Annex 29

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are Submitted
for State Registration (Re-Registration),
as well as the Expert Evaluation of
Materials about Introduction of Changes
to the Registration Documents during the
Validity Period of Registration Certificate
(paragraph 4, section IV)

Non-Clinical Study Report

1. Name of the medicinal product
(Registration certificate number, if

any):

Ganirelix Gedeon Richter (INN ganirelix acetate)
0.25 mg/0.5 mL solution for injection in pre-filled syringe

1) type of the medicinal product,
registration of which was conducted
ior planned

n.a.

2) conducted studies

yes

X no

This is a generic application.
As the active substances are

well-known and  widely |

tested, this = Marketing
Authorisation  Application
does not include any non-
clinical study that has been
conducted by the applicants.
Therefore, the non-clinical
overview is based on a
review of data available in
several scientific databases
or published in relation to
the active substances.

2. Pharmacology:

|n.a.

\1) primary pharmacodynamics

|n.a.

2) secondary pharmacodynamics

In.a.

3) safety pharmacology

In.a.

4) pharmacodynamic interactions

|n.a.

3. Pharmacokinetic propertics:

n.a.

£
§




LI,) analytical procedures and reports

n their validation
2) absorption |n.a.
3) distribution n.a. :
4) metabolism In.a. |
5) excretion In.a.

pharmacokinetic interactions (non- [n i
. 6

clinical) ,
[7) other pharmacokinetic studies Ina.
rr4. Toxicology: n.a.
1) single dose toxicity in.a.
2) repeated dose toxicity ina.
enotoxicity:
flf fitn? v o.a.
En vitro (including additional
ftoxicokinetics assessment) Pl
1) carcinogenicity: in.a.
long-term studies in.a,
short-term studies or mid-term studies | n.a.
additional studies fn.a.
i5) reproductive and developmental
‘{goxicity: i
ieffect on fertility and early embryonic
Eduvelopment f.a.
%embryotoxicity {n.a.
prenatal and postnatal toxicity in.a.

1

%sludies in which the drug is 1
administered to the offspring (juvenile | n.a.
ﬁnimﬂls) and/or late effect is assessed |

fﬁ) local tolerance

n.a.
17) additional toxicity studics: |n.a.
antigenicity (antibody production)  |n.a.
immunotoxicity |n.a.
mechanistic study In.a.
drug dependence In.a.
toxicity of metabolites In.a.
toxicity of impurities | n.a.
others In.a,
| This is a generic application. As the active substances are wellknown
55. Conelusions on non-clinical stady fmd widely tested, th.is.Marketing Authorisation Application does not
i include any non-clinical study that has been conducted by the
|

applicants. Therefore, the non-clinical overview is based on a review




of data available in scveral scientific databascs or published in
clation to the active substances.
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Annex 30

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are
Submitted for State Registration (Re-
Registration), as well as the Expert
Evaluation of Materials about
Introduction of Changes to the
Registration Documents during the
Validity Period of Registration
Certificate (paragraph 4, section IV)

Clinical Trial Report

1. Name of the medicinal product (Registration | Ganirelix Gedeon Richter

certificate number, if any) 0.25 mg/0.5 mL solution for injection in pre- filled syringe
|2. Applicant [ Gedeon Richter Plc. Hungary
[3. Manufacturer | Gedeon Richter Plc. Hungary

4. Conducted studies: L yes X no if no, justify

Ganirelix Gedeon Richter 0.25 mg/0.5 mL solution for injection in pre-filled syringe is ‘essentially similar’
to the reference product, Orgalutran 0.25 mg/0.5 mL solution for injection of the originator Merck Sharp &
Dohme B.V. and is therefore filed under Article 10 (2)b of Directive 2001/83/EC (i-e. a generic application).

Ihe innovator product Orgalutran 0,25 mg/0.5 ml solution for injection has been registered in the European
Economic Area since 16 May 2000 (European Union license number EU/1/00/1 30/001-002) based on Article
10(1) of Directive 2001/83/EC.

According to the Guideline on the Investigation of Bioequivalence (CPMP/EWP/QWP 1401/98),
bicequivalence studies are generally not required if the test product is to be administered as an aqueous
intravenous solution containing the same active substance as the currently approved product. As Ganirelix
Gedeon Richter 0.25 mg/0.5 ml is an aqueous oral solution at time of administration and contains an active
substance in the same concentration as an approved solution, bioequivalence studies may be waived,

1) type of the medicinal product, registration of Gener

: eneric
which was conducted or planned
5. Full title of the clinical trial, code number of Kt anslicaisls
the clinical trial PP
6. Phase of the clinical trial | Not applicable
(7. Time frame of the clinical trial INot applicable
3. Countries where the clinical trial was Mt avilicahle
iconducted PP
9. Number of subjects INot applicable
IQ. Purpq_se and secondary objectives of the Not applicable
clinical trial

|11. Clinical trial design | Not applicable




12. Key inclusion criteria | Not applicable
e Ip\{estlg.anona'i medicinal product, method of Not applicable
administration, strength
14.. Comparator, method of administration, Notapplicable
strength
|15. Concomitant therapy | Not applicable
|16, Efficacy evaluation criteria | Not applicable
7. Safety evaluation criteria | Not applicable
|18. Statistical methods [Not applicable
19. Demographic data of the study population Mot applicghle
(gender, age, race, etc.)
R0. Efficacy outcomes ] Not applicable
1. Safety outcomes | Not applicable
22. Conclusion (summary) [ Not applicable £ o
-~
iApplicant (Registration i (signa Y I
cerlificate Holder) ; Head of Representative offiggRichuerdi . in Ukraine
: _ £ Jakub an_~3,
Gedeon Richter Ple, Hungary 1 (Full ) 42%




Homnaroxk 29

no  Ilopsaaky  mpomeneHHS — ekcriepTH3M
peecTpauiiinux  MaTepiamiB  Ha  JTikapchki
3aCO0H, 1MO TOJAIOTBECA HA  JEPHKABHY
peecTpauio  (mepepeectpauii), a  TaKoX
eKCNePTH3H MaTepialiB Mpo BHECEHHA 3MIiH 10
peecTpaliiHuX MaTepianiB  OpoTAroM i
peecTpawiiiHoro nocsimyeH s (yHKT 4 po3iny
V)

3BiT npo Hekinivmi focHiKeH S

1. Hasea mikapcekoro 3acofy|
(32 masBHOCTI -  HOMep)
peecTpauiiHOro noceiaueHHs)

['anipenike l'eneon Pixrep (MHH rauipenikey anerar),
0,25 mr/0,5 M1, posumn st in’ekuiit y nonepeaHso HalOBHEHOMY IIMPHLL

1) Tun nikapeskoro saco@y, 3al
SKHM MPOBOHIIACH abolH/3
IJIAHYETBCS peecTpaLis

2) [lpoeeneni nocnimxenns: |0 tak X Hi

L1 3asBa cToCyeThCS FéHepPHYHOro MPOAyKTy. OCKiNbKH fitoui
peyoBHHI 100pe BifoMi Ta mHpPoKo BUNpobyBaHi, L 3asea Hal
BHIAYY peecTpaliliHOrO MOCBIAYEHHS He MICTHTB JKOJHMX
HEKIHIYHHX
Bianoginuo, nekniniunuii ornan rpyHTyeTbes Ha orsi JaHUX,
HasABHUX Y KiIbKOX HayKOBHX Gasax faHux abo ony6ikoBaHux
OO AIFOUHX PEYOBHH.

}IOGJ'[iJDKeHb, TNMPOBCOCHHX 3ajBHUKaMH,

2. @apmakonoris: H/3

1) nepeunHa papmakoaunamixaH/3

2) BropuHHa papmakoauramikalH/3

3) dbapmakonoris Gesnexu H/3

4) (bapmakoauHamiuniH/3

B3aEMOJI1

3. ®apMaKoKiHETHKa: H/3
H/3

1) aHamiTHuHi MeToguKM T4l
3BIiTH 100 iX Bamimamii

2) BCMOKTYBaHHs H/3
3) posnogain H/3
4) MeTabotizm H/3
S)BHUBE/IEHHS H/3

6) dbapmakokiHeTHuHi B3aemoniiH/3
(XOKITiHIYHI)

7) iHwi  ¢apMakokineTnuniH/3
JLOCITi KEHHS

4. TokcHkoJOris: H/3

1)  Tokcuunicte y  pasilH/3
OZIHOPA30BOT0 BBE/ICHHS

2)  Tokcmumicts y  pasiH/3
MOBTOPHHX BBE/ICHD

[N



3) reHoTOKCHYHICTE: in vitro  [H/3
in vivo (BKIOYaOYH H/3
TOMATKOBY  OLIHKY 3
TOKCUKOKIHETHKH)

4) KaHLEPOTeHHICTh: H/3
JIOBrOCTPOKOBI Jocnikenns  [H/3

KOPOTKOCTPOKOBI 1OCITiKEHHS
a0 IOCTiJUKEHHS —CcepeaHbO]
TPUBAJIOCTI

H/3

MOTOMCTBY ~ (HECTATEBO3PLIMM
TBapuHaM) Ta/abo OLIHIOETHCS
BIJUIATICHA [is

JIOJATKOBI OCTI PKEHHs H/3
5) penpoxyktueHa |H/3
TOKCHYHICTE Ta TOKCHUHHMIA
BIUTHB Ha PO3BHTOK
MMOTOMCTBA:

BITJTHB Ha H/3
(hepTHNBHICTE

i paHHiH

eMOpiOHANEHH

i1 pO3BUTOK

eMOPIOTOKCHYHICTE H/3
npeHataneHa i mnocTHaTansHaH/3
[TOKCHYHICTh

TOCTIIPKEHHS, npu axux({H/3
npenapar YBOJHUTHCS

6) MicLieBa NEPEHOCHMICTh

H/3

7) NONATKOBI  JOCIHIMKEHH:
TOKCHYHOCTI:

H/3

UTOKJIIHIYHOTO BUBYEHHS

AHTUIEHHICTh (yrBopennsH/3

AHTUTIJT)

IMYHOTOKCHUHICTh H/3

I0CTiDKeHHS MeXaHisMiB mii  |H/3

UliKapchKa 3aIeXKHICTh H/3

[TOKCHYHICTE MeTabOoMITIR H/3

TOKCHUYHICTB JOMILLIOK H/3

iHILIE H/3

5 BucHoBkH oo OcKiNbky Aitodi peyoBHHH 100pe BiOMi Ta WHpPOKko BUMpoByRaHi, 1 3asea

Ha BHJIady PeecTpalifHOro MOCBIAYEHHS HE MiCTHTH SKOIHHMX HEKJTiHIYHMX]
10CJTi[DKEHB, IPOBEIEHUX 3aSBHHKAMHU.

SassBHUK (BracHuk
peecTpalifiHoro
ITOCBITYCHHS)

BAT «I'eneon Pixtepy,
YropumHa




Honatok 30
no Ilopsanky npoBeneHHs eKCEPTH3M
peecTpaliiiHux MartepianiB Ha JKapchki
3ac0o0M, 110 TMOJAIOTHCS Ha JEpPXKaBHY
peecTpallito (nepepeecTpailiio), a TaKoK
eKCIIEPTH3H MaTepianiB Npo BHECEHH:
3MiH JI0 peecTpaliMHMX MarepianiB
[IPOTATOM aif peecTpauiiHoro
nocBinueHHs (MyHKT 4 posainy IV)

3BiT npo kiinivne BUIpoSYBaHHS

1. Hasea nikapcekoro 3acoBy (3a HasBHOCTI -Homep ||Canipernike leneon Pixrep, 0,25 mr/0,5 M,

peecTpaLiiHOro MocBiaYeHHs:) PO3YHH JUId i’ €KLl y MonepeHbo HATIOBHEHOMY LITIPHLL

|2. 3asBHHK |LBAT “T'eneon Pixtep”, Vropuiuna I

'3. BupobHuk H BAT “Teneon Pixrep”, Yropuiuna ]
4. TIpoBeneni qoCmimKeHHS: X  Tak C wmi AKIIO Hi, 00TPYHTYBaTH

[Canipernike, 0,25 Mr/0,5 M1, pozuuH Ans W’ €Kil y MoMepeHbO HAMOBHEHOMY LUIPHLL, € «iCTOTHO MOMIGHAMY 10
eranonHoro npopykry Opranytpas, 0,25 mr/0,5 M, po3umH Jis iH’ €KL, BUpOGHUKA OPHTiHATIBHOIO npenapaty Merck|
Sharp & Dohme B.V., i Tomy nomaerscs sianogimso o cr. 10 (2)b Hupextuu 2001/83/EC (To6ro 3ad8a npo
PeECTpaLilo reHepHYHOro JIKapehkoro 3acoby).

[nnoBawiifinnii npoxykt Opramytpad, 0,25 mr/0,5 M, posuumH s iH eKLiit, 3apeecTpoBaHo B E€Bponeichkili
CKOHOMIYHiH 30Hi 3 16 TpaBms 2000 poky (HoMep JliueHsii B Esponeiicekomy Corozi EU/1/00/130/001-002) na nixcragi
crarri 10(1) Qupextusu. 2001/83/EC.

Binnmopinno no KepiBHUUTBA 3 AochimkeHHS GioeKBiBajeHTHOCTI (CPMP/EWP/QWP 1401/98), mocnimxenHs
0i0eKBIBaJICHTHOCTI, SIK IPABHIIO, HE BUMATAIOTHCS, AKILO A0CTI Ky BAHMI NPOAYKT siBJIsie COO0I0 BOAHHH PO3UHH 115
BHYTPilIHBOBEHHOTO BBE/ICHHS, IO MiCTHTE Ty caMy JIilouy PEeuOBHHY, 0 H Hapa3i 3apeecTpoBaHUH JlikapchkHii 3acif.
Ockinbku Canipenike I'eneon Pixrep, 0,25 Mr/0,5 ma, asnse coboro BOJHUH ME€popalbHUN PO3YUH i Yac BBEACHHS
Ta MICTHTh AilO4y pedoBMHY B Tiif camili KoHueHTpauii, wo K 3apEECTPOBAHMH PO3UMH, [OCHIIKEHHS
Oi0eKBiBaNIEHTHOCTI MOXKYTb HE MPOBOIUTHUCE.

1) tun nikapeekoro 3acofy, 3a IKHM NPOBOAMIACS

. I'enepuynuii nikapcekuii 3aci6
abo nnaHyeThCs peecTpauis

5. IloBHa Ha3spa tiHiYHOrO BunpoGyBaHHs,

. . He 3acTocoBHO
KOAOBaHHHM HOMEp K/IIHIYHOTO BUIIPOOYBaHHS

6. (Pasa KIHIYHOrO BUIIPOOYBaHHS He sactocosHo

7. Tlepion npoBesienHs KIiHiYHOro BUNpoGyBatus  |[(1¢ 3ACTOCOBHO

8. Kpaitu, e npoBoauiocs KiiHiuHe BHnpoGysanms| 1€ 38CTOCOBHO

9. KinbkicTs J0C/TimKyBaHHX He sactocoero

10. MeTa Ta BTOpHHHI Li/i KJIiHiYHOrO He 3acTocoBHO
BUIpoOyBaHHs

11. nzaiiH KniHi4HOro BUNMpoGyBaHHs He sactocoBHo
12. OcHOBHI KpUTEpii BKIIOYECHHS He sactocosHo
13. JlocnimkyBanuit nikapebkuii 3aci6, crocit He 3actocoBHO

BACTOCYBAHHs, CHJta [Tl




14. llpenapar nopisusauHs, 103a, crioci6
BACTOCYBaHH:, CHIA aif

He 3acTtocoBHO

15. CynyTHs Teparnis

He 3acTtocoBHO

16. Kpurepii ominku edexTurHOCTI

He 3actocoBHO

17. Kpurepii ouinku Gesnexku

He 3actocoBHo

18. CratuicTuuni metonu

IHe 3acTocoBHO

19. Ilemorpadiuni mokasHHKM AOCTiKYBaHOT
nornysnsiii (cTats, Bik, paca, Tomio)

He 3acTocoBHo

20. Pe3ynbrati edeKTHBHOCTI

He 3acrocorHo

21. Pesynbratu Gesnexu

He 3actocorHO

2. BHCHOBOK (3aK/TFO4EHHS)

He 3actocoBHo

3assuuk (Bnacuuk peectpauiiitoro

IIOCBITYEHH)

BAT «I'eneon Pixtepy», Yropmumna
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