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OTHOCHO IIPEJIOKEHUETO 3a PErVIaMEHT Ha EBpomnelicKus napjiaMeHT U Ha
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Hoxmamuuk: Miroslav Mikolasik
Joxnamuuk no cranosuie (*): Hiltrud Breyer, Komucus no npasuu Bbnpocu
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Jlezenoa na usnonzeanume 3Hauu

[Ipouenypa Ha KOHCyTALUSA
MHO3UHCIMBO OM NOOAOeHUmMe 211ACO6e
**]  Ilpouemypa Ha CBTPYJHHYECTBO (IIBPBO YECTCHE)
MHO3UHCIMEO 0N NOOAOEHUME 211ACO8e
**[I  Ilpomemypa Ha CETPYAHHYECTBO (BTOPO YETEHE)
MHO3UHCIMBO 0M NOO0AOeHUme 21acose 3a 0000psasane Ha odwama
nosuyust
MHO3UHCMBO OM 6CUUKU YaeHo6e Ha [lapramenma 3a omxevpisne
WU USMEHEHUe HA 00Wama no3uyus
k% OpoOpenne
MHO3UHCMEO Om 6cuuku 4ienose Ha Ilapramenma, oceen 6
cayuaume no unenose 105, 107, 161 u 300 om Hoeosopa 3a EO u
unen 7 om [ozoeopa 3a EC
[pouenypa Ha CBBMECTHO B3€MaHE Ha penieHue (IIbPBO YETCHE)
MHO3UHCMBO OM NOOAJEHUMe 211ACO8e
***[]  Tlpouemypa Ha CbBMECTHO B3€MaHE Ha pelieHrue (BTOPO YCTEHE)
MHO3UHCMBO 0M NoodadeHume 21acose 3a 0000pasane Ha oowama
nosuyus
MHO3UHCMEO OMm 8CUYKU YieHose Ha [lapiamenma 3a omxevpsine
UL U3MEHenue Ha obuama no3uyUs
***[[1  IIpomemypa Ha CbBMECTHO B3€MaHE Ha peIIeHHE (TPETO YeTEHE)
MHO3UHCIMBO 0M NOO0AdeHume 21acose 3a 0000peHue Ha
CbEMeCmHUSL NPOEKM

***I

(ITocouenara mpouenypa ce 6a3upa Ha MpaBHATa OCHOBA, MPEAJIOKEHA OT
Komucusra.)

H3menenun na 3akonooamenen mexcm

W3menenusita, BHeceHH oT [lapimameHTa, ca oTOeNsI3aHN C nOMbMHABAHE U
kypcue. OTOEII3BAHETO C Kypcus b6e3 nomvmusaeare € IpeTHa3HauYeHO 3a
TEXHHYIECKHUTE CIIyKOH U ce OTHACS JI0 YaCTHTE OT 3aKOHOJATEITHNS TEKCT, 3a
KOMTO € IpeJUI0KeHa ONPaBKa C OIJIE U3rOTBSIHE Ha OKOHYATEIHUS TEKCT
(HammpuMep OYEBUAHU IPEIIHYU WM JIMIICBAIIM YaCTH B 1a/ieHa €3UKOBa
Bepcus). [IpeanosxeHusTa 3a monpaska MoJJiekar Ha CbIlIacyBaHe ChC
3aCErHAaTUTE TEXHUYECKH CITyKOH.
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3AKOHOJATEJTHA NPOEKTOPE30IOLUMA HA EBPOMNENCKUA NAPNNIAMEHT

OTHOCHO MpeAJI0:KeHUEeTo 3a perjiaMmeHT Ha EBponelickusi napjiaMenT u Ha ChBeTa
OTHOCHO JIEKAPCTBEHNTE MPOAYKTH 32 CbBPEMEHHO JieueHHe H 32 H3MEeHeHHne Ha
JAupextusa 2001/83/EO u Peraament (EOQ) Ne 726/2004

(COM(2005)0567 — C6-0401/2005 — 2005/0227(COD))

(IIpouexypa Ha CbBMECTHO B3eMaHe HA pellieHHe: ITbPBO YeTeHe)
Eeponetickuam napramenm,

— KaTo B3C NpCABUI IIPCIIIOKCHUCTO HA KOMI/ICI/IHTa a0 EBpOHCfICKPIH MnapJaMeHT U 10
Cobeera (COM(2005)0567)',

— KaTto B3e npeaBun wieH 251, maparpad 2 u wien 95 ot Jlorosopa 3a EO, cbriacHo KouTo
npeaIokeHneTo My € npencraBero ot Komucusita (C6-0401/2005),

— KaToO B3¢ MpCABUI YJICH 51 ot cBOA IMMpaBUJIHUK,

— KaTo B3e MpeaBH[ T0oKIana Ha KoMucusaTa mo okoiiHa cpena, 00mecTBEHO 3/IpaBe U
0e30MacHOCT Ha XpaHUTE U cTaHOBHINATa Ha KoMucusaTa mo mpoMHUIILIIEHOCT,
W3ClieIBaHMs U eHepreTuka u Ha Komucusita mo npaBHu Bbrpocu (A6-0031/2007)

1. 0/:[06p5{Ba MNPEAJIOKCHUCTO Ha Komucusra BB BUIa, B KOHTO € HN3MCHCHO,

2. IMpu3oBaBa Komucusra ma ce oTHece 40 HETo OTHOBO, B cnyqaﬁ Y€ Bb3HaAMEpsBa Ja BHECC
CbIICCTBCHU U3MCHCHUA B CBOCTO IIPCJIOKCHNUEC WA [1d I'0 3aMCHU C APYT TCKCT,

3. BB3IAra Ha CBOS MpeJcenaTen na nmpeaane nosunusata Ha [lapnamenta Ha CbBeTa U Ha

Komucusra.
Tekct, npemnoxken ot Komucusra N3menenus, Buecenu ot [lapiamenta
N3menenue 1
CBbOBPAXEHUE 2

2) JIOKOJNKOTO 3a T€3U MPOIYKTH 32 2) JIokonKOTO 3a T€3u MPOIYKTH 3a
CHBPEMEHHO JICUCHHE CE TBBHP/IH, Ue CHBPEMEHHO JICYCHHE CE TBBPIIH, Ue
IIPUTEXKABAT CBOWCTBA 3a JICUEHUE WU MIPUTEKABaT CBOMCTBA 3a JICUEHUE WU
npoduIaKTUKA Ha 3200 sIBAaHUS TIPU X0Pa, npoduIakTuKa Ha 3a00JIBaHUS IIPH X0Pa,
WJIM Y€ MOrarT Jia ce U3MO0JI3BaT pU Xopa ¢ WJIM Y€ MOoraT Jia ce U3MOJ3BaT MIPH X0opa C
1IeJT Bb3CTAHOBSIBAHE, KOPUTUPAHE WITH 11eJ1 Bb3CTAHOBSBAHE, KOPUTUPAHE WITH
W3MEHEHUE Ha (PU3UOJIOTHYHU (DYHKITUH W3MEHEeHNe Ha (HU3UOJIOTHYHH (PYHKITUN
ype3 ynpaxHsBaHe Ha PapMaKkoIOTHYHO, 4ype3 yIpaKHsABaHE 21a6H0 HA
UMYHOJIOTHYHO MU METa0OINYHO (bapMaKoJIOTUYHO, UMYHOJIOTMYHO WU

! Bee ome Hemy6uukysano B OB.
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JeiicTBrE, T€ ca OMOJIOTHYHH JICKApCTBEHH
IPOAYKTH 110 CMUCHIIA Ha ujieH 1, maparpad
2 ot Jupexrtuna 2001/83/EO na
EBponeiickus napiameHT u Ha CbBeTa OT 6
HoemBpH 2001 r. 3a yTBBbpKIaBaHE Ha
Kojiekc Ha OOIIHOCTTa OTHOCHO
JIEKapCTBEHH MPOAYKTH 32 XyMaHHA
ynoTpeba u Ha nmpusokeHue | kpM Hesl.
[Topagu ToBa, OCHOBHATA 1€ HA BCHUKHU
HOPMH, YPEX AU TAXHOTO IPOU3BOJICTBO,
pasnpocTpaHeHue U yrnoTpebda, TpsoBa ga
ObJe 3ammTara Ha 00IIeCTBEHOTO 3paBe.

MeTa0OJINYHO JIEHCTBHE, T€ ca OMOJOTHUHU
JIEKapCTBEHH MPOAYKTH 110 CMUCHJIA HA YIIEH
1, maparpad 2 ot HAupektusa 2001/83/EO Ha
EBponeiickus napiaameHT u Ha CbBeTa OT 6
HoemBpH 2001 r. 3a yTBBpK1aBaHE HA
Kozekc Ha OGIIHOCTTa OTHOCHO
JIEKapCTBEHH MPOJYKTH 3a XyMaHHa
ynoTtpe6a u Ha npuiokeHue | KeM Hes.
[Topanu ToBa, OCHOBHATa 1€ HA BCHUKHU
HOPMH, YPEX AU TIXHOTO IPOU3BOJICTBO,
pasmnpocTpaHeHue u yroTpeda, TpsioBa ga
ObJe 3ammrara Ha 00IIeCTBEHOTO 3/IPaBe.

ObocHoska

The Medical Devices Directives (MDD) provide a regulatory framework which is readily
adapted to the control of devices containing or made of tissue engineered products. If a tissue
engineered product falls within the definition of ‘medical device’ in Article 1 of the MDD
(and therefore does not have a mode of action which is primarily pharmacological,
immunological or metabolic), it should be regulated under the MDD although additional

specific requirements may be necessary.

N3menenue 2
CBbOBLPAXEHUE 5

5) JlekapcTBEHHUTE MMPOAYKTH 32 CHBPEMEHHO
JICYECHUE c1edea 0a ce pezyaupamnt,
00KOJIKOmO Ca TIPeTHA3HAYCHU 32 ITyCKaHe
HAa Ma3apa B IbPKABUTES-UICHKH U Ce
IPUTOTBST 110 MPOMMUILIJIEH CIIOCO0 WK Ce
MIPOU3BEKIAT 110 METOJI, MPEATOIAral
MIPOMMIIUICH TIPOLIEC 1O CMUCHIIA HA YJleH 2,
napazpagh 1 ot Jupextuna 2001/83/EO.
CrnenoBateiHo, JIEKapCTBEHUTE TPOIYKTH 32
CHBPEMEHHO JIeYeHHE, KOUTO U3LISIIO ce
IMPUTOTBAT U U3I10JI3BAT B OOJIHUYHO
3aBeJIeHUE 1o JIEKAPCKO MPeANrucaHue 3a
OTJIeJIeH MallMeHT, ClieaBa a ObIaT
M3KIIFOUEHU OT MPUIIOKHOTO TOJIE Ha
HACTOAIIWA PCTIIAMCHT.
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5) Hacmoawuam peznamenm e cneyuaieH
3aKOHO06 aKm, upe3 Koumo ce 6beeicoam
O0ONBIHUMENHU PA3NOPeddU KoM
nocouenume 6 /{lupexkmuea 2001/83/EQ.
Ilpunosrcnomo none na nacmoawyus
peznamenm e 0a peziameHmupa
JIEKapCTBEHUTE MPOAYKTH 332 ChBPEMEHHO
JIieYeHUe, Koumo ca npeHa3HaueHU 3a
MyCKaHE Ha Ta3apa B IbPKaBUTE-UICHKH U
Ce MPUTOTBAT MO MPOMHUIIUIEH CIIOCO0 UITH Ce
MIPOU3BEXKAT TI0O METO/I, MPEIITOIaraiy
MIPOMMUIIIEH MIPOLIEC 8 CHOMBENCmEUE C
00U{0MO NPUOIHCHO nosle Ha
3akonooamencmeomo na Qounocmma 6
obracmma na papmayesmukama no 0an
II ot upextusa 2001/83/EO.
CrnenoBaTenHO, JIEKaPCTBEHUTE MTPOIYKTH 3a
CHBPEMEHHO JIeYeHHE, KOUTO U3LISIIO ce
MIPUTOTBST 8 OOJIHUYHO 3a8e0eHue, ¢
HeCmonancKa yei u eOHOKpamHo,
Cb21ACHO cheyughuuen,

RR\651867BG.doc



Hecmaudapmusupau U HenameHmoeaHn
npouyec 1 CC U310JI3BaT B OOJIHMYHO
3aBCACHUC C Uel u3nvjiHenue Ha OMOENHO
JICKApCKO NpCAIMMCaHNC 3a OTACIICH MAlUCHT
Ha U3Kiarwnuumeanama npod)ecuouafma
omz2060pHOCmM HaA Mebuuuucwo Jauue ujiu 3a
K/IUHUYHU u3c11e06auu}1, cJeaBa aa 6’I)JlaT
HU3KJIIOYCHHU OT HNPHUIIOKHOTO IIOJIC HA
HACTOAIINA pECriIaMCHT.

Obocnoeka

It should be clarified that this Regulation is a lex specialis in relation to Dir. 2001/83/EC, as
it introduces additional requirements that are specific to ATMP. The scope of this Regulation
is the general scope of the pharmaceutical legislation, as laid down in Dir. 2001/83/EC.
Where hospitals or other institutions prepare products using an established process to create
treatments for patients on a routine basis, they should have to comply with the provisions of
this Regulation. However, when hospitals produce ATMP for research purposes or on an
exceptional, one-off basis, they should not have to comply with the centralised authorisation

procedure.

N3menenue 3
CBbOBPAXEHUE 6

6) Perynupanero Ha IeKapCTBEHUTE
IPOAYKTH 32 ChbBPEMEHHO JICYEHUE Ha
OOIIHOCTHO paBHHMIIE HE CIICABA 1A
ChCTaBJIsIBA BMELIATEJICTBO B PELLICHUS Ha
ABPIKABUTC-YJICHKA OTHOCHO JJaBAHCTO HA
paspelieHus 3a ynorpeda Ha cieuupuieH
THUI 408eUIKU KIICTKU, KAMO HaAnpumep
eMOPUOHATIHU CIMEOI06U KIIeMKU WU
scusomuncku Knemku. To He cienBa ia
3acsra u MpUJIaraHeTo Ha HallMOHAIHOTO
3aKOHOJIATEJICTBO, KOETO 3a0paHsBa WIH
orpaHuy4aBa npojaxoara, JocTaBKaTa WK
ynorpe0ara Ha JIEKapCTBEHH NMPOIYKTH,
ChIIbPIKAIH, CHCTOSIHU CE WX NOJTYYEHU OT
TaKHBa KJICTKH.
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6) eiicmeauyomo 3axKonooameyicmeo 6
OvpoKcasume-y4i1eHKU OMHOCHO
ynompebama Ha onpeodeyieHu munose
KJlemKu, Kamo Hanpumep emMOpuoHannu
CMB0108U KIIeMKU, 3HAYUMETIHO ce
pasnuuaea. PerynupaHero Ha
JIEKapCTBEHUTE MPOJYKTH 38 CbBPEMEHHO
JieueHHe Ha OOIIHOCTHO PAaBHUILIE HE CIIe/iBa
Jla ChCTaBJIsIBA BMEIIATEICTBO B PEILICHUS Ha
IbPKABUTE-YWICHKH OTHOCHO JIaBaHETO Ha
paspernieHus 3a yrnorpeda Ha crernuduueH
TUM KJIeTku. To He cienBa Ja 3acsra u
MpUJIaraHeTo Ha HallMOHAJTHOTO
3aKOHOJATEJICTBO, KOETO 3a0paHsBa UITU
orpaHMyaBa npojaxxdara, JoCTaBKaTa WK
ynorpebaTa Ha JeKapCTBEHH MPOIYKTH,
ChJIbPIKaIIH, ChCTOSALIN CE WIH MOJIYYEHHU OT
TakuBa KJIECTKH. Oc6eH moea, He6b3MONHCHO
e 0a ce npeyenu Ko2a, aKko u3zoo0uy0 HAKoz2a,
U3C/1€08AHUAMA 30 Me3U KIIeMKU e
docmuznam emand, Ha KOUmMo
muvpeoscKkume npooyKmu, noJiy4eHu om
me3u Kiemku, mozam 0a 6v0am nycHamu
Ha nazapa. C yen cnazeane Ha 0CHOBHUNE
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HPUHYURU U NPAGUSIHOMO YYHKUUOHUDAHE
Ha 6bmpeutnusa nasap u 3a 0a ce
2apanmupa npaeHa cuZypHocm,
HacmoawuAm pe2iamennm ou cneosano oa
ce npunaza camo no OmHouienue Ha
nPOOyKmu, noJiy4eHu om Kiemku, 3a
KOumo nyckanemo Ha nasapa e
peanucmuyno ¢ 6au3Kko 6voeuie u KOumo
He nPeou3eUKeam 3HaYuUMu cnopoae.

Obocnoeka

JURI amendment, which was incorporated in the report without vote following Rule 47. The
legal base of this regulation (Article 95 TEC) is a single market harmonisation measure. It is
not designed to cover situations in which significant national legislative differences are
intended to remain (c.f. ECJ Case C-376/98). It is therefore necessary to exclude from the
scope of this regulation products using materials which are controversial and for which
differing Member States legislative provisions are intended to remain. In any case, products
using these materials are unlikely to be ready to be placed on the market in the foreseeable

future.

N3menenne 4
CBbOBPAXEHUE 9

9) Onenkara Ha J€KapCTBEHH MPOIYKTH 3a
CHBPEMEHHO JICYEHHE YeCTO N3UCKBA
MHOTO ClenU()UIHU SKCTICPTHU TTO3HAHMSI,
KOUTO MU3IIM3aT U3BBH PAMKUTE HA
TpaIuIIMOHHATA (hapMalleBTHYHA 00JIaCT U
oOxBarar o0JacTu Ha TpaHUIlATa C APYTU
00J1acTH, KaTo HapuUMep OMOTEXHOIIOTHS
U MeaunuHCKH u3aenus. [lopaau Tosa e
1enech00pa3Ho B paMKHUTE Ha ATEHIIUSTA
na ce ch3naae KomureT 3a cbBpeMeHHU
JIeueHus1, 1o koiito KoMuteTsT 3a
JIEKapCTBEHH MPOJIYKTH 32 XyMaHHa
ynorpeba doa ce donumea OmHOCHO
oyeHKama Ha OAHHU, CEBP3AHU C
JleKapcmeenu npooyKmu 3a Cb8pPEMEHHO
Jleuenue, npeou oa uzoaoe
OKOHUYAMEeNHOmMO CU HAYYHO CIAHOsULe.
B nonbnnenwue, nonuteane g0 Komurera
3a CbBPEMEHHHU JICUCHUS MOJHce [1a CE
W3BBPIIIBA U 32 OIIEHKATa Ha BCEKH JIPYT
JIEKapCTBEH MPOJIYKT, KOATO U3UCKBA
crenu(pUIHN eKCIIEPTHH MMO3HAHUS B Kpbra
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9) Onenkara Ha JIEKapCTBEHH MPOYKTH 32
CHBPEMEHHO JICYEHHE YeCTO N3UCKBA
MHOTO CIeNU(UIHN eKCTICPTHU TIO3HAHHUS,
KOUTO M3NU3aT U3BbH PAMKUTE Ha
TpaauIMOHHATa (hapMaIrieBTHYHA 00JacT U
oOxBaIar o0JacTu Ha TpaHUIIATa C APYTH
00J1acTH, KaTo HapUMep OMOTEXHOIOTHS
1 MeauuuHcku uzaenus. [lopanu Tosa e
1enecho0pa3Ho B paMKHUTE Ha ATEHIIUATA
na ce ch3naae Komurer 3a cbBpeMeHHU
JICUCHUS, KOUmo 0u c1e0eano oa
omzo6aps 3a n0020moeKama Ha
nPOeKmocmanosuye OMHOCHO
Kauecmeomo, 6ezonacnocmma u
epukacnocmma na 6ceKku 1eKapcmeen
HPOOYKM 3a Cb8PEMEHHO NleueHue 3a
OKoHuamenno 00oopenue om Komurera
3a JIEKapCTBEHU MPOIYKTH 32 XyMaHHA
ynoTpeba Ha Arenmusita. B
JOMTBIHEeHHE, JonuTBaHe 10 Komurera 3a
CHbBPEMEHHHU JICUCHUS OU c1edeano na ce
W3BBPIIBA U 32 OIIEHKATa Ha BCEKH JIPYT
JIEKapCTBEH MPOJIYKT, KOSITO U3UCKBA
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Ha HETOBaTa KOMIICTCHTHOCT. CHeI_[I/I(l)I/I‘—IHI/I CKCIICPTHHU MMO3HAHUSA B KPpbI'a
Ha HETOBaTa KOMIICTCHTHOCT.

ObocHoska

Due to a highly specific and unique character of the advanced therapy medicinal products, a
new Committee for Advanced Therapies is established within EMEA and composed of experts
having specific qualifications or experience in this highly innovative and quickly developing
field. Therefore, the new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. Furthermore, the
committee should be consulted for the evaluation of other products under its competence.

N3menenue 5
CBbOBPAXEHUME 10

10) KomMuTeTsT 32 CbBPEMEHHHU JIEUEHUS 10) KoMUTETHT 3a CHBPEMEHHHU JICUCHHS
cienBa 1a 00eIMHIBA HAl-T00pUTE cienBa 1a 00eIMHIBA HAl-T00pUTE
HAJIMYHU €KCIIEPTHU MTO3HAHUS B HAJTMYHU €KCIIEPTHU MTO3HAHUS B
OO6mHOCTTa OTHOCHO JICKAPCTBEHUTE OOmHOCTTa OTHOCHO JICKAPCTBEHUTE
MIPOJYKTH 32 CbBPEMEHHO JICUCHHUE. MIPOJYKTH 32 CbBPEMEHHO JICUCHHUE.
CwcraBbT Ha KoMuTeTa 32 ChBpEMEHHU CwcraBbT Ha KoMuTETa 32 CHBpEMCHHH
JICYCHHUS CJIe/IBa J]a TapaHTHUpPa MOAXOISIIIO JICYCHUs CJIe/IBa J]a TapaHTHUPa MOAXO/ISIIO
oOxBaIlllaHe Ha HAYYHHUTE 00JIACTH, KOUTO oOxBalllaHe Ha HAYYHHUTE 00JIaCTH, KOUTO
ca OTHOCHMHU KbM CHBPEMEHHUTE JICUCHHUS, ca OTHOCUMHU KbM CHBPEMEHHUTE JICYCHHS,
B T.4. T€HHO JIEYEHHUE, KJIIETHYHO JCUYEHUE, B T.4. T€HHO JIEUEHHUE, KJIIETHYHO JICYCHUE,
THKaHHO UHXEHEPCTBO, METUITUTHCKU THKaHHO MHXKEHEPCTBO, MEIULIUHCKH
n3nens, hapMakoJIorHIHa OTUTSITHOCT U n3nenws, hapMakoJIOTHIHa OTUTSITHOCT U
etuka. CienBa Ja ca mpeicTaBeHu 1 etuka. CrenBa fa ca mpeIcTaBeHu U
CAPYKCHUS Ha TIAIIUCHTH U XUPYP3U C CAPYKEHUS Ha MAIIUCHTH U JIeKapu C
HAy4YHU €KCIIEPTHU MO3HAHUS 32 HAy4YHU €KCIIEPTHU MO3HAHUS 32
JICKapCTBEHH MPOJIYKTH 33 CHbBPEMEHHO JICKaPCTBEHH MPOJIYKTH 3a CHbBPEMEHHO
JICYCHHE. JICYCHHUE.

Obocnoska

In order to cover all other medical fields which the advanced therapies may relate to, the
Committee for Advanced Therapies should be represented by a more general medical
expertise.

N3menenue 6
CBbOBPAXEHUE 14

14) Ilo omnowenue na oapenusama Ha
YyoeewiKu KiemKu uiu movKanu, ciedea oa
O0v0am cnazeanu eeponeiicKu NpUHYUn,
Kamo Hanpumep AHOHUMHOCH KAKMO Ha

14) ITo npaBui0, YOBEUIKUTE KIETKU WU
ThKaHH, ChIBPKAIIHU CE B JICKAPCTBEHU
MPOAYKTH 32 CbBPEMEHHO JICUEHUE, CIIe/IBa
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Jla ca TUToJ] Ha TOOPOBOJHO U 0€3BH3ME3HO
napenue. J{oOpoBosHUTE U 0€3Bb3ME3IHU
JApCHUS HA ThKaHW U KIETKU ca haxkmop,
Koiimo mooce 1a crioco0CTBa 3a
TapaHTUPAHETO HA BUCOKH CTaAHAAPTH HA
0€30MacHOCT 32 ThKaHU U KJIETKH, a OTTaM U
3a 3allliTa Ha YOBEIIKOTO 3/[paBe.

00HOpa, maKa u Ha peyunuenma,
anmpyu3vm Ha 0OHOPA U COTUOAPHOCH
Medncdy 0onop u peyunuenm. 11o npasuro,
YOBEIIKUTE KJIETKU WIN ThKaHHU,
CHIBPIKAIIH C€ B JIEKAPCTBEHU MPOTYKTH 32
CBbBPEMEHHO JIeUeHHe, ClIe/Ba Ja ca IUIoJ Ha
JIO0OPOBOJIHO U 0€3BB3ME3THO JapeHue.
wporcagume-unenku ce npukaneam oa
ezemam 6cuuKu Heo0X00UMU MEPKU 3a
HacvLpuaeane Ha CUIHO yuacmue Ha
nyOIUYHUA U HECMONAHCKUSA CEKMOpP 8
0CUZYPAGAHEMO HA YOBEUWIKU KIeMKU WU
MbKaAHU, Myl Kamo 10O0POBOIHUTE U
0e3BBb3ME3/IHU JapeHUs Ha ThKaHU U KIETKH
Mozam Jia CTIOCOOCTBAT 3a TapaHTHPAHETO
Ha BHCOKM CTaHAApTH Ha 0€30MacHOCT 3a
THKaHH U KJIETKH, & OTTaM M 3a 3alliTa Ha
YOBEIIKOTO 3]IPaBE.

N3meneunne 7
CBbOBPAXEHUE 15

15) KnuanyHuTe M3NMUTBaHUS Ha
JICKapCTBEHH MPOIYKTH 32 CbBPEMEHHO
JICUEHHUE CJIE/IBA Ja C€ IPOBEXKAAT B
CHOTBETCTBUE C OOIINUTE MPUHILIUIN U
€THYHH U3UCKBAHUS, ONPEICIICHH B
Hupextusa 2001/20/EO na EBponetickus
napiaameHT 1 Ha CpBeta ot 4 ampui 2001 r.
OTHOCHO COJIMKaBaHE HAa 3aKOHOBUTE,
NOJ3aKOHOBUTE U aJIMUHUCTPATUBHUTE
pasrnopendou Ha AbP)KaBUTE-UJIEHKH OTHOCHO
IIPUJIAraHeTo Ha Jo0paTa KIMHUYHA
MPAKTHKA IpU MPOBEkKAaHE HA KIMHUYHU
W3IUTBAHMS Ha JICKAPCTBEHH MPOAYKTH 32
XyMaHHa ynoTpeba . Berpeku ToBa, ciensa
Jla Ce OMPEILIIAT CIICUPUIHH [TPABUIIA,
karto ce agantupa {upextusa 2005/28/EO
ot 8§ anpui 2005 r. OTHOCHO ONpEIENIsIHE Ha
MIPUHIIUIN U TOAPOOHHU HACOKH 3a A00pa
KJIMHUYHA MTPAKTHKA TI0 OTHOIIICHHE Ha
JIEKapCTBEHUTE MPOAYKTH 32 XyMaHHa
ynotpe0a, IpeJHa3HaueHU 3a U3CIIeBaHe,
KaKTO U U3UCKBAHUATA OTHOCHO M3/1aBaHETO
Ha pa3pelInTeHH 3a IPOU3BOACTBO WIH
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15) KnuHuyHUTE M3NUTBAHUS Ha
JIEKapCTBEHH MPOIYKTH 32 CbBPEMEHHO
JICYEHUE CJIE/IBA Ja CE IPOBEXK AT B
CHOTBETCTBUE C OOIINTE MPUHIIUIHN U
€THUYHH W3HUCKBAHUS, OTIPEICIICHH B
Hupektusa 2001/20/EO na EBponeiickus
napiameHT 1 Ha CpBeta ot 4 anpui 2001 r.
OTHOCHO CONIMKaBaHE HAa 3aKOHOBUTE,
M0/13aKOHOBUTE U aJIMUHUCTPATHBHUTE
pasnopendu Ha AbPHKABUTE-YWICHKH OTHOCHO
IIpUJIaraHeTo Ha Jo0para KIMHUYHA
MIPaKTUKa IPU MPOBEKIaHE HAa KITUHUYHU
M3IUTBaHMA HA JIEKAPCTBEHH MPOIYKTH 32
XyMaHHa ynoTpe6a . Berpeku ToBa, ciensa
J1a Ce ONpeAeST cneuuyHu IpaBuia,
kato ce agantupa Jupexrusa 2005/28/EO
ot 8 anpui1 2005 r. OTHOCHO ONpeJIesiHE Ha
MIPUHIIMITN U TIOJPOOHHU HACOKU 3a A00pa
KJIMHUYHA MTPAKTHKA [0 OTHOILICHHE Ha
JIEKapCTBEHHUTE MPOIYKTH 32 XyMaHHA
ynotpe0a, npeJHa3HaueHH 3a U3CIIECBaHE,
KaKTO U M3UCKBAHUSTa OTHOCHO M3/1aBaHETO
Ha pa3pelInTeNIHU 3a IPOU3BOICTBO WM
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BHOC Ha TaKMBa MPOAYKTH, 32 Ja CE OTYETAT
HAITBJIHO CTIEHU(PUYHUTE TEXHUUECKU
XapaKTEPUCTUKH HA JIEKAPCTBEHUTE
IIPOJYKTH 3a CbBPEMEHHO JICUCHHUE.

BHOC Ha TaKMBa MPOJIYKTH, 3a JIa C€ OTYETaT
HAIbJIHO CIeUU(UIHNUTE TEXHUIECKH
XapaKTePUCTUKHU HA JIEKaPCTBEHUTE
IIPOJYKTH 3a CbBPEMEHHO JieueHue. Tpabea

oa ce onpeoenam cheyupuunu
npou3600CcMEeHU U3UCKEAHUA 3a
JleKapcmeenume npooyKmu,
npeoHazHauenu 3a uzciedeane, KOumo
cleosa oa ce npunazam npu
npou3600CcMEOMO HA J1EKAPCMEEHU
NPOOYKmMU 3a CH8PEMEHHO NleHUeHue 3a
KAUHUYHU U3NUMEAHUS, NPOEENHCOAHU 6
CoU{Omo OOIHUYHO 3a6e0eHue, KbOemo e
ocvuecmeeno npouzgoocmeomo. Tezu
npaeuna 6u mpadeano oa ocuzypam
docmamuvyeHn nepuood om epeme mexcoy
eOUHUYHUmME KTUHUYHU USRUMEAHUA(
m.4. MHO2OUEeHmMPO6U KIUHUYHU
U3NUMBAHU) U KOOPOUHUPAHOMO
HaobnwoeHue u 00men Ha uHGopmayus.

ObocHoska

No specific provision is foreseen in the regulation as far as the production of advanced
therapy medicinal products to be used in clinical trials performed in the same hospital where
the production took place is concerned. Moreover, clinical trials should be conducted in the
safest possible manner (adequate time interval, etc).

N3menenue 8
CBbOBPAXEHUE 16

16) IIpon3BOACTBOTO HA JIEKAPCTBEHU
MIPOAYKTH 32 ChBPEMEHHO JICUCHHE CIICIBA
Jla CbOTBETCTBA Ha MPUHLUIIUTE 32 700pa
MIPOU3BOJICTBEHA MTPAKTHKA, OIIPEICIICHH B
Hupextusa 2003/94/EO na Komucusita ot
8 oxTomBpu 2003 1. OTHOCHO
YCTQHOBSIBAHETO HA MPUHIIMUIIM M HACOKHU 32
n00pa MPOU3BOICTBEHA TPAKTHKA TI0
OTHOIIICHHUE Ha JIEKApCTBEHUTE MPOIyKTH
3a XyMaHHa yrnoTtpe0a 1 U3MUTBAaHUTE
JIEKapCTBEHH MPOIYKTH 32 XyMaHHA
ynorpeba. OcBeH TOBa, cieqBa Ja ce
M3TOTBST CTIIEHU(PHYHA HACOKH 32
JIEKapCTBEHUTE TPOYKTH 32 CbBPEMEHHO
JIeYeHue, 3a J1a Ce OTPa3u MPaBHIHO
0COOEHOTO €CTECTBO Ha TEXHHUS
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16) [Ipon3BOACTBOTO HA JIEKAPCTBEHU
MPOJYKTH 3a CbBPEMEHHO JICUEHUE CIIEeBa
Jla CbOTBETCTBA Ha MPUHLIUIIUTE 32 A00pa
IIPOM3BOJICTBEHA MPAKTHUKA, OIPE/ICIICHU B
Hupextusa 2003/94/EO na Komucusita ot
8 oxTomBpu 2003 1. OTHOCHO
YCTQHOBSIBAHETO Ha MPUHIIUIIM U HACOKHU 32
n00pa MpOoU3BOJICTBEHA MPAKTHUKA 110
OTHOIIICHHE Ha JIEKapCTBEHUTE POTYKTH
3a XyMaHHa ynotpe0a 1 U3MUTBaHUTE
JIEKapCTBEHH MPOAYKTH 3a XyMaHHA
yroTpe0a, u npu Heodxo0umocm oa ce
npucnocoonea, maxka ue 0a ompazaea
cneyuguunua xapakmep Ha
npodykmume. OCBEH TOBa, Clle/Ba Ja ce
U3TOTBAT crielU(UUHN HACOKHU 32
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IIPOMU3BOJACTBCH IIPOIIEC.

J'IeKapCTBeHI/ITe HpO)IYKTI/I 3a CT)BpeMeHHO
JIeUYeHHUe, 3a 1a Ce OTpa3u MPABHITHO
0COOEHOTO €CTECTBO HA TEXHUSA
MIPOU3BOJICTBEH MPOIIEC.

ObocHoska

Advanced Therapy medicinal products have specific characteristics that differ greatly from
traditional medicinal products. That leads to important differences in their manufacturing
process (e.g. in Article 11.4. the GMP Directive requires that sample batches of finished
products should be kept for 1 year after expiry date. It is, however, difficult to consider expiry

dates for certain classes of ATMPs).

Nsmenenne 9
CBHOBPAXEHUE 17

17) JlekapcTBEeHUTE MPOTYKTH 32
CHBPEMEHHO JIEYEHHE MOTaT Ja BKJIIOUBAT
MEJIULUHCKHU U311 WIN aKTUBHU
UMIUTAHTHPYEMHU METUIIMHCKA U3EITHSL.
Tes3u uznenus cieapa a OTTOBAPSAT Ha
CHILECTBEHUTE U3UCKBAHHUS, OTIPEACIICHU
cboTBeTHO B [lupextuna 93/42/ENO Ha
CoBera ot 14 1oHu 1993 1. 0THOCHO
MEIULIUHCKUTE U3enus U JIupeKTiBa
90/385/ENO na CnBeta ot 20 roru 1990 .
OTHOCHO cOJIMKaBaHe Ha
3aKOHOJATEJICTBOTO Ha IbPKAaBUTE-UJICHKH,
CBBP3aHO C aKTUBHUTE UMILJIAHTUPYEMHU
MEAULMHCKH U3/eNus, 3a /1a Ce rapaHThpa
JIOCTaThYHO PAaBHUILE HA KAYECTBO U
0€e301acHOCT.

17) JlexkapcTBEeHUTE MPOTYKTH 3
CHBPEMEHHO JICUEHHUE MOTAT JIa BKIIFOYBAT
MEIUIIMHCKHU U3AETUs WK aKTUBHU
UMIUTAHTHPYEMH MEIUITMHCKY H3CITHS.
Te3u u3genus ciensa aa OTroBapsT Ha
CHIIIECTBEHUTE U3UCKBAHUS, ONIPEICTICHU
cboTBeTHO B [lupextuna 93/42/ENO Ha
CspBera ot 14 1oHu 1993 1. oTHOCHO
MEIUIMHCKUTE u3aenus u Jupexktrna
90/385/ENO na CsBeta ot 20 rouu 1990 .
OTHOCHO cONMKaBaHe Ha
3aKOHOJIaTEJICTBOTO HA IbP>KaBUTE-UJICHKH,
CBBP3aHO C AKTUBHUTE UMILIAHTHPYEMH
MEJMIIMHCKHU U3JENHs, 3a Ja Ce rapaHTupa
JOCTaThUHO PABHUIIE HAa KAYECTBO U
6e3onacHoct. Kozamo e 6v3moi#cHO,
pe3yimamume om OyeHKama Ha
MEeOUYUHCKOMO u3oenue uiu Ha
AKMUGHOMO UMNIAHMUDPYEMO
MEOUUUHCKO u3oenue om onpagomouleH
0p2aH 8 CbOMmeemcmaue ¢ nOCo4eHume
oupekmueu ou cieoeano oa 6voam ezemu
noo enumanue om Azenyuama npu
oyenKama Ha 0aden KOMOUHUPAH
nPOOYKm, KOAMO ce npagu Cv21acHo
HACmMoAWUA peciamenm.

ObocHoska

In order to ensure the continuous utilisation of the vast experience and expertise of the
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RR\651867BG.doc



notified bodies on the evaluation of medical devices or active implantable medical devices,
the notified bodies may assess the medical device or the active implantable medical device
part of the combined advanced therapy medicinal product. In that case, the Agency should
take into account the results of these assessments in its final evaluation of the combined

product.

Nsmenenne 10
CBHOBPAXEHUE 18

18) CnenBa na ce ompeAenst CueupuIHu
MIPaBHIIA, 32 JIa Ce TIPUCIIOCOOST
W3UCKBaHUsATA, onpeesieHu B Jlupekrusa
2001/83/EO no oTHOIICHHE HA
0000I1IEHNETO HA XapaKTEePUCTUKHTE,
CTHKCTHPAHETO U JINCTOBKATA HA MIPOIYKTa,
KBbM CIICIU(PUUHUTE TEXHUICCKU
XapaKTEPUCTHKH Ha JIEKAPCTBEHUTE
MPOJIYKTH 32 ChbBPEMEHHO JICUCHHUE.

18) Cnenpa na ce onpenensar cnenupuIHu
MIpaBmWIIa, 32 J1a C€ TPUCITOCO0AT
W3HUCKBaHUATA, ONpe/ieieHn B JlupekTruBa
2001/83/EO mno oTHOIIEHHUE HA
0000I1IEHUETO HAa XapaKTEePUCTUKHTE,
STUKETUPAHETO U JINCTOBKATA HA MPOJIYKTA,
KbM CHEIU(PUIHUTE TEXHUIECCKU
XapaKTePUCTHKHU HA JICKAPCTBCHHUTE
MIPOJYKTH 32 CbBPEMEHHO JieueHue. Tezu
npaeuna ou cnedsano 0a cna3eam HANBJIHO
npagomo na nayuenma oa 6voe
UHpOpMUpPaH 3a NPOU3X00a HA KAKEUMO U
0a e KlemKu uiu mvKaHu, u3noJi3éanu 6
nO020MO6KAmMa Ha 1eKapCmeeHu
HPOOYKMU 3a CbEPEMEHHO NleHUeHue, KAmo 6
CoUlOmo epeme ce 3auuma
AHOHUMHOCHIMA HA 0OHOPA.

N3menenue 11
CBbOBPAXEHUE 19

19) Avnzocpounomo npocneosnsane na
CbCMOAHUEMO HA NAYUEeHmume u
dapmakonozuunama 60umennocm ca
KITFOYOBH aCTIEKTH Ha JICKAPCTBEHUTE
MPOJYKTH 32 ChBPEMECHHO JICUCHHE.
Cneooseamenno, Korato ToBa € 000CHOBaHO
0T chOOpakeHus 3a OOLIECTBEHO 3paBe, OT
MpUTEXKATels Ha pa3pelIeHUeTo 3a MMyCKaHe
Ha ras3apa cjeJiBa Jja ce U3MCKBa /1a
YCTaHOBU MOJXOSIIIA CUCTEMA 32
yIpaBlieHUE HA PUCKA, C OTJIC/ OTYUTAHE HA
me3u acnekmu.

RR\651867BG.doc

19) Ilpocneossanemo na epuxacnocmma
U Ha ompuyamennume peaKyuu ca
KITIOYOBH aCTIEKTH Ha JICKAPCTBEHHUTE
MPOAYKTH 32 CbBPEMEHHO JICUECHHUE.
Cneooeamenno, 6 ceoemo 3aseieHue 3a
paspeuienue 3a nyckane Ha nazapa
3aseumensim nOCoO46a MOYHO KAKU
MEpKU, aKko uma maxkuea, ca npeodguoenu
3a ocuzypsaeamne Ha MAKo6a NPociedsnsane.
Korarto ToBa € 000CHOBaHO OT CHOOpPAKEHUS
3a 0OIIECTBEHO 37[paBe, OT MPHUTEKATENS Ha
pa3peleHreTo 3a MycKaHe Ha mas3apa cieBa
7la ce M3HMCKBA ChU40 1A YCTAHOBH
MOJIXO/ISIIA CUCTEMA 32 YIIPaBIICHHE Ha
pHICKa, C OTJIe/l OTYMTAHE HA pUCKOGeme,
C8bP3aHU C leKapcmeeHume npooyKmu 3a
CbBPEMEHHO SleueHuUe.
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ObocHoska

This amendment would ensure a better coherence with existing pharmaceutical legislation

and a high standard of pharmacovigilance.

Nsmenenne 12
CBOBPAXEHHUE 19A (HOBO)

19a) 3a npunazanemo na nacmoaujus
peznamenm e HeoOX00UMO CB30ABAHEMO
Ha HACOKU, KOUMO c1e08a 0a ce
cvemagam unu om AzeHyuama, uau om
Komucuama. H ¢ osama ciyvasn ou
ceosano oa ce npogeoam omKpumu
KOHCYyTImayuu ¢ 6CUYKU 3aUHMEPecyeanu
Cmpanu, NO-CREYUAIHO C NPOMUULTIEHUS
cexmop, 3a 0a ce 00e0uHU 02PpaHuYeHUAm
eKxcnepmen onum 6 oonacmma u 0a ce
ocuzypu nponopyuoHaIHOCH.

ObocHoska

When drawing up guidelines for the implementation of this Regulation, principles of open
consultation with all interested parties, in particular the industry should be enacted in order
to allow a pooling of the limited expertise in this area and ensure proportionality.

N3menenue 13
CBbOBPAXEHUE 21

21) Twit kaTo HayKaTa ce pa3BUBa MHOT'O
Obp30 B Ta3u 06JacT, IPEANPHUATHATA,
pa3paboTBalIy JIEKapCTBEHU IPOAYKTH 3a
CBBPEMEHHO JICUEHHUE, CIIe/IBA 1a MOrar J1a
ce o0pbLIaT KbM ATEHIMATA 3a HAYYHU
KOHCYJITALVM, BKIIOYUTEITHO TAKMBA, KOUTO
ca CBBbP3aHHU C JEUHOCTH CJIEJ U3/1aBaHETO
Ha paspeuieHue. Karto ctumyi, Takcara 3a
TaKUBa KOHCYJTALUU ClIe/IBa Ja ObJie
MUHHMAJIHA.

21) Twii kaTo HayKaTa ce pa3BUBa MHOT'O
OBp30 B Ta3u 00JacT, NpeANPUITUATA,
pa3paboTBamIy JIEKapCTBEHU MPOIYKTH 32
CBhBPEMEHHO JICUEHHE, CJIE/BA Ja MOraT Ja
ce o0ppIIaT KbM ATEHIMSITA 32 HAyYHU
KOHCYJTAIMH, BKJIFOUUTEITHO TAKMBA, KOUTO
ca CBbp3aHHU C IEWHOCTH CJIe/l 3/1aBaHETO
Ha paspeuieHue. Karto ctumyi, Takcara 3a
TaKMBa KOHCYJITALlUU ClIe[Ba Aa Oblie
MUHUMAJIHA 3d MAAKU U CPEOHU
npeonpuamus u c1edea cvuio 0a 0voe
NnOHUdICEna 3a Opy2u 3aa6umeiu.

ObocHoska

This Regulation seeks to encourage and support SMEs in the development of ATMPs.
Therefore, it is necessary to introduce special fee-waivers applicable to SMEs on scientific

advice.

PE 380.740v02-00

14/99

RR\651867BG.doc



N3meneunue 14
CBbOBPAXEHUE 22

22) Arenmusirta cie/iBa ia € OpaBOMOIIEHA
Jla U3/1aBa HAYYHU NPETNOPbKU OTHOCHO TOBA
JIaJTA OTIPEJICIICH MPOAYKT Ha OCHOBATa Ha
KJIETKM WA ThKaHHU OTrOBapsi HA HAYYHUTE
KPUTEPUH, KOUTO OMPEACIIAT JIEKAPCTBCHHUTE
MPOJIYKTH 32 CbBPEMEHHO JICUCHHE, 3a 1
MOY€ Ha Bb3MOKHO Hall-paHEH eTall Ja ce
peraBaT BbIIPOCH HAa TPAaHUYHATA JIMHUSA C
JIpyTu 00JACTH, KaTO HAIPUMEP KO3METUIHHI
MPOIYKTU WU MEAUIMHCKU U3/EIIHs, KOUTO
Morart Ja Bb3HUKHAT C paSBI/ITI/IeTO Ha
HayKara.

22) AreHuusiTa ciieJiBa ia € olpaBoMoIIeHa
Jla U3/1aBa HAYYHU NPETNOPbKA OTHOCHO TOBA
Jlaly oTpeziesieH MPOoAyKT Ha OCHOBaTa Ha
2eHu, KJIETKU UM ThKaHU OTrOBaps Ha
HayYHUTE KPUTEPUU, KOUTO OTIPEIEIISIT
JIEKapCTBEHUTE MPOAYKTH 332 ChbBPEMEHHO
JICUSHME, 3a J1a MOKE Ha BE3MOXKHO HaM-
paHEH eTal Ja ce peuaBar BbIIPOCH Ha
TpaHWYHATA JJUHUS C APYTH 00IaCTH, KaTO
HarpuMep KO3METUYHU MPOTYKTH UITU
MEJIUIIMHCKYU U311, KOUTO MOTaT /1a
Bb3HUKHAT C Pa3BUTHETO HA HAayKarta.
Komumemwvm 3a cvépemennu neuenus, cuc
€605 €OUHCMEEH N0 Po0a Cu eKCnepmeH
onum, 0u c1edsano 0a UMa 6aMcHa pons
npu npedocmasaHemo Ha MaxKuea cveemu.

ObocHoska

Due to its specific expertise in advanced therapy medicinal products, the Committee for
Advanced Therapies should be instrumental in providing advice to operators on whether a
product is or is not an advanced therapy medicinal product.

N3menenue 15
CBbOBPAXEHUE 24

24) C ornen OTYUTAHE HA PA3BUTHETO B
o0acTTa Ha HayKaTa U TEXHHUKATa,
Komucusita cinenBa 1a € onpaBoMOlIeHa /1a
npremMa BCUYKU HEOOXOMMU MEPKU BbB
BpB3Ka C TEXHUYECKUTE M3UCKBAHUS 32
3asBJICHUATA 32 M3/1aBaHE HA Pa3peIleHus 3a
IIyCKaHe Ha [1a3apa Ha JEKapCTBEHH
IPOAYKTH 32 ChbBPEMEHHO JICUECHUE,
000011IEeHNETO Ha XapaKTEPUCTUKHUTE,
€TUKETHPAHETO U JINCTOBKATA HA MPOAYKTA.

RR\651867BG.doc

24) C ornen oTYUTaHE HA Pa3BUTUETO B
o0J1acTTa Ha HayKaTa U TEXHUKATA,
Komucusita ciensa ia e ornpaBoMolieHa 1a
npremMa BCUYKU HEOOXOIUMH MEPKH BbB
BpPb3Ka C TEXHUYECKUTE U3UCKBAHUS 32
3asBJICHUATA 33 U3J]aBaHE HA pa3pelleHus 3a
ITyCKaHE Ha 1a3apa Ha JEKapCTBEHU
IIPOJYKTH 3a CbBPEMEHHO JICUEHHUE,
00001IEHNETO Ha XapaKTEePUCTUKHUTE,
€TUKETHPAHETO U JIMCTOBKATa HA MPOIYKTa.
Komucuama 6u cneosano oa cneou 3a
C60€6PEMEHHOMO NPedocmasane Ha
Heobxo0umama un@opmayus OMHOCHO
npeoguoenume mepKu Ha
3aunmepecysanume CmpaHu.

PE 380.740v02-00

BG



BG

ObocHoska

Better predictability of future regulations is of the greatest importance for industry in order to
make well-planned and cost-effective investments in R&D and production. Therefore, relevant
information about envisaged measures should be made known as quickly as possible.

N3meneunue 16
CBbOBPAXEHUE 27

27) HeobxoammuTe MEPKH 3a MpUIarane Ha
HACTOSIIUS PErJIaMEHT ClIe/[Ba J1a Ce
preMar B ChOTBETCTBHUE C Pemenue
1999/468/EO na CoBera ot 28 rouu 1999 r.
3a OMpeIeIITHE Ha YCIIOBHATA U pefia 3a
yOpaXHsIBaHE HAa U3ITBIHUTEIHUTE
MIPaBOMOIIHNS, TTPETOCTABCHH HA
Komucusra.

27) HeobxoaumuTe MEpKH 3a MpUjIaraHe Ha
HACTOSIIMS PETJIAMEHT CJIe/[Ba Ja ce
MpreMaT B ChOTBETCTBHUE C Perrenne
1999/468/EO na CobBeta oT 28 roHH 1999 T.
3a OTpe/IeNITHE Ha YCIIOBHATA U pefia 3a
yIpaxxHsIBaHE HA U3MTBIHUTEITHUTE
MIPABOMOIIIHSI, TIPEIOCTABCHH Ha
Kowmucusita. Ilpouedypama no pezynupane
C KOHmMpOJl, npedgudena 6 uieH Sa om
nocouenomo peuienue, Ou ciedeano 0a ce
npunaza 3a npuemManemo Ha U3MEeHEeHUs Ha
npunoxcenus om II 0o IV kom
HacmoAwua pecnamenm u Ha
npunoxcenue I kom /[lupekmuea
2001/83/EO0. Ilonesce me3u mepku ca om
OCHOBHO 3HAYEeHUEe 3a NPAGUIHOMO
dynuKyuonupane na yanama pezyramopHa
pamka, me 6u c1edeano oa ce npuemam
o0vp30, 6 cpok om 9 meceua cneo
611U3AHEMO 6 CUNA HA HACMOAULUS
peznamenm.

ObocHoska

Manufacturers will not be in a position to design development protocols until the technical
requirements are published and the adaptations of the Good Clinical Practice Directive and
the Good Manufacturing Practice Directive are finalised. Therefore, we propose 9 months
time limit for the Commission to adopt the necessary measures.

Usmenenue 17
YJIEH 1 A (a0B)
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Ynen la
H3knrouenusn

Hacmo;mm}lm peziamenm He ce npuiaza
3a jleKapcmeernu npooykmu 34 Cb6PDEMEHHO
JlieueHue, Koumo cw)bp:)fcam uiu ca
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nOJiy4€HUu om 4oeeuiKu eM6PMOHaJlHu uiu
3ap0()uumu KiemkKu, nspeudHu
3ap00umuu KjiemKu uiu om Kjiemku,
nojyuenu om maxKuea Kjiiemku.

Obocroeka

JURI amendment, which was incorporated in the report without vote following Rule 47. The
legal base of this regulation (Article 95 TEC) is a single market harmonisation measure. It is
not designed to cover situations in which significant national legislative differences are
intended to remain (c.f. ECJ Case C-376/98).

N3menenue 18
YJIEH 2, ITAPATPA® 1, BYKBA b), YBOJIHA UACT

0) IPOIYKT, MOJIy4YEH Ype3 ThKaHHO 0) IPOIYKT, MOJy4EH Ype3 ThKaHHO
HMHXEHEPCTBO, 03Ha4YaBa MPOILyKT, KOUTO: UHXEHEPCTBO, 03HA4YaBa J1IeKaApPCHGeH
MIPOYKT, KOWUTO:

ObocHoska

Usmenenne 19
UJIEH 2, ITAPATPA® 1, BYKBA B), AJIMHES 2 A (HOBa)

IIpodykmu, koumo cv0vprcam unu ca
NPOU36E€0eHU OM HEXHCUZHECNOCOOHU
Y0eeW KU WU HCUBOMUHCKU K/IeMKU W/ uiu
MBKAHU, KOUMO He CbOBPIHCAM HUKAKEU
HCUHECNOCOOHU KIIeMKU WU MHKAHU U
Yuemo 0CHOBHO Oelicmeue He e
dapmakonozuuno, UMyHOI02UYHO UNU
MemaoonuyHo, ca U3KIIYeHU Om mosa
onpeoenenue.

Obocroska

The Medical Devices Directives (MDD) provide a regulatory framework which is readily
adapted to the control of devices containing or made of tissue engineered products. If a tissue
engineered product falls within the definition of ‘medical device’ in Article 1 of the MDD
(and therefore does not have a mode of action which is primarily pharmacological,
immunological or metabolic), it should be regulated under the MDD although additional
specific requirements may be necessary.
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N3meneunue 20
UJIEH 2, ITAPATPA® 1, BYKBAT'), TUPE 1 A (H0BO)

- K1embYHama uiu MyKaHHAMa my 4acm
CHOBPIHCA HCUZHECNOCOOHU KIIeMKU UTU
MyKanu; uiu

Obocroeka

For the purposes of this Regulation, the most important criterion when defining a combined
advanced therapy medicinal product should be the viability of its cellular or tissue part. For
the patient's safety and the high standards of the evaluation of a product, a combined product
should be always classified as an advanced therapy medicinal product when it contains viable
tissues or cells.

Nsmenenne 21
YJIEH 2, IIAPATPA® 1, BYKBAT), TUPE 2

— KIJICTbUHATA WKW ThbKaHHAaTa MY 4acCT — KJC€ThYHATA WJIM TbKaHHATa MYy 44cCT,
TpSI6Ba Ja MOXKC J1a YIIpaxXKHsiBa BbPXY Kosamo debpafca HeJICU3HECnOCOOHU
YOBCIIKOTO TAJIO I[CIZCTBPIC, KOCTO He moace KjiiemkKu ujiu mvKaHu, Tp}I6Ba Ja MOXKE na
Ja C€ CUHMTa 3a CROMA2amesiHo Ha YpaXHsaBa BbPXY YOBCIIKOTO THAJIO
JIEHCTBUETO HA IOCOYCHUTE U3ACIIH. HCP'ICTBHC, KOCTO Mmoorce n1a C€ CUnTa 3a

OCHOBGHO cnpAaAMO JICHCTBHETO HA
ITOCOYCHUTEC U3 ACTIHA.

ObocHoska

A combined product should always be considered as advanced therapy medicinal product
when it contains non-viable cells or tissues which act upon human body in a manner that is
considered as primary to the action of the device part of the product concerned.

Usmenenne 22
UJIEH 2, ITAPATPA® 1, AJIMHES 1 A (s0Ba)

Kozamo oaoden npodykm cvovpoica
HCU3HECNOCOOHU KIIeMKU UIU MHKAHU,
dapmakonozuunomo, UMyHOI02UYHO UU
MemadoauyHo oelicmeue Ha mesu
KJ1emKu uiu myKaHu ce cCuuma 3a
OCHOGEH Cnoco0 Ha Oelicmeue Ha
npooykma.

ObocHoska

This new provision clarifies the rule concerning products which contain viable cells or
tissues, whilst maintaining in principle the criterion of “primary mode of action” for
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borderline classification. For the patient's safety and the high standards of the evaluation of a
combined product, the most important criterion should be the viability of the cellular or tissue

part of such a product.

N3menenue 23
YJIEH 4, IITAPATPAD®U 2 1 3

2. Komucwusita, B CbOTBETCTBUE C
IpoLeaypara, Ioco4eHa B uwieH 26,
naparpad 2, usmens Jlupexrusa
2005/28/EO c uen na ce oTyerar
CHeu(pUUIHUTE XapaKTEPUCTUKH Ha
JIEKapCTBEHUTE MIPOLYKTH 3@ CbBPEMEHHO
JIEYECHHUE.

3. Komucusra u3rorsst HogpoOHH HACOKU
3a 700pa KIMHUYHA MPAKTUKA, KOSATO €
crenuguyHa 3a JeKapCTBEHUTE IPOAYKTH
3a CbBPEMEHHO JICYCHHUE.

2. Komucusita, ceo koncyamupane ¢
Azenyuama u B CbOTBETCTBUE C
npoueaypara, IocoueHa B WieH 26,
naparpad 2, u3mens J(upextusa
2005/28/EO c nen ga ce oryeTat
cHenu(pUIHUTE XapaKTEPUCTUKH Ha
JIEKapCTBEHUTE MPOAYKTH 3a CbBPEMEHHO
JICYEHHUE.

3. Komucusra, cned koncynmupane c
Azenyuama, U3roTBs NOJPOOHN HACOKHU 32
no0pa KIIMHUYIHA MTPAKTUKA, KOSTO €
crienuQuIHa 3a JeKapCTBEHUTE MPOAYKTU
3a CbBPEMEHHO JICUCHHE.

ObocHoska

The Regulation should set out very clearly that the Commission must involve the EMEA,
through the Committee for Advanced Therapies, whenever good clinical practice
requirements need to be amended or guidelines related to advanced therapy medicinal

products need to be drawn up.

Nsmenenne 24
YJIEH 5, IIAPATPA® -1 (HOB)

RR\651867BG.doc

Komucuama, 6 cvomeemcmeue c
npoyedypama, nocouena 6 unex 26,
napazpag 2, uzmens /lupekmuea
2003/94/EO c uen oa ce omuemam
cneyuguunume xapaKkmepucmurku Ha
JleKapcmeeHune npooyKmu 3a
Cb8PEMEHHO JleueHUe U NO-CReYUAIHO Ha
npOOyKmu, nojiyueHu 4pe3 mvKaHHo
UHJICEHEPCMB0.
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Justification

Advanced therapy medicinal products have specific characteristics that differ greatly from
traditional medicinal products. That leads to important differences in their manufacturing
process (e.g. Article 11.4. of the GMP Directive requires that sample batches of finished

products should be kept for 1 year after the expiry date. It is, however, difficult to consider

expiry dates for certain classes of ATMPs).

N3menenue 25
YJIEH 5

Komucusita nyénukysa nogpoOHN HACOKH,
KOHUTO Ca B ChOTBETCTBUE C MPUHITUIIUTE HA
no0paTa MpOM3BOICTBEHA MMPAKTHKA U Ca
creru(pUIHU 32 JeKaPCTBEHUTE MPOIYKTH
3a ChBPEMEHHO JICUCHHE.

Komucusita cvcmaesa nonpoOHu HaCOKH,
KOUTO Ca B CbOTBETCTBUE C IPUHIIUIIUTE HA
no0parta MpoOU3BOJCTBEHA MPAKTUKA U ca
CHeU(pUIHU 32 JeKAPCTBEHUTE MPOAYKTH
3a CbBPEMEHHO JIEUEHHE.

ObocHoska

For the sake of consistency, the wording should be put in line with the equivalent provision in

Article 4(3).

Nsmenenue 26
YJIEH 7

CreunuyHN U3UCKBAHUSA 32
npooyKmume, noiy4eHu upe3 mbvKaHHO
UHIHCEHEPCM 8O

B nonbiHeHHE KbM H3UCKBAHHSATA,
MIPEBUICHU B WwieH 6, maparpad 1 ot
Pernament (EO) Ne 726/2004,
3asBIICHUATA 32 pa3peliaBaHe Ha MPOIYKT,
noJiyueH upe3 mbvKaHHO UHMHCEHEPCME0,
BKJIIOYBAT ONMHCAaHUE HA PU3UIHUTE
XapaKTePUCTHKH U JICHCTBUETO Ha
MPOAYKTA, KAKTO M OTIMCAHUE HA METOJIUTE
3a Ch3/I1aBaHE HA MPOJIYKTA, B
CBHOTBETCTBUE C MpHUIIOKeHHne | KbM
Hupexktusa 2001/83/EQ.

PE 380.740v02-00

CreunduyHN U3UCKBAHUSA 32
Jlekapcmeenume npooOyKmu 3a
Cb8PEMEHHO JleueHUe, KOUMO CbObPIHCAN
uzoenus

B nombiHeHME KbM M3UCKBAHUSTA,
MIPEBUICHU B WieH 6, maparpad 1 ot
Pernament (EO) Ne 726/2004,
3asBIICHUATA 32 pa3peniaBaHe Ha
JleKapcmeeH IPOYKT 3d Cb8PEMEHHO
Jleyenue, Koumo cv0bprHca MeOUyUHCKU
uzoenus, ouo-mamepuanu, CmpyKmypu
uau Mampuyu, BKIFOYBAT ONMCAaHUE HA
(bU3MYHUTE XapaKTEPUCTUKU U ICHCTBUETO
Ha MPOJYKTa, KAKTO U OMUCAHUE HA
METOJIUTE 32 Ch3/1aBaHE HA MPOAYKTa, B
CBHOTBETCTBUE C MpUIIOKEeHHE | KbM
Hupextusa 2001/83/EO.
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ObocHoska

The scope of this article should be clarified and amended to encompass all those products in
need of these specific requirements. Restricting the requirements to tissue engineered
products would exclude those advanced therapy medicinal products that also have special
physical characteristics possibly affecting the performance of the product. However,
extending these requirements to all advanced therapy products would create unnecessary
work for enterprises; all advanced therapy products do not have special physical
characteristics that could affect their performance.

Usmenenue 27
YJIEH 8

KomMmucusita, B CbOTBETCTBHE C
npoueaypara, mocoueHa B uien 26,
napazpagh 2 OT HaCTOSIIIMS PETIAMEHT,
n3MeHs npuioxenue I kpM Jlupextusa
2001/83/EQ, 3a na ce onpeaensr
crenn(pUIHNA TEXHUYECKU U3UCKBAHHS 32
MPOIYKTHUTE, IOMYyUYEHHU Ype3 ThKaHHO
HMHXEHEPCTBO, MO-KOHKPETHO IMOCOYCHUTE
B WIEH 7, ¢ OrJie]] OTYMTAHE Ha
€BOJIIOLIMATA B 00J1aCTTa HA HayKaTa u
TEeXHHUKATA.

Komucusra, cieo koncynmupane c
Azcenyuama u B CbOTBETCTBHE C
Ipoueaypara, HocoueHa B uien 26,
napazpagh 2a oT HaCTOAIIUS PETJIAMEHT,
u3MeHs npuioxkenue | kM JlupexTuna
2001/83/EQ, 3a na ce onpeaensT
crieln(pUYHN TEXHUUECKU U3UCKBaHMS 32
MPOAYKTHUTE, TIOIYIECHHU Ype3 ThKaHHO
MH)KEHEPCTBO, O-KOHKPETHO MTOCOYCHUTE
B WIEH 7, C OTJIe]] OTYNTAHE Ha
€BOJIIOLMATA B 00JIACTTA HA HAayKaTa U
TEXHUKATA.

ObocHoska

The Regulation should set out very clearly that the Commission must involve the EMEA,
through the Committee for Advanced Therapies, whenever the technical requirements laid
down in Annex I to Directive 2001/83/EC need to be amended.

Nsmenenne 28
YJIEH 9, IIAPATPA® 2

2. JIOKJIa{4MKbT WU ChIOKIATIUKBT,
ompezeneH or Komutera 3a nekapcTBeHH
MPOAYKTH 32 XyMaHHa ynoTpeda ChriacHO
uiieH 62 ot Pernament (EO) Ne 726/2004,
e wieH Ha Komurera 3a CbBpeMEHHHU
nedenus. Tosu 4iieH AeicTBa U B
Ka4yeCTBOTO Ha JOKJIQJTYUK HITH
chaokIaauuk 3a Komurera 3a cbBpeMeHHU
JICYCHHUS.

RR\651867BG.doc

2. 1oKJIaqJuUKbT WIH ChAOKIAIUYUKBT,
ompezaeneH oT Komutera 3a nekapcTBeHH
MPOAYKTH 32 XyMaHHa ynoTpeda ChriacHoO
yieH 62 ot Permament (EO) Ne 726/2004,
e wieH Ha Komurera 3a CbBpeMEHHU
JICUCHUS, KOUMO ce npeonaza om
Komumema 3a cvépemennu nevenus u
npumesicasa cneyuainu eKCnepmHuu
no3nanus 3a npodykma. To3u 4neH
JieiicTBa U B KaUeCTBOTO Ha TOKIAIYUK WU
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chaokiaguuk 3a Komurera 3a CHEBPEMCHHU
JICYCHMUA.

ObocHoska

In order to ensure the highest level of expertise, the rapporteur and co-rapporteur appointed
by the CHMP should be proposed by the Committee for Advanced Therapies and should have
specific expertise for the relevant product.

Nsmenenne 29
YJIEH 9, IIAPATPA® 2 A (HOB)

2a. Kozamo noozomesn
NPOEKMOCmManosuuje 3a OKOHYAMeaHo
0000penue om Komumema 3a
JleKkapcmeenu npooyKmu 3a XyMaHHa
ynompeoba, Komumemuvm 3a cvépemennu
Jleyenus ce cmpemu 0a NOCMuUzHe Hay4Ho
eounooywue. B cnyuaii ue maxoesa
eounooyuiue He moce 0a ce NOCmuzHe,
Komumemwvm 3a cvépemennu neuenus
npuema nO3UUUAMA HaA MHO3UHCHBONO
om unenogeme cu. B
NPOEKMOCHMAHOBUUEMO Ce NOCOY8am
PasnuuHume nO3UYUU U OCHOGAHUAMA 34
msax.

ObocHoska

In order to guarantee transparency in the process of preparation of a draft opinion, a clear
decision procedure should be defined within Committee for Advanced Therapies.
Consequently, we suggest that a scientific consensus should be reached by its members.

Nsmenenne 30
YJIEH 9, [TIAPATPA® 2 b (HOB)

26. /loknaouukvm u Cb00K1A0Y UKD
umam npaeo 0a 3a0asam 6bNPocuU
OUpPEeKmMHO Ha 3aa6umens. 3aa6umessam
CHUL0 MOdHce 0a npeodioxcu 0a my d6voam
3a0asanu evnpocu. /[OK1a04UKbm U
CH00KNA0U UKD UHPOpMuUpam He3abasHo
3aunmepecysanume KoOMumemu 6
nucmena hopma 3a noopoonocmume 3a
KOHmMaKmume CvC 3a46umeis.
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B cnyuaii na necvenacue c
npoekmocmanosuuiemo Ha Komumema 3a
CbB8pPEeMEHHU JleveHUs, 6 CpoK om 15 onu
om nonyyaseane Ha
NPOEKMOCMAHOBUUICIO 3AA8UMEIAM
Modice 0a npeocmasu NUCMeHU DelerHcKu
npeo Komumema 3a nexapcmeenu
npodykmu 3a xymanna ynompeoa. Ilpeou
0a uzoaoe CmaHoGUWLemo Cu,
Komumemwvm 3a nekapcmeenu npooyKkmu
3a XymanHna ynompeoa uzciyuea
3aseumensi, 6 CAyuail e 6 ceoume
RUCMEHU DeNedcKU 3aa6umenam nosxyceiae
maka.

ObocHoska

The amendment aims at enhancing a more transparent procedure. Due to Article 9 (2) of
Regulation (EC) No 726/2004 where the applicant is given the opportunity to request a re-
examination of the opinion of the Committee for Medicinal Products for Human Use in giving
written notice to the agency, an applicant receiving an opinion from the Committee of
Advanced Therapies shall also receive the opportunity of appeal in order to ensure
consistency within the Agency.

N3menenue 31
YJIEH 9, ITAPATPA®D 3

3. Cveemvm na KomuteTa 3a ChbBpeMEHHU 3. Ilpoekmocmanoeuuiemo na Komurera
neuenus no naparpag 1 ce uznpaina 3a ChbBpPEMEHHH JieueHus 1o naparpagd 1 ce
CBOEBPEMEHHO Ha IpejiceaTels Ha U3Ipalla CBOEBPEMEHHO Ha Mpece1aTes
Komurera 3a nekapcTBeHH MPOAYKTH 32 Ha KoMuTera 3a iekapcTBeHU NPOIYKTH 32
XyMaHHa ynoTpeba, Taka 4ye Jia ce XyMaHHa yrnoTpeda, Taka 4e Jia ce
rapaHTupa, 4e Moxe Jia Objie cras3eH rapaHTupa, 4e Moxe Ja Ob/ie cra3eH
CPOKBT, OIpeielieH B wieH 6, maparpad 3 CPOKBT, OIIpeieieH B WieH 6, maparpad 3
ot Pernament (EO) Ne 726/2004. unu unen 9, napazpagh 2 ot Pernamenr
(EO) Ne 726/2004.
ObocHoska

Due to the highly specific and unique character of the advanced therapy medicinal products,
a new Commiittee for Advanced Therapies is established within EMEA, composed of experts
having specific qualifications or experience in this highly innovative and quickly developing
field. Therefore, this new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. The draft
opinion should be given in a timely manner so the deadline laid down in Article 9(2) of
Regulation (EC) No 726/2004 can also be met.
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Usmenenne 32
YJIEH 9, ITAPAT'PAD 4

4. Korato Hay4YHOTO CTaHOBUIIIE OTHOCHO
JIEKapCTBEH MPOJYKT 332 CbBPEMEHHO
neueHue, u3rotBeHo ot Komurera 3a
JIEKapCTBEHH MPOAYKTH 32 XyMaHHA
ynoTpeba chbIiiacHo wieH 5, naparpadu 2 u
3 ot Pernament (EO) Ne 726/2004, ne
CbOTBETCTBA Ha cbheema Ha Komurera 3a
CBhBpEMEHHHU JieueHus1, KoMuTeTsT 32
JIEKapCTBEHH MPOAYKTH 3a XyMaHHa
yrnoTpeda mpuiara KbM CTAaHOBHUIIETO CH
NOJIpOOHO 0OsSICHEHHNE HA HAyUYHUTE
OCHOBaHUS 32 Pa3INyUsATA.

4. Korato Hay4YHOTO CTaHOBUILE OTHOCHO
JIEKapCTBEH MPOJYKT 33 CbBPEMEHHO
JeueHue, u3rorBeHo ot Komurera 3a
JIEKapCTBEHH MPOAYKTH 32 XyMaHHA
ynoTpebda chIi1acHo wieH 5, naparpadu 2 u
3 ot Pernament (EO) Ne 726/2004, ne
CBhOTBETCTBA HA HPOEKMOCMAHOGUWEMO
Ha KomuTeTra 3a CbBpeMEHHU JIeUEHUS,
KomurtersbT 3a 1€eKapcTBEHU MPOITYKTH 32
XyMaHHa yroTpeda npuiara KbM
CTaHOBHILIETO CH MOJIPOOHO OOsICHEHUE Ha
HAYYHHUTE OCHOBAHUS 32 Pa3IHUUsAITA.

ObocHoska

See the justification for the amendment of the Article 9, paragraph 3.

N3menenne 33
YJIEH 10, ITAPATPA® 1

1. Koraro ce kacae 3a 1eKapCTBEH MPOTYKT
3a KOMOMHHPAHO ChBPEMEHHO JICUCHUE,
ATeHIUSTA OyeHasa Nevsl IPOTYKT, B T.4.
BCUYKHU BKJIFOYEHH B HETO MEIUIIMHCKU
U3JIENHS WU AKTUBHU UMILTIAHTHPYEMHU
MEIULMHCKU U3IEIIHS.

1. Korato ce kacae 3a JIekapCTBEH MPOIYKT
32 KOMOMHUPAHO CHBPEMEHHO JICYCHUE,
AreHnusTa 0aea OKOHUAmMENHA OUeHKA 34
LENHs TPOIYKT, B T.4. BCHYKH BKITIOUYEHH B
HETO MCAUMIIMHCKHU U3 ACIINA UJIN aKTHUBHU
UMITTAaHTHPYEMH METUIIMHCKU U3EITHSL.

ObocHoska

According to paragraph 2, a medical device or the active implantable medical device part of
a combined advanced therapy medicinal product have to be assessed by a notified body in
order to benefit from its extensive specific experience. The final evaluation should be carried
out by the Agency who should incorporate the assessment of a notified body in its final

opinion.

Usmenenue 34
YJIEH 10, ITAPATPA® 1 A (HOB)
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la. 3aaenenuemo 3a pazpeuienue 3a
nycKane HA nazapa Ha j1eKapcmeen
nPOOYKmM 3a KOMOUHUPAHO CHEPEMEHHO
Jleyenue 6K146a 00KA3amesicmaeo 3a
CHEMECMUMOCHL C OCHOGHUME U3UCKBAHUSL,
nocouenu ¢ uieH 6.

ObocHoska

In accordance with Article 6 of the proposed Regulation, the device part of a combined
advanced therapy medicinal product must meet the relevant device essential requirements.
Evidence of conformity with these requirements should be provided in the marketing

authorisation application.

N3menenue 35
YJIEH 10, IIAPATPA®D 2

2. Kocamo meouyunckomo uzoenue unu
AKMUEHOMO UMNIAHMUDPYEMO
MeOUYUHCKO u3oenue, CbCmasaaeau,o
yacm om JeKapcmeeHr npooyKm 3a
KOMOUHUPAHO CbBPEMEHHO leueHue, geye e
oueHeHo OT HOTUDUIPAH OpPTaH B
crotBeTcTBUE ¢ upextuBa 93/42/ENO unu
Hupexrtusa 90/385/EMNO, npu oneHsiBane Ha
CHOTBETHUS JICKAPCTBEH MPOTYKT
AreHnusATa B3eMa 1M0J] BHUMaHHE
pe3yaTaTUTE OT Ta3| OLICHKA.

AreHnusTa MOXKE 1a U3UCKBA OT ChOTBETHHUS
HOTU(UIIMPAH OpraH Ja U3Mpalia BCsIKakBa
uH(pOpMalus, CBbp3aHa ¢ pe3yJITaTUTE OT
U3BBPIICHATA OT HErO OIICHKA.
Hotudunupanusr opran usnparia
nH(pOpMalusATa B €THOMECEUEH CPOK.

RR\651867BG.doc

2. 3anenenuemo 3a paspeuienue 3a
HYCKaHe HA NA3apa HA J1eKapCHeeH
nPOOYKmM 3a KOMOUHUPAHO CbBPEMEHHO
JleueHue 6K1046a, N0 6b3MOICHOCHL,
pe3yimamume om OyeHKama ot
HOTHU(HIMPAH OPTaH B CHOTBETCTBUE C
Hupextua 93/42/EVO unu Jlupextua
90/385/ENO, na meouuunckomo uzoenue
Wiu Yacmma Ha AKMUGHOMO
UMNIAHMUPYEMO MEOUUUHCKO U30elue.
[Tpu oneHsiBaHE HA CHOTBETHHS JICKAPCTBCH
MPOJYKT ATEHIUATA B3eMa 0]l BHUMaHHE
pe3yJITaTUTE OT Ta3M OICHKA.

AreHnusaTa MOXKE J1a U3UCKBA OT ChOTBETHHUS
HOTU(HIIMPAH OpPraH Ja U3Npalia BCSIKakBa
uHpoOpMalus, CBbp3aHa ¢ Pe3yJITaTUTE OT
U3BBPIICHATA OT HETO OLIEHKA.
Hotudunupanust opran usnparia
nH(popMaluATa B €AHOMECEUEH CPOK.

AKo 3as6n1eHuemo ne 6Kn046a
pesynmamume om oyeHKama, mozaea
Azenyuama mosiice 0a nomvpcu
CMAHOGUUE OMHOCHO CHEMECHUMOCHMA
Ha yacmma Ha u30eiuemo ¢ nPUIoIcenue
I kom Jupexmuea 93/42/EHO unu
Hupexmuea 90/385/EHO, om
Homuguyupan opzan, onpeoenex 3ae0H0
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N3meneunue 36
YJIEH 14, IIAPATPA®D 2

2. Jlucmosxkama na npodykma ompaszaea 2. Kocamo npodykmu ce npuiazam Ha
pesyimamume om 0ONUMEAHUS 00 Uele6U nayuenmu U3KIIOUUMeIHo Om

2pynu om nayueHmu, 3a 0a ce 2apanmupa, npaKmuKyeauwju aexkapu, 0600ueHuemo na
ye ms e uemauea, ACHA u pasoupaema. xXapakmepucmukume Ha npooyKma

cvenachno 4iaen 11 om [Jupexmuea
2001/83/EO moirce 0a ce uznonzea Kamo
JIUCHOBKA HA NPOOYKMA.

Obocnoeka

Since the predominant majority of Advanced Therapy Medicinal Products will not come into
the hands of patients but will be applied by medical practitioners directly, information about
the therapy, especially in cases of autologous products, must be given to patients even before
the starting material is removed. Therefore the possibility should be introduced to use the
summary of product characteristics as package leaflet. Because the package will not come
into the hand of patients the necessity for consultations with target patient groups could be

deleted.
Nsmenenue 37
YJIEH 15, 3AT'JTABUE
VYrnpaneHnue Ha pUCKa Clie/I h3/1aBaHe Ha Ilpocneoseane na egpuxacnocmma u
paspenieHue ompuyamennume peakyuu ciej u3gaBaHe

Ha pa3pelleHNe # YIPaBICHNUE Ha PUCKA

ObocHoska

This is a consequential amendment to amendment 38 (Article 15, paragraph 1).

N3menenne 38
YJIEH 15, ITAPATPAD 1

1. B nomrbiHeHNEe KbM U3UCKBAHUITA 32 1. B mombiHeHNE KbM M3UCKBAHUATA 3a
dbapmakonornyHa OAUTETHOCT, YCTAHOBEHH dapmakonornyHa OAUTETHOCT, YCTAHOBEHH
B wieHoBe oT 21 1o 29 ot Pernament (EO) B wieHoBe oT 21 1o 29 ot Pernament (EO)
Ne 726/2004, B 3a9BIE€HUETO 3a U3aBaHe HA Ne 726/2004, B 3asIBJIEHHETO 3a U3JaBaHe Ha
PE 380.740v02-00 26/99 RR\651867BG.doc
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paspelleHue 3a yCKaHe Ha ra3apa
3asABUTEINIAT NOJPOOHO M3JIara MepKuTe,
MPEJIBUJICHU J1a TapaHTUPAT IpOCIIeIsiBaHe
Ha e(pUKaCHOCTTA Ha JIEKAPCTBEHUTE
MPOIYKTH 3a CbBPEMEHHO JICUEHUE.

paspelieHue 3a yCKaHe Ha mas3apa
3asBUTEJNIAT NOAPOOHO M3jIara MepKuTe,
MIPE/IBUJICHU J1a TapaHTUPAT IPOCIIEIIBaHe
Ha e(prKacHOCTTa Ha JIEKAPCTBEHUTE
IIPOAYKTH 34 CbBPEMEHHO JICUEHUE U HaA
ompuyamennume peaKkyuu Kom msx.

ObocHoska

This amendment would ensure a better coherence with existing pharmaceutical legislation

and a high standard of pharmacovigilance.

N3meneunne 39
YJIEH 15, ITIAPATPA® 2, AJIMHES 1

2. Ilpm Hanu4ue Ha KOHKpPETHA MPUYNHA
3a 3arpHKEHOCT, 0 NPENOpbKa Ha
Arennmsta, Komucusita moorce oa
nocmaeu N3UCKBAaHE B PAMKUTE HA

3aABJICHUCTO 3a pa3pClICHUC 3a ITYCKAHE Ha

nasapa Jia ce Ch3Jaje cucrema 3a
yIpaBJeHUE HA PUCKA, PEIHa3HAYCHA J1a
C€ YCTaHOBSIBAaT, IPEIOTBPATABAT UIU
CBEXKJAT 10 MUHUMYM PUCKOBETE,
CBBP3aHHU C JIEKAPCTBEHUTE MPOAYKTH 32
CHBPEMEHHO JICUEHUE, BKIIFOUUTEITHO
OlICHKa Ha e()eKTUBHOCTTA Ha Ta3u
CHCTEMa, WJIH J1a Ce TTPOBEXKIAT
cnenu(pUIHU U3CIEABaHUS OT CTpaHa Ha
MIPUTEKATENSI HA Pa3peIIEHUETO CIIe]T
MyCKAHETO Ha Ia3apa, KOUTO Jia ce
MPEACTABSAT 32 PA3TICKIaHE OT
AreHnusTa.

2. Ilpn HannuMe Ha KOHKpPETHA MPUYMHA
3a 3arpyUKEHOCT, I10 IPENOPHKA HA
Arenmusra, Komucusra nocmassn
M3UCKBAaHE B PAMKHUTE Ha 3asBJIICHUETO 32
pa3pelnieHue 3a MyCKaHe Ha masapa Jia ce
Ch3/1aJI€ CUCTEMA 3a YIPABJIECHNUE HA PUCKA,
MpeHa3HaYeHa J1a C€ YCTaHOBSBAT,
Xapakmepu3zupam, NIPeI0TBPATIBAT UIIN
CBEXJIAT 10 MUHUMYM PUCKOBETE,
CBBP3aHU C JEKAPCTBEHUTE MPOIYKTH 32
ChBPEMEHHO JICUEHHUE, BKIFOUUTEITHO
OlICHKa Ha e()eKTUBHOCTTA Ha Ta3u
CHUCTEMa, WIH J1a CE IPOBEKIAT
crenu(pUIHN U3CIeABaHUS OT CTpaHa Ha
MPUTEKATEIIS] HA Pa3PEUICHUETO CIIET
IIyCKaHETO Ha I1a3apa, KOUTo Ja ce
MPEJCTABSAT 3a PA3MIICKIAHE OT
AreHupmsTa.

Obocnoska

In order to ensure the effectiveness of the risk management system, the Commission should
have an obligation to require necessary measures to be carried out when there is a cause for

concern.

Nsmeneunne 40
YJIEH 16, IIAPATPAD 1

1. [IpuTexaTensT Ha pa3pelieHue 3a
ImycKaHe Ha ma3apa Ha JIeKapCTBEeH
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MIPOJYKT 32 CbBPEMEHHO JIEUEeHHUE Ch3/1aBa
U IO AbpKa CUCTEMA, KOSTO rapaHTHpa, ue
BCEKH OT/IEJIEH MPOJYKT U HETOBUTE
M3XOJIHU MaTepUalM U CypOBUHH, B T.4.
BCHUYKH BEIECTBA, KOUTO BJIM3AT B KOHTAKT
C ThKaHWUTE WM KJIETKUTE, KOUTO MOXKE /1a
ce ChIbpXKaT B HETO, MOTaT Ja ObaT
IIPOCJIEIEHU TI0 BPEME HA JOCTaBKaTa Ha
MaTepHaiu, MPOU3BOJICTBOTO,
OIIAKOBAHETO, IPEBO3a U JOCTaBKaTa J10
7e4e0HOTO 3aBe/IeHIE, MHCTUTYLIUS WIH
YyacTeH KaOMHeT, Kb/IETO Ce U3I0II3Ba
MPOJYKTBHT.

IIPOAYKT 32 CbBPEMEHHO JICUCHHE Ch3/1aBa
U IO AbpKa CUCTEMA, KOATO rapaHTHpa, ue
BCEKH OT/IEJIEH MPOIYKT U HETOBUTE
U3XOJIHU MaTepUay U CypOBUHM, B T.4.
BCHUYKH BEIIECTBA, KOUTO BIM3aT B KOHTAKT
C TBKAHWUTE WM KJIETKUTE, KOUTO MOXKE /1a
ce ChABPKAT B HEr0, MOTraT Jia Ob/ie
IIPOCJIEIEHHU TI0 BPEME Ha JOCTaBKaTa Ha
MaTepuaiu, MPOU3BOJICTBOTO,
OIIAaKOBAHETO, CK1A0upanemo, peBo3a u
JOCTaBKaTa 710 JIe4eOHOTO 3aBe/IEHHE,
MHCTUTYLIMS WM YaCTeH KaOMHET, KbJETO
C€ U3I0JI3BA IPOAYKTBHT.

ObocHoska

Traceability during storing steps should also be ensured. Adding ‘storing’ establishes a
coherent system of product traceability, and is in line with Directive 2004/23/EC.

N3menenne 41
YJIEH 16, IIAPATPA® 4

4. TlputexxatensaT Ha pa3pelICHHE 3a
IyCKaHE Ha Ma3apa CbXpaHsIBa JaHHUTE,
MMOCOYCHHU B maparpad mbpBH, B CPOK OT
Haii-Manko 30 roJIMHU OT HYCKaAHemo Ha
npooyKma Ha nazapa, iiay B MO-AbIbI
CPOK, aKo TOBa ce u3nckpa oT Komucusra
KaTo YCJIOBHE 3a U3/1aBaHE Ha pa3pelIeHHe
3a MMyCKaHe Ha ma3apa.

4. TlputexxaTessaT Ha pa3pelIeHue 3a
IyCKAaHE Ha Ma3apa CbXpaHsIBa JaHHUTE,
MMOCOYCHHU B napaepag 1, B CPOK OT Haii-
Manko 30 TroguHu OT damama Ha
u3mMuuaHne Ha cpoKka Ha 200HOCH HA
npooyKma, Uiy B O-IbJIBI CPOK, AKO TOBA
ce u3nckBa oT Komucusita Kkato ycioBue 3a
M3/1aBaHE Ha pa3pelleHUe 3a MyCKaHe Ha
nasapa.

ObocHoska

The proposed wording is unambiguous, whereas “placing on the market” might create
difficulties in interpretation. The proposed wording provides a pragmatic solution for the
marketing authorisation holder to know exactly from when traceability data must be kept.

N3menenne 42
YJIEH 17, ITAPATPA®D 2

2. B oTkiioHEHHUE OT pa3nopendouTe Ha YiieH
8, maparpad 1 ot Pernament (EO) Ne
297/95, ce npwiara Hamanenue ¢ 90% ot
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Takcara, KOSITO Ce 3aruiaiia Ha ATeHIMsATa
3a BCsAKa KOHCYyJITalms o naparpad 1 u
uieH 57, maparpad 1, OykBa H) OT
Pernmament (EO) Ne 726/2004 1o
OTHOIIICHHE Ha JICKApCTBCHH MTPOIYKTH 3a
CBHBPEMEHHO JICUCHHUE.

TaKcaTa 3d MAajaiKu u cpeonu
npeonpuamus u c 65% 3a opyzu
3aseumenu, KOSITO Ce 3arUiaia Ha
AreHIMATA 32 BCSIKA KOHCYTAIIHS 110
naparpad 1 u unen 57, maparpad 1, 6yksa
H) oT Pernament (EO) Ne 726/2004 mo
OTHOIIICHHE Ha JICKAPCTBEHU MPOJTYKTH 32
CHBPEMEHHO JICUCHHUE.

ObocHoska

This Regulation seeks to encourage and support SME's in the development of ATMPs.
Therefore, it is necessary to introduce special fee-waivers applicable to SME's on scientific
advice. The 10% of the basic fee which the SME's should cover themselves is a symbolic
amount, in order to prevent any abuse of the totally gratis system. Moreover, to support the
applicants which do not fall under the SME criteria and to ensure the competitiveness of the
whole sector, a reduction of 65% should be applied to all companies irrespective of their size.

N3menenne 43
YJIEH 18, ITIAPATPAD 1

1. Beceku 3asBuTenN, pa3padoTBal mpoayKT
Bb3 OCHOBA Ha KJICTKH WJIM ThKaHH, MOXKE
1a ce 00bpHE KbM ATEHIIMATA 3a Hay4Ha
IpenopbKa ¢ el J1a Ce ONpPeIein Aaln
TaleHUST MPOAYKT CIiajia OT HayyHa
rJIeTHa TOYKa KbM OTPENICIICHHETO 32
JIEKapCTBEH MPOAYKT 32 CbBPEMEHHO
JeyeHne. ATEHIMATA IPEAOCTaBs TaKaBa
MIPETophKa ciiel KOHCYJITAIHS C
Komucusra.

1. Bceku 3asBuTeN, pazpaboTBalll NpogyKT
Bb3 OCHOBA HA 2eHU, KJICTKH WIH ThKaHH,
MOKe J1a ce 00BbpHE KbM ATEHIUATA 32
Hay4Ha [pernopbKa ¢ Lel Ja ce ONpeenn
JaTy TQJACHUSAT MPOIYKT CHasia OT Hay4Ha
IJIeIHA TOYKA KbM OIPEIEIEHUETO 3a
JIEKapCTBEH MPOAYKT 332 CbBPEMEHHO
JeyeHune. ATeHIMATa IpeoCcTaBs TakaBa
MperopbKa ciiel KOHCYJITAIHS C
Komucusita u ¢ cpok om 60 onu cneo
nonyyaeane Ha UCKAHEMO.

ObocHoska

It should be clarified that the procedure foreseen in this Article may apply to all types of
advanced therapy medicinal products, including products based on genes. The proposed
amendment also foresees that an applicant will get clarity on the classification of the
concerned product in a timely manner, thus facilitating business planning and further

development of the product.

Uzmenenne 44
YJIEH 19 A (HOB)
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Ynen 19a
Cmumynu 3a MaaKku u cpeonu
OuOmexHoN02uYHU npeonpusmus

Ilpouszeooumenume na nexapcmeenu
nPOOYKmMuU 3a Cb6PEMEHHO NleueHue, KOUmo
umam ne nogeue om 500 cnyscumenu u
ooopom 00 100 munuona espo unu oowa
cyma nHa oanauca 00 70 munuona espo,
umam npaso HA 6CUYKU CHIUMYJIU, KOUMO
ce npedocmasam Ha MAjaKu U CpeoHu
npeonpuamus, KAKmMo ca onpeoeneHu 6
Ipenopvka 2003/361/E0".

OB L 124, 20.05.2003 ., cmp. 36.
ObocHoska

For many young biotech enterprises it is difficult to meet the criteria for an SME. One of the
reasons is that a purchase or sale of a patent or platform technology may generate a big
oneoff turnover which exceeds the current limitations. These companies should nevertheless
enjoy more favourable financial terms.

HU3smenenue 45
YJIEH 19 b (HOB)

Ynen 190
Hamanseane na maxcama 3a paspeuienue
3a nycKaHe HA nazapa

1. Takcama 3a paspeuienue 3a nycKkane Ha
nazapa ce namansaea c 50%, ako
3aa8umensam modice 0a 00Kadice, ue
Ccohulecmaeysa 0coden oduecmeen unmepec
6 Oownocmma no omuouienue Ha
JleKapcmeeHus nPpooyKm 3a Cb8PEMEHHO
Jleuenue Ui aKo ouaKkeanama
6b36PAUIAEMOCI HA UHBECIMUUUAMA OM
NYCKaHemo HAa nazapa Ha mo3u nPooyKm e
HUCKa.

2. llapaczpagh 1 ce npunaza couwgo 3a maxcu,
cvoupanu om Azenyuama 3a oeHocmu
ceo uzoasanemo Ha papeuienue, npes
nvpeama 200uHa cjied u30aeanemo Ha
paspeuienue 3a nyckane Ha nazapa Ha
JieKapcmeenus npooyKm.
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3. B ciyuaume na manku u cpeonu
npeonpuamua uiu npeonpusmus, KOUmo
umam ne nogeue om 500 cnyscumenu u
o0oopom 00 100 munuona espo unu oowa
cyma na éananca 00 70 munuona espo, ce
npunaza couio napazpagh 1, 6e3
02pAHUYeHUs HA CPOKA, NO OMHOUIeHUe HA
maxkcume, cvooupanu om Azenyuama 3a
oelitHocmu cied u3z0aeanemo Ha
paspeuienue.

ObocHoska

Reductions of the fee for marketing authorisations is necessary in cases of ATMPs serving
public interest like orphan drugs or where the applicant is an SME. For those products and
enterprises the centralised procedure is a big administrative burden which should be eased by
minimised fees. The stipulated cost reductions are also necessary in case of autologous
ATMPs and those for intended use because these products can only be introduced into the
market to a limited extent.

HUsmenenue 46
YJIEH 19 B (HOB)

Ynen 19¢
Texnuuecka nookpena

Hvpicasume-unenku npedocmaeam, ¢
02/1€0 Ha NPUNAZAHEMO HA HACMOAUUA
pecnamenm, cneyuduuna mexHuuecka
nookpena na 3aaeumenume u
npumedcamenume Ha pazpeuienue 3a
nyckane na nasapa. Ta3u nookpena ce
npeoocmaess nocpeocmeom
KOoMnemeHmHume HayuOHAIHU OP2AHU U €
CbCPeOomoyeHa no-CNeyUaIHo 6bpXy
nookpena Ha UHOUGUOYATHU OOTHUYHU
3a6e0enusn unu Opy2u MaaKu
uHCmuUmMyyuu, Hanpumep
YHUgepcumemcKku Kameopu, KOumo He
omezoseapam Ha ycioeuama no uiex 3,
napazpag) 7 na /{upexmuea 2001/83/EQ.
Ilookpenama ce npedocmassn, npu yciosue
ye 1eKapcmeenume npooyKmu 3a
Cb8PEMEHHO JleueHue ce NPUZOmMeam u
U3Nn0136am HA MexXHu4YecKama
0M2060PHOCH HA JIEKAP CREYUATUCH U RO
JIEKApPCKO npeonucanue 3a Omoeinu
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nayuenmu.

Obocroeka

Exemptions from the scope of the Directive shall be as limited as possible in order to bring
the benefit of new medicines quickly to all patients in Europe. However, special support shall
be given to groups of possible applicants with regard to the particularities of this highly
innovative sector. This can be best achieved at the national level.

N3menenue 47
YJIEH 21, [TAPATPA® 1, BYKBA B)

B) Uemupuma 4WICHOBE, HA3HAUYEHU OT
Komucusra Bb3 0OCHOBa Ha IyOiIMyHa
MOKaHa 3a U3pa3siBaHe Ha UHTEpEC, dgama
Om Koumo TIpEACTABIISABAT COPYHCEHUA HA
Xupyp3u u 0éama - CIpyKeHUs Ha
MAIMEeHTH.

B) 08ama 4JICHOBE U 08aMA 3AMECIHUYU,
Ha3zHaueHu oT Komucusita Bb3 OCHOBa Ha
myOJIMYHa MoKaHa 3a U3pa3siBaHe Ha
UHTEPEC U c1ed KOHCYTImauus ¢
Eeponeiickua napaamenm, KOUTO
MIPEACTABIISIBAT AEKAPCKU COPYHCEHUSL;

6a) oeama 4neHoee u 06ama
3amecmHuyU, HA3HAYEHU Om
Komucuama 6v3 ocnoea na nyonuuna
NOKAaHa 3a u3pazaeane Ha UHMmMepec u
cneo konucyamayusn ¢ Eeponeiickus
napiamenm, KOUTO MPEJCTaBISABAT
CAPYEHUS HA TIAIMEHTH.

ObocHoska

In order to cover all medical fields which the advanced therapies may relate to, more general
medical expertise, i.e. physicians with clinical expertise, should be represented in the
Committee for Advanced Therapies. In addition, by introducing alternate members, we would
like to ensure a permanent representation of the groups involved. The appointment of these
members and their alternates should take place in consultation with the European

Parliament.

Usmenenue 48
YJIEH 21, ITAPATPA®D 2

2. Bcnuku unenose Ha Komurera 3a
CHBPEMEHHU JICUCHHS Ce U30UpaT ¢ OorJie]] Ha
TAXHATA Hay4yHa KBaNU(UKALNS UIH OITUT
M0 OTHOIICHHUE Ha JIEKAPCTBEHH MPOIYKTH 32
ChBpEMEHHO JieueHne. [lo cMuchiia Ha
naparpad 1, Oyksa 0), AbpKaBUTE-UIECHKHU
CHU ChTPYJIHHUYAT MOl KOOPAMHALIUATA HA
W3MBJIHUTEITHUS JUPEKTOP Ha ATEHIUATA, C
e JIa Ce TapaHTUPa, Y€ OKOHYATETHHUSIT

PE 380.740v02-00

2. BcUUKU 4JICHOBE U 3aMeCmHUK-YIeHo6e
Ha KomuTera 3a CbBpEMEHHH JICUCHUS CE
n30MpaT ¢ OrJie]] Ha TSAXHATa Hay4YHa
KBaJTM(HUKAIHS WIH OIUT 110 OTHOIICHUE Ha
JIEKapCTBEHH MPOAYKTH 32 CbBPEMEHHO
neuenue. [lo cmuchia Ha maparpad 1,
OykBa 0), IbpXKaBUTE-UJICHKH CU
CBHTPYAHHYAT MOJT KOOPIUHALIMATA HA
W3IBJIHUTEITHHUS AUPEKTOp Ha ATCHIUATA, C
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chcTaB Ha KoMuTeTa 3a ChBpeMeHHU
JIedeHus 1eecho0pa3Ho U OalaHCUPaHO
00xBaIla HayYHUTE 00JIaCTH, KOUTO Ca
OTHOCUMH KbM CbBPEMEHHUTE JICUCHHUS, B
T.9. MCAUITUHCKHU U3JCJINA, TBKaHHO
WH)XEHEPCTBO, TEHHO JICUEHUE, KIIETHYHO
JiedeHne, OMOTEXHOJIOTHH, (hapMaKOJIOTHIHA
OIUTETHOCT, YIIpaBJICHNE HA PUCKA U ETHKA.

IIeJT J1a ce TapaHTHPa, Y€ OKOHYATSITHHUAT
cberaB Ha Komurera 3a chbBpeMeHHH
JIe4eHus 1enechbo0pa3Ho U OalaHCupaHo
o0xBalla Hay4YHUTE 00JIaCTH, KOUTO ca
OTHOCHMH KbM CBBPEMCHHUTE JICUCHNS, B
T.4. MEIUIIMHCKH U3/IeNUsl, ThKaHHO
HHXXCHCPCTBO, TCHHO JICUCHHUEC, KIICTHYHO
JeyeHune, OMOTEXHOJIOTHH, papMaKOJIOTHYHA
OUTEHOCT, yNPaBJICHNE HA PUCKA U €THKA.

Ilone 0sama unenose u 0eama 3amecCmHUK-
ynenose Ha Komumema no cveépemenno
JleyeHue npumexscasam HaAy4YHu NO3HAHUS
6 oblacmma Ha MEeOUUUHCKUME U30enus.

ObocHoska

The alternate members of the Committee for Advanced therapies introduced in paragraph 1
shall comply with the same criteria of scientific qualification or experience in the field of
advanced therapy medicinal products as its members. In order to ensure an appropriate level
of expertise, it would be important to include experts as members that have a background in
the evaluation of medical devices, as many of the products concerned share many

characteristics of medical devices.

Wsmeneunne 49
YJIEH 21, ITAPATPA® 5

5. Aeenyuama nyoauKkysa uMeHata u
HAyYHUTE KBaJTU(PUKAIMU HA YICHOBETE.

5. menaTa u HayyHUTE KBaJIU(PUKALUU HA
YICHOBETE ce nyoaukyeam na Humepnem
cmpanuyama Ha A2eHyUAmMa nPpu NvLPea
6B3IMONHCHOCH.

Obocroska

It seems essential for the information on the members of the Committee to be made public and

disseminated via the Agency’s website.

Nsmenenne 50
YJIEH 22

1. Ynenoseme na Komumema 3a
CbEPEMEHHU JlIeYeHUsA U He208ume
excnepmu ce 3a0v1cagam 0a U3NbIAHAGAM
dyuKyuume cu He3a6UCUMO U 6 NON3A HA
oowecmeomo. Te namam HvHAHCOBU UITU
JIPYTH UHTEPECH BHB ghapmauesmuyuus
CeKmop, ceKkmopa Ha MeOUyUHCKUume
uzoenus uiu OUOmexHo102UYHUA CeKMop,

RR\651867BG.doc

33/99

In addition to the requirements laid down
in Article 63 of Regulation (EC) No
726/2004, members and alternates of the
Committee for Advanced Therapies shall
have no financial or other interests in the
biotechnology sector and medical device
sector that could affect their impartiality. All
indirect interests that could relate to these
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KOWUTO OMXa MOTJIM J]a C€ OTPa3sT Ha TAXHATA sectors shall be entered in the register
0e3mpHUCTPacTHOCT. referred to in Article 63(2) of Regulation
(EC) No 726/2004.

2. Bcnuky KOCBEHM MHTEPECH, KOUTO Onxa
MOTJIN J1a ca CBBP3aHHU C hapmayeemuynus
CeKmop, CeKmopa Ha MeOuyuHcKume
u30enus uau OUOmexHoI02UYHUA CEKMOP,
ce BIMCBAT B perucThpa Io 4jeH 63,
naparpad 2 ot Pernament (EO) Ne
726/2004.

ObocHoska

1t should be clarified that an identical level of transparency as for existing Committees within
the EMEA (pursuant to Article 63 of Regulation (EC) No 726/2004) applies for the new
Committee for Advanced Therapies. It should also be clarified that interests in the
biotechnology or medical device sector are forbidden.

Nsmenenne 51
UJIEH 23, BYKBA A)

a) npedocmaeane Ha KOHCYImayuu Ha a) 0a u3zomeu nPOEeKMmMoCmMaHosuw|e
Kommurera 3a nexkapcTBeHH MPOAYKTH 32 OMHOCHO Kauyecmeomo, 6e30nacHocmma
XyMaHHa yrnoTpeba OTHOCHO BCUYKHU u epukacnocmma Ha 0A0EH 1eKapcmeen
JaHHU, CHOpaHM MpH pa3padOTBaHE HA NPOOYKM 3a CLEPEMEHHO 1e4eHUe, KOCHmO
oaoen MeOuyUHCKU POAYKT 3a 0a npedcmagu 3a OKOHYAMEIHO
CbBPEMEHHO J1eueHue, ¢ 0271€0 0000penue na KomureTa 3a I€KapCTBEHU
¢opmynupane na cmanosuuie OMHOCHO MIPOJYKTH 32 XyMaHHa ynoTpeda u oa
He2060mMo Kauecmeo, 6e3onacHocm u ungopmupa Komumema 0THOCHO BCHUKH
eduxacnocm, JaHHU, CbOpaHU MU pa3paboTBaHe HA

MAaKv6 NPOJIyKT;

ObocHoska

Due to the highly specific and unique character of the advanced therapy medicinal products,
a new Commiittee for Advanced Therapies is established within EMEA, composed of experts
having specific qualification or experience in this highly innovative and quickly developing
field. Therefore, the new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. Furthermore, the
committee should be consulted for the evaluation of other products under its competence.
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HN3zmenenne 52
YJIEH 23, BYKBA A A) (HoBa)

aa) 0a npedocmagu KOHCYImayus,
cvenacho uaen 18, omnocno moea oanu
NPOOYKmMbHL 0M208apA HA
onpeoeneHuemo 3a 1eKapcmeen npooyKm
3a Cb8pPeMenHHo 1euenue;

Obocroeka

Having specific expertise in advanced therapy medicinal products, the Committee for
Advanced Therapies should have a prominent role in the classification task of whether a
product is or is not an advanced therapy medicinal product.

W3menenue 53
YJIEH 23, BYKBA [ A) (HoBa)

0a) 0a noonomaza npoyeoypume 3a
HAYYHU KOHCYIMayuu, NOCO4YeHU 8 UjleH
17 na nacmosawus peciamenm u 6 uieH
57, napacpag 1, oykea n) na Pecnamenm
(EO) No 726/2004,

ObocHoska

The Committee on Advanced Therapies should consist of the best possible experts from
Member States. Their expertise should therefore be drawn upon for any advice issued
regarding an advanced therapy medicinal product.

N3menenne 54

YJIEH 24
B crotBeTcTBHE € IpoLIEAypaTa 0 wieH B crotBeTcTBHE € IpoLIeAypaTa 0 W1eH
26, napazpagh 2, Komucusta usmMeHs 26, napazpagh 2a, Komucusra, cieo
npunoxcenus om I 0o IV, 3a na ru Koncyamayus ¢ Azenyuama, n3MeHs
ajanTupa KbM HayYHO-TEXHUYECKOTO npunoxycenus om Il 0o 1V, 3a na tu
pa3BUTHE. ajlanTupa KbM Hay4HO-TEXHUYECKOTO

pa3BUTHE.
ObocHoska

Annex I contains a fundamental and substantial definition. We therefore consider that it
should not be subject to any changes through comitology. Should any changes be necessary
due to scientific progress, they should be adopted in co-decision, fully involving the European
Parliament. The regulation should set out very clearly that the Commission must involve the
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EMEA, through the Committee for Advanced Therapies, whenever adaptation of the Annexes
to technical progress is required. The adaptation of Annexes II to IV should fall under the
new regulatory procedure with scrutiny.

N3menenue 55
YJIEH 25, 3AT'JTABUE

oxnao Hoxknao u npepaszeneicoane
Obocnoska

Scientific advances may make additional novel therapies possible which are neither gene
therapy, nor cell therapy nor tissue engineering. It would be in the interests of patients for
these to be included at some future date in order to allow European authorisation of the
resulting products.

Nsmenenue 56
UJIEH 25, [TAPATPA® 1 A (HOB)

B mo3u ooxnao Komucuama ouenaea
G/IUAHUEIO HA MEXHUYECKUA HANPEeObK
8BPXY NPUTIOHCEHUEMO HA HACIOAULUS
peznamenm. Ta couio maka uzzomesn, ako e
Heo0x00umMo, 3aKOHOOAMETHO
npeoocenue 3a 6KI0Y6AHE HA HOBU
JleueHus, KOUmo He 6KJII0U6am HUMo
2€HHO JleYyeHue, HUmo KJ1embvbuHo jiedyeHue,
HUMO MbKAHHO UHIHCEHEPCMEO.

ObocHoska

Scientific advances may make additional novel therapies possible which are neither gene
therapy, cell therapy nor tissue engineering. It would be in the interests of patients for these
to be included at some future date, in order to allow European authorisation of the resulting
products.

N3menenue 57
YJIEH 26, [TAPATPA® 2 A (HOB)

2a. Kocamo ce npasu no3zoeasane na
Hacmoawua napazpag, ce npuiazam 4ieH
5a, napacpagpu 1-4 u unen 7 om Pewenue
1999/468 EO, kamo ce é3emam npeoeuo
pasznopeodoume Ha unen 8§ om Heco.
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ObocHoska

This amendment is in line with the new comitology provisions (regulatory procedure with
scrutiny).

N3menenue 58
YJIEH 27, TOYKA -1 (HoBa)
Unen 13, maparpad 1 (Pernament (EO) No 726/2004)

(-1) B unen 13, nopeomo uszpeuenue na
napazpag 1 ce 3amens cvc cineoHus
mexkcm:

""be3 0a HakbpHABa paznopedbume Ha
ynen 4, napacpagpu 4 u 5 na /lupexkmuea
2001/83/EO0, pa3pewienuemo 3a nyckame Ha
nasapa, Koemo e npedocmaserHo Cv21aAcHo
HacmoAwusA peciamennt, e 6aaiuoHO 3a
usanama Qownocm."

ObocHoska

This is a consequential amendment to Article 28(2) to ensure legal coherence.

N3menenue 59
YJIEH 27, TOYKA 2 A (noBa)
[Tpunoxenue, Touka 3, anunes 2 (Permament (EO) No 726/2004)

2a) B npunosicenuemo anunesn emopa om
mouka 3 ce 3ameHs, KAKmo c1eoea:

"Cneo 20 mait 2008 2. Komucusma, cneo
Kamo ce Koucyamupa ¢ Acenyuama, mosice
0a npedcmagu 6CAKAKEO NOOX00AULO0
npeonocenue 3a u3mMeHenue Ha
Hacmoauwama mouka u Eeponeiickusam
napaamenm u Cveemvm é3emam peuieHue
3a nezo cvenacuo /lozoeopa."

Obocnoska

This part of Regulation 726/2004 determines when a Community authorisation must be
obtained. Under the present proposal, it may be that certain AT products will not require
Community authorisation either because they do not involve one of the processes referred to
in point 1 of the Annex to Reg. 726/2004, or because they are not used for the treatment of
any of the diseases referred to in point 3 of that Annex. Currently, the list of diseases in point
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3 can be extended by the Council on a Commission proposal, without recourse to the
EP. Decisions determining the scope of legislative acts must be dealt with by co-decision.

N3menenue 60
YJIEH 28, TOYKA -1 (HoBa)
Unen 1, Touka 4 a (HoBa) (dupextuna 2001/83/EO)

(-1) Kvm unen 1 ce 0oooassn cneonama
mouka 4a:

"4a. IIpodykm, nonyuen om mvKaHHO
UHIHCEHEPCMEBO:

npoOyKm, KAKMo e onpeodenen 6 uien 2
om Peznamenm (EO) No **/** omnocno
JleKapcmeeHune npooyKmu 3a
CcbepeMeHHo edeHue. "

ObocHoska

For the sake of legal coherence and clarity, it is necessary to include a cross reference to the
definition of a tissue engineered product in Directive 2001/83/EC on medicinal products,
which already contains the definitions of a gene therapy medicinal product and a somatic cell
therapy medicinal product.

N3menenne 61
YJIEH 28, TOUYKA 1
Unen 3, touka 7, (JupextuBa 2001/83/EO)

7. Bceku nekapCcTBEH NMPOAYKT 3a 7. Bceku nekapCcTBEH NMPOAYKT 3a
CHBPEMEHHO JICUEHHUE, OTPE/IEIICH B CHBPEMEHHO JICUEHHUE, OTPE/IEIICH B
Pernament (EO) Ne [.../na EBponelickus Pernament (EO) Ne [.../na EBponeiickus
napiaMeHT 1 Ha CbBeta (Pernmament napiameHT 1 Ha CbBeta (Permament
OTHOCHO JICKaPCTBEHUTE MPOIYKTH 3a OTHOCHO JICKaPCTBEHUTE MIPOYKTH 32
CHBPEMEHHO JieueHne)™* |, KOUTO U3LISIIO Ce CBBPEMEHHO JieueHne)™* |, KOUTO U3LISIIO Ce
W3TOTBS M U3MOJ3Ba B JIEUeOHO 3aBE/ICHUE U3TOTBA 6 00JIHUYUHO 3a8e0eHue, ¢

no JEKapCKO MPEANUCAHNE 3a OT/ICTICH Hecmonancka yes, eOHOKpamHo,
MAalKEHT. cvo0pasno cneyuguuen,

HeCmaHOapmu3upan u HenameHmoean
npouec v ce U3MoJ3Ba B 1e4eOHO
3aBeJICHHE, 3d U3HbAHEHUE HA
UHOUBUOYATIHO JIEKAPCKO MPEINUCAHUE 3a
OTJCJICH MAllNECHT HaA U3KAIOUUmMeTHaAma
npogecuonanna omzo080pHocm nHa
MEOUUUHCKO JTule WU 34 KAUHUYHU
U3C1e06anus.
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Touxu I u2 ne ce npunazam 3a
JleKapcmeenu npoo0yKmu 3a Cb6pPEMEHHO
Jleyenue.

Obocnoeka

For the justification concerning hospitals, see amendment to Recital 5.

Exceptions given in Directive 2001/83/EC (Article 3, points 1 and 2) allow pharmacies to
prepare medicinal products in accordance with a medical prescription without complying
with medicinal product legislation. This exception would also give the in-house pharmacies of
hospitals the possibility of producing TEP using standardized methods and on a routine basis.
Therefore this amendment is crucial to ensure that only one-off basis products are excluded
from the scope of this Regulation.

N3menenue 62
YJIEH 28, TOUYKA 2Unen 4, naparpad 5 (Jupextusa 2001/83/EO)

5. Hacrosimara nupeKkTrBa U BCUYKH
pErIaMEHTH, TIOCOYEHU B HEsl, HE 3acsArar
MPUJIaraHEeTO HAa HAllMOHAITHOTO
3aKOHOJATEeJICTBO, 3a0paHsBaI0 WU
OrpaHUYaBallo yrnorpedaTa Ha KOWTO U 1a e
KOHKPETEH BH/JI YOBEILIKU WU )KUBOTHUHCKU
KJIETKH, WK Tpoiak0aTa, JOCTaBKaTa Win
U3I0JI3BaHETO Ha JEKapCTBEHU MPOAYKTH,
CBABPIKAIIH, CHCTOSAIIM CE U MOTYYEHH OT
TaKuBa KJIETKU. [Ibp:KaBUTE-UIECHKU
cpobmaBatr Ha Komucusita TekcroBere Ha
CBHOTBETHUTE AKTOBE OT HALIMOHATHOTO
3aKOHOJIATEJICTBO.

5. Hacrosimara 1upeKTBa U BCUYKH
permamMeHTH, TOCOYSHH B Hes, HE 3acsrar
MIPUJIAraHETO Ha HEOUCKPUMUHUPALLO
HAI[MOHATTHO 3aKOHO/ATEJICTBO,
3a0paHsIBaIIO WA OTPAHHYABAIIO0
ynoTrpebaTa Ha KOWTO U J]a € KOHKPETEH BHU]I
YOBEIIKH WJIM JKUBOTHHCKH KJICTKH, WITH
npojax0aTa, ToCcTaBKaTa MU U3MOJI3BAHETO
Ha JICKAPCTBEHU MPOAYKTH, ChIIbPIKAIIIH,
CHCTOSIIIH CE WM MOJIyYeHU OT TaKUBa
KIIETKU OPAOU NPUYUHU, KOUMO He ca
CnoMeHamu 8 20penoco4eHomo
3akono0amesicmeo Ha Qownocmma.
JIbpkaBUTE-wWICHKH chOOIIaBaT HA
Komucwusita TeKCTOBETE HAa ChOTBETHHTE
aKTOBE OT HAIIMOHATHOTO 3aKOHOAATEINCTBO.
Komucuama npasu masu ungpopmayusn
00uecmeeno 00CMvbNHA 8 PeUCBD.

ObocHoska

The Commission’s proposal poses serious problems of compatibility with the legal base (Art.
95 ECT). The reason is that the current wording of Article 28(5) gives a too wide opportunity
to restrict the free movement of certain advanced therapy products. Legislative acts based on
Art. 95 are intended to improve the conditions of the establishment and functioning of the
internal market. The Commission’s proposal does not and should certainly not cover or
harmonise aspects of public morality and public policy aspects of advanced therapy.
However, the current wording allows restrictions not only related to these subsidiary aspects
and should, therefore, be amended in line with suggestions of Parliament’s legal service.
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N3menenne 63
YJIEH 29, ITAPATPA® 1

1. JlekapcTBeHUTE MPOIYKTH 32
CBHBPEMEHHO JICUCHHE, KOUTO ca
3aKOHOCBHOOPA3HO MMyCHATH Ha
OOIIHOCTHUS Ta3ap B ChOTBETCTBHE C
HAIIMOHAJIHOTO UM OOITHOCTHOTO
3aKOHO/IATEJICTBO KbM JlaTaTa Ha BIM3aHE B
CHJIa Ha HACTOSILUS PerjaMeHT, ce
MMPUBCKIAT B CbOTBCTCTBHUEC C HACTOALIIUSA
pEerIaMeHT He MO0-KbCHO OT 2 200UHU CIIE]
BJIM3aHETO MY B CHJIA.

1. JlekapcTBeHUTE MPOIYKTH 32
CBhBPEMEHHO JICUEHHUE, KOUTO He ca
noJiyueHu om mbvKaHHO UHIICCHEPCHIEO U
ca 3aKOHOCH0Opa3HO MyCHATH Ha
OOIIIHOCTHUS Ma3ap B ChOTBETCTBHE C
HAIMOHAJIHOTO WM OOIIHOCTHOTO
3aKOHOJATEJICTBO KbM JlaTaTa Ha BIM3aHE B
CHJIa Ha HACTOSIILUS PEriIaMeHT, ce
MIPUBEX/IAT B ChOTBETCTBUE C HACTOSILUS
pErJIaMeHT He MO-KbCHO OT 4 200uHu Clle]
BJIM3aHETO MY B CHJIA.

ObocHoska

Today companies are already producing and marketing TEP at national level through
national authorisation systems. In order for a company to obtain a centralised marketing
authorisation (e.g. design the new trials together with the EMEA, to conduct the trials, to
develop the dossier and to submit it to the EMEA for evaluation) the proposed timeframe of 2
years is too short. Taking into account the time required for the above-mentioned steps and in
order to avoid products that have been safely treating patients up to now being removed from
those patients during the transitional period, we suggest a period of 4 years.

Usmenenne 64
UJIEH 29, [TAPATPA® 1 A (HOB)
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1a. IlIpodykmume, nonyuenu om mvKaHHO
UHMCEHEPCM B0, KOUMO Ca OUIU 3AKOHHO
Ha nazapa na Qowignocmma 6
cvomeemcmeue ¢ HAUUOHATHOMO UU
00UWHOCMHOMO 3AKOHOO0AMEICHE0 KbM
damama Ha npunazawne, onpeoeeHd 6v6
emopus napazpagh na unen 30, mpaoea oa
ce npugeoam 6 cbomeemcmeue ¢
HacmoAwUA peciamenm He Ro-KbCHOo om 4
200uHuU c1ed masu oama.
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ObocHoska

Manufacturers will not be in a position to design development protocols until all the
requirements specific to tissue engineering products are published. The transitional period
for these products must therefore take into account the time to publish all these necessary

requirements.

N3meneunue 65
YJIEH 29, ITAPATPA®D 2

2. B oTKI0HEHHE OT pa3nopenouTe Ha YieH
3, maparpad 1 ot Pernament (EO) Neo
297/95, He ce 3amianar TakCH Ha
ATeHnusITa 3a MOIa/ICHU 3asBICHUS 32
M3aBaHe Ha pa3penieHne 3a
JIEKapCTBEHUTE MPOAYKTH 32 ChBPEMEHHO
JedeHue 1o napazpagh 1.

2. B oTKJI0HEHHE OT pa3nopeI0uTe Ha YJieH
3, maparpad 1 ot Pernament (EO) Ne
297/95, He ce 3amuiamar TakCH Ha
AreHIusATa 32 MOAA/ICHU 3asBICHUS 32
U3JlaBaHe Ha pa3pellieHue 3a
JIEKapCTBEHUTE MPOTYKTH 32 CbBPEMEHHO
nedyeHue no napazpagu 1 u la.

ObocHoska

See the amendment for Article 29, paragraph la (new).

Nsmenenue 66
YJIEH 29, [TAPATPA® 2 A (HOB)

RR\651867BG.doc

2a. Ilo omnowenue na agmonocuunume
npooyKmu, npu 000CHO6AHO UCKAHE HA
oaodena 0vbpirHCABa-41eHKA U 6 OMKIOHEHUE
om paznopedodume Ha ujieH 3 om
Peznamenm (EO) No 726/2004,
Komucuama moice, 6 coomeemcmeue ¢
npoyedypama, ycmanogeHna 6 unen 26,
napazpagh 2, u cned Koncyamayus c
Komumema 3a cvépemennu neuenus, oa
0000pu 3a nepuood om nem 200uHU
HAYUOHATIHO pa3peuienue é
cvomeemcmeue ¢ RPUHYUnUmMe Ha
nacmoawyua pecnamenm. Komucuama
ModHce 0a 63eme maKkoea peuienue camo
aKo cmemmue, ue:

- pezyn1amoprusam opeaH HA CHOMEEMHAMA
0BPIHCABA-YTIEHKA NPUMENCABA
00CMamvYHO NO3HAHUA 6 0071aCMING HA
JieKkapcmeeHume npOOyKmu 3a Cb8PEeMeHHO
Jleuenue; u
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- nycKanemo Ha nazapa Ha cneyuguunua
JleKapcmeen npooyKm u3zevbH 0oadeHama
0bPIHCABA-UTIEHKA € HEBDIMOIICHO.

Iloopoonume npoyedypnu npasuna 3a
npunoHcenue Ha HACMOAWUA Y1eH ce
ycmanogagam om Komucuama u ce
nyonuxkyeam ¢ Oguyuanen 6ecmuuk Ha
Eeponeiickus cviro3.

N3meneunue 67
YJIEH 30, [TAPATPA®U 2 A 11 2 b (HoBHM)

3a npodykmu, nonyueHu om muvKaHHO
UHICEHEPCME0, HACMOAWUAM PeIAMEHMN
ce npuiaza om 61U3AHEMO 6 Culd Ha
6CUYKU U3UCKBAHUA, NOCOYEHU 6 U/ICHO6e

4, 5us.

H3nvanumennume mepku, npedsudeHu é
unenose 4, 5 u 8, ce npuemam 6v3M0IHCHO
Hail-CKOpo u, 66 6ceKu cayuail, He no-
KbCHO om 9 meceuya cneod 6nu3anemo
CUNIA HA HACMOAWUA PESTIAMEHM.

Obocnoska

Manufacturers will not be in a position to design development protocols until the technical
requirements are published and the adaptations of the Good Clinical Practice Directive and
the Good Manufacturing Practice Directive are finalised. Therefore, we propose 9 months
time limit for the Commission to adopt the necessary measures.

Usmenenue 68
I[TPUJIOKEHUE 11, TOUKA 2.2.

2.2. Ka4eCTBEH U KOJIUYECTBEH CHCTAaB Ha
AKTUBHUTEC BCIICCTBA U I[pyrI/ITC CbCTAaBKU
Ha MPOAYKTA, YHETO MMO3HABAHE € OT
CBHINECTBEHO 3HAYCHUE 3a TIPABHITHATA
ynotpeba, mprueM WId UMIUTAaHTUpaHe Ha
npoaykra. Korato mpoaykreT chabpika
KJIETKU WJIH ThKaHU, C€ MPEIOCTaBs
MOAPOOHO ONMUCAHUE HA TE3U KJIETKU WIH
ThKaHH U HAa TEXHUS TOYCH MPOH3XO]I.

PE 380.740v02-00
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2.2. Ka4eCTBEH U KOJIMYECTBEH ChCTaB Ha
AKTUBHUTC BCUICCTBA U APYIUTC CbCTABKU
Ha TPOAYKTa, YUETO MO3HABAHE € OT
CBIIECTBEHO 3HAYCHHE 32 TPaBUIIHATA
ynotpe0a, mprueM WId UMIUIaHTUpaHe Ha
npoaykra. Korato npoayKTeT chabpika
KJIETKU WM ThKaHH, C€ MPEeI0CTaBs
MOAPOOHO OMUCAHUE HA TE3U KJIETKHU WIIH
THKaHH U HAa TEXHUS TOYEH MPOU3XO]I,
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GKJIIOUUMETIHO HA HCUBOMUHCKUME 8UO08E
6 cjiyuaume Ha HeUoBeCu KU npouzxod.

ObocHoska

This amendment aims at ensuring that potential recipients having various cultural
considerations are duly informed before taking their decision.

Nsmenenne 69
I[MPUJIOXEHME III, BYKBA B)

0) Onucanue Ha aKTUBHOTO(UTE)
BeIeCTBO(a), M3pa3eHN KaueCTBEHO U
KOJIMYECTBEHO, BKIIIOUYUTEITHO, KOTaToO
MPOIYKTHT ChAbPKA KIETKHA WU ThKaHU,
TEKCTHT ,, | 03U MPOAYKT ChIBPKA KIETKH OT
YOBEIIKW/>)KUBOTUHCKH [B 3aBHCHUMOCT OT
ciyvasi| mpou3Xo[ ", 3a€JHO C KPAaTKO
OTMCaHUE Ha Te3U KJIETKHU WM ThKaHHU U Ha
TeXHHUsI crienru(UIeH Mpou3Xo;

0) Onucanmne Ha aKTUBHOTO(UTE)
BeIeCTBO(a), M3pa3eHNU Ka4eCTBEHO U
KOJIMYECTBEHO, BKIIOUUTEIHO, KOTATO
MPOAYKTHT ChABPIKA KIETKH WIN ThKaHH,
TEKCTHT ,, | 031 MPOAYKT ChIBPKA KIIETKH OT
YOBEIIKH/)KUBOTUHCKH [B 3aBUCHUMOCT OT
cirydasi] mpousxon®, 3a€HO C KPaTKo
OTHCAaHUE Ha T€3W KIETKHU MWW ThKaHU U Ha
TeXHHUs crienuUyeH mpou3Xo,
GKJIIOYUMENIHO HA HCUBOMUHCKUME 8U006e
6 ciyuaume HA HEYOGEUIKU NPOU3XO00.

ObocHoska

This amendment aims at ensuring that potential recipients having various cultural
considerations are duly informed before taking their decision.

N3meneunue 70
I[MPUJIOXKXEHUE IV, BYKBA A), IIOATOYKA (III)

(111) KOraTo NPOAYKTHT ChIbpPKa KIETKH WU
ThKaHU, ONIMCAHUE HA TE3U KIETKU WU
ThKaHU U HAa TEXHUS crielu(UUYeH MPOU3X0J;

(111) KoraTo IPOAYKTHT ChIbPKa KJIETKU WIN
THKaHH, ONMCAHUE HA TE3U KIETKU WIH
ThKAaHU U Ha TEXHUS crielnUUYeH MPOU3Xo,
6KIIOYUMENHO HA HCUBOMUHCKUME 61006€
6 cllyuaume Ha HEYOBEUIKU NPOU3XO0O.

ObocHoska

This amendment aims at ensuring that potential recipients having various cultural
considerations are duly informed before taking their decision.
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EXPLANATORY STATEMENT

Rapid development in the fields of biology, biotechnology and medicine and attempts to
achieve sustainable growth of health protection within the European Union lead to the
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development of new treatments and highly innovative medicinal products.

In this context, products which involve intervention in gene therapy, cell therapy and tissue
engineering are of great importance, having a high potential in the treatment of diseases such
as cancer, cartilage or bone diseases or injuries, repair of genetic disorders, repair of post
heart attack damage as well as skin replacement in burn victims.

Nowadays, the legal framework at the Community level related to these advanced therapies
remains fragmented, as only gene therapy and somatic cell therapy medicinal products benefit
from a legal definition. Tissue engineered products remain unregulated, which leads to the
fragmentation of the market and which does not allow patients to have easy access to the
necessary treatments.

The current proposal introduces a single harmonising regulatory framework for the
evaluation, authorisation and supervision of advanced therapy medicinal products: marketing
authorisation requirements and procedure, post-authorisation vigilance and traceability. The
proposed Regulation should be seen within the wider perspective of the existing legislation in
this field, such as Directive 2001/83/EC on medicinal products, Regulation (EC) No 726/2004
on the European Medicines Agency (EMEA) or Directive 2004/23/EC laying down quality
and safety standards of human tissues and cells.

The proposal introduces a European centralised marketing authorisation procedure and creates
a new Committee for Advanced Therapies within EMEA, composed of highly qualified and
experienced experts in all fields related to these products. In addition, the proposed
Regulation sets up a strengthened requirement for the post-authorisation monitoring system
and for traceability of the patient and foresees specific technical requirements for tissue
engineered products. Moreover, additional specific incentives for the applicants and
especially for SMEs are introduced, in order to promote competitiveness within the EU.

The rapporteur welcomes this proposal for a Regulation and the introduction of a new
coherent legal framework for these innovative, specific and complex medicinal products. He
agrees on the necessity of a centralised authorisation procedure in order to facilitate the
market access and to ensure the free movement of advanced therapy medicinal products
within the Community. Priority should be given to the demonstration of quality, safety and
efficacy of these products in order to ensure a high level of health protection within the EU.
The highest possible level of legal certainty should be guaranteed while allowing sufficient
flexibility at the technical level.

Nevertheless, the rapporteur would like to underline the importance of clear definitions in
order to avoid a legal uncertainty or grey zones, particularly as regards the definition of
combined advanced therapy medicinal products and their evaluation. It should also be made
crystal clear that products prepared in a hospital, on a one-off basis for an individual patient,
should not comply with the centralised authorisation procedure. Moreover, products applied
in the production of advance therapy medicinal products for clinical trials and products for
clinical research should not be forgotten.

In addition, the rapporteur would like to stress the important role of the Committee for
Advanced Therapies within EMEA. This highly qualified body should play a vital role in the
process of scientific evaluation of advanced therapy medicinal products and its internal
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decision procedure should be clearly defined.

Moreover, advanced therapy medicinal products could raise serious ethical concerns, as they
are likely to contain human cells or tissues. The Commission's proposal should not have an
impact on the national legislation prohibiting or restricting the use of certain type of human or
animal cells (such as embryonic stem cells) or the sale, supply or use of medicinal products
derived from these cells. According to Parliament's legal service, the original drafting of this
provision raises serious concerns in the light of the legal basis of the proposal.

The development in biotechnology and biomedicine should be carried out while fully
respecting fundamental rights. Rights such as the right to human dignity or to the integrity of
the person laid down in the Oviedo Convention as well as in the Charter of fundamental rights
should be entirely respected. Therefore, in his first draft report the rapporteur underlined that
authorisation procedure should be carried out in accordance with the principle of non
commercialisation of the human body or its parts as such. Moreover, the rapporteur proposed
amendments in order to exclude the European marketing authorization under this regulation
for products modifying the germ line genetic identity of human beings and for products
derived from human-animal hybrids or chimeras (but allowing the transplantation of somatic
animal cells or tissues to the human body for therapeutic purposes, i.e. Xenotransplantation).

These amendments were adopted by the Committee on Legal Affairs. Even though these
amendments were adopted by the majority in ENVI committee, the first draft report as
amended was rejected in the final vote. The rapporteur is still convinced that the approach
chosen by the JURI Committee is the most appropriate. Nevertheless, his intention is to find
the broadest possible consensus in this area. Therefore, he does not propose any of these
amendments in his new report. Two amendments, 3 and 17, were incorporated in the report
without vote in the Environment Committee, following enhanced cooperation (Rule 47) with
the Legal Affairs Committee.

20.6.2006

OPINION OF THE COMMITTEE ON INDUSTRY, RESEARCH AND ENERGY

for the Committee on the Environment, Public Health and Food Safety

on the proposal for a regulation of the European Parliament and of the Council on advanced
therapy medicinal products and amending Directive 2001/83/EC and Regulation (EC) No
726/2004

(COM(2005)0567 — C6-0401/2005 — 2005/0227(COD))

Draftsman: Giles Chichester
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SHORT JUSTIFICATION

Advanced therapies are highly innovative medical products based on genes (gene therapy),
cells (cell therapy) or tissues (tissue engineering). These advanced therapies enable
revolutionary treatment of diseases and injuries, such as cancer, Parkinson's disease, skin in
burn victims or serious cartilage damage, and are expected to change medical practice
significantly.

Currently, the development of the field of advanced therapies is hampered by the lack of
harmonised EU legislation. Especially tissue-engineered products are at the moment not
regulated on Community level, which leads to divergent national legislation and authorisation.
This hampers the internal market and negatively affects EU's innovative capacity and
competitiveness.

This proposed Regulation intends to bridge the existing regulatory gap by addressing all
advanced therapy products within a single, integrated legal framework. The Regulation builds
on already-existing legislation (in particular Directive 2001/83/EC on medical products and
Regulation (EC) No 726/2004 on the European Medicines Agency), and should therefore be
seen in their totality.

The main elements of the Commission's proposal are:

e A centralised marketing authorisation procedure, to benefit from the pooling of
expertise at European level and direct access to the EU market;

e A new and multidisciplinary expert Committee (Committee for Advanced Therapies),
within the European Medicines Agency (EMEA), to assess advanced therapy products
and follow scientific developments in the field;

e Tailor-made technical requirements, which are adapted to the particular characteristics
of these products;

e Strengthened requirements for risk management and traceability;

e A system of low-cost, top-quality scientific advice provided by EMEA;

e Special incentives for small and medium-sized enterprises (SMEs).

The draftswoman welcomes the Commission's proposal. Tissue engineering is an emerging
biotechnology sector at the interface between medicine, cellular and molecular biology,
materials science and engineering. By developing products designed to replace, repair or
regenerate human tissues, it could mean the end of organ shortage, saving every year
thousands of people in Europe. The draftswoman therefore welcomes the creation of a robust
and comprehensive regulatory framework, that will give the sector harmonised market access,
while at the same time foster the competitiveness and guarantee a high level of health
protection.

The draftswoman would like to emphasise the fact that the definitions should be precise
enough to provide the necessary legal certainty, but at the same time sufficient flexible in
order to keep the pace with the evolution of science and technology. Such a balance should
also be sought for the marketing authorisation procedure. The draftswoman supports the
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creation of a fully centralised authorisation procedure to benefit from the pooling of expertise,
but at the same time stresses the need to alleviate the regulatory burden that such a procedure

might entail, especially on SMEs.

As certain advanced therapy products may be based on human cells, they can raise important
ethical issues. Currently, decisions on the use or prohibition of any type of cells, including
embryonic stem cells, are a national responsibility. In this proposal, this principle is kept,
meaning that decisions on the development, use and/or sale of products based on any specific
type of human or animal cells will remain a national responsibility. This is fully in line with
the Directive on the quality and safety of human tissues and cells (Directive 2004/23/EC).

AMENDMENTS

The Committee on Industry, Research and Energy calls on the Committee on the
Environment, Public Health and Food Safety, as the committee responsible, to incorporate the

following amendments in its report:

Text proposed by the Commission'

BG

Amendments by Parliament

Amendment 1
RECITAL 5

(5) Advanced therapy medicinal products
should be regulated in so far as they are
intended to be placed on the market in
Member States and either prepared
industrially or manufactured by a method
involving an industrial process, within the
meaning of Article 2(1) of Directive
2001/83/EC. Advanced therapy medicinal
products which are both prepared in full and
used in a hospital, in accordance with a
medical prescription for an individual
patient, should thus be excluded from the
scope of the present Regulation.

' Not yet published in OJ.
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(5) Advanced therapy medicinal products
should be regulated in so far as they are
intended to be placed on the market in
Member States and either prepared
industrially or manufactured by a method
involving an industrial process, within the
meaning of Article 2(1) of Directive
2001/83/EC. Advanced therapy medicinal
products which are prepared in full in a
hospital on a one-off basis according to a
specific, non-standardised and non-
patented process, and used in a hospital, in
order to comply with an individual medical
prescription for an individual patient, should
thus be excluded from the scope of this
Regulation.

RR\651867BG.doc



Justification

Where hospitals or other institutions prepare products using an established process to create
treatments for patients on a serial and routine basis, they should have to comply with the
provisions of this Regulation. However, when hospitals produce advanced therapy products
for research purposes or on an exceptional, one-off basis, they should not have to comply
with the centralised authorisation procedure.

Amendment 2
RECITAL 7 B (new)

(7b) 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’ prohibits gene
therapy trials that result in modifications to
a subject's germ line genetic identity.
Directive 98/44/EC of the European
Parliament and of the Council of 6 July
1998 on the legal protection of
biotechnological inventions? considers
processes for modifying the human germ
line genetic identity non-patentable. To
ensure legal coherence, this Regulation
should prohibit any authorisation of
products that modify the germ line genetic
identity of human beings.

1L 121, 1.5.2001, p. 34.
21 213, 30.7.1998, p. 13.

Justification

As Articles 1 and 13 of the Oviedo Convention make it clear, human dignity is compromised
when the inheritance of genetic identity is altered. Products which are neither properly
subject to clinical trials under Directive 2001/20/EC nor legally patentable under Directive
98/44/EC should not be eligible for authorisation under this regulation.

Amendment 3
RECITAL 7 C (new)
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(7c) This Regulation should prohibit any
authorisation of products derived from
human-animal hybrids or chimeras or
containing tissues or cells originating or
derived from human-animal hybrids or
chimeras. This provision should not
exclude the transplantation of somatic
animal cells or tissues to the human body
for therapeutic purposes, in so far as it does
not interfere with the germ line.

Justification

The physical and mental integrity of the person and human dignity must be respected, as
underlined in Articles 1 and 3 of the Charter of fundamental rights of the European Union.
The creation of human-animal hybrids or chimeras is a threat to the right to integrity of a
person and a violation of human dignity. Therefore, no authorisation for products containing
or originating from human-animal hybrids or chimeras should be granted under this
regulation. However, the Xenotransplantation for therapeutic purposes should not be
excluded, as far as it does not interfere with the germ line.

Amendment 4
RECITAL 9

(9) The evaluation of advanced therapy
medicinal products often requires very
specific expertise, which goes beyond the
traditional pharmaceutical field and covers
areas on the borderline to other sectors such
as biotechnology and medical devices. For
this reason, it is appropriate to create, within
the Agency, a Committee for Advanced
Therapies, which the Committee for
Medicinal Products for Human Use of the
Agency should consult on the assessment
of data related to advanced therapy
medicinal products, before issuing its final
scientific opinion. In addition, the
Committee for Advanced Therapies may be
consulted for the evaluation of any other
medicinal product which requires specific
expertise falling within its area of
competence.
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(9) The evaluation of advanced therapy
medicinal products often requires very
specific expertise, which goes beyond the
traditional pharmaceutical field and covers
areas on the borderline to other sectors such
as biotechnology and medical devices. For
this reason, it is appropriate to create, within
the Agency, a Committee for Advanced
Therapies, which should be responsible for
preparing a draft opinion on the quality,
safety and efficacy of each advanced
therapy medicinal product for final
approval by the Committee for Medicinal
Products for Human Use of the Agency. In
addition, the Committee for Advanced
Therapies should be consulted for the
evaluation of any other medicinal product
which requires specific expertise falling
within its area of competence.
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Justification

Due to a highly specific and unique character of the advanced therapy medicinal products, a
new Committee for Advanced Therapies is established within EMEA and composed of experts
having specific qualifications or experience in this highly innovative and quickly developing
field. Therefore, the new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. Furthermore, the
committee should be consulted for the evaluation of other products under its competence.

Amendment 5
RECITAL 9 A (new)

(9a) The Committee for Advanced
Therapies should provide advice to the
Committee for Medicinal Products for
Human Use on whether a product falls
within the definition of an advanced
therapy medicinal product.

Justification

Due to its specific expertise in advanced therapy medicinal products, the Committee for
Advanced Therapies should assist the CHMP in its classification task of whether a product is
or is not an advanced therapy medicinal product.

Amendment 6
RECITAL 14

(14) As a matter of principle, human cells deleted
or tissues contained in advanced therapy

medicinal products should be procured

from voluntary and unpaid donation.

Voluntary and unpaid tissue and cell

donations are a factor which may

contribute to high safety standards for

tissues and cells and therefore to the

protection of human health.

Justification

This recital can be deleted as a consequence to the introduction of a new recital 7a and new
articles 3a and 28a.
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Amendment 7
RECITAL 16

(16) The manufacture of advanced therapy
medicinal products should be in compliance
with the principles of good manufacturing
practice, as set out in Commission Directive
2003/94/EC of 8 October 2003 laying down
the principles and guidelines of good
manufacturing practice in respect of
medicinal products for human use and
investigational medicinal products for
human use. Furthermore, guidelines specific
to advanced therapy medicinal products
should be drawn up, so as to properly reflect
the particular nature of their manufacturing
process.

(16) The manufacture of advanced therapy
medicinal products should be in compliance
with the principles of good manufacturing
practice, as set out in Commission Directive
2003/94/EC of 8 October 2003 laying down
the principles and guidelines of good
manufacturing practice in respect of
medicinal products for human use and
investigational medicinal products for
human use, adapted where appropriate to
take account of specific characteristics of
advanced therapy medicinal products,
especially tissue engineered products.
Furthermore, guidelines specific to advanced
therapy medicinal products should be drawn
up, so as properly to reflect the particular
nature of their manufacturing process.

Justification

The existing Good Manufacturing principles established by Directive 2003/94/EC may not be
fully appropriate as regards to advanced therapy products. A new GMP Directive, especially
focusing on Advanced Therapy products, would be appropriate, not just guidance on existing

GMP.

Amendment 8
RECITAL 24

(24) In order to take into account scientific
and technical developments, the
Commission should be empowered to adopt
any necessary changes regarding the
technical requirements for applications for
marketing authorisation of advanced therapy
medicinal products, the summary of product
characteristics, labelling, and package
leaflet.

PE 380.740v02-00

BG

(24) In order to take into account scientific
and technical developments, the
Commission should be empowered to adopt
any necessary changes regarding the
technical requirements for applications for
marketing authorisation of advanced therapy
medicinal products, the summary of product
characteristics, labelling, and package
leaflet. The Commission should ensure that
relevant information on envisaged
measures is made available to interested
parties without delay.
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Justification

Better predictability of future regulations is of the greatest importance for industry in order to
make well-planned and cost-effective investments in R&D and production. Therefore, relevant
information about envisaged measures should be made known as quickly as possible.

Amendment 9
RECITAL 25

(25) Provisions should be laid down to
report on the implementation of this
Regulation after experience has been gained,
with a particular attention to the different
types of advanced therapy medicinal
products authorised.

(25) Provisions should be laid down to
report on the implementation of this
Regulation after experience has been gained,
with a particular attention to the different
types of advanced therapy medicinal
products authorised and the measures
provided for in Chapter 6 and in Articles 9,
14(9) and 70(2) of Regulation (EC) No
726/2004.

Justification

The report on the implementation of this Regulation should cover the whole scope of the
present regulation, including the incentive measures for SMEs, the 'fast-track’ approvals and

the appeal procedure.

Amendment 10
ARTICLE 1 A (new)

Article la
Exclusion from the scope

This Regulation shall not apply to any
advanced therapy medicinal product which
is prepared in full in a hospital on a one-off
basis according to a specific, non-
standardised and non-patented process,

and used in a hospital, in order to comply
with an individual medical prescription for
an individual patient.

Justification

Where hospitals or other institutions prepare products by using an established process to
create treatments for patients on a serial and routine basis, they should have to comply with
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the provisions of this Regulation, ensuring quality, safety and efficacy of products. However,
when hospitals produce ATPs for research purposes or on an exceptional, one-off basis, they
should not have to comply with the centralised authorisation process. To ensure the
coherence with the Article 28, paragraph 1 we introduce the exclusion from the scope in the
present Regulation.

Amendment 11
ARTICLE 2, PARAGRAPH 1, POINT (D), INDENT 1 A (new)

- its cellular or tissue part contains viable
cells or tissues; or

Justification

For the purposes of this Regulation, the most important criterion when defining a combined
advanced therapy medicinal product should be the viability of its cellular or tissue part. For
the patient's safety and the high standards of the evaluation of a product, a combined product
should be always classified as an advanced therapy medicinal product when it contains viable

tissues or cells.

Amendment 12
ARTICLE 2, PARAGRAPH 1, POINT (D), INDENT 2

— its cellular or tissue part must be liable to - its cellular or tissue part containing non-
act upon the human body with action that viable cells or tissues must be liable to act
cannot be considered as ancillary to that of upon the human body with action that can
the devices referred to. be considered as primary to that of the

devices referred to.

Justification

A combined product should always be considered as advanced therapy medicinal product
when it contains non-viable cells or tissues which act upon human body in a manner that is
considered as primary to the action of the device part of the product concerned.

Amendment 13
ARTICLE 3 A (new)

Article 3a

Ban on commercialisation of the human
body
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Where an advanced therapy medicinal
product contains human tissues or cells,
every stage of the authorisation procedure
shall be carried out in accordance with the
principle of non-commercialisation of the
human body or its parts as such. To this
end, and for the purposes of this
Regulation, Member States shall ensure
that:

- the donation of human cells and tissues is
voluntary and unpaid and is made of the
donor's free will without payment except
compensation; and

- the procurement of tissues and cells is
carried out on a non-profit basis.

Justification

Rapid developments in biotechnology and biomedicine shouldn't compromise the protection
of fundamental rights. These rights, including the right to the integrity of the person, are laid
down in the Oviedo Convention as well as in the Charter of Fundamental Rights. These
standards can only be upheld if they are carefully observed at every stage of the authorisation
process. Therefore, EMEA should be subject to this specific obligation. Member States should
have an obligation to ensure voluntary and unpaid donation and to guarantee the
procurement of tissues or cells on a non-profit basis.

Amendment 14
ARTICLE 3 B (new)

Article 3b

Ban on products modifying the human
germ line

No authorisation shall be granted to
products modifying the germ line genetic
identity of human beings.

Justification

As Articles 1 and 13 of the Oviedo Convention make it clear, human dignity is compromised
when the inheritance of genetic identity is altered. Products which are neither properly
subject to clinical trials under Directive 2001/20/EC nor legally patentable under Directive
98/44/EC should not be eligible for authorisation under this Regulation.
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Amendment 15
ARTICLE 4, PARAGRAPH 3

3. The Commission shall draw up detailed
guidelines on good clinical practice specific
to advanced therapy medicinal products.

3. The Commission shall draw up detailed
guidelines on clinical trial authorization
procedures and good clinical practice
specific to advanced therapy medicinal and
in particular tissue engineered products.

Justification

This amendment recognizes that in particular for tissue engineered products for which no
legislation and hence no guidelines exist today, these need to be developed, not only with
regard to Good Clinical Practice but also related to Clinical trial authorizations.

Amendment 16
ARTICLE 9, PARAGRAPH 3

3. The advice given by the Committee for
Advanced Therapies under paragraph 1 shall
be sent to the chairman of the Committee for
Medicinal Products for Human Use in a
timely manner so as to ensure that the
deadline laid down in Article 6(3) of
Regulation (EC) No 726/2004 can be met.

3. The draft opinion given by the
Committee for Advanced Therapies under
paragraph 1 shall be sent to the chairman of
the Committee for Medicinal Products for
Human Use in a timely manner so as to
ensure that the deadline laid down in Article
6(3) or 9(2) of Regulation (EC) No
726/2004 can be met.

Justification

Due to the highly specific and unique character of the advanced therapy medicinal products,
a new Commiittee for Advanced Therapies is established within EMEA, composed of experts
having specific qualifications or experience in this highly innovative and quickly developing
field. Therefore, this new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. The draft
opinion should be given in a timely manner so the deadline laid down in Article 9(2) of

Regulation (EC) No 726/2004 can also be met.

Amendment 17
ARTICLE 9, PARAGRAPH 4

4. Where the scientific opinion on an
advanced therapy medicinal product drawn
up by the Committee for Medicinal Products
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4. Where the scientific opinion on an
advanced therapy medicinal product drawn
up by the Committee for Medicinal Products
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for Human Use under Article 5, paragraphs
2 and 3 of Regulation (EC) No 726/2004 is
not in accordance with the advice of the
Committee for Advanced Therapies, the
Committee for Medicinal Products for
Human Use shall annex to its opinion a
detailed explanation of the scientific grounds
for the differences.

for Human Use under Article 5(2) and (3) of
Regulation (EC) No 726/2004 is not in
accordance with the draft opinion of the
Committee for Advanced Therapies, the
Committee for Medicinal Products for
Human Use shall annex to its opinion a
detailed explanation of the scientific grounds
for the differences.

Justification

See the justification for the amendment of the Article 9, paragraph 3.

Amendment 18
ARTICLE 10, PARAGRAPH 1

1. Where a combined advanced therapy
medicinal product is concerned, the whole
product, including any medical device or
any active implantable medical device
incorporated in the medicinal product, shall
be evaluated by the Agency.

1. Where a combined advanced therapy
medicinal product is concerned, the whole
product, including any medical device or
any active implantable medical device
incorporated in the medicinal product, shall
be subject to final evaluation by the
Agency.

Justification

According to paragraph 2, a medical device or the active implantable medical device part of
a combined advanced therapy medicinal product have to be assessed by a notified body in
order to benefit from its extensive specific experience. The final evaluation should be carried
out by the Agency who should incorporate the assessment of a notified body in its final

opinion.

Amendment 19
ARTICLE 10, PARAGRAPH 2

2. Where the medical device or active
implantable medical device which is part of
a combined advanced therapy medicinal
product has already been assessed by a
notified body in accordance with Directive
93/42/EEC or Directive 90/385/EEC, the
Agency shall take account of the results of
that assessment in its evaluation of the
medicinal product concerned.
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2. The application for a marketing
authorisation for a combined advanced
therapy medicinal product shall include an
assessment by a notified body identified in
conjunction with the applicant in accordance
with Directive 93/42/EEC or Directive
90/385/EEC of the medical device or active
implantable medical device which forms
part of the combined advanced therapy

PE 380.740v02-00

BG



medicinal product. The Agency shall
incorporate the results of that assessment in
its evaluation of the medicinal product
concerned.

Justification

In order to ensure the continuous utilisation of the vast experience and expert knowledge of
the notified bodies concerning the evaluation of medical devices or active implantable
medical devices, the notified bodies should assess the medical device or the active
implantable medical device part of the combined advanced therapy medicinal product. The
Agency should incorporate these assessments in its final evaluation of the combined product
in accordance with paragraph 1.

Amendment 20
ARTICLE 14, PARAGRAPH 2

2. The package leaflet shall reflect the 2. Where products are exclusively applied
results of consultations with target patient to patients by medical practitioners, the
groups to ensure that it is legible, clear and summary of product characteristics

easy to use. pursuant to Article 11 of Directive

2001/83/EC can be used as package leaflet.

Justification

Since the predominant majority of Advanced Therapy Medicinal Products will not come into
the hands of patients but will be applied by medical practitioners directly, information about
the therapy, especially in cases of autologous products, must be given to patients even before
the starting material is removed. Therefore the possibility should be introduced to use the
summary of product characteristics as package leaflet.

Because the package will not come into the hand of patients the necessity for consultations

with target patient groups could be deleted.

Amendment 21
ARTICLE 15, PARAGRAPH 2, SUBPARAGRAPH 1

2. Where there is particular cause for 2. Where there is particular cause for
concern, the Commission may, on the advice concern, the Commission shall, on the
of the Agency, require as part of the advice of the Agency, require as part of the
marketing authorisation that a risk marketing authorisation that a risk
management system designed to identify, management system designed to identify,
prevent or minimise risks related to prevent or minimise risks related to
advanced therapy medicinal products, advanced therapy medicinal products,

PE 380.740v02-00 58/99 RR\651867BG.doc

BG



including an evaluation of the effectiveness including an evaluation of the effectiveness

of that system, be set up, or that specific of that system, be set up, or that specific

post-marketing studies be carried out by the post-marketing studies be carried out by the

holder of the marketing authorisation and holder of the marketing authorisation and

submitted for review to the Agency. submitted for review to the Agency.
Justification

In order to ensure the effectiveness of the risk management system, the Commission should
have an obligation to require necessary measures to be carried out when there is a cause for
concern.

Amendment 22
ARTICLE 15, PARAGRAPH 4

4. The Agency shall draw up detailed 4. The Agency shall draw up detailed
guidelines relating to the application of guidelines relating to the application of
paragraphs 1, 2 and 3. paragraphs 1, 2 and 3. They shall be based

on the principles of regulatory cooperation
and dialogue with the marketing
authorisation holder.

Justification

When drawing up post-authorisation risk management guidelines, principles of regulatory
cooperation and dialogue with the marketing authorization holder should be enacted in order
to allow a pooling of the limited expertise in this area.

Amendment 23
ARTICLE 17, PARAGRAPH 2

2. By way of derogation from Article 8(1) of 2. By way of derogation from Article 8(1) of
Regulation (EC) No 297/95, a 90% Regulation (EC) No 297/95, a 95%
reduction shall apply to the fee payable to reduction for small and medium-sized

the Agency for any advice referred to in enterprises and 80% for other applicants
paragraph 1 and in Article 57(1)(n) of shall apply to the fee payable to the Agency
Regulation (EC) No 726/2004 in respect of for any advice referred to in paragraph 1 and
advanced therapy medicinal products. in Article 57(1)(n) of Regulation (EC) No

726/2004 in respect of advanced therapy
medicinal products.

Justification

This Regulation seeks to encourage and support SME's in the development of ATMPs.
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Therefore, special fee-waivers should be introduced for SME's on scientific advice. The 5% of
the basic fee which the SME's should cover themselves is a symbolic amount, in order to
prevent any abuse of the system. To support applicants which are not SMEs and to ensure the
competitiveness of the whole sector, a reduction of 70% should be applied to all companies

irrespective of their size.

Amendment 24
ARTICLE 18, PARAGRAPH 1

1. Any applicant developing a product based
on cells or tissues may request a scientific
recommendation of the Agency with a view
to determining whether the referred product
falls, on scientific grounds, within the
definition of an advanced therapy medicinal
product. The Agency shall deliver this
recommendation after consultation with the
Commission.

1. Any applicant developing a product based
on cells or tissues may request a scientific
recommendation of the Agency with a view
to determining whether the referred product
falls, on scientific grounds, within the
definition of an advanced therapy medicinal
product. The Agency shall deliver this
recommendation, after consultation with the
Commiittee for Advanced Therapies and the
Commission, within 60 days of receipt of
the request.

Justification

The proposed amendment foresees that an applicant will get clarity on the classification of
the concerned product in a timely manner, thus facilitating business planning and further

development of the product.

Amendment 25
ARTICLE 19 A (new)
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Article 19a

Incentives for small and medium-sized
biotech enterprises

1. Manufacturers of advanced therapy
medicinal products which employ not more
than 500 persons and have a turnover not
exceeding EUR 100 million, or a balance
sheet total not exceeding EUR 70 million,
shall be eligible for all incentives granted to
small and medium—sized enterprises under
Commission Recommendation
2003/361/EC of 6 May 2003 concerning the
definition of micro, small and medium-
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sized enterprises’.

2. The same shall apply to an enterprise in
which other enterprises have an interest up
to 50 % and which invests more than 15 %
of its annual turnover in research and
development activities.

1L 124, 20.5.2003, p. 36.

Justification

For many young biotech enterprises it is difficult to meet the criteria for an SME. One of the
reasons is that a purchase or sale of a patent or platform technology may generate a big one-
off turnover which exceeds the current limitations. Another reason is that many enterprises
don't comply with the current criteria of independence (interests below 25 %), since they built
up alliances with other companies. These problems are likely to have the greatest relevance
for biotech enterprises. These companies should nevertheless enjoy more favourable financial

terms.
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Amendment 26

ARTICLE 19

61/99

B (new)

Article 19b

Reduction of the fee for marketing
authorisation

1. The fee for marketing authorisation
shall be reduced to 50 % if the applicant
can prove that there is a particular public
interest in the Community in the advanced
therapy medicinal product or if the return
on investment to be expected from the
marketing of such a product is small.

2. The first paragraph shall also apply to
fees for post-authorisation activities by the
Agency in the first year following the
granting of the marketing authorisation for
the medicinal product.

3. In the case of small and medium-sized
enterprises or enterprises which employ not
more than 500 persons and have a turnover
not exceeding EUR 100 million, or a
balance sheet total not exceeding EUR 70
million, the first paragraph shall also apply
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to the fees for post-authorisation activities
by the Agency without a time limit.

4. In the case of an enterprise in which
other enterprises have an interest up to 50
% and which invests more than 15 % of its
annual turnover in research and
development activities, the first paragraph
shall also apply to the fees for post-
authorisation activities by the Agency
without a time limit.

Justification

Reductions of the fee for marketing authorisations is necessary in cases of ATMPs serving
public interest like orphan drugs or where the applicant is an SME. For those products and
enterprises the centralised procedure is a big administrative burden which should be eased by
minimised fees. The stipulated cost reductions are also necessary in case of autologous
ATMPs and those for intended use because these products can only be introduced into the
market to a limited extent.

Amendment 27
ARTICLE 21, PARAGRAPH 1, POINT (C)

(¢) four members appointed by the (c) two members and two alternates

Commission, on the basis of a public call for appointed by the Commission, on the basis

expressions of interest, two of them to of a public call for expressions of interest

represent surgeons and two of them to and after consultation of the European

represent patients associations. Parliament, to represent medical doctors;
Justification

In order to cover all medical fields which the advanced therapies may relate to, more general
medical expertise, i.e. medical doctors, should be represented in the Committee for Advanced
Therapies . In addition, by introducing alternate members, we would like to ensure a
permanent representation of the groups involved. The appointment of these members and
their alternates should take place in consultation with the European Parliament.

Amendment 28
ARTICLE 21, PARAGRAPH 1, POINT (C A) (new)

(ca) two members and two alternates

appointed by the Commission, on the basis
of a public call for expressions of interest
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and after consultation of the European
Parliament, to represent patients
associations.

Justification

By introducing alternate members, we would like to ensure a permanent representation of the
groups involved. The appointment of these members and their alternates should take place in

consultation with the European Parliament.

Amendment 29
ARTICLE 21, PARAGRAPH 2

2. All members of the Committee for
Advanced Therapies shall be chosen for
their scientific qualification or experience in
respect of advanced therapy medicinal
products. For the purposes of point (b) of
paragraph 1, the Member States shall
cooperate, under the coordination of the
Executive Director of the Agency, in order
to ensure that the final composition of the
Committee for Advanced Therapies
appropriately and in a balanced way covers
the scientific areas relevant to advanced
therapies, including medical devices, tissue-
engineering, gene therapy, cell therapy,
biotechnology, pharmacovigilance, risk
management and ethics.

2. All members and alternates of the
Committee for Advanced Therapies shall be
chosen for their scientific qualification or
experience in respect of advanced therapy
medicinal products. For the purposes of
point (b) of paragraph 1, the Member States
shall cooperate, under the coordination of
the Executive Director of the Agency, in
order to ensure that the final composition of
the Committee for Advanced Therapies,
appropriately and in a balanced way covers
the scientific areas relevant to advanced
therapies, including medical devices, tissue-
engineering, gene therapy, cell therapy,
biotechnology, pharmacovigilance, risk
management and ethics.

Justification

The alternate members of the Committee for Advanced therapies introduced in paragraph 1
shall comply with the same criteria of scientific qualification or experience in the field of
advanced therapy medicinal products as its members.

Amendment 30
ARTICLE 23, POINT (A)

(a) to advise the Committee for Medicinal
Products for Human Use on any data
generated in the development of an
advanced therapy medicinal product, for
the formulation of an opinion on its
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(a) to draw up a draft opinion on the
quality, safety and efficacy of an advanced
therapy medicinal product submitted for
review; this draft opinion shall be
transmitted to the Committee for Medicinal
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quality, safety and efficacy, Products for Human Use for approval. The
Committee for Advanced Therapies shall

advise the Committee for Medicinal
Products for Human Use on any data
generated in the product’s development,

Justification

The Committee on Advanced Therapies should consist of the best possible experts from
Member States. Their expertise should therefore form the basis of any product opinion
delivered by the CHMP.

Amendment 31
ARTICLE 23, POINT (A A) (new)

(aa) to advise the Committee for Medicinal
Products for Human Use on the
amendments provided for in Articles 4(2),8,
19 and 24;

Justification

The assessment of advanced therapy medicinal products often requires very specific expertise,
for which reason the specialised Committee for Advanced Therapies is created. Therefore, it
is logical that this specialised committee should have an advisory role in the comitology
procedure to amend the Annexes and other technical requirements.

Amendment 32
ARTICLE 23, POINT (E A) (new)

(ea) to provide advice on the scientific
advice procedures referred to in Article 17;

Justification

The Committee on Advanced Therapies should consist of the best possible experts from
Member States. Their expertise should therefore be drawn upon for any advice issued
regarding an advanced therapy medicinal product.

Amendment 33
ARTICLE 23, POINT (E B) (new)
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(eb) to provide advice on product
classification as referred to in Article 18.

Justification

The Committee on Advanced Therapies should consist of the best possible experts from
Member States. Their expertise should therefore be drawn upon for any advice issued
regarding the classification of an advanced therapy medicinal product.

Amendment 34

ARTICLE 24
The Commission shall, in accordance with The Commission shall, in accordance with
procedure referred to in Article 26(2), amend procedure referred to in Article 26(2), amend
Annexes I to IV in order to adapt them to Annexes I to IV in order to adapt them to
scientific and technical evolution. scientific and technical evolution.
Justification

Annex I contains a fundamental and substantial definition. Therefore, it should not be subject
to any changes through comitology. Should any changes be necessary due to scientific
progress, they should be adopted in codecision, fully involving the European Parliament.

Amendment 35

ARTICLE 25
Within 5 years of entry into force of this Within 5 years of entry into force of this
Regulation, the Commission shall publish a Regulation, the Commission shall publish a
general report on its application, which shall general report on its application, which shall
include comprehensive information on the include comprehensive information on the
different types of advanced therapy different types of advanced therapy
medicinal products authorised pursuant to medicinal products authorised pursuant to
this Regulation. this Regulation and on the use and effect of

the measures provided for in Chapter 6 of
this Regulation and in Articles 9, 14(9) and
70(2) of Regulation (EC) No 726/2004. On
the basis of that report, the Commission
may propose amendments to this
Regulation and Regulation (EC) No
726/2004.

Justification

The report on the implementation of this Regulation should cover the whole scope of the
present regulation, including the incentive measures for SMEs, the 'fast-track’ approvals and
the appeal procedure. On the basis of this report, the Commission should re-evaluate the
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current provisions and propose amendments to improve them, also with a view of
harmonizing the different provisions and procedures currently in use within the EMEA.

Amendment 36
ARTICLE 26, PARAGRAPH 2 A (new)

2a. The Commission shall ensure that
relevant information about envisaged
measures is made available to all interested
parties in due time.

Justification

This is necessary to ensure that Industry and other stakeholders are involved from the very
beginning in the elaboration of secondary legislation as well as of guidance documents. This
is a concept already introduced in Community legislation (see art. 15.5 of Directive
2004/22/EC of 21 March 2004 on measuring instruments).

Amendment 37
ARTICLE 27, POINT 2
Annex, point 1 a (Regulation (EC) No. 726/2004)

“la. Advanced therapy medicinal products,
as defined in Regulation (EC) No [.../of the
European Parliament and of the Council
(Regulation on Advanced Therapy
Medicinal Products)].

PE 380.740v02-00

“la. Advanced therapy medicinal products,
as defined in Regulation (EC) No [.../of the
European Parliament and of the Council
(Regulation on Advanced Therapy
Medicinal Products)], except for advanced
therapy medicinal products for autologous
or intended use which are exclusively
manufactured and distributed in one
Member State and for which that Member
State has envisaged the national marketing
authorisation procedure as an alternative,
for a period of five years subsequent to the
granting of the marketing authorisation at
national level. Afterwards an application
Jfor renewal within the centralised
procedure is necessary with the effect that
after the renewal the national marketing
authorisation becomes a centralised
marketing authorisation.
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Justification

In order to facilitate the stage of market entry for many SMEs wanting to market their product
only in one member state, a marketing authorisation at national level for products marketed

at national level should be rendered possible.

This national marketing authorisation should be limited to a period of five years.
The renewal after this first period of five years can be conducted through a centralised

marketing authorisation.

Amendment 38
ARTICLE 28, POINT 1
Article 3, paragraph 7 (Directive 2001/83/EC)

7. Any advanced therapy medicinal
product, as defined in Regulation (EC) No
[.../of the European Parliament and of the
Council (Regulation on Advanced Therapy
Medicinal Products)], which is both
prepared in full and used in a hospital, in
accordance with a medical prescription for
an individual patient.

"7. Any advanced therapy medicinal
product, as defined in Regulation (EC) No
[.../of the European Parliament and of the
Council (Regulation on Advanced Therapy
Medicinal Products)], which is prepared in
full in a hospital on a one-off basis
according to a specific, non-standardised
and non-patented process, and used in a
hospital, in order to comply with an
individual medical prescription for an
individual patient.

Paragraphs 1 and 2 do not apply to
advanced therapy medicinal products.

Justification

Exceptions given in Directive 2001/83/EC allow pharmacies to prepare medicinal products in
accordance with a medical prescription without complying with medicinal product
legislation. This exception would as well give the in-house pharmacies of hospitals the
possibility producing TEP using standardized methods and on routinely basis. Therefore this
amendment is crucial to ensure that only one-off basis products are excluded from the scope

of this Regulation.

Amendment 39
ARTICLE 28, POINT 2
Article 4, paragraph 5 (Directive 2001/83/EC)

“5. This Directive and all Regulations
referred to therein shall not affect the
application of national legislation
prohibiting or restricting the use of any
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“5. This Directive and all Regulations
referred to therein shall not affect the
application of national legislation
prohibiting or restricting the use of any
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specific type of human or animal cells, or
the sale, supply or use of medicinal products
containing, consisting of or derived from
these cells. The Member States shall
communicate the national legislation
concerned to the Commission.”

specific type of human or animal cells, or
the sale, supply or use of medicinal products
containing, consisting of or derived from
these cells, on ethical grounds. The Member
States shall communicate the national
legislation concerned to the Commission.
The Commission shall publish the results
in a public register.”

Justification

Member States should retain the rights to prohibit or allow products on ethical grounds
reflecting the views held by that Member State. The Commission should be informed in a
transparent manner by the Member States of which products will be allowed to be placed on
the market with a view to allowing manufacturers to consult an authoritative list.

Amendment 40
ARTICLE 29

1. Advanced therapy medicinal products
which were legally on the Community
market in accordance with national or
Community legislation at the time of entry
into force of this Regulation shall comply
with this Regulation no later than 2 years
after its entry into force.

2. By way of derogation from Article 3(1) of
Regulation (EC) No 297/95, no fee shall be
payable to the Agency in respect of
applications submitted for the authorisation
of the advanced therapy medicinal products
mentioned in paragraph 1.
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1. For advanced therapy medicinal products,
other than tissue engineered products,
which were legally on the Community
market in accordance with national or
Community legislation at the time of entry
into force of this Regulation, an application
for a marketing authorisation shall be filed
no later than five years after the entry into
force of this Regulation.

2. For tissue engineered products which
are legally on the Community market in
accordance with national or Community
legislation at the time of entry into force of
the technical requirements referred to in
Article 8, an application for a marketing
authorisation shall be filed no later than
five years after the entry into force of the
technical requirements referred to in
Article 8.

3. By way of derogation from Article 3(1) of
Regulation (EC) No 297/95, no fee shall be
payable to the Agency in respect of
applications submitted for the authorisation
of the advanced therapy medicinal products
mentioned in paragraph 1.
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Justification
The envisaged Transitional period of two years is too short, since the duration of the clinical
trials alone will in many cases exceed the proposed time period.
Furthermore the applicant should only be responsible for the date of filing the application
and not for delays due to the Agency/national competent authorities or problems during the
assessment phase. Otherwhise, it could deprive patients from these important new medicinal

products.

Amendment 41
ARTICLE 30

This Regulation shall enter into force on the
20th day following that of its publication in
the Official Journal of the European Union.

It shall apply from /3 months after entry into
force]

This Regulation shall be binding in its
entirety and directly applicable in all
Member States.

1. This Regulation shall enter into force on
the 20th day following that of its publication
in the Official Journal of the European
Union.

2. It shall apply from * except in relation to
tissue engineered products.

3. In relation to tissue engineered products,
this Regulation shall apply from the date
on which all the requirements referred to in
Articles 4, 5 and 8 have entered into force.

4. This Regulation shall be binding in its
entirety and directly applicable in all
Member States.

* 3 months after the date of entry into force
of this Directive.

Justification

This is necessary to take into account the different timeframes necessary for the application of
Regulations and Directives. The proposal recognizes that the pharmaceutical regime cannot
be applied to TEP as it currently stands. It is therefore important that the regulation is
applicable only when all the directives modified by it are also of application.
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Draftswoman (*): Hiltrud Breyer

(*) Enhanced cooperation between committees - Rule 47 of the Rules of Procedure

SHORT JUSTIFICATION

The Commission’s proposal seeks to regulate placing on the European market of products
based on gene therapy, cell therapy and tissue engineering. These products are of growing
importance for modern medicine and can potentially help a lot of patients, but some serious
health risks might occur in case of improper regulation. Especially in the area of tissue
engineering no harmonised European approach exists.

In general, the Commission’s proposal is welcome by all stakeholders but the public debate
and discussion in Parliament committees has shown that there are some points that urgently
need clarification to make the proposal legally consistent, to exclude controversial
interpretations, to make the proposal coherent with the current legislation and to safeguard
Parliament's rights. This is why the Committee on Legal Affairs proposes a number of
amendments.

1. The rights of the Parliament in the comitology procedure.

The Commission’s proposal foresees to delegate almost all important questions to the
comitology procedure. In such a highly political issue it is important to safeguard Parliament's
rights. The Parliament should have the right to examine and to block such decisions. It is
unacceptable that Art. 8 of this proposal refers to the comitology procedure although the
Commission has not even submitted to the Parliament a draft of adequate technical
requirements. The European institutions have just reached a new agreement on the comitology
procedure which is a step forward in balancing their powers. In the meantime, a proposed
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amendment introduces a procedure strengthening Parliament's role.
2. Legal safety on the issue of subsidiarity.

There is broad agreement that the European Union should not harmonise the legislation on the
use of human embryos and human embryonic stem cells. The Commission proposes to
safeguard the legislative right of the Member States in Article 28(2). However, this provision
is not adequate and may be challenged in the Court of Justice, as it causes serious problems
with regard to the legal basis of the proposal. It can not be excluded that the proposed
Regulation constitutes a complete harmonisation. Therefore, the proposed Art. 28(2) would be
an alien substance and breach of Community law would not be excluded.

The Committee therefore proposes to exclude embryonic stem cells from the scope of the
Regulation in Article 1. It would make clear that there will be no harmonization in these
delicate areas. In addition, the wording of Art. 28(2) of the proposal should be changed to
underline that Member States, acting on the basis of Art. 30 TEC can further ban or limit the
use, the sale, the placing on the market of human and animal cells as well as the use of
medicinal products which contain, consist or are derived from such cells.

3. To make the proposal coherent with the current EU legislation, some technologies
that are banned in other European legislation should also not get authorisation under
the current Commission’s proposal.

Regardless of the competence of the Member States there should not be any compromises
regarding human rights and constitutional law, even if progress in some areas is rapid. The
principle of the non-commercialization of the human body has to be respected. The integrity
of the person is protected under the Oviedo Convention and the Charter of Fundamental
Rights. The production of human-animal hybrids or chimeras constitutes a breach of the
principle of the integrity of the person and of the principle of inviolability of human dignity.
Interventions in the human germ line are explicitly named in the Oviedo Convention as
endangering human dignity. Products which intervene in the human germ line are excluded
from clinical trials in Directive 2001/20/EC and are non patentable according to Directive
98/44/EC as are also human-animal hybrids being against ordre public.

4. To insure the voluntary and unpaid donation of human tissues and cells the Directive
2004/23/EC must be amended.

Straight in connection with advanced therapies which are subject to rapid development and
for products of which the human tissue and cells are increasingly needed, the principle of the
non-commercialization of the human body requires Member States to ensure the voluntary
and unpaid donation and procurement of human cells and tissues. Therefore the Directive
2004/23/EC must be amended for the purposes of the suggested Regulation.

AMENDMENTS

The Committee on Legal Affairs calls on the Committee on the Environment, Public Health
and Food Safety, as the committee responsible, to incorporate the following amendments in
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its report:

Text proposed by the Commission

Amendments by Parliament

Amendment 1

Proposal for a Regulation of the European
Parliament and of the Council on advanced
therapy medicinal products and amending
Directive 2001/83/EC and Regulation (EC)
No 726/2004

TITLE

Proposal for a Regulation of the European
Parliament and of the Council on advanced
therapy medicinal products and amending
Directive 2001/83/EC, Regulation (EC) No
726/2004 and Directive 2004/23/EC

Justification

The title of the proposal need to be changed, as Directive 2004/23/EC is also amended (see

amendment 45).

Amendment 2
RECITAL 6

(6) The regulation of advanced therapy
medicinal products at Community level
should not interfere with decisions made by
Member States on whether to allow the use
of any specific type of human cells, such as
embryonic stem cells, or animal cells. It
should also not affect the application of
national legislation prohibiting or restricting
the sale, supply or use of medicinal products
containing, consisting of or derived from
these cells.

RR\651867BG.doc

(6) Legislation in force in Member States
concerning the use of certain types of cells,
such as embryonic stem cells, varies
considerably. The regulation of advanced
therapy medicinal products at Community
level should not interfere with decisions
made by Member States on whether to allow
the use of any specific type cells. It should
also not affect the application of national
legislation prohibiting or restricting the sale,
supply or use of medicinal products
containing, consisting of or derived from
these cells. Moreover, it is impossible to
assess when, if ever, research on these cells
will reach the stage at which commercial
products made from these cells could be
placed on the market. In order to respect
the basic principles and the proper
functioning of the internal market and to
ensure legal certainty, this Regulation
should apply only to products made of cells,
for which marketing is feasible in the near
future and which do not raise major
controversies.
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Justification

The legal base of this regulation (Article 95 TEC) is a single market harmonisation measure.
1t is not designed to cover situations in which significant national legislative differences are
intended to remain (c.f. ECJ Case C-376/98). It is therefore necessary to exclude from the
scope of this regulation products using materials which are controversial and for which
differing Member States legislative provisions are intended to remain. In any case, products
using these materials are unlikely to be ready to be placed on the market in the foreseeable
Sfuture.

Amendment3
RECITAL 7 A (new)

(7a) This Regulation fully respects the
prohibition on making the human body and
its parts as such a source of financial gain,
as set out as an inalienable minimum
safeguard in the Charter of Fundamental
Rights of the European Union and further
underlined by the European Parliament in
its resolutions of 10 March 2005 on the
trade in human egg cells' and of 26
October 2005 on patents for
biotechnological inventions’. To that end, it
is necessary to ensure that the donation of
tissues and cells is voluntary and unpaid
and that their procurement is carried out
on a non-profit basis. Voluntary and
unpaid tissue and cell donations also
contribute to high safety standards for
tissues and cells and therefore to the
protection of human health.

1 OJC320E, 15.12.2005, p. 251.
2 Texts Adopted of that date, P6_TA(2005)0407.

Justification

Rapid developments in biotechnology and biomedicine must not be allowed to compromise
the protection of fundamental rights. These rights of which one of the most important one is
the right to the integrity of the person are laid down in the Oviedo Convention as well as in
the Charter of Fundamental Rights. These standards should be met especially for tissue- and
cell-based advanced therapy medicinal products as highly innovative new products. In this
context, voluntary and unpaid donation as well as procurement on a non-profit basis are the
key principles that should be imperatively respected in the Community.

Amendment 4
RECITAL 7 B (new)
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(7b) Directive 2001/20/EC' prohibits gene
therapy trials that result in modifications to
a subject's germ line genetic identity.
Directive 98/44/EC? provides that processes
for modifying the human germ line genetic
identity are to be regarded as unpatentable.
To ensure legal consistency, this
Regulation should prohibit any
authorisation of products that modify the
germ line genetic identity of human beings.
By way of exception, the prohibition of
authorisation should not apply to products
intended to treat cancers of the gonads.

! 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 (OJ L 121,
1.5.2001, p. 34).

2 Directive 98/44/EC of the European Parliament
and of the Council of 6 July 1998 on the legal
protection of biotechnological inventions (OJ L 213,
30.7.1998, p. 13).

Justification

As Articles 1 and 13 of the Oviedo Convention make it clear, human dignity is compromised
when the inheritance of genetic identity is altered. Products which are neither properly
subject to clinical trials under Directive 2001/20/EC nor legally patentable under Directive
98/44/EC should not be eligible for authorisation under this Regulation. Nevertheless,
products for the treatment of cancer of the gonades should be permitted to have European

marketing authorisation.
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Amendment 5
RECITAL 7 C (new)

(7c) This Regulation should prohibit any
authorisation of products derived from
human-animal hybrids or chimeras or
containing tissues or cells originating or
derived therefrom. This provision should
not exclude the transplantation of somatic
animal cells or tissues to the human body
for therapeutic purposes, in so far as it does
not interfere with the germ line.
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Justification

The physical and mental integrity of the person and human dignity must be respected, as
underlined in Articles 1 and 3 of the Charter of fundamental rights of the European Union.
The creation of human-animal hybrids or chimeras is a threat to the right to integrity of a
person and a violation of human dignity. Therefore, no authorisation for products containing
or originating from human-animal hybrids or chimeras should be granted under this
Regulation. However, the Xenotransplantation for therapeutic purposes should not be
excluded, as far as it does not interfere with the germ line.

Amendment 6
RECITAL 9

(9) The evaluation of advanced therapy
medicinal products often requires very
specific expertise, which goes beyond the
traditional pharmaceutical field and covers
areas on the borderline to other sectors such
as biotechnology and medical devices. For
this reason, it is appropriate to create, within
the Agency, a Committee for Advanced
Therapies, which the Committee for
Medicinal Products for Human Use of the
Agency should consult on the assessment
of data related to advanced therapy
medicinal products, before issuing its final
scientific opinion. In addition, the
Committee for Advanced Therapies may be
consulted for the evaluation of any other
medicinal product which requires specific
expertise falling within its area of
competence.

(9) The evaluation of advanced therapy
medicinal products often requires very
specific expertise, which goes beyond the
traditional pharmaceutical field and covers
areas on the borderline to other sectors such
as biotechnology and medical devices. For
this reason, it is appropriate to create, within
the Agency, a Committee for Advanced
Therapies, which should be responsible for
preparing a draft opinion on the quality,
safety and efficacy of each advanced
therapy medicinal product for final
approval by the Committee for Medicinal
Products for Human Use of the Agency. In
addition, the Committee for Advanced
Therapies should be consulted for the
evaluation of any other medicinal product
which requires specific expertise falling
within its area of competence.

Justification

Due to a highly specific and unique character of the advanced therapy medicinal products, a
new Committee for Advanced Therapies is established within EMEA and composed of experts
having specific qualifications or experience in this highly innovative and quickly developing
field. Therefore, the new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. Furthermore, the
committee should be consulted for the evaluation of other products under its competence.

Amendment 7
RECITAL 9 A (new)
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(9a) The Committee for Advanced
Therapies should provide advice to the
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Committee for Medicinal Products for
Human Use on whether a product falls
within the definition of an advanced
therapy medicinal product.

Justification

Due to its specific expertise in advanced therapy medicinal products, the Committee for
Advanced Therapies should assist the CHMP in its classification task of whether a product is
or is not an advanced therapy medicinal product.

Amendment 8
RECITAL 10

(10) The Committee for Advanced
Therapies should gather the best available
Community expertise on advanced therapy
medicinal products. The composition of the
Committee for Advanced Therapies should
ensure appropriate coverage of the scientific
areas relevant to advanced therapies,
including gene therapy, cell therapy, tissue-

(10) The Committee for Advanced
Therapies should gather the best available
Community expertise on advanced therapy
medicinal products. The composition of the
Committee for Advanced Therapies should
ensure appropriate coverage of the scientific
areas relevant to advanced therapies,
including gene therapy, cell therapy, tissue-

engineering, medical devices,
pharmacovigilance and ethics. Patient
associations and physicians with scientific
experience of advanced therapy medicinal
products should also be represented.

engineering, medical devices,
pharmacovigilance and ethics. Patient
associations and surgeons with scientific
experience of advanced therapy medicinal
products should also be represented.

Justification
For the sake of being more precise it is necessary to apply the technical term.

Amendment 9
RECITAL 14

(14) As a matter of principle, human cells deleted
or tissues contained in advanced therapy

medicinal products should be procured

from voluntary and unpaid donation.

Voluntary and unpaid tissue and cell

donations are a factor which may

contribute to high safety standards for

tissues and cells and therefore to the

protection of human health.

Justification

This recital shall be deleted as a consequence to the introduction of a new recital 7(a) and
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new Articles 3(a) and 28(a).

Amendment 10
RECITAL 16

(16) The manufacture of advanced therapy
medicinal products should be in compliance
with the principles of good manufacturing
practice, as set out in Commission Directive
2003/94/EC of 8 October 2003 laying down
the principles and guidelines of good
manufacturing practice in respect of
medicinal products for human use and
investigational medicinal products for
human use. Furthermore, guidelines specific
to advanced therapy medicinal products
should be drawn up, so as to properly reflect
the particular nature of their manufacturing
process.

(16) The manufacture of advanced therapy
medicinal products should be in compliance
with the principles of good manufacturing
practice, as set out in Commission Directive
2003/94/EC of 8 October 2003 laying down
the principles and guidelines of good
manufacturing practice in respect of
medicinal products for human use and
investigational medicinal products for
human use, and adapted, where necessary,
to reflect the specific nature of the
products. Furthermore, guidelines specific to
advanced therapy medicinal products should
be drawn up, so as to properly reflect the
particular nature of their manufacturing
process.

Justification

Advanced Therapy medicinal products have specific characteristics that differ greatly from
traditional medicinal products. That leads to important differences in their manufacturing
process (e.g. in Article 11.4. the GMP Directive requires that sample batches of finished
products should be kept for 1 year after expiry date. It is, however, difficult to consider expiry

dates for certain classes of ATMPs).

Amendment 11
RECITAL 28

(28) Directive 2001/83/EC and Regulation
(EC) No 726/2004 of the European
Parliament and of the Council of 31 March
2004 laying down Community procedures
for the authorisation and supervision of
medicinal products for human and veterinary
use and establishing European Medicines
Agency should therefore be amended
accordingly,

(28) Directive 2001/83/EC, Regulation (EC)
No 726/2004 of the European Parliament
and of the Council of 31 March 2004 laying
down Community procedures for the
authorisation and supervision of medicinal
products for human and veterinary use and
establishing European Medicines Agency
and Directive 2004/23/EC should therefore
be amended accordingly,

Justification

This is a consequential amendment to the introduction of Article 28(a) (new) modifying

Directive 2004/23/EC on tissues and cells.
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Amendment 12
ARTICLE 1 A (new)

Article 1a

Exclusions
This Regulation shall not apply to any
advanced therapy medicinal products that
contain or are derived from human
embryonic and foetal cells, primordial germ
cells and cells derived from those cells.

Justification

The legal base of this regulation (Article 95 TEC) is a single market harmonisation measure.
1t is not designed to cover situations in which significant national legislative differences are
intended to remain (c.f. ECJ Case C-376/98).

Amendment 13
ARTICLE 2, PARAGRAPH 1, POINT (D), INDENT 1 A (new)

- its cellular or tissue part contains viable
cells or tissues; or

Justification

For the purposes of this Regulation, the most important criterion when defining a combined
advanced therapy medicinal product should be the viability of its cellular or tissue part. For
the patient's safety and the high standards of the evaluation of a product, a combined product
should be always classified as an advanced therapy medicinal product when it contains viable
tissues or cells.

Amendment 14
ARTICLE 2, PARAGRAPH 1, POINT (D), INDENT 2

— its cellular or tissue part must be liable to — its cellular or tissue part containing non-
act upon the human body with action that viable cells or tissues must be liable to act
cannot be considered as ancillary to that of upon the human body with action that can
the devices referred to. be considered as primary to that of the

devices referred to.

Justification
A combined product should always be considered as advanced therapy medicinal product

when it contains non-viable cells or tissues which act upon human body in a manner that is
considered as primary to the action of the device part of the product concerned.
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Amendment 15
ARTICLE 2, PARAGRAPH 1, POINT (D A) (new)

(da) chimera means:

- an embryo into which a cell of any non-
human life form has been introduced; or
- an embryo of any non-human life form
into which a human cell has been
introduced; or

- an embryo that consists of cells of more
than one embryo, foetus or human being;

Justification

This definition is introduced for the purpose of Article 3(c)(new) of the present Regulation.

Amendment 16
ARTICLE 2, PARAGRAPH 1, POINT (D B) (new)

(db) hybrid means:

- a human ovum that has been fertilised by
a sperm of a non-human life form;

- an ovum of a non-human life form that
has been fertilised by a human sperm;

- a human ovum into which the nucleus of
a cell of a non-human life form has been
introduced;

- an ovum of a non-human life form into
which the nucleus of a human cell has
been introduced; or

- a human ovum or an ovum of a non-
human life form that otherwise contains
haploid sets of chromosomes from both a
human being and a non-human life form.

Justification
This definition is introduced for the purpose of Article 3(c) of the present Regulation. Source:

Canadian assisted human reproduction act 2004.

Amendment 17

ARTICLE 3
Where an advanced therapy medicinal Where an advanced therapy medicinal
product contains human cells or tissues, the product contains human cells or tissues, the
PE 380.740v02-00 80/99 RR\651867BG.doc
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donation, procurement and testing of those donation, procurement and testing of those

cells or tissues shall be made in accordance cells or tissues shall be made in accordance
with the provisions laid down in Directive with the provisions laid down in Directive
2004/23/EC. 2004/23/EC. The Commiittee for Medicinal

Products for Human Use of the European
Medicines Agency, hereinafter “the
Agency”, shall verify the assurances (or the
documentation) of the holder of the
marketing authorisation with regard to the
voluntary and unpaid donation of tissues
and cells as laid down in Directive
2004/23/EC.

Amendment 18
ARTICLE 3 A (new)

Article 3a
Prohibition of commercialisation of the
human body and its parts as such

Where an advanced therapy medicinal
product contains human tissues or cells,
every stage of the authorisation procedure
shall be carried out in accordance with the
principle of non-commercialisation of the
human body or its parts as such. To that
end, and for the purposes of this
Regulation, Member States shall ensure
that:

- the donation of human cells and tissues is
voluntary and unpaid and is made of the
donor's free will without payment except
compensation; and

- the procurement of tissues and cells as
such is carried out on a non-profit basis.

Justification

Rapid developments in biotechnology and biomedicine must not undermine the protection of
fundamental rights. These rights, of which a very important one is the person's integrity, are
laid down in the the patenting directive, the Oviedo Convention and the Charter of
Fundamental Rights.

Amendment 19
ARTICLE 3 B (new)

Article 3b
Prohibition of products modifying the
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human germ line.

No authorisation shall be granted for
products which modify the germ line
genetic identity of human beings, except for
those intended to treat cancers of the
gonads.

Justification

As Articles 1 and 13 of the Oviedo Convention make it clear, human dignity is compromised
when the inheritance of genetic identity is altered. Products which are neither properly
subject to clinical trials under Directive 2001/20/EC nor legally patentable under Directive
98/44/EC should not be eligible for authorisation under this Regulation, with the exclusion of
cancer treatment.

Amendment 20
ARTICLE 3 C (new)

Article 3¢

Prohibition of products derived from
human-animal hybrids or chimeras

No authorisation shall be granted for
products derived from human-animal
hybrids or chimeras or containing tissues
or cells originating or derived therefrom.
This provision shall not preclude the
transplantation of somatic animal cells or
tissues to the human body for therapeutic
purposes, in so far as it does not interfere
with the germ line.

Justification

The physical and mental integrity of the person and human dignity must be respected, as
underlined by the Charter of fundamental rights of the EU. The creation of human-animal
hybrids or chimeras is a breach of the right to integrity of a person and a violation of human
dignity. In addition, the Directive 98/44/EC on the legal protection of biotechnological
inventions stresses that the production of chimeras from germ cells is excluded from
patentability. Therefore, no authorisation under this regulation should be granted to products
containing or derived from such tissues and cells.

Amendment 21
ARTICLE 5, PARAGRAPH -1 (new)

The Commission shall, in accordance with
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the procedure referred to in Article 26(2),
amend Directive 2003/94/EC to take into
account the specific characteristics of
advanced therapy medicinal product and,
especially, tissue engineered products.

Justification

Advanced therapy medicinal products have specific characteristics that differ greatly from
traditional medicinal products. That leads to important differences in their manufacturing
process (e.g. Article 11.4. of the GMP Directive requires that sample batches of finished
products should be kept for 1 year after the expiry date. It is, however, difficult to consider
expiry dates for certain classes of ATMPs).

Amendment 22
ARTICLE 7 A (new)

Article 7a
Specific requirements for products
containing animal cells

In addition to the requirements laid down
in this Regulation and the Annexes hereto,
products containing non-human cells or
tissues shall be authorised only where it is
guaranteed that they will not give rise to
problems relating to the identification of
endogen retroviruses in the external cells
and in the recipients, the possible creation
of new viruses, possible immune reactions
or the possible development of cancer.

Justification

The legal base of this regulation (Article 95 TEC) is a single market harmonisation measure.
1t is not designed to cover situations in which significant national legislative differences are
intended to remain (c.f. ECJ Case C-376/98). It is therefore necessary to exclude from the
scope of this regulation products using materials which are ethically controversial and for
which differing Member States legislative provisions are intended to remain. In any case,
products using these materials are unlikely to be ready to be placed on the market in the

foreseeable future.

Amendment 23
ARTICLE 9, PARAGRAPH 2

2. The rapporteur or co-rapporteur appointed 2. The rapporteur or co-rapporteur appointed
by the Committee for Medicinal Products for by the Committee for Medicinal Products for
Human Use pursuant to Article 62 of Human Use pursuant to Article 62 of
Regulation (EC) No 726/2004 shall be a Regulation (EC) No 726/2004 shall be a
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member of the Committee for Advanced member of the Committee for Advanced

Therapies. This member shall also act as Therapies, shall be proposed by the
rapporteur or co-rapporteur for the Committee for Advanced Therapies and
Committee for Advanced Therapies. shall possess specific expertise in relation

to the product concerned. This member
shall also act as rapporteur or co-rapporteur
for the Committee for Advanced Therapies.

Justification

In order to ensure the highest level of expertise, the rapporteur and co-rapporteur appointed
by the CHMP should be proposed by the Committee for Advanced Therapies and should have
specific expertise for the relevant product.

Amendment 24
ARTICLE 9, PARAGRAPH 3

3. The advice given by the Committee for 3. The draft opinion given by the
Advanced Therapies under paragraph 1 shall Committee for Advanced Therapies under
be sent to the chairman of the Committee for paragraph 1 shall be sent to the chairman of
Medicinal Products for Human Use in a the Committee for Medicinal Products for
timely manner so as to ensure that the Human Use in a timely manner so as to
deadline laid down in Article 6(3) of ensure that the deadlines laid down in
Regulation (EC) No 726/2004 can be met. Articles 6(3) or 9(2) of Regulation (EC) No
726/2004 can be met.
Justification

Due to the highly specific and unique character of the advanced therapy medicinal products,
a new Commiittee for Advanced Therapies is established within EMEA, composed of experts
having specific qualifications or experience in this highly innovative and quickly developing
field. Therefore, this new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. The draft
opinion should be given in a timely manner so the deadline laid down in Article 9(2) of
Regulation (EC) No 726/2004 can also be met.

Amendment 25
ARTICLE 14, PARAGRAPH 2

2. The package leaflet shall reflect the 2. Where products are exclusively applied
results of consultations with target patient to patients by medical practitioners, the
groups to ensure that it is legible, clear and summary of product characteristics
easy to use. pursuant to Article 11 of Directive
2001/83/EC may be used as the package
leaflet.
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Justification

Since the predominant majority of Advanced Therapy Medicinal Products will not come into
the hands of patients but will be applied by medical practitioners directly, information about
the therapy, especially in cases of autologous products, must be given to patients even before
the starting material is removed. Therefore the possibility should be introduced to use the
summary of product characteristics as package leaflet. Because the package will not come
into the hand of patients the necessity for consultations with target patient groups could be

deleted.

Amendment 26
ARTICLE 15, PARAGRAPH 2, SUBPARAGRAPH 1

2. Where there is particular cause for
concern, the Commission may, on the advice
of the Agency, require as part of the
marketing authorisation that a risk
management system designed to identify,
prevent or minimise risks related to
advanced therapy medicinal products,
including an evaluation of the effectiveness
of that system, be set up, or that specific
post-marketing studies be carried out by the
holder of the marketing authorisation and
submitted for review to the Agency.

2. Where there is particular cause for
concern, the Commission shall, on the
advice of the Agency, require as part of the
marketing authorisation that a risk
management system designed to identify,
prevent or minimise risks related to
advanced therapy medicinal products,
including an evaluation of the effectiveness
of that system, be set up, or that specific
post-marketing studies be carried out by the
holder of the marketing authorisation and
submitted for review to the Agency.

Justification

In order to ensure the effectiveness of the risk management system, the Commission should
have an obligation to require necessary measures to be carried out when there is a cause for

concern.

Amendment 27
ARTICLE 17, PARAGRAPH 2

2. By way of derogation from Article 8(1) of
Regulation (EC) No 297/95, a 90%
reduction shall apply to the fee payable to
the Agency for any advice referred to in
paragraph 1 and in Article 57(1)(n) of
Regulation (EC) No 726/2004 in respect of
advanced therapy medicinal products.

2. By way of derogation from Article 8(1) of
Regulation (EC) No 297/95, a 95%
reduction for SMEs and 70% for other
applicants shall apply to the fee payable to
the Agency for any advice referred to in
paragraph 1 and in Article 57(1)(n) of
Regulation (EC) No 726/2004 in respect of
advanced therapy medicinal products.

Justification

This Regulation seeks to encourage and support SME's in the development of ATMPs.
Therefore, it is necessary to introduce special fee-waivers applicable to SME's on scientific
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advice. The 5% of the basic fee which the SME's should cover themselves is a symbolic
amount, in order to prevent any abuse of the totally gratis system. Moreover, to support the
applicants which do not fall under the SME criteria and to ensure the competitiveness of the
whole sector, a reduction of 70% should be applied to all companies irrespective of their size.

Amendment 28
ARTICLE 18, PARAGRAPH 1

1. Any applicant developing a product based
on cells or tissues may request a scientific
recommendation of the Agency with a view
to determining whether the referred product
falls, on scientific grounds, within the
definition of an advanced therapy medicinal
product. The Agency shall deliver this
recommendation after consultation with the
Commission.

1. Any applicant developing a product based
on cells or tissues may request a scientific
recommendation of the Agency with a view
to determining whether the referred product
falls, on scientific grounds, within the
definition of an advanced therapy medicinal
product. The Agency shall deliver this
recommendation, after consultation with the
Committee for Advanced Therapies and the
Commission, within 60 days after receipt of
the request.

Justification

The proposed amendment foresees that an applicant will get clarity on the classification of
the concerned product in a timely manner, thus facilitating business planning and further

development of the product.

Amendment 29
ARTICLE 19 A (new)

PE 380.740v02-00

Article 19a
Incentives for small and medium-sized
biotech enterprises

1. Manufacturers of advanced therapy
medicinal products which employ not more
than 500 persons and have a turnover not
exceeding EUR 100 million, or a balance-
sheet total not exceeding EUR 70 million,
shall be eligible for all incentives which are
granted to small and medium—sized
enterprises as defined in Commission
Recommendation 2003/361/EC".

2. The same shall apply to enterprises in
which other enterprises have an interest up
to 50%, if those enterprises invest more
than 15% of their annual turnover in
research and development activities.
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Justification

For many young biotech enterprises it is difficult to meet the criteria for an SME. One of the
reasons is that a purchase or sale of a patent or platform technology may generate a big
oneolff turnover which exceeds the current limitations. Another reason is that many
enterprises don't comply with the current criteria of independence (interests below 25 %),
since they built up alliances with other companies. These problems are likely to have the
greatest relevance for biotech enterprises. These companies should nevertheless enjoy more
favourable financial terms.

Amendment 30
ARTICLE 19 B (new)

Article 19b
Reduction of the fee for marketing
authorisation

1. The fee for marketing authorisation
shall be reduced by 50% if the applicant
can prove that there is a particular public
interest in the Community in the advanced
therapy medicinal product or if the return
on investment to be expected from the
marketing of that product is small.

2. Paragraph 1 shall also apply to fees
charged by the Agency for post-
authorisation activities in the first year
following the granting of the marketing
authorisation for the medicinal product.

3. In the case of small and medium-sized
enterprises or enterprises which employ not
more than 500 persons and have a turnover
not exceeding EUR 100 million, or a
balance-sheet total not exceeding EUR 70
million, paragraph 1 shall also apply,
without any time limit, to the fees charged
by the Agency for post-authorisation
activities.

4. In the case of an enterprise in which
other enterprises have an interest up to
50% and which invests more than 15% of
its annual turnover in research and
development activities, paragraph 1 shall
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also apply, without any time limit, to the

fees charged by the Agency for post-

authorisation activities.

Justification

Reductions of the fee for marketing authorisations is necessary in cases of ATMPs serving
public interest like orphan drugs or where the applicant is an SME. For those products and
enterprises the centralised procedure is a big administrative burden which should be eased by
minimised fees. The stipulated cost reductions are also necessary in case of autologous
ATMPs and those for intended use because these products can only be introduced into the

market to a limited extent.

Amendment 31
ARTICLE 21, PARAGRAPH 1, POINT (C)

(c) four members appointed by the
Commission, on the basis of a public call for
expressions of interest, two of them to
represent surgeons and two of them to
represent patients associations.

(c) four members appointed by the
Commission, on the basis of a public call for
expressions of interest, two of them to
represent physicians and two of them to
represent patients associations.

Justification

For the sake of being more precise it is necessary to apply the technical term.

Amendment 32
ARTICLE 21, PARAGRAPH 1, POINT (C) AND POINT (C A) (new)

(¢) four members appointed by the
Commission, on the basis of a public call for
expressions of interest, two of them to
represent surgeons and two of them to
represent patients associations.

(c) two members and two alternates
appointed by the Commission, on the basis
of a public call for expressions of interest
and after consultation of the European
Parliament, to represent physicians;

(ca) two members and two alternates
appointed by the Commission, on the basis
of a public call for expressions of interest
and after consultation of the European
Parliament, to represent patients
associations.

Justification

In order to cover all medical fields which the advanced therapies may relate to, more general
medical expertise, i.e. medical doctors, should be represented in the Committee for Advanced
Therapies . In addition, by introducing alternate members, we would like to ensure a
permanent representation of the groups involved. The appointment of these members and
their alternates should take place in consultation with the European Parliament.
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Amendment 33
ARTICLE 21, PARAGRAPH 2

2. All members of the Committee for
Advanced Therapies shall be chosen for
their scientific qualification or experience in
respect of advanced therapy medicinal
products. For the purposes of point (b) of
paragraph 1, the Member States shall
cooperate, under the coordination of the
Executive Director of the Agency, in order
to ensure that the final composition of the
Committee for Advanced Therapies
appropriately and in a balanced way covers
the scientific areas relevant to advanced
therapies, including medical devices, tissue-
engineering, gene therapy, cell therapy,
biotechnology, pharmacovigilance, risk
management and ethics.

2. All members and alternates of the
Committee for Advanced Therapies shall be
chosen for their scientific qualification or
experience in respect of advanced therapy
medicinal products. For the purposes of
point (b) of paragraph 1, the Member States
shall cooperate, under the coordination of
the Executive Director of the Agency, in
order to ensure that the final composition of
the Committee for Advanced Therapies,
appropriately and in a balanced way covers
the scientific areas relevant to advanced
therapies, including medical devices, tissue-
engineering, gene therapy, cell therapy,
biotechnology, pharmacovigilance, risk
management and ethics.

Justification

The alternate members of the Committee for Advanced therapies introduced in paragraph 1
shall comply with the same criteria of scientific qualification or experience in the field of
advanced therapy medicinal products as its members.

Amendment 34
ARTICLE 23, POINT (A)

(a) to advise the Committee for Medicinal
Products for Human Use on any data
generated in the development of an
advanced therapy medicinal product, for
the formulation of an opinion on its

quality, safety and efficacy;

(a) to formulate a draft opinion on the
quality, safety and efficacy of an advanced
therapy medicinal product for final
approval by the Committee for Medicinal
Products for Human Use and to advise it on
any data generated in the development of
such a product;

Justification

Due to the highly specific and unique character of the advanced therapy medicinal products,
a new Commiittee for Advanced Therapies is established within EMEA, composed of experts
having specific qualification or experience in this highly innovative and quickly developing
field. Therefore, the new structure should be responsible for drafting an opinion on the
quality, safety, and efficacy of products for the final approval by the CHMP. Furthermore, the
committee should be consulted for the evaluation of other products under its competence.

Amendment 35
ARTICLE 23, POINT (A A) (new)
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(aa) to provide advice, pursuant to Article
18, to the Committee for Medicinal
Products for Human Use on whether a
product falls within the definition of an
advanced therapy medicinal product;

Justification

Having specific expertise in advanced therapy medicinal products, the Committee for
Advanced Therapies should assist the CHMP in its classification task of whether a product is
or is not an advanced therapy medicinal product.

Amendment 36
ARTICLE 23, PARAGRAPH 1 A (new)

When preparing a draft opinion for final
approval by the Committee for Medicinal
Products for Human Use, the Committee
for Advanced Therapies shall endeavour to
reach a scientific consensus. If such
consensus cannot be reached, the
Committee for Advanced Therapies shall
adopt the position of the majority of its
members. The draft opinion shall mention
the divergent positions and the grounds on
which they are based.

Justification

In order to guarantee transparency in the process of preparation of a draft opinion, a clear
decision procedure should be defined within Committee for Advanced Therapies.
Consequently, we suggest that a scientific consensus should be reached by its members.

Amendment 37
ARTICLE 24

The Commission shall, in accordance with
procedure referred to in Article 26(2), amend
Annexes I to IV in order to adapt them to
scientific and technical evolution.

The Commission shall, in accordance with
procedure referred to in Article 26(2), amend
Annexes II to IV in order to adapt them to
scientific and technical evolution.

Justification

Annex I contains a fundamental and substantial definition. We therefore consider that it
should not be subject to any changes through comitology. Should any changes be necessary
due to scientific progress, they should be adopted in codecision, fully involving the European

Parliament.
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Amendment 38
ARTICLE 25

Reporting
Within 5 years of entry into force of this
Regulation, the Commission shall publish a
general report on its application, which shall
include comprehensive information on the
different types of advanced therapy
medicinal products authorised pursuant to
this Regulation.

Report and review

Within 5 years of entry into force of this
Regulation, the Commission shall publish a
general report on its application, which shall
include comprehensive information on the
different types of advanced therapy
medicinal products authorised pursuant to
this Regulation.

In that report, the Commission shall also
assess the impact of technical progress on
the application of this Regulation and, if
necessary, submit a legislative proposal for
a review of its scope to include novel
therapies which are neither gene therapy,
nor cell therapy nor tissue engineering.

Justification

Scientific advances may make additional novel therapies possible which are neither gene
therapy, nor cell therapy nor tissue engineering. It would be in the interest of patients for
these to be included at some future date in order to allow European authorisation of the

resulting products.

Amendment 39
ARTICLE 25 A (new)

Article 25a

The Commission shall by no later than the
end of 2007 submit a legislative proposal in
order to ensure that products used for
cosmetic purposes which contain human or
animal cells or tissues are also covered by
adequate Community legislation.

Justification

Until now products used for cosmetic purposes containing human or animal cells or tissues,
although already being placed on the market, are not regulated under Community law. This

regulation gap needs to be closed.

Amendment 40
ARTICLE 26, PARAGRAPH 2, SUBPARAGRAPH 1
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2. Where reference is made to this 2. Where reference is made to this

paragraph, Articles 5 and 7 of Decision paragraph, and without prejudice to Article
1999/468/EC shall apply, having regard to 26a, Articles 5 and 7 of Decision
the provisions of Article 8 thereof. 1999/468/EC shall apply, having regard to

the provisions of Article 8 thereof.

Justification

This is a consequential amendment to the introduction of the new Article 26(a) below.

Amendment 41
ARTICLE 26 A (new)

Article 26a

Without prejudice to the implementing
measures already adopted, on 1 April 2008
at the latest, the application of the
provisions of this Regulation requiring the
adoption of technical rules, amendments
and decisions shall be suspended. Acting
on a proposal from the Commission, the
European Parliament and the Council may
renew the provisions concerned in
accordance with the procedure laid down in
Article 251 of the Treaty and, to that end,
they shall review them prior to the expiry of
the date referred to above.

The first paragraph shall apply until such
time as it is superseded by a new agreement
on comitology.

Justification

This amendment is preliminary tabled until the new comitology procedure is adopted which
ensures more control by the Parliament.

Amendment 42
ARTICLE 27, POINT 2
Annex, point 1 a (Regulation (EC) No 726/2004)

“la. Advanced therapy medicinal products, “la. Advanced therapy medicinal products,
as defined in Regulation (EC) No [.../of the as defined in Regulation (EC) No [.../of the
European Parliament and of the Council European Parliament and of the Council
(Regulation on Advanced Therapy (Regulation on Advanced Therapy

Medicinal Products)*], except for advanced
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Medicinal Products)*]. therapy medicinal products for autologous
or intended use which are exclusively
manufactured and distributed in one
Member State and for which that Member
State has envisaged the national marketing
authorisation procedure in accordance with
the criteria of this Regulation as an
alternative, for a period of five years
subsequent to the granting of the marketing
authorisation at national level. Afterwards
an application for a single renewal within
the centralised procedure shall be
necessary, with the effect that, after the
renewal, the national marketing
authorisation will become a centralised
marketing authorisation.

Justification

In order to facilitate the stage of market entry for many SMEs wanting to market their product
only in one member state, a marketing authorisation at national level for products marketed
at national level should be rendered possible. This national marketing authorisation should
be limited to a period of five years. The renewal after this first period of five years can be
conducted through a centralised marketing authorisation.

Amendment 43
ARTICLE 28, POINT 2

“S. This Directive and all Regulations “5. This Directive and all Regulations
referred to therein shall not affect the referred to therein shall not affect the
application of national legislation application of national legislation
prohibiting or restricting the use of any prohibiting or restricting the use of any
specific type of human or animal cells, or specific type of human or animal cells, or
the sale, supply or use of medicinal products the sale, supply or use of medicinal products
containing, consisting of or derived from containing, consisting of or derived from
these cells. The Member States shall these cells, by virtue of the Article 30 of the
communicate the national legislation Treaty establishing the European
concerned to the Commission.” Community.”

Justification

As this regulation is a partially harmonizing measure, it should be made clear that Member
States has the right to refer to the Article 30 of the TEC when it comes to the access of certain
medicinal products to their market. With regard to the Article 95, paragraph 4 of the TEC,
the obligation to communicate the national legislation concerned to the Commission is only
appropriate if the community measure is a fully harmonizing one.
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Amendment 44
ARTICLE 28 A (new)
Article 2, paragraph 1 (Directive 2004/23/EC)

Article 28a
Amendment to Directive 2004/23/EC

In Article 2(1) of Directive 2004/23/EC, the
second subparagraph shall be replaced by
the following:

"Where such manufactured products are
covered by other Community legislation,
this Directive shall apply only to donation,
procurement and testing. However, the
donation, procurement and testing
provisions of this Directive shall be without
prejudice to more specific provisions

contained in other Community legislation."

Justification

According to the existing legislation, the donation, procurement and testing of human tissues
and cells should comply with high standards of quality and safety in order to ensure a high
level of health protection in the Community. Moreover, it also has to be ensured that the
human body or its parts as such are not commercialised. Therefore, for the purposes of this
Regulation, Member States shall have an imperative obligation to ensure voluntary and
unpaid donation and to guarantee that the procurement of tissues or cells is carried out on a

non-profit basis.

Amendment 45
ARTICLE 29, PARAGRAPH 1

1. Advanced therapy medicinal products
which were legally on the Community
market in accordance with national or
Community legislation at the time of entry
into force of this Regulation shall comply
with this Regulation no later than 2 years
after its entry into force.
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1. For advanced therapy medicinal
products, other than tissue engineered
products, which were legally on the
Community market in accordance with
national or Community legislation at the
time of entry into force of this Regulation,
an application for a marketing
authorisation shall be filed no later than
five years after the entry into force of this
Regulation.

RR\651867BG.doc



Justification

The envisaged Transitional period of two years is too short, since the duration of the clinical
trials alone will in many cases exceed the proposed time period. Furthermore the applicant
should only be responsible for the date of filing the application and not for delays due to the
Agency/national competent authorities or problems during the assessment phase. Otherwise,
it could deprive patients from these important new medicinal products.

Amendment 46
ARTICLE 29, PARAGRAPH 1 A (new)

1a. For tissue engineered products which
are legally on the Community market in
accordance with national or Community
legislation at the time of entry into force of
the technical requirements referred to in
Article 8, an application for a marketing
authorisation shall be filed no later than
five years after the entry into force of the
technical requirements referred to in
Article 8.

Justification

The envisaged Transitional period of two years is too short, since the duration of the clinical
trials alone will in many cases exceed the proposed time period. Furthermore the applicant
should only be responsible for the date of filing the application and not for delays due to the
Agency/national competent authorities or problems during the assessment phase. Otherwise,
it could deprive patients from these important new medicinal products.

Amendment 47
ANNEX II, POINT 2.2.

2.2. qualitative and quantitative composition
in terms of the active substances and other
constituents of the product, knowledge of
which is essential for proper use,
administration or implantation of the
product. Where the product contains cells or
tissues, a detailed description of these cells
or tissues and of their specific origin shall be
provided.

2.2. qualitative and quantitative composition
in terms of the active substances and other
constituents of the product, knowledge of
which is essential for proper use,
administration or implantation of the
product. Where the product contains cells or
tissues, a detailed description of these cells
or tissues and of their specific origin,
including the species of animal in cases of
non-human origin, shall be provided.

Justification

This amendment aims at ensuring that potential recipients having various cultural
considerations are duly informed before taking their decision.

RR\651867BG.doc

95/99

PE 380.740v02-00

BG



Amendment 48
ANNEX III, POINT (B)

(b) A description of the active substance(s) (b) A description of the active substance(s)
expressed qualitatively and quantitatively, expressed qualitatively and quantitatively,
including, where the product contains cells including, where the product contains cells
or tissues, the statement “This product or tissues, the statement “This product
contains cells of human/animal [as contains cells of human/animal /as
appropriate] origin” together with a short appropriate] origin” together with a short
description of these cells or tissues and of description of these cells or tissues and of
their specific origin; their specific origin, including the species of

animal in cases of non-human origin;
Justification
This amendment aims at ensuring that potential recipients having various cultural

considerations are duly informed before taking their decision.

Amendment 49
ANNEX IV, POINT (A), POINT (III)

(ii1) where the product contains cells or (ii1) where the product contains cells or
tissues, a description of those cells or tissues tissues, a description of those cells or tissues
and of their specific origin; and of their specific origin, including the

species of animal in cases of non-
human origin;

Justification

This amendment aims at ensuring that potential recipients having various cultural
considerations are duly informed before taking their decision.
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