
aimed at preventing a single or several infectious diseases.

A monovalent vaccine is a vaccine, which contains one vaccine
antigen aimed at preventing a single infectious disease.

Content

The Vaccine Antigen Master File shall contain the following informa-
tion extracted from the relevant part (Active substance) of Module 3 on
‘Quality Data’ as delineated in Part I of this Annex:

Active Substance

1.

General Information, including compliance with the relevant mono-
graph(s) of the European Pharmacopoeia.

. Information on the manufacture of the active substance: this heading

must cover the manufacturing process, information on the starting
and raw materials, specific measures on TSEs and adventitious
agents safety evaluation and facilities and equipment.

. Characterisation of the active substance

. Quality control of the active substance

. Reference standard and materials

. Container and closure system of the active substance

. Stability of the active substance.

Evaluation and Certification

For novel vaccines, which contain a novel vaccine antigen, the
applicant shall submit to a competent authority a full marketing-
authorisation application dossier including all the Vaccine Antigen
Master Files corresponding to each single vaccine antigen that is
part of the novel vaccine where no master file already exists for
the single vaccine antigen. A scientific and technical evaluation of
each Vaccine Antigen Master File shall be carried out by the
Agency. A positive evaluation shall result in a certificate of compli-
ance to the European legislation for each Vaccine Antigen Master
File, which shall be accompanied by the evaluation report. The
certificate shall apply throughout the Community.

The provisions of the first indent shall also apply to every vaccine,
which consists of a novel combination of vaccine antigens, irrespec-
tive of whether or not one or more of these vaccine antigens are
part of vaccines already authorised in the Community.

Changes to the content of a Vaccine Antigen Master File for a
vaccine authorised in the Community shall be subject to a scientific
and technical evaluation carried out by the Agency in accordance
with the procedure laid down in Commission Regulation (EC)
No 1085/2003. In the case of a positive evaluation the Agency shall
issue a certificate of compliance with Community legislation for the
Vaccine Antigen Master File. The certificate issued shall apply
throughout the Community.

By derogation from the provisions of the first, second and third
indents of the present point (evaluation and certification), where a
Vaccine Antigen Master File corresponds only to a vaccine which
is the subject of a marketing authorisation which has not been/will
not be granted according to a Community procedure, and, provided
the authorised vaccine includes vaccine antigens which have not
been evaluated through a Community procedure, the scientific and
technical evaluation of the said Vaccine Antigen Master File and
its subsequent changes, shall be carried out by the national compe-
tent authority that has granted the marketing authorisation.

As a second step to the provisions in the first, second, third and
fourth indents, the competent authority that will grant or has granted
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the marketing authorisation shall take into account the certification,
re-certification or variation of the Vaccine Antigen Master File on
the concerned medicinal product(s).

RADIO-PHARMACEUTICALS AND PRECURSORS
Radio-pharmaceuticals

For the purposes of this chapter, applications based upon Articles 6 (2)
and 9 shall provide a full dossier in which the following specific details
shall be included:

Module 3

a) In the context of a radio-pharmaceutical kit, which is to be radio-
labelled after supply by the manufacturer, the active substance is
considered to be that part of the formulation which is intended to
carry or bind the radio-nuclide. The description of the manufacturing
method of radio-pharmaceutical kits shall include details of the
manufacture of the kit and details of its recommended final proces-
sing to produce the radioactive medicinal product. The necessary
specifications of the radio-nuclide shall be described in accordance,
where relevant, with the general monograph or specific monographs
of the European Pharmacopoeia . In addition, any compounds essen-
tial for the radio-labelling shall be described. The structure of the
radio-labelled compound shall also be described.

For radio-nuclides, the nuclear reactions involved shall be discussed.

In a generator, both mother and daughter radio-nuclides shall be
considered as active substances.

b) Details of the nature of the radio-nuclide, the identity of the isotope,
likely impurities, the carrier, the use and the specific activity shall
be provided.

c) Starting materials include irradiation target materials.

d) Considerations on chemical/radiochemical purity and its relationship
to bio-distribution shall be provided.

e) Radio-nuclide purity, radiochemical purity and specific activity shall
be described.

f) For generators, details on the testing for mother and daughter radio-
nuclides are required. For generator-eluates, tests for mother radio-
nuclides and for other constituents of the generator system shall be
provided.

g) The requirement to express the content of active substances in terms
of the mass of active entities shall onlyapply to radio-pharmaceutical
kits. For radio-nuclides, radioactivity shall be expressed in
Becquerels at a given date and, if necessary, time with reference to
time zone. The type of radiation shall be indicated.

h) For kits, the specifications of the finished product shall include tests
on performance of products after radio-labelling. Appropriate
controls on radiochemical and radio-nuclidic purity of the radio-
labelled compound shall be included. Any material essential for
radio-labelling shall be identified and assayed.

i) Information on stability shall be given for radio-nuclide generators,
radio-nuclide kits and radio-labelled products. The stability during
use of radio-pharmaceuticals in multi-dose vials shall be docu-
mented.

Module 4

It is appreciated that toxicity may be associated with a radiation dose.
In diagnosis, this is a consequence of the use of radio-pharmaceuticals;
in therapy, it is the property desired. The evaluation of safety and effi-
cacy of radio-pharmaceuticals shall, therefore, address requirements for
medicinal products and radiation dosimetry aspects. Organ/tissue expo-
sure to radiation shall be documented. Absorbed radiation dose
estimates shall be calculated according to a specified, internationally
recognised system by a particular route of administration.

Module 5

The results of clinical trials shall be provided where applicable other-
wise justified in the clinical overviews.

Radio-pharmaceutical precursors for radio-labelling purposes

In the specific case of a radio-pharmaceutical precursor intended solely
for radio-labelling purposes, the primary objective shall be to present
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information which would address the possible consequences of poor
radio-labeling efficiency or in vivo dissociation of the radio-labeled
conjugate, i.e. questions related to the effects produced in the patient
by free radio-nuclide. In addition, it is also necessary to present relevant
information relating to occupational hazards, i.e. radiation exposure to
hospital staff and to the environment.

In particular, the following information where applicable shall be
provided:

Module 3

The provisions of Module 3 shall apply to the registration of radio-
pharmaceutical precursors as define above (indents a) to i)), where
applicable.

Module 4

Concerning single dose and repeat dose toxicity, the results of studies
carried out in conformity with the provisions related to good laboratory
practice laid down in Council Directives 87/18/EEC and 88/320/EEC
shall be provided, unless otherwise justified.

Mutagenicity studies on the radio-nuclide are not considered to be
useful in this particular case.

Information relating to the chemical toxicity and disposition of the rele-
vant ‘cold’ nuclide shall be presented.

Module 5

Clinical information generated from clinical studies using on the
precursor itself is not considered to be relevant in the specific case of
a radio-pharmaceutical precursor intended solely for radio-labelling
purposes.

However, information demonstrating the clinical utility of the radio-
pharmaceutical precursor when attached to relevant carrier molecules
shall be presented.

HOMEOPATHIC MEDICINAL PRODUCTS

This section sets out specific provisions on the application of Modules 3
and 4 to homeopathic medicinal products as defined in Article 1(5).

Module 3

The provisions of Module 3 shall apply to the documents submitted in
accordance with Article 15 in the simplified registration of homeopathic
medicinal products referred to in Article 14(1) as well as to the docu-
ments for authorisation of other homeopathic medicinal products
referred to in Article 16(1) with the following modifications.

a) Terminology

The Latin name of the homeopathic stock described in the marketing
authorisation application dossier must be in accordance with the
Latin title of the European Pharmacopoeia or, in absence thereof,
by an official pharmacopoeia of a Member State. Where relevant
the traditional name(s) used in each Member State shall be provided.

b) Control of starting materials

The particulars and documents on the starting materials, i.e. all of
the materials used including raw materials and intermediates up to
the final dilution to be incorporated into the finished medicinal
product, accompanying the application shall be supplemented by
additional data on the homeopathic stock.

The general quality requirements shall apply to all of the starting
and raw materials as well as intermediate steps of the manufacturing
process up to the final dilution to be incorporated into the finished
medicinal product. If possible, an assay is required if toxic compo-
nents are present and if the quality cannot be controlled on final
dilution to be incorporated because of the high dilution degree.
Every step of the manufacturing process from the starting materials
up to the final dilution to be incorporated into the finished medicinal
product must be fully described.

In case dilutions are involved, these dilution steps should be done in
accordance with the homeopathicmanufacturing methods laid down
in the relevant monograph of the European Pharmacopoeia or, in
absence thereof, by an official pharmacopoeia of a Member State.

c) Control tests on the finished medicinal product
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The general quality requirements shall apply to the homeopathic
finished medicinal products, any exception needs to be duly justified
by the applicant.

Identification and assay of all the toxicologically relevant constitu-
ents shall be carried out. If it can be justified that an identification
and/or an assay on all the toxicologically relevant constituents is not
possible e.g. due to their dilution in the finished medicinal product
the quality shall be demonstrated by complete validation of the
manufacturing and dilution process.

d) Stability tests

The stability of the finished medicinal product must be demon-
strated. Stability data from the homeopathic stocks are generally
transferable to dilutions/triturations obtained thereof. If no identifica-
tion or assay of the active substance is possible due to the degree of
dilution, stability data of the pharmaceutical form may be consid-
ered.

Module 4

The provisions of Module 4 shall apply to the simplified registration of
homeopathic medicinal products referred to in Article 14(1) with the
following specifications.

Any missing information must be justified, e.g., justification must be
given why demonstration of an acceptable level of safety can be
supported although some studies are lacking.

HERBAL MEDICINAL PRODUCTS

Applications for herbal medicinal products shall provide a full dossier
in which the following specific details shall be included.

Module 3

The provisions of Module 3, including compliance with monograph(s)
of the European Pharmacopoeia, shall apply to the authorisation of
herbal medicinal products. The state of scientific knowledge at the
time when the application is lodged shall be taken into account.

The following aspects specific to herbal medicinal products shall be
considered:

(1) Herbal substances and herbal preparations

For the purposes of this Annex the terms ‘herbal substances and
preparations’ shall be considered equivalent to the terms ‘herbal drugs
and herbal drug preparations’, as defined in the European Pharmaco-
poeia.

With respect to the nomencRlature of the herbal substance, the bino-
mial scientific name of plant (genus, species, variety and author), and
chemotype (where applicable), the parts of the plants, the definition of
the herbal substance, the other names (synonyms mentioned in other
Pharmacopoeias) and the laboratory code shall be provided.

With respect to the nomenclature of the herbal preparation, the bino-
mial scientific name of plant (genus, species, variety and author), and
chemotype (where applicable), the parts of the plants, the definition of
the herbal preparation, the ratio of the herbal substance to the herbal
preparation, the extraction solvent(s), the other names (synonyms
mentioned in other Pharmacopoeias) and the laboratory code shall be
provided.

To document the section of the structure for herbal substance(s) and
herbal preparation(s) where applicable, the physical form, the descrip-
tion of the constituents with known therapeutic activity or markers
(molecular formula, relative molecular mass, structural formula,
including relative and absolute stereo-chemistry, the molecular formula,
and the relative molecular mass) as well as other constituent(s) shall be
provided.

To document the section on the manufacturer of the herbal substance,
the name, address, and responsibility of each supplier, including
contractors, and each proposed site or facility involved in production/
collection and testing of the herbal substance shall be provided, where
appropriate.

To document the section on the manufacturer of the herbal preparation,
the name, address, and responsibility of each manufacturer, including
contractors, and each proposed manufacturing site or facility involved
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in manufacturing and testing of the herbal preparation shall be
provided, where appropriate.

With respect to the description of manufacturing process and process
controls for the herbal substance, information shall be provided to
adequately describe the plant production and plant collection, including
the geographical source of the medicinal plant and cultivation,
harvesting, drying and storage conditions.

With respect to the description of manufacturing process and process
controls for the herbal preparation, information shall be provided to
adequately describe the manufacturing process of the herbal prepara-
tion, including description of the processing, solvents and reagents,
purification stages and standardisation.

With respect to the manufacturing process development, a brief
summary describing the development of the herbal substance(s) and
herbal preparation(s) where applicable shall be provided, taking into
consideration the proposed route of administration and usage. Results
comparing the phyto-chemical composition of the herbal substance(s)
and herbal preparation(s) where applicable used in supporting biblio-
graphic data and the herbal substance(s) and herbal preparation(s),
where applicable, contained as active substance(s) in the herbal medic-
inal product applied for shall be discussed, where appropriate.

With respect to the elucidation of the structure and other characteristics
of the herbal substance, information on the botanical, macroscopical,
microscopical, phyto-chemical characterisation, and biological activity
if necessary, shall be provided.

With respect to the elucidation of the structure and other characteristics
of the herbal preparation, information on the phyto- and physicochem-
ical characterisation, and biological activity if necessary, shall be
provided.

The specifications for the herbal substance(s) and herbal preparation(s)
where applicable shall be provided.

The analytical procedures used for testing the herbal substance(s) and
herbal preparation(s) where applicable shall be provided.

With respect to the validation of analytical procedures, analytical vali-
dation information, including experimental data for the analytical
procedures used for testing the herbal substance(s) and herbal prepara-
tion(s) where applicable shall be provided.

With respect to batch analyses, description of batches and results of
batch analyses for the herbal substance(s) and herbal preparation(s)
where applicable shall be provided, including those for pharmacopoeial
substances.

Justification for the specifications of the herbal substance(s) and herbal
preparation(s) where applicable shall be provided.

Information on the reference standards or reference materials used for
testing of the herbal substance(s) and herbal preparation(s) where
applicable shall be provided.

Where the herbal substance or the herbal preparation is the subject of a
monograph, the applicant can apply for a certificate of suitability that
was granted by the European Directorate for the Quality of Medicines.

(2) Herbal Medicinal Products

With respect to the formulation development, a brief summary
describing the development of the herbal medicinal product should be
provided, taking into consideration the proposed route of administration
and usage. Results comparing the phyto-chemical composition of the
products used in supporting bibliographic data and the herbal medicinal
product applied for shall be discussed, where appropriate.

ORPHAN MEDICINAL PRODUCTS

— In the case of an orphan medicinal product in the meaning of Regu-
lation (EC) No 141/2000, general provisions of Part II-6
(exceptional circumstances) can be applied. The applicant shall
then justify in the non-clinical and clinical summaries the reasons
for which it is not possible to provide the complete information
and shall provide a justification of the benefit/risk balance for the
orphan medicinal product concerned.

— When an applicant for an marketing authorisation for an orphan
medicinal product invokes the provisions of Article 10 (1)(a)(ii)
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and Part II-1 of this Annex (well-established medicinal use), the
systematic and documented use of the concerned substance can refer
— as way of derogation — to the use of that substance in accor-
dance with the provisions of Article 5 of this Directive.

PART IV
ADVANCED THERAPY MEDICINAL PRODUCTS

Advanced therapy medicinal products are based on manufacturing processes
focussed on various gene transfer-produced bio-molecules, and/or biologically
advanced therapeutic modified cells as active substances or part of active
substances.

For those medicinal products the presentation of the Marketing Authorisation
application dossier shall fulfil the format requirements as described in Part I of
this Annex.

Modules 1 to 5 shall apply. For Genetically Modified Organisms deliberate
release in the environment, attention shall be paid to the persistence of the
Genetically Modified Organisms in the recipient and to the possible replication
and/or modification of the Genetically Modified Organisms when released in the
environment. The information concerning the environmental risk should appear
in the Annex to Module 1.

1. GENE THERAPY MEDICINAL PRODUCTS (HUMAN AND XENO-
GENEIC)

For the purposes of this Annex, gene therapy medicinal product shall
mean a product obtained through a set of manufacturing processes
aimed at the transfer, to be performed either in vivo or ex vivo, of a
prophylactic, diagnostic or therapeutic gene (i.e. a piece of nucleic
acid), to human/animal cells and its subsequent expression in Vvivo.
The gene transfer involves an expression system contained in a delivery
system known as a vector, which can be of viral, as well as non-viral
origin. The vector can also be included in a human or animal cell.

1.1. Diversity of gene therapy medicinal products
a) Gene therapy medicinal products based on allogeneic or xenogeneic

cells

The vector is ready-prepared and stored before its transfer into the
host cells.

The cells have been obtained previously and may be processed as a
cell bank (bank collection or bank established from procurement of
primary cells) with a limited viability.

The cells genetically modified by the vector represent an active
substance.

Additional steps may be carried out in order to obtain the finished
product. By essence, such a medicinal product is intended to be
administered to a certain number of patients.

b

~

Gene therapy medicinal products using autologous human cells

The active substance is a batch of ready-prepared vector stored
before its transfer into the autologous cells.

Additional steps may be carried out in order to obtain the finished
medicinal product.

Those products are prepared from cells obtained from an individual
patient. The cells are then genetically modified using a ready-
prepared vector containing the appropriate gene that has been
prepared in advance and that constitutes the active substance. The
preparation is re-injected into the patient and is by definition
intended to a single patient. The whole manufacturing process from
the collection of the cells from the patient up to the re-injection to
the patient shall be considered as one intervention.

¢) Administration of ready-prepared vectors with inserted (prophy-
lactic, diagnostic or therapeutic) genetic material
The active substance is a batch of ready-prepared vector.

Additional steps may be carried out in order to obtain the finished
medicinal product. This type of medicinal product is intended to be
administered to several patients.
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1.2.

Transfer of genetic material may be carried out by direct injection of
the ready-prepared vector to the recipients.

Specific requirements regarding Module 3

Gene therapy medicinal products include:

— naked nucleic acid

— complex nucleic acid or non viral vectors
— viral vectors

— genetically modified cells

As for other medicinal products, one can identify the three main
elements of the manufacturing process, i.e.:

— starting materials: materials from which the active substance is
manufactured such as, gene of interest, expression plasmids, cell
banks and virus stocks or non viral vector;

— active substance: recombinant vector, virus, naked or complex plas-
mids, virus producing cells, in vitro genetically modified cells;

— finished medicinal product: active substance formulated in its final
immediate container for the intended medical use. Depending on the
type of gene therapy medicinal product, the route of administration
and conditions of use may necessitate an ex vivo treatment of the
cells of the patient (see 1.1.b).

A special attention shall be paid to the following items:

a) Information shall be provided on the relevant characteristics of the
gene therapy medicinal product including its expression in the target
cell population. Information concerning the source, construction,
characterisation and verification of the encoding gene sequence
including its integrity and stability shall be provided. Apart from
therapeutic gene, the complete sequence of other genes, regulatory
elements and the vector backbone shall be provided.

b) Information concerning the characterisation of the vector used to
transfer and deliver the gene shall be provided. This must include
its physico-chemical characterisation and/or biological/immunolo-
gical characterisation.

For medicinal products that utilise a micro-organism such as bacteria
or viruses to facilitate gene transfer (biological gene transfer), data
on the pathogenesis of the parental strain and on its tropism for
specific tissues and cell types as well as the cell cycle-dependence
of the interaction shall be provided.

For medicinal products that utilise non-biological means to facilitate
gene transfer, the physico-chemical properties of the constituents
individually and in combination shall be provided.

¢) The principles for cell banking or seed lot establishment and charac-
terisation shall apply to gene transfer medicinal products as
appropriate.

d) The source of the cells hosting the recombinant vector shall be
provided.

The characteristics of the human source such as age, sex, results of
microbiological and viral testing, exclusion criteria and country of
origin shall be documented.

For cells of animal origin, detailed information related to the

following items shall be provided:

— Sourcing of the animals

— Animal husbandry and care

— Transgenic animals (methods of creation, characterisation of
transgenic cells, nature of the inserted gene)

— Measures to prevent and monitor infections in the source/donor
animals

— Testing for infectious agents

— PFacilities

— Control of starting and raw materials.

Description of cell collection methodology including location, type
of tissue, operating process, transportation, storage and traceability
as well as controls carried out during the collection process shall
be documented.

e) The evaluation of the viral safety as well as the traceability of the
products from the donor to the finished medicinal product, are an
essential part of the documentation to be supplied. E.g., the presence
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of replication competent virus in stocks of non-replication competent
viral vectors must be excluded.

SOMATIC CELL THERAPY MEDICINAL PRODUCTS (HUMAN
AND XENOGENEIC)

For the purposes of this Annex, somatic cell therapy medicinal products
shall mean the use in humans of autologous (emanating from the patient
himself), allogeneic (coming from another human being) or xenogeneic
(coming from animals) somatic living cells, the biological characteris-
tics of which have been substantially altered as a result of their
manipulation to obtain a therapeutic, diagnostic or preventive effect
through metabolic, pharmacological and immunological means. This
manipulation includes the expansion or activation of autologous cell
populations ex vivo (e.g., adoptive immuno-therapy), the use of allo-
geneic and xenogeneic cells associated with medical devices used ex
vivo or in vivo (e.g., micro-capsules, intrinsic matrix scaffolds, bio-
degradable or not).

Specific requirements for cell therapy medicinal products regarding
Module 3

Somatic cell therapy medicinal products include:

— Cells manipulated to modify their immunological, metabolic or
other functional properties in qualitative or quantitative aspects;

— Cells sorted, selected and manipulated and subsequently undergoing
a manufacturing process in order to obtain the finished medicinal
product;

— Cells manipulated and combined with non-cellular components (e.g.
biological or inert matrixes or medical devices) and exerting the
principle intended action in the finished product;

— Autologous cell derivatives expressed in vitro under specific culture
conditions;

— Cells genetically modified or otherwise manipulated to express
previously unexpressed homologous or non-homologous functional
properties.

The whole manufacturing process from the collection of the cells from
the patient (autologous situation) up to the re-injection to the patient
shall be considered as one single intervention.

As for other medicinal products, the three elements of the manufac-
turing process are identified:

— starting materials: materials from which the active substance is
manufactured, i.e., organs, tissues, body fluids or cells;

— active substance: manipulated cells, cell lysates, proliferating cells
and cells used in conjunction with inert matrixes and medical
devices;

— finished medicinal products: active substance formulated in its final
immediate container for the intended medical use.

a) General information on active substance(s)

The active substances of cell therapy medicinal products consist of
cells which as a consequence of in vitro processing display prophy-
lactic, diagnostic or therapeutic properties different from the original
physiological and biological one.

This section shall describe the type of cells and culture concerned.
Tissues, organs or biological fluids from which cells are derived as
well as the autologous, allogeneic, or xenogeneic nature of the dona-
tion and its geographical origin shall be documented. Collection of
the cells, sampling and storage prior further processing shall be
detailed. For allogeneic cells, special attention shall be paid to the
very first step of the process, which covers selection of donors. The
type of manipulation carried out and the physiological function of
the cells that are used as active substance shall be provided.

b) Information related to the starting materials of active substance(s)

1. Human somatic cells

Human somatic cell therapy medicinal products are made of a
defined number (pool) of viable cells, which are derived from a
manufacturing process starting either at the level of organs or tissues
retrieved from a human being, or, at the level of a well defined cell
bank system where the pool of cells relies on continuous cell lines.
For the purposes of this chapter, active substance shall mean the
seed pool of human cells and finished medicinal product shall
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mean seed pool of human cells formulated for the intended medical
use.

Starting materials and each step of the manufacturing process shall
be fully documented including viral safety aspects.

(1) Organs, tissues, body fluids and cells of human origin

The characteristics of the human source such as age, sex, microbio-
logical status, exclusion criteria and country of origin shall be
documented.

Description of sampling including site, type, operating process,
pooling, transportation, storage and traceability as well as controls
carried out on sampling shall be documented.

(2) Cell banking systems

Relevant requirements depicted in part I shall apply for the prepara-
tion and quality control of cell banking systems. This may
essentially be the case for allogeneic or xenogeneic cells.

(3) Ancillary materials or ancillary medical devices

Information shall be provided on the use of any raw materials (e.g.,
cytokines, growth factors, culture media) or of possible ancillary
products and medical devices e.g., cell sorting devices, biocompa-
tible polymers, matrix, fibres, beads in terms of bio-compatibility,
functionality as well as the risk of infectious agents.

. Animal somatic cells (xenogeneic)

Detailed information related to the following items shall be
provided:

— Sourcing of the animals

— Animal husbandry and care

— Genetically modified animals (methods of creation, characterisa-
tion of transgenic cells, nature of the inserted or excised (knock
out) gene)

— Measures to prevent and monitor infections in the source/donor
animals

— Testing for infectious agents including vertically transmitted
micro-organisms (also endogenous retro viruses)

— Facilities

— Cell banking systems

— Control of starting and raw materials.

a) Information on the manufacturing process of the active
substance(s) and the finished product

The different steps of the manufacturing process such as organ/tissue
dissociation, selection of the cell population of interest, in vitro cell
culture, cell transformation either by physico-chemical agents or
gene transfer shall be documented.

b) Characterisation of active substance(s)

All of the relevant information on the characterisation of the cell
population of interest in terms of identity (species of origin, banding
cytogenetics, morphological analysis), purity (adventitious microbial
agents and cellular contaminants), potency (defined biological
activity), and suitability (karyology and tumorigenicity tests) for the
intended medicinal use shall be provided.

c) Pharmaceutical development of finished medicinal product

Apart from the specific method of administration used (intravenous
infusion, site-injection, transplantation surgery), information shall
also be provided on the use of possible ancillary medical devices
(bio-compatible polymers, matrix, fibres, beads) in terms of bio-
compatibility and durability.

d) Traceability

A detailed flow chart shall be provided insuring the traceability of
the products from the donor to the finished medicinal product.



2001L0083 — EN — 30.04.2004 — 003.001 — 103

3.1.

3.2.

3.2.1.

SPECIFIC REQUIREMENTS FOR GENE THERAPY AND
SOMATIC CELL THERAPY (HUMAN AND XENOGENEIC)
MEDICINAL PRODUCTS REGARDING MODULES 4 AND 5

Module 4

For gene and somatic cell therapy medicinal products, it is recognised
that conventional requirements as laid down in Module 4 for non-clin-
ical testing of medicinal products may not always be appropriate due to
unique and diverse structural and biological properties of the products
in question, including high degree of species specificity, subject speci-
ficity, immunological barriers and differences in pleiotropic responses.

The rationale underpinning the non-clinical development and the
criteria used to choose relevant species and models shall be properly
captioned in Module 2.

It may be necessary to identify or develop new animal models in order
to assist in the extrapolation of specific findings on functional endpoints
and toxicity to in vivo activity of the products in human beings. The
scientific justification for the use of these animal models of disease to
support safety and proof of concept for efficacy shall be provided.

Module 5

The efficacy of advanced therapy medicinal products must be demon-
strated as described in Module 5. For some products and for some
therapeutic indications, however, it may not be possible to perform
conventional clinical trials. Any deviation from the existing guidelines
shall be justified in Module 2.

The clinical development of advanced therapy medicinal products will
have some special features owing to the complex and labile nature of
the active substances. It requires additional considerations because of
issues related to viability, proliferation, migration and differentiation
of cells (somatic cell therapy), because of the special clinical circum-
stances where the products are used or because of the special mode of
action through gene expression (somatic gene therapy).

Special risks associated with such products arising from potential
contamination with infectious agents must be addressed in the applica-
tion for marketing authorisation for advanced therapy medicinal
products. Special emphasis should be put on both the early stages of
development in one hand, including the choice of donors in the case
of cell therapy medicinal products, and on the therapeutic intervention
as a whole, including the proper handling and administration of the
product on the other hand.

Furthermore, Module 5 of the application should contain, as relevant,
data on the measures to surveying and control of the functions and
development of living cells in the recipient, to prevent transmission of
infectious agents to the recipient and to minimise any potential risks to
public health.

Human pharmacology and efficacy studies

Human pharmacology studies should provide information on the
expected mode of action, expected efficacy based on justified end-
points, bio-distribution, adequate dose, schedule, and methods of
administration or modality of use desirable for efficacy studies.

Conventional pharmaco-kinetic studies may not be relevant for some
advanced therapy products. Sometimes studies in healthy volunteers
are not feasible and the establishment of dose and kinetics will be diffi-
cult to determine in clinical trials. It is necessary, however, to study the
distribution and in vivo behaviour of the product including cell prolif-
eration and long-term function as well as the extent, distribution of the
gene product and duration of the desired gene expression. Appropriate
tests shall be used and, if necessary, developed for the tracing of the
cell product or cell expressing the desired gene in the human body and
for the monitoring of the function of the cells that were administered or
transfected.

The assessment of the efficacy and safety of an advanced therapy
medicinal product must include the careful description and evaluation
of the therapeutic procedure as a whole, including special ways of
administration, (such as transfection of cells ex vivo, in vitro manipula-
tion, or use of interventional techniques), and testing of the possible
associated regimens (including immuno-suppressive, antiviral, cytotoxic
treatment).
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3.2.2.

The whole procedure must be tested in clinical trials and described in
the product information.

Safety

Safety issues arising from immune response to the medicinal products
or to the expressed proteins, immune rejection, immuno-suppression,
and breakdown of immuno-isolation devices shall be considered.

Certain advanced gene therapy and somatic cell therapy medicinal
products (e.g. xenogeneic cell therapy and certain gene transfer
products) may contain replication-competent particles and/or infectious
agents. The patient may have to be monitored for the development of
possible infections and/or their pathological sequelae during pre- and/
or post-authorisation phases; this surveillance may have to be extended
to close contacts of the patient including health-care workers.

The risk of contamination with potentially transmissible agents cannot
be totally eliminated in the use of certain somatic cell therapy medic-
inal products and certain gene transfer medicinal products. The risk
can be minimised, however, by appropriate measures as described in
Module 3.

The measures included in the production process must be comple-
mented with accompanied testing methods, quality control processes
and by appropriate surveillance methods that must be described in
Module 5.

The use of certain advanced somatic cell therapy medicinal products
may have to be limited, temporarily or permanently, to establishments
that have documented expertise and facilities for assuring a specific
follow up of the safety of the patients. A similar approach may be rele-
vant for certain gene therapy medicinal products that are associated
with a potential risk of replication-competent infectious agents.

The long term monitoring aspects for the development of late complica-
tions shall also be considered and addressed in the submission, where
relevant.

Where appropriate, the applicant has to submit a detailed risk manage-
ment plan covering clinical and laboratory data of the patient, emerging
epidemiological data, and, if relevant, data from archives of tissue
samples from the donor and the recipient. Such a system is needed to
ensure the traceability of the medicinal product and the rapid response
to suspicious patterns of adverse events.

SPECIFIC STATEMENT ON XENO-TRANSPLANTATION MEDIC-
INAL PRODUCTS

For the purposes of this Annex, xeno-transplantation shall mean any
procedure that involves the transplantation, implantation, or infusion
into a human recipient of either live tissues or organs retrieved from
animals, or, human body fluids, cells, tissues or organs that have under-
gone ex vivo contact with live non-human animal cells, tissues or
organs.

Specific emphasis shall be paid to the starting materials.

In this respect, detailed information related to the following items shall
be provided according to specific guidelines:

— Sourcing of the animals

— Animal husbandry and care

— Genetically modified animals (methods of creation, characterisation
of transgenic cells, nature of the inserted or excised (knock out)
gene)

— Measures to prevent and monitor infections in the source/donor
animals

— Testing for infectious agents

— Facilities

— Control of starting and raw materials
— Traceability.



2001L0083 — EN — 30.04.2004 — 003.001 — 105

ANNEX 11

PART A

Repealed Directives, with their successive amendments (referred to by
Article 128)

Council Directive 65/65/EEC (OJ 22, 9. 2. 1965, p. 369/65)

Council Directive 66/454/EEC (OJ 144, 5. 8. 1966, p. 2658/66)
Council Directive 75/319/EEC (OJ L 147, 9. 6. 1975, p. 13)
Council Directive 83/570/EEC (OJ L 332, 28. 11. 1983, p. 1)
Council Directive 87/21/EEC (OJ L 15, 17. 1. 1987, p. 36)
Council Directive 89/341/EEC (OJ L 142, 25. 5. 1989, p. 11)
Council Directive 92/27/EEC (OJ L 113, 30. 4. 1992, p. 8)
Council Directive 93/39/EEC (OJ L 214, 24. 8. 1993, p. 22)

Council Directive 75/318/EEC (OJ L 147, 9. 6. 1975, p. 1)

Council Directive 83/570/EEC

Council Directive 87/19/EEC (OJ L 15, 17. 1. 1987, p. 31)
Council Directive 89/341/EEC

Commission Directive 91/507/EEC (OJ L 270, 26. 9. 1991, p. 32)
Council Directive 93/39/EEC

Commission Directive 1999/82/EC (OJ L 243, 15. 9. 1999, p. 7)
Commission Directive 1999/83/EC (OJ L 243, 15. 9. 1999, p. 9)

Council Directive 75/319/EEC

Council Directive 78/420/EEC (OJ L 123, 11. 5. 1978, p. 26)
Council Directive 83/570/EEC

Council Directive 89/341/EEC

Council Directive 92/27/EEC

Council Directive 93/39/EEC

Commission Directive 2000/38/EC (OJ L 139, 10. 6. 2000, p. 28)

Council Directive 89/342/EEC (OJ L 142, 25. 5. 1989, p. 14)
Council Directive 89/343/EEC (OJ L 142, 25. 5. 1989, p. 16)
Council Directive 89/381/EEC (OJ L 181, 28. 6. 1989, p. 44)
Council Directive 92/25/EEC (OJ L 113, 30. 4. 1992, p. 1)
Council Directive 92/26/EEC (OJ L 113, 30. 4. 1992, p. 5)
Council Directive 92/27/EEC

Council Directive 92/28/EEC (OJ L 113, 30. 4. 1992, p. 13)

Council Directive 92/73/EEC (OJ L 297, 13. 10. 1992, p. 8)
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PART B

Time-limits for transposition into national law (referred to by Article 128)

Directive

Deadline for transposition

Directive 65/65/EEC
Directive 66/454/EEC
Directive 75/318/EEC
Directive 75/319/EEC
Directive 78/420/EEC
Directive 83/570/EEC
Directive 87/19/EEC
Directive 87/21/EEC

Directive 89/341/EEC
Directive 89/342/EEC
Directive 89/343/EEC
Directive 89/381/EEC
Directive 91/507/EEC

Directive 92/25/EEC
Directive 92/26/EEC
Directive 92/27/EEC
Directive 92/28/EEC
Directive 92/73/EEC
Directive 93/39/EEC

Directive 1999/82/EC
Directive 1999/83/EC
Directive 2000/38/EC

31 December 1966
21 November 1976
21 November 1976
31 October 1985

1 July 1987

1 July 1987

1 January 1992 (")

1 January 1992

1 January 1992

1 January 1992

1 January 1992

1 January 1992 ()

1 January 1995 (%)

1 January 1993

1 January 1993

1 January 1993

1 January 1993

31 December 1993
1 January 1995 (%)

1 January 1998 (°)

1 January 2000

1 March 2000

5 December 2001

(") Deadline for transposition applicable to Greece, Spain and Portugal.
(®) Except Section A, point 3.3 in Part II of the Annex.
(®) Deadline for transposition applicable to Section A, point 3.3 in Part II of the Annex.

(*) Except with regard to Article 1(6).

(°) Deadline for transposition applicable to Article 1(7).
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