Annex 29

to the Procedure of examination

registration materials for medicines

funds submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the registration period

certification

(paragraph 4 of section [V)

REPORT

about preclinical researches

1. Name of the medicinal product (if available - |[Choriomon
registration certificate number):

1) the type of medicinal product for which the et Al (EURONOMINS HiR)

registration was carried out or is planned With a known active ingredient

2) conducted research yes No+ if not, justify

The company carried out clinical trials, namely:
"Comparative study of bioavailability of Choriomon
(IBSA) in comparison with the sold hCG preparation
after subcutaneous administration to healthy
women"; "A prospective, randomized, controlled
clinical study evaluating the tolerance and clinical
equivalence of hCG-IBSA (IBSA) versus Ovitrelle
(Serono), both administered subcutaneously to
women who have undergone in vitro fertilization
(IVF)" to confirm therapeutic indications and safety.
Also, given that the drug Choriomon was first
registered for more than 20 years, so there is no need
for our own preclinical studies to prove its safety
and cfficacy. since the drug has been studied in
humans.

Module 4 of the registration dossier contains
detailed bibliographic preclinical data.

2. Pharmacology: 2

1) primary pharmacodynamics -

2) secondary pharmacodynamics 5

3) safety pharmacology &

4) pharmacodynamic interactions -

3. Pharmacokinetics:

1) analytical methods and reports on their -
validation
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3) distribution

4) metabolism

5) withdrawal

6) pharmacokinetic interactions (preclinical)

7) other pharmacokinetic studies

4. Toxicology:

1) toxicity in the case of a single injection

2) toxicity in case of repeated injections

3) genotoxicity:
in vitro

in vivo (including additional toxicokinetic
assessment)

4) carcinogenicity:

long-term research

short-term research

or a study of medium duration

additional research

5) reproductive toxicity and toxic effects on the
development of offspring:

effects on fertility and early embryonic
development

embryotoxicity

prenatal and postnatal toxicity

studies in which the drug is administered to
offspring (immature animals) and / or evaluates
the long-term effect

6) local tolerability

7) additional toxicity studies:

antigenicity (antibody formation)

by S €

((//}Z ;

5y

1 7



immunotoxicity -

study of mechanisms of action =

drug dependence -

toxicity of metabolites -

toxicity of impurities -

other _

5. Conclusions on preclinical study -
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Jlonatok 29

10 [Topaaky npoBeneHHA eKcrnepTH3N
peecTpauiiiHuX MaTepianiB Ha NiKapchKi
3acobu, U110 MOAAIOTLCS HA AepiKaABHY
peecTpauito (nepepeecTpallito), a Takox
EKCHEPTU3H MATepialiB PO BHECEHHS
3MiH 00 peecTpalliifHix marepianip
MpoTAroM il peecTpauiiiHoro
NOCBiAYEHHS

(myHxt 4 posainy 1V)

3BIT

Npo JOKJIHIYHI JOCTi/IzKeHHSsI

1. Ha3pa nikapcebkoro 3aco0y (3a HassBHOCTI
- HOMEpP PeCCTPallifHOro MOCBIIYEHHA):

XOPIOMOH

1) T miKapchKOro 3acody, 3a AKUM
npoBouacs abo IIaHYETLCS peecTpailis

JIIKAPCHKWI 3ACIB 3A [TOBHUM J10ChC
(ABTOHOMHE JIOChLE)

3 BIIOMOIO JII0Y0I0 PEUOBHHOIO

2) mpoBeJieHi JIOCTiIKEHHS

TaK Hi+ KO Hi, OOrpyHTYBATH

Komnaniero Oynu IPOBENEHI] KJIHIYHI
BunpoOyBanHs, a came: «llopiBHsIEHE DOCTIKEHHS
6iogoctynnocti Xopiomony (IBSA) nopisusiHo 13
npoganuM npernaparoM XIYU micas miaumkipHOro
BBCJICHHS 370pPOBHM kiHkam»; «IIpocrnekTusHe,
paHoMizoBaHe, KOHTPOJIbOBaHE KJiHIYHe
JIOCITI/IKEHHS 3 OLIIHKH TOJEPAHTHOCTI Ta KIIHIYHOI]
exBiBasieHTHOCTI hCG-IBSA (IBSA) nopisusuo 3
Ovitrelle (Serono), obuiaBa BBeAeHI MIAIIKIPHO
KIHKaM, SIKI  IIepeHecid  3aruliHeHHs in  Vitro
(EKO)»  mns nijgTBep/pKEHHs  TEpaneBTHUHHX
nokasaHb Ta Oe3nekH 3acTocyBaHHs. Takox
BPAaxOBYIOYH, LIO Ipernapar XOopioMOH Brepiue OyB
3apeecTpoBaHui Ouibme 20 pokiB, ToMy Hema
HEOOXITHOCTI Ib| [IPOBEJICHHSI BJIACHUX
JOKJIIHIYHEX AOCIIDKEHD /I A0oKa3y Horo Oesnexu
Ta  e(EeKTHBHOCTI  OCKIJIbKM  Ipemnapar  OyB
JIOCIIKEHUH HA JIFOISX.

B wmonyni 4 peecrpaliifHOro J0Che€ MiICTATHCA
nokiaaHi 6idniorpadiuni DoKIiHIYHI HaHi.

2. Mapmakosoris:

1) nepruHHa dapMakoIHHaMiKa

2) BTOpHHHA (hapMaKoIHHaAMIKa

3) q_)apMzikonoriﬂ Desnexu

4) hapmakoauHaMidHi B3aeMozil

Joteiu 9. B 1% Ze 7



3. dapmakokiHeTHKa:

1) aHQUII THYHI METOIMKH Ta 3BITH 1100 X
BaJTi Al

2) BCMOKTYBaHHS

3) posmnoain

4) meraboJtizm

5) BuBeIeHHA

6) GapmMakoKiHETHYHI B3a€MOIIT
(mOKIiHIYHI)

7) 1HIII hapMaKOKiHeTHUHI JOCITIIKEHHS!

4, Toxcukosioris:

1) TOKCHYHICTB ¥ pa3i 0JIHOPA30BOro
BBEJICHHS

2) TOKCHYHICTD y pa3i MOBTOPHHX BBEICHD

3) FeHOTOKCHYHICTB:
in vitro

in vivo (BKJTIOYAI0YM J0IaTKOBY OIIHKY 3
TOKCHKOKIHETHKH )

4) KaHLIEpOTeHHICTE:

JIOBFOCTPOKOBI TOCTIIKSHHS

KOPOTKOCTPOKOBI JIOCIIJPKEHHSI
abo ToCIKEeHHS cepelHbOT TPHBATIOCTI

TOMATKOBI AOCHI/KEHHS

S) penpoAyKTHBHA TOKCHYHICTh Ta
TOKCHYHMH BIUIMB Ha PO3BHTOK ITOTOMCTBA:

BIIJTMB HA (DePTHIILHICTS 1 paHHIM
eMOpIOHAILHHUI PO3BHTOK

eMOpPIOTOKCHYHICTE

[IpeHaralibua i NOCTHATAILHA TOKCHUHICTD
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MOCJIDKEHHS, TIPH SIKUX [Ipenapar
YBOJIUTHCS IIOTOMCTBY (HECTATEBO3PIINM
TBapuHaM) Ta/ab0 OIHIOETHCS BiianeHa
st

6) MiCLIEBa 1IEPEHOCUMICTD

7) NONATKOBI IOCTIKEHHS TOKCHYHOCTI:

AHTUTEHHICTH (YTBOPEHHS aHTHTIN)

IMYHOTOKCHYHICTB

JTOCITI/DKEHHS MeXaHi3MiB JiT

JTiKapchKa 3aIeXKHICTE

TOKCHYHICTE MeTaboJIiTiB

TOKCHYHICTh JOMIIIOK

iH1IIE

5. BHCHOBKH 111010 JOKJIIHIYHOIO
BUBUCHHSA

@®panko [armio nionuc

Texniunui nupexTop Ta yroBHoOBaXKeHa ocobda M.1].
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Honarok 30

10 IMopsaky npoBeAeHHS eKCIepTH3H
peecTpaliifHux MaTepianiB Ha Jiikapebki
3aco0H, 110 MOAAKTHCA HA AEPKABHY
peecTpauio (MepepeecTpaiito), a Takox
EKCIEePTH3H MaTepialliB Npo BHECEHHS
3MiH J10 peecTpaLiifHix MaTepianis
npoTAroM Aii peectpauiiitoro
NOCBIAYEHHS

(myHKT 4 po3niny IV)

3BIT
Npo KJiHiYHe BUNPOOyBaHHSA
1. Haspa nikapcekoro 3acody (3a |[Xopiomon
HasBHOCTI - HOMEp pPEECTpalifHOro
[IOCBITHEHHA)
2. 3aiBHHK IBCA Tuctutyt bioximik CA

3. BupoGHux

IBCA Tucruryt Bioximik CA

4. IIpoBeneHi JOCITiHKEHHS

Tak+ HI  sKWO Hi, 0OrpyHTYBaTH

1) Tun mikapcbkoro 3acoQy, 3a SKHM

JIIKAPCbKHMM 3ACIE 3A TIOBHUM JIOChHE

KJIIHIYHOTO BHITPOOYBaHHS

IIPOBOTHIIACS abo mnanyerees [((ABTOHOMHE JIOCHE)

peecTpariis 3 BIIOMOIO JIIOY0K0 PEYOBUHOIO

5, [lorHa Ha3Ba KiiHiuHoro |[TopiBHsTBEHE JIOCTIDKEHHS 0100CTYITHOCTI
BUNPOOYBaHHs, KoJoBaHui HoMep [xopiomony® (IBSA) mopiBHsiHO 13 mNpogaHEM

npenaparoM XIU micns migmkipHOrO  BBeAEHHS
3IOPOBHM KiHKaM

Jlocmipkennss CRO-PK-18-332 -
18CH-hCG09

Kon cmoncopa

6. daza KWIHIYHOrO BHIIPOOYBaHHS

da3za |

7. llepiox mnpoBeJieHHs! KJIIHIYHOTO
BUIIPOOYBAHHSI

3 27 Jlucronazna 2018 no 02 Cepnius 2019

8. Kpainu, ne mpoBogusocs KiiHidHe
BUIIPOOYBAHHS

[Iseiinapis

9. KinbkicTs J10CIIDKYBAHHX

3aranoBaHo: 26
Buxonano: 24

10. Mera Ta BTOPHHHI 11Tl KJIIHIYHOTO
BUIIPOOYBaHHS

OcHoBHa wMeta: pochizauti OiomoctynHicts hCG
icis OJIHOPA30BO1 i AIKipHOT iH'exmii
MOCTIDKYBAHHX  Ta  KOHTPOJBHHX  TIperapaTiB
3I0POBHUM JKIHKaM-100POBOJILIIAM.

BropunHi 1gii:

Onucaru ¢dapmakokinetnynuit npodine XI'Y (DK)
MICIs OJHOPA30BOTO II/IN 1H'EKINS BHIPOOYBATBHHX
Ta CTAIOHHUX [TPOAYKTIB.

30uparu Jani npo Oe3neky Ta NEePeHOCHMICTh ITicIs
OJIHOpA30BOr0 I/mI  iH'eKWis BUNpoOYBAlLHUX Ta
€TalOHHHUX MPOIYKTIB.

11. uzaitn k1iHiyHOTO BUIIPOOYBaHHS

[lotoune  mocmimxenna  GiomoctynHocTi — Oyio
pO3po0NIeHO 3 ypaxyBaHHSAM KEPIBHHUX ITPUHIHITIB
EMA mono nmocnmimkeHHS — Oi0o€KBiBaJICHTHOCTI.
BinmosigHo 10 pekoMeHaIriii, oqHopa3oBa 103a

OyB 0OpaHuii paH/OMi30BaHHi JIBOCTOPOHHIN Ju3aiiH

[1€PEXPECHOro MEPEXOy.

U
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KoxHoMy  panjomizoBanomy  cyO'ekty  OyJo
[PU3HAYEHO IIOCHIJOBHICTh JIIKYBAaHHS IIPOTAIOM
NBOX repiojis gocnimkenus (Hanpukiaa, T/ R abo R
/ T) BIOAmOBIIHO 1O KOMII'IOTEPHOTO  CIIHCKY
panjioMizamii. Y mgocmimkeHHS OynIM  BKIFOYEHi
300poBi  (epTHIBHI  KIHKM 3 HOPMAJIbHUM
MEHCTPYAILHUM LHKIOM. Y BCIX 3alMCaHHX JKIHOK
rinogiz Oye mpurHiueHuid. IlpuiioM iX 3BHYAWHHX
KOMOIHOBaHUX MepopaibHUX TOPMOHAJIBHUX
KOHTPAIIENTHRIB 3HIKYBaB piBeHb eHgoreHnoro OCI°
<4 MO / n ta JII' <5 MO / 1, mo BBaXKaeThCHA
MapKepoM  BIIIOBIHOT cympecii TOHAZOTPOIMIHY.
To3u 10 000 MO s mocaiizKyBaHOro npenapary Ta
250 mkr (mo eksiBanentHo 6 500 MO hCG) mna
eTaJoHHOro mnpenapary Oymu o6paHi, OCKUIbKH e
03H, 10 BBOIATHCS 3 BiJMOBIIHHM IpenapaToM Y
3BHUaiiHiii  KIiHIUHIA ~ #OpakTdmli. 3 BOMA
NOCTIUKYBaHUMH [IpeliapaTaMi BBOJMIM JIBI pi3HI
103M, OCKIJIbLKH Ha pHHKY He Oyllo 3HalICHO
pedepentroro ckinany XU 3 Takoro K MiLHICTIO, SK
TECTOBAHHH IPOIYKT.

3rizno 3 €BponeHChKHMM  KEPIBHHUITBOM  ILOJO
bioeksiBanentHocTi, po3ain 4.1.8: "Y mocnikeHHAX
OioekBiBaJeHTHOCTI (papMaKOKIHETHUHI IIapamMeTpH,
SK TMPaBH/IO, HE CJIIJ KOPHUT'YBaTH 3 ypaxyBaHHIM
BiIMiHHOCTEI y JOCIJDKYBAHOMY BMICTI
IOCHiDKYBaHOT Ta KOHTponbHOI maptii. OjHak y
BHHSATKOBHX BHIIQJIKaX, KOJIM KOHTPOJbHA IapTis 3
BMICT aHaJi3y, [0 BiJpi3HSIETHCA MEHIIE HiX Ha 5%
BiJI TECTOBOTO TMPOIYKTY, HE MOxe OyTH 3HaAICHO
[...] Moxe OyTu mpuiiHsTa KOpekuis BMicTy. Ko
NOTPiOHO BUKOPHCTOBYBATH KOPEKIIIIO BMICTY, 1€ Ma€e
OyTH NmomepeIHbO 3a3HAYEHO B IPOTOKOMI ".
Ovitrelle® (Merck Serono, 12) 6ye BUKOpHCTaHHH B
SKOCTI CTAJTOHHOTO TMPOAYKTY JUls IOPiBHAHHA
010/I0CTYIIHOCTI, OCKITBKH €IHHUH 1HIMMHA MPOJYKT 3
TaKoro K minHicTio (tobro Pregnyl 5'000 MO, Sharp
& Dohme Ltd, BeaukoOpuranis; 16) HemonasHo OyB
BriIyueHuit 3 punky. Ovitrelle®, sxuii € 0OCHOBHHM
MPOJIYKTOM JUIsS L[BOTO [OKa3aHHA B E€Bpor, Takox
BHKOPHCTOBYBABCS  SIK  CTJIOHHWH MPOAYKT Y
nonepeaHLOMy gocipkenHi ¢asu 11, mo oniHoBaB
e(ekTUBHICTE Ta Oe3reky xopioMony® y KIHOK, sKi
nepenecnu EKO.

V [pOMY JOCIHIKEHHI, KOJIHM 3aCTOCOBHO, NapaMeTpH
@K XI'Y y cupoBartili KpoBi HOpMai3yBalu Uil 1031
mepesl MOPIBHSHHSIM MDK JBOMa JOCHIKyBaHHMH
NPOAYKTAMH, SIK I€ JeTAILHO BUKIaJIeHo B 1. 9.7.5.2,
Ta BLAMOBIAHO 10 KepiBHUX npuHimnisa EMA. Yepes
engorenny npupony XI'U, 3minni OK obuncmosanu
Ha OCHOBI ckopuroBaHmx OazoBux piBHiB XI'Y y
cupoBarili Kposi. Kopekmio NpoBOAMIM LUIIXOM
BiZHIMaHHs 3HaueHHs ©0a30BOI KOHIEHTpALl Bil
KOYCHOTO 3HAUEHHS KOHIEHTpallii nmic/s 1034, ba3oBy
KOHLCHTPALII0 OTPUMYBalIH, 00YHCIIIOIOMH CEPCIHE
apudmernune 3 xornuentpamiii hCG no nosm (TodTo
npu -1, -0,5 ta 0,1 rox go mo3m). Yac Binbopy Kposi
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BIAOMpany HAa OCHOBI  BiJIOMOro  KiHETHYHOIroO
npodimo XI'Y. BumuBanus moHaiimMenie Ha 21 aeHb
MJIaHyBaJIOCS  Ha  OCHOBI  BiIOMOro  mepiomy
HaniBBUBeneHHss XIY i3 cepemHiM mepiomom
HaniBBUBeneHHS 32-36 rog Ta 3 pPO3paxyHKOBHUM
IHIUBITyalbHUM MaKCHMAallbHUM 3HAUEHHSM
npubnuzno 48 rox. byno BUKOpHCTAHO BiIKPHUTHIL
1M3aiiH, BpaXOBYIOYHM, IO OCHOBHA KiHIIEBA TOYKA
nociikeHHs 0a3yeThess Ha O0'€KTMBHMX BHUMipax
XI'Y y kposi. Ha 3minHiI pesyisrary cy0'ekTH Ta
JIOCIIIJIHHK HE BIUIMBAJIM, 3HAIOUM [P0 BBEJIEHI
MPOJYKTH.

12. OcHOBHI KpUTepil BKITIOYECHHSI

Kpurepii BKIIOYCHHS:

1. IndopmoBana 3roja: migmHcaHa ITHCEMOBA
iHpopMoBana  3roja  Ieped  BKJIIOYEHHSM Y
TOCTPKEH H,

2. Crarb 1 BIK: 3/I0pOBI KIHKH 10 MeHomay3H, 20-45
POKIB BKJTHOYHO;

3. Innexc macu Tina: 18,5-30 kr/ M2 BKIIIOYHO;

4. JKurreBo BaXIMBI  O3HAKH:  CHCTOJIYHHI
aprepianbHuid THCK 100-139 MM pT.CT., AiacTOMIYHHI
aprepiaibHui  THcK  50-89 MM pr.cT., uwacToTa
CEpIIEBUX CKOpoUeHb 50-

90 ynapiB Ha XBHJIMHY, BAMIPSHI Yepe3 S XB y CIIOKOT
B CHJSTYOMY TOJIOMKEHHI,

3 ["opMoHanbHi opanbHi KOHTpAIlCITUBH:
KomOinoBani opainbHI KOHTPALENTHBH IPOTAIOM
nioHalMenIe 2 MIiCSIiB epe/l CKPHHIHTOM
B1JIBI/1yBaTH,

6. MeHcTpyanbHUI  IMKJI:  ICTOPIST HOPMAJIBLHOTO
MEHCTPyaJbHOTO IHUKIYy Tepe]  3acTOCYBaHHSIM
KOMOIHOBaHUX OpaJIbHUX KOHTpPaLECITHBHUX
Ta0IETOK;

7. XI': enporennuit pisens XI'H <1,2 MO / n npu
ckpuHinry Ta Jlens -1, [Tepiox 1;

8. l'imodizapua perymsmis: JII' <5 MO / 1; ©CIT <4
MO / n na nenn -1, nepion 1;

9. Tect maska Ilananikonay (PAP): nerarusuuit abo
KIHIYHO He 3Ha4yIui pesynsrar Tecty PAP (<kiac
I1I abo mo

BIITOBIIHHH KJac, SKIIO BHKOPHUCTOBYIOTHCS pi3Hi
cxemu kinacudikanii, Hanp. Cucremu Bethesda abo
CIN) mporarom 12 wmicAliB mepel CKPHHIHTOBHM
BI3UTOM a0o0 ITiJ] 4ac CKPHHIHTY;

10. TloBHE po3yMiHHS: 3MATHICTD 3PO3YMITH BCIO CYTh
Ta METY JOCHI/DKEHHS, BKIIOUAIOYN MOYKITUBI PH3UKH
Ta 1moOiuHi e(peKTH; 3JAaTHICTh CIHIBIPANIOBATH 3i
CJIUAM  Ta  BHKOHYBATH  BHMOTH  BCBOTO
JIOCIIIIDKEHHS

11. Honarkora KOHTpPALIETLIs: YYaCHUKH
MOCII/DKEHHS, SIKI BEIYTh AKTHBHE CTATEBE JKHTTH,
MOBUHHI OyJI BUKOPHCTOBYBATH OJHY JI0JIATKOBY
METO/1 KOHTpAIleri(ii, HacTyIHuii:

a. YosioBiuMi cTaTeBHil napTHep, AKHH IOMOJUBCS
BUKOPUCTOBYBATH  YONOBIYMI  Tpe3epBaTHB  3i
CIIEPMIITHIOM

b. CTepuIIbHUH CEeKCYyaTLHHUN TapTHED. n P
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13. locnikyBanuii mikapchkuii 3acio,

crioci0 3acTocyBaHHs, CHiIa Iil

XopioMOH®), XOpiOHIYHHN TOHAZOTPOMIH JIOIWHHU
(hCG), 5 000 MO / dnakon, miopinizoBanuii
MOPOLIOK JUJISt 1H €KIIIH,

PesxcuM 1034, crioci® npuitomy:

BunpoboryBaHux PaHIOMi3yBan Ha IBi
nocaigornocti gikysanHs (T / R ta R / T), mob
OoTpUMaTH pa3oBy a03y TecTy (T

10'000 MO hCQG) Ta nmorinkosi (R; 6'500 TU hCGQG)
TOCIIDKYBAHI MPOJAYKTH HUISIXOM MiIIKIpHOT (S.C.)
1H'eKIIiT B

1BA TOC/IIOBHHX MEPIOAM AOCHTIKEHHS 3TIHO 3
IBOCTOPOHHIM IIEPEXPECHUM  PaHOMi30BaHHM
U3 HOM JTOCITiIXKEeHHS].

Vei s.c. in’exuii pobuwmu B 0o0nacti nynka. [Tporsrom
[IBOX  JIOCJIIIHUIBKUX  [EPIOJMIB  JOC/iIHULIBKHIHA
poAYKTH BBOAMIAM 1-ro aHst 0 8:00 + 1 rox. [nrepran
BUMHBAHHA MDK JBOMa BBEICHHSIMH CTAHOBHB
monaliMenme Tpu THxkHI (21 gens). Ilporsarom
YCHOTO  AOCHI/DKEHHS  YYACHUKH  JIOCIIiJKEHHS
npuitmMany  cBoi 3BHYaliHI KOMOIHOBaHI OpasbHi
KOHTpalenTHBHI TableTku (0/1Ha TabIeTKa Ha JEHB).

14. Ilpenapar mOpiBHSHHS, J1034,

crocid 3acTocyBaHHs, cHia ail

Ovitrelle®, 250 mMxr XI'Y / 0,5 mMn (exBiBaJeHTHO
6'500 MO XI'U) nomepeanno 3amoBHEHA pyuka,
Merck Serono GmbH, Himeyuuna

Jlo3a: pyuka 1x6'500 MO

Ovitrelle moxazanwuii npu JiKyBaHHi

* JlopocnuMm KiHKaM, sIKi IPOXOJATE CYNEPOBYIISIIIO
10 IOTIOMDKHHX PENpOJXYKTHBHHUX METOJIiB, TAKUX SIK
sartijiHeHHs in vitro (EKO): Ogitpesn BBOJASTH ISt
OCTATOYHOTO J03piBaHHs (OJIKYIIB Ta JIIOTEIHI3amil
HICIIS CTUMYTIALIT pocTy (QoiKyJIiB,

* Amnosyystopai a0 OJIIrOOBYJISTOPHI JIOpOCIi
KiHKK: OBITpen BBOJSTH JUIS aKTHUBAIll OBYJISLIT Ta
JFOTETHI3aI T y AQHOBYJIITOPHHUX abo
OJIIFOOBYJIATOPHUX KIHOK IIC/IS CTHUMYIALIT pocty
domikymis.

15. CynyTHs Tepanis

JKozHI JIIKH, BKIOYAKOYM POCIMHHI IpemnapartH, He
TO3BOJIAITUMYTHCS HPOTATOM 2 THIKHIB JI0 IHMOYATKY
MOCITI/DKEHHST Ta  IPOTArOM  yciel  TpUBaoCTi
nociipkenns. Ha nymky mocnignuka, mapaneramol
Oyle NO3BOJCHHH sK TepamneBTHYHHUM 3acid npoTu
MOOIYHUX peaKIiif.

BunpoGoByBaHi OTpPUMYBAaTHUMYTh CBOI 3BHUAifHi
KOMOIHOBaHI OpajbHI MPOTHU3AILIIAHI TaOMETKH, MiC/Is
nepepBu Oe3 TabiieTok, Oe3nepepBHO, NOYHHAIOUH 3
16-ro JHs Ta NOPOTATOM YCHOTO JOCIIDKEHHS,
MakCHMYyM 46 JHiB.

[Ipuiiom Oynp-sKuX IHINHX JTIKIB OyAe MOBiIOMIIEHO
SIK BIOXWJIEHHS BiJ mportokony. OjHax 1ie npu3Bese
110 TIPUITMHEHHS JIOC/IIPKYBAHOIO JOCITI/DKEHHS JIUIIe
B TOMY BHUNAJKy, SIKIIO JOCITJIHHK pasoM 3i
CIIOHCOPOM BB@KaTHME, 0 L€ MOXKE BIUIMHYTH Ha
OIIIHKY HOCHiIKEHHSA ab0 pe3yIbTaT.

16. Kpurepii oniHKH €(heKTHBHOCTI

Kpurepii OliHKH - (papMaKOKIHETHKA:
BTOpHHHi 3MiHHI:

BHHpaBJ'IGHa Ha 0a30BHM plBeHb HOpMOBaHa Ha

%
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103y (3a HeoOxiaHoCTi) tmax, AUCO-w, Frel, t1 /2 ta
Az cupoBatkoBoro XIY micins omHOpazoBoi m03H
NOCITIDKYBAHUX Ta KOHTPOJIBHUX [IperapariB

17. Kpurepii oninku Ge3nexu

Kputepii ominku - 6e3mexa:

BropuHHI 3MiHHI:

* TloGiuni edexTH, O BUHUKAIOTH NPH JIKYBaHHI,
JKHTTEBO BaXKJIHBI NOKA3HHKH (apTepialbHUi THCK,
yacTOTa CEpLEBHX CKOpPOYeHb), Maca Tijia, (izuuHi
OIJISIIH, KIHHIYHI naboparopHi napameTpH,
enextpokapaiorpamu (EKI').

18. CtaTtucTHYHI METOIH

Jlani, 3aJI0KyMEHTOBaHI B LBOMY IOCHiDKEHHI, Ta
BUMIpSHI KITiHIUHI mapameTpy OyJu IIpeAcTaBleHi 3a
JOMOMOTOIO  KJIACHKH OIMCOBA CTATHCTHKA  JJIS
KIIBKICHHX 3MIHHHX Ta 4Yacrtora Juid sKICHHX
3MiHHHX. dapMaKOKiHETUYHU (PK)
HEKOMITOHEHTHHUH aHai3 IIPOBOIMIIN 3
sukopuctanusM Phoenix WinNonlin® Bepcii 6.3
(Pharsight Corporation) ta SAS® Bepcii 9.3
(TSIM1). CrarucTuyauit anamiz JemorpadiqHux
TaHUX Ta JaHuX 1po Oe3neky IMPOBOJMIM  3a
noromorord SAS® sepcii 9.3 (TSIMI1). Xoua ue He
BUMaraeThCs OQIIiiHO, JUIs TOPIBHSHHA [poQiTiB
®K nrox gociiKyBaHUX MPOJIYKTIR, CKOPUIOBaHi Ha
GazoBuii piBeHb Ta HOpMOBaHi 103010 napameTpu OK
AUCO-t, AUCO-c0 (skmo me MoxkauBo) Ta Cmax
aHaJli3yBaJiM 3a JIOTIOMOTOIO JTUCIIEPCIHHOTO aHami3y
(ANOVA), micis HernepoBOro Jorapu()miuHoOro
nepeTBopeHHs. CTAaTHCTHYHHMH aHalli3 BpPaxOBYBAaB
JIKYBaHHS, MEpioJl, MOCHIJOBHICTH Ta cy0’e€KkTa B
mocinioBHOCTI K  (ikcoraHi  edektd.  Byno
MPEJCTaBIeHO TOYKOBY oOuiHKy Ta 90% -Huil
noBipumit iHTepBanm g cmiBBimHomeHHs T / R
HAMEHII ~KBAJAPAaTHUX TEOMETPHYHHX CEpe/IHIX
snaueHs Cmax ta AUC, ckopuroBanux Ha 0a30BY
TiHIIO Ta HOpMaJi30BaHMX J103. tmax aHami3yBaid 3a
JTOMTOMOTOK) HEeapaMeTPUYHOTO TecTy YIIKOKCOHA 31
3HAKOM.

19, Hemorpadivni OKa3HHKH
OCIIPKYBaHOT noryisiiii (ctath, BiK,
paca, TOIIO)

Crath 1 BiK: 3J0poBi KIHKH 10 MeHomaysu, 20-45
POKIB BKJIIOUHO,
Inexe macu tina: 18,5-30 xr/ M2 BKJIFOYHO

20. Pe3ynbTaTd eeKTHBHOCTI

PesynbTaTu:

dapMakoKiHETHKA:

OnucoBa  craructuka  nokasHukie  [IK 3
kopuryBanusM hCG y cupoBarui kpoBi Ta 3
KOpUr'yBaHHSM Ha 0a30BUii piBEHb / HOPMAII30BAHOIO
03010 st Choriomon® (T) Ta Ovitrelle® (R)
[pe/ICTaBICHA B HACTYIIHUX TaOIUIIX:

[Tapamerpu @K XI'Y i3 BunpaBiieHOIO HA BHXIJHUH
piBCHL CHPOBATKOIO KPOBI

Choriomon® 10'000 IU (T) Ovitrelle® 6'500 IU (R)
Cmax (MO /) 337,88 + 100,92 148,50 + 36,45

tmax (roj) 16.00 (12.00-36.00) 24.00 (12.00-48.00)
AUCO-t (romn. * MO / m) 22989,24 + 4802,10
12336.02 + 252788

AUCO-0 (h * MO / 1) 23779,06 £ 4944,70 12937,50
+ 2723,42
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tl1 /2 (romx) 36,77 + 5,11 38,63 + 6,08

3HaueHHs € cepenHiMu apudmeruuHumu + SD, 3a
BHHATKOM tmax: MejiaHa (min-max)

[Tapamerpu X' B cHpoBaTIiii KpOBi, CKOPUTOBaHI Ha
0a30BHUli piBEHb T4 HOPMOBAHI J03050

XopimoH® (T) Ovitrelle® (R)

Cmax (1 /L) 0,03 +0,01 0,02+ 0,01

tmax (rox) 16.00 (12.00-36.00) 24.00 (12.00-48.00)
AUCO-t (ron / m) 2,30 £ 0,48 1,90 £ 0,39

AUCO0-o0 (rox / m) 2,38 + 0,49 1,99 + 0,42

tl /2 (rom) 36,77 + 5,11 38,63 + 6,08

3HauyeHHA € cepeAHiMH apudmernuHumu £ SD, 3a
BHHSATKOM tmax: Memiana (min-max)

Pesynbrat AOCHIHUIIBKOTO CTATUCTHYHOTO aHATI3y
nokasuukis [1K, cxopuroBanux Ha 06a30BHil piBeHDL /
HopMmoBaHHii 103y XI'U B cHpoBartili KpoBi, 3BeJIeH] B
TabIuIl HUKYE:

JlikyBanus

napaMetp nopisusiusg PEY% 90% CI

T nporu R

Cmax 146,89 132.30 - 163.10

AUCO-t 121,31 113,02 - 130,21

AUCO-0 119,81 111,69 - 128,51

PE: ToukoBuli  kowtopuc, o0uuciaeHui [k
BIJIHOINEHHS T€OMETPUYHMX cepesiHix 3HaveHb;, CI:
JloBipumii iHTEpBa.

Jlani TIK, oTpumani B 1mBpOMY JOCHIIPKCHHI,
BIJIMOBI 1AM paHime ony0JiKOBaHHM pe3yJIbTaTaM.
Konnenrpanii hCG y cupoBaTii MBHIKO 3pOCTAIH
mic/asi OJTHOPA30BOrO BBEJIEHHS JIBOX JOCIIIKYBaHUX
poayKTiB, 1 ¢opma aBox kpuBux DK Oyma gyxe
CXO¥KOIO.

OpHak piBeHDb 3aralabHOI eKCIO3UILIT OYB HHMKYUM JUJIs
Ovitrelle® 6'500 IU, mix mis Choriomon® 10'000
IU, sk 1 ouiKyBasocsi, BPaXOBYIOUH pi3Hy BBEICHY
03y Ta pi3HEe JDKepeno CHPOBMHH (CevyoBMii Ta
pexomOinanTHHI XTI juis Choriomon® Tta Ovitrelle
® piuoBigHO). 3HavyenHs t1 / 2 1 tmax g OBoX
OC/TIKYBAaHUX TIPOAYKTIB OymH Jyxke MOi0OHHUMH,
X04a CIocTepirajlach CTaTHCTHYHO CYTTEBA PI3HHLS Y
3Ha4eHHAX tmax (p = 0,0023).

21. PesynbpTatu Oe3nexu

SaranoM nia yac gocaimkenns 13 (50,0%) cy6'exri
sazHanu 18 TEAE: 6 TEAE 6 naunientis (23,1%) 3 T
ta 12 TEAE 3 9 cyG'exramu (34,6%) 3 R.

HaiiGinbm noumpenum TEAE 6yB ronosuuit 6imb
(3.8% 3 T i 154% 3 P). IloBimomasnocs 1po
BariHaJbHI KPOBOBMJIMBH Ta reMaTypiio (He 0B’ s13aHi
3 JlikyBaHHsM) dacToToro 11,5% kosxna. v TEAE,
ToOTO 3amaMopoueHHs (sxk T, tak i R), uyTnusicts
rpyaei, HyzoTa,

arpecHBHiCTh Ta rimeprizpo3 (e R) Ta BrOoMma
(mumre T) BimuysaB 1 (3,8%) cy6'ekt xoxkHOro. Yci
sapeectpoBani TEAE wmamm nerky abo mnomipmy
IHTCHCHBHICTB.

Bromimoranicte Oyna equHoro TEAE, gky BBaxaiu
MOB’SI3aHOI0 3 BHUINPOOOBYBAHMM  IIPOJYKTOM.

Letiud €

IloBimommsinocs  mpo  arpeciio, IOB ﬂaaHy//ﬁ%
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MKYBaHHSAM, [UIs TOTO caMoro cy6’ekta 3
pedepentaum  mpenaparom.  [mmmmu  TEAE,
MOB’A3aHUMH 3 JIOBIIKOBHM JIIKyBaHHAM, Oyiu
ronopauit  6ime (2 [7,7%)] cy0’exTiB), HyJOTa,
OostouicTs Yy rpyasx, rineprigpos (mo 1 [3,8%)]
cyG’exti). VYei cymytni TEAE, Bupimeni B
pe3ysbTaTi JOCHTIKCHHS, 3aKiHYyIOThCS 0e3 Oy/b-
SIKOTrO (hapMaKoJIOTIYHOTO JIIKYBaHHS.

PKonen cy®’ekT He BiAMOBHUBCA Bill JOCHTIIKEHHS
uepe3 ITIP, i we nmosimommsuiocs mpo CAE um immi
sHauywi [1P.

KUIiHIYHO ~ 3HAYYNIOr0  BIUITMBY  JIOCIIIKYBAHOTO
MIKYBaHHS Ha JKATTEBO BAXJIMBI IIOKa3HHKH Ta
pesynbraty EKI' He cnocrepirayniocs. Sk mpasuio,
KOJHUX — KIHIYHO — 3HAYyIIUX  J1aOOpaTOpHHX
pe3yNbTaTiB  HE CHOCTEPIrajioch IS KOJHOTO
cyD'ekTa, 3a BHHSITKOM OIIHCAHUX BHIIE BHIIAJKIB
remaTypii, npo sxi nosigomssiocs sk TEAE, HE
Oynu noB'a3aHi 3 JIKYBaHHAM 1 HE BHKJIHKAIH
YKOJHHUX TIpo0IieM i3 6e3rnekoro.

22. BUCHOBOK (3aKJIFOUCHHS )

Konuentpanis hCG y cuposatiii kKpoBi Ta apameTpu
®K pimnosigno 1o Choriomon® 10'000 IU s.c.
IH'eKIis  BIANOBIJAIOTE  JIAaHMM,  sKi  paHiie
noBLIOMIBUIOC B JiTeparypi momo iHmmx XI[Y
TH0/ICbKOT0 oXomKkeHHs (Pregnyl®), 110 BROASTECS B
Tiif sxe mo3i (10 000 MO) i Tum camum criocoGom
BBC/ICHHS.

BLJIMIHHOCTI, 1[I0 CHOCTEPIraloThes B IBOMY
nocnijukeHHl Mk npodinsmu OK Xopiomony® Ta
Opitpenny®,  HMOBIpHO,  3YMOBIEHI  pi3HUM
IDKepesIoM  CHPOBHHH  JBOX  JIOCIIJDKYBaHHX
MPOAYKTIB  (Ce4oBHM Ta  pekoMOiHAHTHHH) i
BIIOOpaXKAIOThCS B PI3HHUX CXBAICHHX DEKHMaX
o3yBadHs g 1Box XI'Y peuentypu, To6to 5'000-
10000 MO nmns  Xopiomon® nporu 250 MKr
(mpubnuszHo 6'500 MO) nnist OBiTpene®.

JlBa JnocnimpkyBaHi mpenapaTu 100pe MepeHOCHITHCE.
[Ipodini Gesnexu gocniPKyBAHOTO

JIIKYBaHHS Y3rOJPKYETBCA 3 JAHUMH IO OE3IeKy,
3raJjaHiMU B 3BeleHiH XapakTepUCTHIN Iperapary.
[lofiuni edekTH, 10 cHOCTepirayiMes Mmix 4ac
TOCJIJDKCHHS,, HE BHKIHKAIH JKOJHHX TpobiieM 3
Oe3rexoro.

®panko Jarmio nionuc

TexHlyHni IMpeKTOp Ta ynoBHOBa)keHa ocobda M.I1.




Annex 30

to the Procedure of examination

registration materials for medicines

drugs submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(paragraph 4 of section IV)

REPORT

about a clinical trial

1. Name of the medicinal product
(if  available registration
certificate number)

Choriomon

2. The applicant

IBSA Institut Biochimique SA

3. Manufacturer

[BSA Institut Biochimique SA

4. Conducted research:

yes+ No if not, justify

1) the type of medicinal product
for which the registration was
carried out or is planned

Medicine by full file (autonomous file)
With a known active ingredient

5. Full name of the clinical trial,
coded number of the clinical trial

Comparative bioavailability study of Choriomon®
(IBSA) versus a marketed hCG formulation,
following subcutaneous administration in healthy
women
Study CRO-PK-18-332 - Sponsor code 18CH-hCG09

6. Clinical trial phase

Phase [

7. The period of the clinical trial

from 27NOV2018 to 02AUG2019

8. Countries where the clinical
trial was conducted

Switzerland

9. Number of subjects

Randomized: 26
Completed:24

10.  Purpose and secondary
objectives of the clinical trial

Objectives:
Primary objective: To investigate hCG bioavailability
after single subcutaneous (s.c.) injection of test and
reference products to healthy female volunteers.
Secondary objectives:
To describe hCG pharmacokinetic (PK) profile after|
single s.c. injection of test and reference products.
To collect safety and tolerability data after single s.c.
injection of test and reference products.

11. Clinical trial design

The present bioavailability study was designed taking
into consideration the EMA guideline

on the investigation of bioequivalence. In compliance
with the guideline, a single-dose,

randomised, two-way cross-over design was chosen.
Each randomized subject was allocated to a treatment
sequence in the two study periods (e.g.

T/R or R/T) according to a computer generated
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randomization list (see § 9.4.3).

Healthy fertile women with a normal menstrual cycle
were included in the study. All the

enrolled women were pituitary suppressed. The intake
of their usual combined oral hormonal

contraceptives reduced the levels of endogenous
FSH<4 TU/L and LH< SIU/L, which is

considered a marker of an appropriate gonadotrophin
suppression.

The doses of 10'000 IU for the Test product and 250
ug (equivalent to 6'500 IU hCG) for the Reference
product were chosen because these are the doses
administered with the respective product in the
common clinical practice.

Two different doses were administered with the two
investigational products because no Reference hCG
formulation at the same strength as the Test product
was found on the market.

According to the European Guideline on
bioequivalence, section 4.1.8: "In bioequivalence
studies, the pharmacokinetic parameters should in
general not be adjusted for differences in assayed
content of the test and reference batch. However, in
exceptional cases where a reference batch with an
assay content differing less than 5% from test product
cannot be found [...] content correction could be
accepted. If content correction is to be used, this
should be pre-specified in the protocol".

Ovitrelle® (Merck Serono, 12) was used as the
reference product for the bioavailability comparison
since the only other product at the same strength (i.e.
Pregnyl 5'000 IU, Sharp & Dohme Ltd, UK; 16) has
been recently withdrawn from the market. Ovitrelle®,
which is the bench market product for this indication
in Europe, was also used as reference product in a
previous Phase III study assessing the efficacy and
safety of Choriomon® in women undergoing [VF.

In the present study, when applicable the PK
parameters of hCG in serum were normalised for the
dose before comparison between the two
investigational products, as detailed in § 9.7.5.2,

and according to the EMA guideline.

Due to the endogenous nature of hCG, the PK
variables were calculated from baselinecorrected

hCG serum levels. The correction was made by
subtracting the baseline concentration value from
each post-dose concentration value. Baseline
concentration was obtained by calculating the
arithmetic mean of the 3 pre-dose hCG concentrations
(i.e. at-1,-0.5 and 0.1 h pre-dose).

Blood sampling times were selected on the basis of 5

2
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the known kinetic profile of hCG. The wash-out of at
least 21 days was planned on the basis of the known
half-life of hCG, with a mean half-life of 32-36 h and
with an estimated individual maximum value of]
approximately 48 h.

An open-label design was used considering that the
primary end-point of the study is based on objective
measurements of hCG in blood. The outcome
variables were not influenced by the subjects or
investigator being aware of the administered products.
12. Basic inclusion criteria Inclusion criteria:

1. Informed consent: signed written informed consent
before inclusion in the study;

2. Sex and Age: healthy pre-menopausal women, 20-
45 years old inclusive;

3. Body Mass Index: 18.5-30 kg/m2 inclusive;

4. Vital signs: systolic blood pressure 100-139
mmHg, diastolic blood pressure 50-89 mmHg, heart
rate 50-

90 bpm, measured after 5 min at rest in the sitting
position;

5. Hormonal oral contraceptives: Combined oral
contraceptive pill for at least 2 months before the
screening

Visit;

6. Menstrual cycle: history of a normal menstrual
cycle before combined oral contraceptive pill use;

7. hCG: endogenous hCG levels <1.2 IU/L at
screening and Day -1, Period 1;

8. Pituitary down-regulation: LH <5 IU/L; FSH <4
[U/L at Day -1, Period 1;

9. Papanicolaou smear (PAP) test: negative or not
clinically significant PAP test result (<class III or to
corresponding class if different classification schemes
arc used, e.g. Bethesda or CIN systems) within 12
months before the screening visit or at screening;

10. Full comprehension: ability to comprehend the
full nature and purpose of the study, including
possible risks and side effects; ability to co-operate
with the investigator and to comply with the
requirements of the entire study;

11. Additional contraception: study participants with
an active sexual life had to use one additional
contraceptive method, as follows:

a. A male sexual partner who agreed to use a male
condom with spermicide

b. A sterile sexual partner.

13. The investigated drug, method|Choriomon®, human chorionic gonadotropin (hCG),
of application, potency 5'000 [U/vial, lyophilised powder for injection,

Dose regimen, mode of administration:

Subjects were randomized to two treatment sequences (
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(T/R and R/T) to receive a single dose of the Test (T;
10'000 IU hCG) and Reference (R; 6'500 IU hCG)
investigational products by subcutaneous (s.c.)
injection in

two consecutive study periods, according to the 2-way
cross-over randomised study design.

All s.c. injections were performed in the umbilical
region. In the two study periods, the investigational
products were administered on day 1 at 8:00+1 h. The
wash-out interval between the two administrations
was of at least three weeks (21 days). During the
entire study, the study participants took their usual
combined oral contraceptive pill (one tablet/day).

14.  Comparison drug, dose,
method of application, potency

Ovitrelle®, 250 pg hCG/0.5 mL (equivalent to 6'500
[U hCG)

pre-filled pen, Merck Serono GmbH, Germany

Dose: 1x6'500 IU pen

Ovitrelle is indicated in the treatment of

* Adult women undergoing superovulation prior to
assisted reproductive techniques such as in vitro
fertilisation (IVF): Ovitrelle is administered to trigger
final follicular maturation and luteinisation after
stimulation of follicular growth,

* Anovulatory or oligo-ovulatory adult women:
Ovitrelle is administered to trigger ovulation and
luteinisation in anovulatory or oligo-ovulatory women
after stimulation of follicular growth.

15. Concomitant therapy

No medication, including OTC and herbal remedies,
will be allowed for 2 weeks before the start of the
study and during the whole study duration.
Paracetamol will be allowed as therapeutic counter-
measure for adverse events (AEs) according to the
investigator’s opinion.

Subjects will be on their usual combined oral
contraceptive pill, after a pill free interval,
continuously from day -16 and throughout the study,
for a maximum of 46 days.

The intake of any other medication will be reported as
a protocol deviation. However, it will lead to subject's
discontinuation from the study only if the
investigator, together with the sponsor, considers it
could affect the study assessments or outcome.

effectiveness

16.  Criteria  for  evaluating|Criteria for evaluation - pharmacokinetics:

Secondary variables:

e Baseline-corrected, dose-normalised (when
applicable) tmax, AUCO-o0, Frel, t1/2 and Az
of serum hCG after single dose of test and
reference products

17. Criteria for safety assessment

Criteria for evaluation - safety:
Sccondary variables:

&y
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e Treatment emergent adverse events (TEAEs),
vital signs (blood pressure, heart rate), body
weight, physical examinations, clinical
laboratory  parameters, electrocardiograms
(BEG ).

18. Statistical methods Data analysis:
The data documented in this trial and the measured
clinical parameters were presented using classic
descriptive statistics for quantitative variables and
frequencies  for  qualitative  variables.  The
pharmacokinetic (PK) non-compartmental analysis
was performed using Phoenix WinNonlin® version
6.3 (Pharsight Corporation) and SAS® version 9.3
(TSIMI). The statistical analysis of demographic and
safety data was performed using SAS® version 9.3
(TS1IM1). Although not formally requested, in order|
to compare the PK profiles of the two investigational
products, baseline-corrected and dose-normalised PK
parameters AUCO-t, AUCO-x (if feasible) and Cmax
were analysed using analysis of variance (ANOVA),
after neperian logarithmic
transformation. The statistical analysis took into
account treatment, period, sequence and subject
within sequence as fixed effects. The point estimate
and the 90% confidence interval for the T/R ratio of]
the least square geometric means of baseline-
corrected and dose-normalised Cmax and AUC was
presented. tmax was analysed using the non-
parametric Wilcoxon signed-rank test.

19. Demographic indicators of the[Sex and Age: healthy pre-menopausal women, 20-45

studied population (sex, age, race,years old inclusive;

etc.) Body Mass Index: 18.5-30 kg/m2 inclusive;
20. Efficiency results Results:
Pharmacokinetics:

Descriptive  statistics of serum hCG  baseline-
corrected and baseline-corrected/ dose-normalised PK
parameters for Choriomon® (T) and Ovitrelle® (R)
are presented in the following tables:
Baseline-corrected serum hCG PK parameters
Choriomon® 10'000 IU (T) Ovitrelle® 6'500 U (R)
Cmax (IU/L) 337.88+100.92 148.50+36.45

tmax (h) 16.00 (12.00-36.00) 24.00 (12.00-48.00)

AUCO-t (h*TU/L) 22989.24+4802.10
12336.02+2527.88
AUCO-o0 (h*IU/L) 23779.06:4944.70

12937.50+2723 .42
t1/2 (h) 36.77+5.11 38.63+6.08
Values are arithmetic means = SD, except for tmax:

median (min-max) /:/
1

Lo J€- Zﬁ%’




Baseline-corrected and dose-normalised serum hCG
PK parameters

Choriomon® (T) Ovitrelle® (R)

Cmax (1/L) 0.03£0.01 0.02+0.01

tmax (h) 16.00 (12.00-36.00) 24.00 (12.00-48.00)
AUCO-t (h/L) 2.30+0.48 1.90+0.39

AUCO-9 (h/L) 2.38+0.49 1.99+0.42

t1/2 (h) 36.77+5.11 38.63+6.08

Values are arithmetic means + SD, except for tmax:
median (min-max)

Results of the exploratory statistical analysis of serum
hCG baseline-corrected/dose-normalised PK
parameters are summarised in the table below:
Treatment

comparison Parameter PE% 90% CI

T vs R

Cmax 146.89 132.30 - 163.10

AUCO-t 121.31 113.02 - 130.21

AUC0-00 119.81 111.69 - 128.51

PE: Point estimate, calculated as ratio of geometric
means; CI: Confidence Interval.

PK data obtained in the present study were in line
with previously published results.

Serum hCG concentrations increased rapidly after
single dose of the two investigational products and the
shape of the two PK curves was very similar.
However, the level of overall exposure was lower
with Ovitrelle® 6'500 IU than with Choriomon®
10'000 IU, as expected considering the different dose
administered and the different source of the raw
material (urinary and recombinant hCG for
Choriomon® and Ovitrelle®, respectively). t1/2 and
tmax values of the two investigational products were
very similar, although a statistical significant
difference in tmax values was observed (p=0.0023).
21. Safety results Overall, 18 TEAEs were experienced by 13 (50.0%)
subjects during the study: 6 TEAEs were experienced
by 6 subjects (23.1%) with T and 12 TEAEs by 9
subjects (34.6%) with R.

The most common TEAE was headache (3.8% with T
and 15.4% with R). Vaginal haemorrhage and
haematuria (not treatment-related) were reported at a
frequency of 11.5% each. The other TEAEs, i.e.
dizziness (both T and R), breast tenderness, nausea,
aggression and hyperhidrosis (R only) and fatigue (T
only) were experienced by | (3.8%) subject each. All
reported TEAEs were of mild or moderate intensity.
Fatigue was the only TEAE judged as related to the
Test product. Treatment-related aggression was
reported for the same subject with the Reference
product. The other TEAEs related to the Reference (
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treatment were headache (2 [7.7%] subjects), nausea,
breast tenderness, hyperhidrosis (1 [3.8%] subject
each). All related TEAEs resolved by study end
without any pharmacological treatment.

No subjects withdrew from the study because of an
AE and no SAEs or other significant AEs were
reported.

No clinically significant effect of the study treatments
on vital signs or ECG results was observed. In general
no clinically significant laboratory results were
observed for any subjects, except for the haematuria
events described above, which were reported as
TEAEs, were NOT related to treatment and did not
give rise to any safety concerns.

22. Conclusion

Serum hCG concentrations and PK parameters
following Choriomon® 10'000 IU s.c. injection

are in line with those previously reported in the
literature for other hCG of human origin (Pregnyl®)
administered at the same dose (10'000 IU) and by the
same administration route.

The differences observed in the present study between
the PK profiles of Choriomon® and Ovitrelle® are
probably due to the different raw material source of
the two investigational products (urinary vs.
recombinant) and are reflected in the different
approved dose regimens for the two hCG
formulations, i.e. 5'000-10'000 IU for Choriomon®
vs. 250 pg (approximately 6'500 IU) for Ovitrelle®.
The two investigational products were well tolerated.
The safety profiles of the investigational

treatments are consistent with the safety data reported
in the Summary of Product Characteristics of the two
products. The AEs observed during the study did not
raise any safety concern.

Y.

IBSA Institut Biochimique S. A, .

Dr. Franco Daglio

Technical Director and Qu
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Jonarok 30

1o [Nopsanky npoBeeHHs EKCNEPTHU3H
peecTpaliifHiX MaTepialis Ha Nikapcbki
3aco0H, 110 NMOAAKTHCA Ha AepPIKABHY
peecTpauiio (nepepeecTpaLiio), a TakomxK
EKCMepTH3M MaTepialliB Npo BHECEHHA
3MIH [0 peecTpauiiiHix maTepianis
npoTsirom Aii peectpauiifHoro
MOCBiT4EHHS

(myHKT 4 pozniny IV)

3BIT

npo KJiHiYHe BUNIPOOYyBAHHSA

1. Haszpa nikapcbkoro 3aco0y (3a
HAsBHOCTI - HOMEp
peecTpaniifHoro MocBi4eHHs)

X 0pioMOH

2. 3asiBHUK

IBCA IncruryT Bioximik CA

3. Bupobuuxk [IBCA [mctutyt bioximik CA

4. IlpoBeneni qOCITIHKEHHS: Tax+ ®i gk Hi, 06rpyHTYBaTH

1) Tun mikapcekoro 3acoby, 3a JIIKAPCBKMM  3ACIB  3A  IIOBHUM  JIOChE
STKHM IIPOBOIHJIACS abo |((ABTOHOMHE J1OChHE)

[IAaHYETHCS PEECTPALLis

3 BIIOMOIO JIFOYOK PEYOBHHOIO

5. TloBma HazBa KJIIHIYHOTO
BHIIPOOYBaHH, KOJIOBAHUH HOMEp
KJIHIYHOTO BHIIPOOYBaHHsI

[IpocriekTuBHE, paHAOMI30BaHe, KOHTPOJIBOBAHE KIIHIUHE
NOCHIDKEHHSs 3 OMIHKA TOJEPAHTHOCTI Ta  KJIHIYHOL
exsiBasienTHocTi hCG-IBSA (IBSA) mopisusuo 3 Ovitrelle
(Serono), 0Ou/Ba BBEJAECHI MIKIPHO KIHKaM, SKi IEPEHECTH
sarutiiHeHHs in vitro (EKO)

No nocmimxennst: 04CH / HCGO02
Ne EudraCT: N.A.

6. daza
BUIIPOOYBaHH$

KJIIHIYHOTO

daza [1I

7. llepion npoBeIeHHS KITHIYHOTO
BUIIPOOYBAHHS

3 19 cepnHa 2005 no 17 »xoBTHA 2007

8. Kpaiuun, pge npoBoguiocs
KJIIHIYHE BUITPOOYBAHHS

[1IBetinapis

9. KinpKicTh qOCTiDKYBAaHHX

Sarianosano: 144
Bukonano: 163

10. Mera Ta BTOpPHHHI Wi

KTIHIYHOTO BHIIPOOYBaHHS

L{LJIL:

1. Ominka KIiHIYHOT €PEKTHBHOCTI (3 TOUKH 30py KUIBKOCTI
BUTYHEHUX OOITHTIB) hCG-IBSA (xopioHIYHMIH
roHagorpornin  moaunu, IBSA)  mporm  Ovitrelle®
(pexkombinantauii hCG, Serono) mpu BBejieHHI NalieHTaM,
sxi mepenecnn EKO.

2. Ouinka 3aranpHoi nepenocumocti hCG-IBSA (IBSA)
potu Ovitrelle® (Serono)

L. Huzaiin KIIHIYHOTO

BHIIPOOYBaHHS

Jocnimkenass  Oyno  copsMoBaHE  HA  TECTYBaHHA
TCpPAICBTHYHOI eKBIBAJICHTHOCTI (TOOTO BIICYTHOCTI IEBHOTO
CTyINeHs HEMOBHOIIHHOCTI HOBOI'O JIIKYBAHHS MOPIBHAHO i3
BCcTanoBIeHHUM JTiKyBaHHsIM) MK hCG-IBSA ta Ovitrelle® y
naiienTis, sxi mepenecnun uukmu EKO. Ha ocnosi wineii

MOCITi/KEHHS, paHIOMi30BaHUH NapanenbHuil qu3aiin Cpyjiy, 7
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nepea0adaB aTH TOYHY OIIHKY MK PI3HHIECIO JIKYBaHHs
100 NEePBHUHHOI 3MIHHOI e(eKTUBHOCTI, TOOTO KITBHKOCTI
OTPUMaHHX OOIUTIB, Ta BTOPUHHHX 3MIHHHX €(peKTHBHOCTI,
1110 CTOCYIOTHCA SKOCTI OOLMTIB, IMBHAKOCTI IMIUTaHTaLil Ta
KJIIHIYHA YacTOTa BariTHOCTI, a TAKOXX ITIOJIOTH Ta piBEHb
HApPO/KYBAHOCTI, 1 OJHOYACHO [O3BOJSITH  &/I€KBATHE
NOpIBHSIHHS ~ [EPEeHOCHMOCTI  IIMX  IBOX  TNPOAYKTIB.
JloC/HiDKEHHST NPOBOJMJIM B YMOBaX OJIMHOKHX CIIIHX:
BIIKpUTHX YMOBAx INOJO MAlli€eHTa Ta MEpcoHaTy JiKapHi,
10 KEPYIOTh JIKYBaHHsM, Ta CIIOMX YMOBax, IO
[1ITPUMYIOTBCS UL KIHIYHHX JOCIIHHKIB 3 ypaXyBaHHAM
KOHKPETHHUX IHCTPYKILi# MPOTOKOIY.

12. OcHOBHI KpUTEPIl BKIIIOYEHHS

Kpurepii BIIIOYEHHS

DKiHKH, SIKI TIPOXOASTE CTHMYJISLIIO seqHuKiB 3 MeToro EKO
3 abo Oe3 IKCI 3 HacTynHUMH XapaKTepHCTHKaMM:

> 18 i <40 pokiB;

IMT Big 18 mo 30 xr/ M2;

MeHIIIe 3 nollepeIHIX 3aBepIICHUX [HKIIIB;

Present npucyTHi 00HM/1Ba SEUHUKH;

peryJsipHUil MEHCTPYaJIbHUH LMK 25-35 1HiB;

Oesmnis, OB’ A3aHe 3 TpyOHHM dbaxTopom,
enjomerpiozoMm [ abdo Il  crymeHs AMEpHKAHCBKOIO
TOBAPUCTBA HAPO/UKYBAHOCTI, 4YOJIOBIYMM (PaKTOpOM HH
HE3PO3YMUTHM (hakTOpoM

npoTsaroM 12 MicsmiB 3 MOYATKY JOCHIIKEHHS [MOPOXKHHHA
MaTKH BiJIIOBiZa€ OYiKyBaHii HOpMaibHiM (yHKILIT, sKa
OLIIHIOETBCS 332  JIOIIOMOTOIO  TiCTepOCATbIIIHIOTPaAMH,
coHoricTporpaMu abo ricTepocKONiYHOTr0 AOCILIPKEHHS;
bazanouuii pisers @CI menwe 10 MO /i

Fulfilled Buxonani xpurepii Beaennss XI'Y (npunaiimMHi 2
(Gonikyimu jgiamerpoM 16 MM abo Oinblue, 3 JOIYCTHMOIO
koHLeHTpauieo E2 y cupoBatiii KpoBi)

Partner mapTHEp 4OJOBIKM 3 aHAII30M CIEPMH IIPOTSITOM
ocTaHHIX O MICSIB, 10 MOKa3ye TPHUIHATHI 3HAYCHHS
HAaCIHHEBHMX  [apaMeTpiB,  BuU3HadeHHMX  ak>  3x106
CIIEpPMATO3011iB / M1,

kBamidikoranuit ama mpuitomy 150 - 300 MO @OCI' sk
[IOYAaTKOBOI 103H.

13. JocnmimKyBaHUH JTiKapChKUii
3aci0, cnocid 3acToCcyBaHHs, CHIIA
mii

Choriomon®, xopioniunuii roHagorpomnid ioaunu (hCG), S
000 MO / drakon, miodinizoBaHHH MOPOLIOK IS iH €KITIH,
Pexcum no3u, criocid npuitomy:

Opna in’exuisg 10’000 MO, mignmxipna in’exitis

14. Tlpenapar mopiBHSHHS, /1034,
crocid 3acToCyBaHHs, CHIA il

Ovitrelle® 250 mxr (Serono, Genéve-CH)
Opnna paszosa in’exuis 250 mxr (exsiBanentHo 6’500 MO),
ITIIIKIpHA 1H €IS

15. CynyTHs Teparis

JKoana cynyTHA Tepallisi He A03BOJIANAcHd, SKIIO YacTHHA
cTanmaptHoi npouenypu JikyBaHHs EKO abo wacrtuHa
TPUBAJIOrO JIiKyBaHHS He Oyjia OIliHeHa $K Taka, 10 He
3apaykac JIOCHIJHHUM IpenaparaM. Y OyJb-sKOMY BHIQJKY,
PO AOJATKOBI JIIKH roBiaoMistiocs npo XHH.

16. Kpurepii OLLIHKH
e eKTUBHOCTI

E(eKTHBHICTD:

llepBrHHA KiHIIeBa TOUKA

3aranpHa  KUIBKICTH —OOLMTIB, OTPUMAHUX HA  OIHOTO
nauieHTa, sskuit orpumysar XI'H.

BTropuHHI KiHIEB] TOUKH

+ Kinpxicts nauienris, sxi orpumysanmu XI'Y i3 npupHaimpi ,

W
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0JIHAM OOLIUTOM;

* KinbxicTh 3ammiiHeHuX 001uTIB 2PN;

» Kinpkicts 2PN abo posienieHux eMOpioHis;

* IIBUAKICTL iMIUIAHTaWii Ha OJHOr0 TEPEeHECEHOro
emOpioHa;

» xonunentpamis P ta XI'U y cupoBaTui KpoBi B HHI
BHITyYECHHS SHIEKJIITHH, B JIEHb llepeHeceHHs eMOpioHIB Ta
Ha 5-8 nens micis XI'U;

* [[IBHJIKICTH IMILJIAHTALIT;

* HacToTa BariTHOCTI.

CniocTepiraTu 3a:

» PiBeHp mojorie, piBeHb HAPOIKYBAHOCTI, pe3yNbTaTH
BATiTHOCTI.

17. Kpurepii oiinku 6e3neku

BE3ITEKA:

[TapameTpH OIIHKH ITePEHOCHMOCTI

« [ToGiuni peakmii, 110 BHHHKAIOTH IiJ1 9ac¢ JOC/TIKeHHs (Jac
MOYaTKy, TOKKICTh, TpPHUBAIICTE Ta HeoOXimHi mii /
JTIKYBaHHS);

» Yacrora cepennnoi ado saxkoi CI'C3.

18. CratucTHyHl MEeTOIH

CraTHCTHYHI pO3paxyHKH MPOBOJIMIIHN 3a JA0NoMoroi SAS®
8.2 nns Windows®. KepyBaHHs JaHUMH 3/iHCHIOBATIOCH 3a
noromoroio Microsoft SQL Server® sepeii 2000.

s nemorpadiyaux Tta  (QisionorivHux gaHux Oyma
[Ipe/CTaBieHa OIKMCOBa CTaTUCTUKA. [lOpiBHSHHICTH Tpyn
JTIKYBaHHS HA MOYaTKOBOMY eTalll OLIHIOBAIM 3a JI0IIOMOI0IO
Kputepito t CThIOfeHTa Ta %2, BiANOBIJIHO.

[lepBuHHY 3MIHHY pe3yJbTaTy, KUIBKICTh OTPUMAHHX
OOLIUTIB, BUKOPHCTOBYBAIH IS IEPEBIPKU €KBiBaTE€HTHOCTI /
HeiH(pepeHTHOCTI  MDK  JBOMa  TIpymaMH  JIKyBaHHS.
OnHOCTOPOHHIH JAMCHEPCIHHUE aHalli3 MPOBOAMIAM  JUIs
po3paxyHky 95% noBip4oro iHTepBasly pI3HHIN MiX JBOMAa
MeToaamu JikyBanng. 20% cepeaHbol KibKOCTI BUITYUYEHHX
00LMTIB, w0 crocrepiramucs y rpym  Ovitrelle®,
BHKOPHCTOBYBAJIHCh 111 BCTAHOBIIEHHS MeK
ekBiBanenTHoOCcTI / HeindepentHocti. bararodakropHuii
nucnepcifHuil aHanmiz OyB BHKOPHUCTAHHI OIS pO3PaxyHKY
95% noBipuoro iHTepBaNy NS PI3HUII MDK Tpynamu
JIIKYBaHHsl, BHKOPHUCTOBYIOYM BIK kiHOK, IMT, niarnos
Oes3miis Ta JOCTiTHII IIEHTpP SK KOBapiaTH.

BTopuHHI 3MiHHI pe3ynbTaTy, KiIbKICTb OOLMTIB MeTadaszu
[I, KIIBKICTH HE3PUIMX OOLHMTIB, KUIBKICTH 3aIUliJHCHHX
oonuTiB, piBHi nporecrepony Ta XI'U micas in'exuii XI'Y,
KIJIBKICTh 3alUTIIHEHUX OOLMTIB, IUBHAKICTH 3aruiijHEeHHS,
KiZbKICTL PO3ILENJICHUX OOLUTIB Ha 2 J[eHb, LIBHAKICTH
PO3LICIUIEHHS], KIJIbKICTh MEPEHECEHUX eMOPIOHIB, KUIBKICTb
3amMopokeHHX 3uroT 2PN, KiapKiCTh BUKMHYTHX eMOpiOHIB,
MIBUJKICTL  IMIJIAHTAIil TOpPIBHIOBANM AN aHali3y
cexTuBHOCTI 3a HecrmapeHum rtectom CrhiojeHta  t
(GeanepepsHi 3MiHHI) abo 3a TectoM %2 (IIOKAa3HHKH Ta
KaTeropiajibHi 3MiHHI).

Jlist nux napaMerpiB OyB BHKOpHCTaHMH OaratodakTopHHH
TUCTICPCIHHUN aHalTi3, MO0 OIHUTH PI3HHIIO MK JBOMA
rpyllaMd  JIIKyBaHHSl, BHKOPHCTOBYIOUH JIOCILKYBaHHH
[ICHTP SK KOBapiar.

[To3UTURHA MBWAKICTE Teety Ha B-XI'Y, KUIBKICTBL
recTaliifHiX MIIIKIB, KUIBKICTh TecTallifHUX MIIIKIB 13
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cepueOUTTAM Ta KJIiHIYHI OKa3HUKH

rpynu JikyBaHHS. J[1s IUX napaMeTpiB BHKOPUCTOBYBAIH
rect Kokpana-Manrensa-Xenzensa (CMH), crpatudikosanuii
TOCITITHUITBKHM [IEHTPOM, JUIS OLIHKH PI3HMLI MDK JBOMa
rpyIaMH JIIKYBaHHS 3 ypaXyBaHHIM e(eKTy IeHTpY.
JTaGopaTopHi AaHl MOPIBHIOBAIM MK IpylNaMH JTiKyBaHHs
3rigHo 3 HemapHUM TecToM CThrOIeHTA.

CrioyKMBaHHS CYIIYTHIX JIIKIB Y JIBOX IpyIax MOPiBHIOBAJIH 3a
TECTOM 2.

[TapaMeTpu EPEHOCHMOCTI aHaTI3YBAJIH 32 TECTOM ¥2.
KinpkicTe moOiYHMX sBHIN, 3a(iKCOBaHUX y IBOX IpyIax,
[OPIBHIOBAIH 3@ TECTOM 2.

BigMiHHOCTI MIX JBOMA IpyIam JiKyBaHHs OyJIH BH3HaHi
CYTTEBHMH, AKINO 3HaYeHHs p s tecty Oyno menme 0,05
(ABOCTOpOHHIH).

19. Jemorpadiuni mokasHuku |[lemorpadiuni mami ta pani npo Gesmiings ysaraibHeHi
nociipKyBaHoi nomyisnii (craTh, [pasom 3 pesynabratamu anamizy B tabuuni 10.1-1. Cepenniit
BiK, paca, TOLIO) BIK KIHOK, sIKi Opajid y4acTh y JOCTiIKeHHi, OyB Mo CyTi
omHakoBuM st jBox rpyn nikyBamus (hCG-IBSA, 33,2
poky mportu Ovitrelle®, 32,9 poxy). Opgnak y rpymi hCG-
[BSA 43,1% mnauientis Oyau y Bimi 35 pokie i Oinblue,
nopieHsHO 3 yuie 29,3% y rpyni Ovitrelle®.

[Ii xBi rpymd Takoxx Oynd NONIOHMMH IOAO TPUBAJIOCTI
Gesmmigns (4,6 mporu 4,0 pokiB), YacTKH JKIHOK i3
nonepeanso0 BaritHicTio (45,8% mnporu 38,7%), abo 3
nmonepenusoro EKO  (23,6%  mporu  28,0%), abo
nonepeansoo BHI (36,1%) npotu 34,7%), a Takox y yacTIli
Mali€HTiB, SKI  HApOJHJIM  [AUTHHY 33  OCTaHHIMH
npoueaypamu. Jliarmoctuyni 3MiHHI Oe3rmutijns onMcani
pazoM 3 pesyiapraTaMH amanizy B tabmumi 14.1-2. Yacrka
KIHOK 3 MATeHTHHMH NpobipkaMu Oylla OJHAKOBOIO Y JBOX
rpynax (58,8% y rpyni hCG-IBSA nporu 61,0% y rpymni
Ovitrelle®), sk 1 y BUNaJKy 3 HOPMAJIBHOIO IMOPOKHHHOIO
matku (98,6% mpotu 96,0%), npu enpomerpiosi ( 8,3%
npotu 6,7%), a s HopManbHoi oByssuii (100,0% nporu
98.7%). CraTHCTUYHOT PI3HMII B XapaKTEPUCTHKAX CIIEPMH
HE crocTepirajocs sk y BiJIcoTkax azooctepmii (5,6% mnpoTu
2,7%), Tak i y konuentpanii cnepmu (51,5 npotn 41,7 MiH /
Mi1), pyxsmBocti criepmu (% mporpecyBanHs Buepern 49,2
npotu 46,2;% mBuaxoro mporpecis 22,7 npotu 19,5) abo
mopdodtorist cnepmu (% HopmaneHoi dopmu 10,7 mpotu
10,6). Knacudikaris Ge3mmis, ssKka BUKOPUCTOBYETECS JIUIS
KOBAapiaHTHOTO aHaizy, HaBeneHa B Tabmuni 14.1-3.
[HJIMBIyaJIbHI JIaHl, 10 CTOCYIOTHCS MEIMYHOTO aHaMHE3Y,
¢izuunoro oOCTeXKEHHSI 3 OLIHKOK IKUTTEBO BAXIMBHX
MMOKa3HUKIB Ta J1a00paTOPHHUX MAOCIIIKEHb IIPH BCTYII,
HaBosThes B CriMekax AaHux namienTis (Jlonatok 16.4).
Yactora mnomnepeaHix BIANOBIJIHUX MAaTOJOrH JeTabHO
onucana B Tabmuui 14.1-4. Pizui maronorii 6ynu po3noaijexi
0JIHAKOBO B JIBOX Tpymax, i 37ae0inpmioro juile iHOI
nosimomssutocs. [Ipy cTaTHCTHYHOMY aHATi3i HE BHIBICHO
CYTTEBHX BiZIMIHHOCTEH y JIiKyBaHHI.

3Be/leHa CTATHCTHKA JKUTTEBO BAXKIMBHUX ITOKa3HUKIB IIPH
BCTYII HaBeJEHa pa3oM 3 pe3ylbTaTaMH aHalizy B TaOsHIli
14.1-5. AprepiajibHUil apTepiajibHUA TUCK, [1YIIbC, BAra, 3pICT
ta IMT Oynu oxHakOoBUMH Yy JBOX TIpyIax. 30erMa

cepequiii IMT cranosus 23,3 + 3,2 xr / M2 y rpyni hpG7 %
/ Lbrtr s( /




[BSA T1a 22,9 £ 3,0 kr / M2 y rpyni Ovitrelle®. IIpu
CTATHCTHYHOMY  @HANli3li  HE  BHSIBJIEHO  CYTTEBHX
BiZIMIHHOCTEH y JiKyBaHHI. BifnosigHo, ycix namieHTis 0yio
BH3HAN0 y Xopomomy ¢izuunomy ctani. YotupHanusts (14)
naiientis HCG-IBSA Tta 20 namientiB rpynu Ovitrelle®
OTPHMYBAJIM CYIYTHI JIIKH Hif 9ac mpuiomy (tabn. 14.3-1).
Ha 3akinueHHs, @IpW BCTYIi [0 MJOCHDKEHHA He Oyno
BHSBJICHO BiIMIHHOCTEH MiXK rpyrnamu JIiKyBaHHs JUid Oy/Ib-
SIKOT 13 3aPEECTPOBAHUX 3MIHHUX.

20. Pe3ynbraru e()eKTHBHOCTI

[Ilo0 cTocyeThCs MEPBHHHOI 3MIHHOI pesyibrary (ToO6TO
KIIBKOCTI OTPHUMaHMX OOLUTIB), pe3ylbTaTH TECTy Ha
rinoresy inrepsaity lllyepmana ceiguate npo Te, mo hCG-
IBSA nme mnocrymaetbes Ovitrelle®. Hacnpasni cepenms
kinekicte 13,3 + 6,8 oonutiB 6yna orpumana y rpymni hCG-
[BSA nopiBusino 3 12,5 + 5,8 y rpyni Ovitrelle®.
BCTaHOBIEHO, [0 MOPIBHSAHI METOIH JIIKYBAHHS IOALISIOTH
noniony e(peKTUBHICTh TAKOXK 100 BTOPHHHHMX 3MIHHHX
MOKa3HHKIB e(eKTHBHOCTI, 1I0B’ SI3aHUX i3
XapakTepucTUKaMu ooluTiB. KinbkicTs 3pinux (meradasa II)
Ta HE3pLIMX OOIMTIB Oysia OJIHAKOBOIO B 000X Ipylax, IO
BiZ0OpaKano eKBiBAJIEHTHICTh KibKOCTI (QOMIKYTIE> 16 MM
Ha JeHb XI[Y. BigplmicTe BHIYYEHHX OOLMTIB Oyin
samiijgHeHi, MaiKe MNOJOBHHA 3 HHUX Oyna 3amuligHeHa.
BiamosiiHo [0 ICHYHOUHMX €THYHUX HOPM, SIKI HaHYIOTh Y
[[Iseiinapii, He Oinplme 3 3WUroT Ha MNalieHTa TPUMAIH B
KyJITypi npotsrom 2 i 6insmre quiB. Hacnpasai e 17,5%
samnigHennx oouuTie y rpym hCG-IBSA ta 19,3% y rpymi
Ovitrelle® Oynu 3anuineHi B Ky/JIbTYpi B NEpPIUHHA JeHb, TOII
sk 39.8% ta 41,7% 3amiigHeHuX OOUMTIB OyIH 3aMOpOXKEH]
Ha crauli 2PN B nepmmii jgens kynsTypu Pemra He
po3BuHyaucs 1 Oynmu BiakuHyti. Hapewrri, 99,3% ta 100%
surot 2PN, zamumeHux y KyJabTypi Ha NEpIIMH JIEHb,
PO3MICNUIKNCS HAa OpyTuil NeHb KynbTypu y rpynax hCG-
IBSA ta Ovitrelle®, Binmosiano. Lle ckmamo 17,4% Ta 19,3%
RarIiHeHUX OOLMTIB Juis 1HMX 2 rpyn Bixnosijgxo. Ilo
CTOCYETBCS IMPOLECY 3alUlJHEHHS 1In  Viftro, nepenada
emOpioHiB Oyma JgocsarHyta y TepeBakHO! OiNbIIOCTI
MaIleHTIB Oyap-aKoi rpymnu, mo Bignosigamno 94.4% (n = 68)
3 72 nanientiB 3 no3utuBHUM OITY y rpyni hCG-IBSA Ta
93,3% (n=70) 13 75 mauicHTiB 3 no3uTHBHUM OIIY y rpymi
Ovitrelle®, 6e3 nepeHeceHHs eMOpIOHIB uepe3 HEBAANICTH
BUBeACHHSA eMOpioHiB abo pusuk CI'Sl abo HU3BKY AKICTH
eMOpiOoHIB (TIOMITIIOIIS), 0 BPaXOBY€E PEIITY BUIAJKIB.

He cnocrepiranock pizHuni Mizk 00poOKamMu OO0 KiTbKOCTI
nepeHeceHnX eMOpioHIB Ta KIMBKOCTI 3aMOpOIKEHHX 3HIOT
2PN. Yacrora immianTtanii Ha nepexnecenssi emMOpioHis Oyna
Tpoxu BuIOI0 B rpyni hCG-IBSA (ne3nauna), i Taka x Oyna
Ha no3uTHBHUII TecT HAa P-hCG (BariTHiCTH) Ta KIIHIYHMH
pIBEHL BAriTHOCTI HA OTPUMAHHS OOIMTIB Ta HA IEPCHECCHHS
emOpiona. 3aranom y 44 naiienTiB OyB MO3MTHBHUI TecT Ha
BariTHicTh cevero (24 y rpymi hCG-IBSA Ta 20 y rpymi
Ovitrelle®), Toni sk KiiHIYHA BariTHICT Oyja miaTBep/HKeHa
y 23 nauientiB y rpyni hCG-IBSA ta y 20 nauieHTiB y
Ovitrelle® . Haperuri, 20 mauienTis y rpymi hCG-IBSA ta 17
nauicutie y rpyni Ovitrelle® Hapo Uiy JUTUHY, HAPOAMBLIN
24 rta 25 3popoBHX Jired BixnosigHo. 3aramom Oyino 9

Oararornignux BaritHocTel 6e3 pisHHLI MK ABOMa/
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rpynamu. He Oysio pisuuIil y TepMiHi recramiiHoro Biky mpu
HAapOJKEHHI, IEepeJuyacHOMY Hapo/DKeHHI abo Basi IipH
HapOKEHHI.

PipHi nporectepoHy B Ia3Mi, OLIIHEHI B JIEHb BHIIyYCHHH
OOLIUTIB, B JIeHb NepeHeceHHs: eMOpioHiB Ta yepe3 5-8 IHIB
micns 3amycky X1, He BUSIBUIM BIIMIHHOCTEH MK IpylaMu
mikyBaHHS. HaBmaku, CTaTHCTHYHO 3Hauylna pizHuug Oyna
nokaszana moao XIY y rmiasmi KpoBi y ABOX MEpLIMX
yacoBUX Toukax (3HayHo BUia y rpyni IBSA-HCG). Yepes
5—8 muiB micns Toro, sk XI'Y BHK/IMKae piBEHb INIA3MOBOTO
ropmony XI'4 y rpymi IBSA-HCG

Bce Lie OyJI0 BUINMM IOPiBHSHO 3 rpynor Ovitrelle®, ane
CTaTHCTHYHA 3HAYMMICTh Oysa BTpadyeHa. Kpim Toro, Ak Ha
piBEHD MPOreCTEPOHY, Tak i Ha piBeHh XI Y y mia3mi KpoBi B
OCTaHHIfi MOMEHT 4Yacy CTaH BIUIHBY Ha CTaH BariTHOCTI
IMaLi€HTKH HE BIUIUBAB.

21. Pesyneratu Ge3neku

3aranbha yacrora [1P Oyna oOMmexenoro Ta noaidHoIo B 060X
rpynax: 11,1% mnamienTis, ski 3a3nanu BrnuBy hCG-IBSA,
ra 18,7% nanienri, ski 3azHanu  BruiMey  Ovitrelle,
ckapxkuiucs Ha HE.

Hecepito3ni 1mo0GiuHi sBHINA, SIKI BBOKAIM MOMKIHBUMH,
Oe3yMOBHO, CTOCYBAJIHCh JOCHIDKYBAHOI'O Ipenapary i
CTOCYBAIMCH PO3JIAIIB LIUTYHKOBO-KHIIKOBOTO TPakTy, TOII
K yci cepitosni moOiuni sBuma Oymu nos’s3ani i3 CIS1 Ges
CYTTEBOI PI3HMII MIXK JIOCIIJPKYBAHUMH TPYITIAMH.

He Oyio BusBIEHO PpI3HUII B YacTOTi Kiacu(ikaiii
noOpodyTy MK Tepami€r, cepeil SKHX CTaH [OBHOIO
caMono4yTTst OYR Jly’ke MOINUPEHUM, a CTaH JIEFKOTrO CTaHy,
SIK [IPABUJIO, BPAXOBYBAB PELUTY BUIIAZKIB B 000X Ipymnax.

22. BUCHOBOK (3aKTIOUCHHS )

Jlocmipkenns npoBogund y 147 mamientis, 72 namieHTH
Oynmn panpomizoBani Ha JjikyBaHHs hCG-IBSA Ta 75
naiieHTis Oynu paHmoMizoBaHi Ha jdikyeanHs Ovitrelle®.
[Ipouenypu panzomizamii gocsarnud aobpe 30anaHCOBaHHUX
rpyn JIKyBaHHs 3a jJeMorpaidyHMMH Ta BHXIJIHHUMH
XapakTepHCTHKAMHU MapH, 32 BUHATKOM PO3IIOJIiITY 4acTOTH |
abo 2 momepexnix muxiiB EKO (rpyna Ovitrelle® noxasana
OUIblly KUIBKICTh MAIE€HTIB, SKI Madd JHIIE OIHH
nonepeaniii nukn EKO) Ta uwactory KiHKH BikOoM Big 35

POKIB (O1nb11a KIMBKICTE MTHIX XKiHOK y rpymi hCG-IBSA).

@panxko [larmio

nionuc

Texniunuii qupexTOp Ta yrnoBHoBakeHa ocoba M.I1.
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Annex 30

to the Procedure of examination

registration materials for medicines

drugs submitted to the state

registration (re-registration), as well as
examination of materials on the introduction
changes to registration materials

during the validity of the registration
certification

(paragraph 4 of section IV)

REPORT
about a clinical trial

1. Name of the medicinal
product (if available -
registration certificate
number)

Choriomon

2. The applicant

IBSA Institut Biochimique SA

3. Manufacturer

IBSA Institut Biochimique SA

4. Conducted research:

yes+ No  ifnot, justify

1) the type of medicinal
product for which the
registration was carried out
or is planned

Medicine by full file (autonomous file)
With a known active ingredient

5. Full name of the clinical
trial, coded number of the
clinical trial

A prospective, randomised, controlled clinical study on the
assessment of tolerance and clinical equivalence of hCG-IBSA
(IBSA) versus Ovitrelle (Serono), both administered
subcutaneously in women undergoing in vitro fertilization (IVF)

Study No: 04CH/HCGO02
EudraCT No: N.A.

6. Clinical trial phase

Phase 111

7. The period of the clinical
trial

from 19AUG2005 to 170CT2007

8. Countries where the
clinical trial was conducted

Switzerland

9. Number of subjects

144 patients planned, 163 screened.

10. Purpose and secondary
objectives of the clinical
trial

OBJECTIVES:
1. The evaluation of the clinical efficacy (in terms of number of]
oocytes retrieved) of hCG-IBSA (Human Chorionic

Gonadotrophin, IBSA) vs Ovitrelle® (Recombinant hCG,
Serono) when administered to patients undergoing I'VF.

2. The evaluation of overall tolerability of hCG-IBSA (IBSA) vs
Ovitrelle® (Serono)

11. Clinical trial design

The study was aimed at testing therapeutic equivalence (i.e. the
absence of a specific degree of inferiority of the new treatment
compared to an established treatment) between hCG-IBSA and
Ovitrelle® in patients undergoing IVF cycles. On the basis of
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study objectives, the randomised, parallel group design was
expected to provide an accurate estimate of between treatment
differences as for the primary efficacy variable, i.e. the number
of oocytes retrieved, and secondary efficacy variables related to
oocyte quality, implantation rate and clinical pregnancy rate, as
well as delivery and live birth rate, and to concurrently allow an
adequate comparison of the tolerability of the two products. The
study was carried out in single blind conditions: open conditions
with respect to the patient and hospital personnel managing
treatment, and blind conditions maintained for clinical
investigators with respect to specific protocol instructions.

12. Basic inclusion criteria

Inclusion Criteria

Women undergoing ovarian stimulation for IVEF with or without

[CSI with the following characteristics:

* >]8and <40 years old;

* BMI between 18 and 30 kg/m2;

» less than 3 previous completed cycles;

* both ovaries present;

» regular menstrual cycle of 25-35 days;

» infertility attributable to a tubal factor, American Fertility
Society grade I or Il endometriosis, male factor or
unexplained factor.

* within 12 months of the beginning of the study, uterine
cavity consistent with expected normal function as
assessed through hysterosalpingogram, sonohystrogram
or hysteroscopic examination;

= basal FSH level less than 10 TU/L;

» criteria for hCG administration fulfilled (at least 2
follicles with a diameter of 16 mm or more, with
acceptable serum E2 concentration).

* a male partner with semen analysis within the past 6
months showing acceptable values of seminal parameters,
defined as >3x106 spermatozoa/ml;

» qualified to receive 150 — 300 IU FSH as starting dose.

13. The investigated drug,
method of application,
potency

Choriomon®, human chorionic gonadotropin (hCG), 5'000
[U/vial, lyophilised powder for injection,

Dose regimen, mode of administration:

One single injection of 10’000 [U, Subcutaneous injection

14. Comparison drug, dose,
method of application,
potency

Ovitrelle® 250 pg (Serono,Geneve-CH)
One single injection of 250 pg (equivalent to 6’500 I[U),
Subcutaneous injection

15. Concomitant therapy

No concomitant therapies were permitted unless part of the
standard procedure of the IVF treatment or part of a long-term
treatment and assessed not to be interfering with study
medications. In any case, the administration of additional drugs
was reported on the CRFs.

16. Criteria for evaluating
effectiveness

EFFICACY:

Primary End Point

Total number of oocytes retrieved per patient who received hCG.
Secondary End Points

My
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[ Number of patients who received hCG with at least one
oocyte retrieved;

U Number of 2PN fertilized oocytes;

[J Number of 2PN or cleaved embryos;

[J The implantation rate per embryo transferred;

[1 Serum P and hCG concentration on the days of oocyte
retrieval, on day of embryo transfer and on day 5-8 post-hCG;

U Implantation rate;

) Pregnancy rate.

Follow-up:
e Delivery rate, live birth rate, pregnancy outcomes.

17. Criteria for safety
assessment

SAFETY:

Tolerability evaluation parameters

[0 Adverse Events (AEs) occurring during the study (time of]
onset, severity, duration and action/treatment required);

0 Incidence of moderate or severe OHSS;

18. Statistical methods

Statistical calculations were performed with SAS® 8.2 for
Windows®. Data management was performed using Microsoft
SQL Server® version 2000.

Descriptive statistics were presented for demographic and
physiologic data. Comparability of the treatment groups at
baseline was assessed by Student t test and 2, as appropriate.
The primary outcome variable, number of oocytes retrieved, was
used to test equivalence/non-inferiority between the two
treatment groups. The one-way analysis of variance was
performed to calculate the 95% Confidence Interval of the
difference between the two treatments. The 20% of the mean
number of retrieved oocytes observed in the Ovitrelle® group
was used to set the equivalence/non-inferiority limits. A
multivariate analysis of variance was used to calculate the 95%
Confidence Interval for the difference between treatment groups
using women’s age, BMI, infertility diagnosis and
investigational centre as covariate.

The secondary outcome variables, number of metaphase II
oocytes, number of immature oocytes, number of inseminated
oocytes, levels of progesterone and hCG after hCG injection,
number of fertilized oocytes, fertilization rate, number of]
cleaved oocytes on day 2, cleavage rate, number of transferred
embryos, number of frozen 2PN zygotes, number of discarded
embryos, implantation rate were compared for the efficacy
analysis according to unpaired Student t test (continuous
variables) or according to x2 test (rates and categorical
variables).

I'or these parameters a multivariate analysis of variance was
used to estimate the difference between the two treatment groups
using the investigational centre as covariate.

Positive B-HCG Test rate, number of gestational sacs, number of]
gestational sacs with heart beat and clinical

treatment groups. For these parameters the Cochran-Mantel-
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Haenszel (CMH) test, stratified by investigational centre, was
used to estimate the difference between the two treatment groups
taking into account the effect of centre.

Laboratory data were compared between treatment groups
according to unpaired Student t test.

The consumption of concomitant medication in the two groups
was compared according to x2 test.

The tolerability parameters were analysed according to y2 test.
The number of adverse events recorded in the two groups was
compared according to 2 test.

Differences between the two treatment groups were declared to
be significant if the p-value for the test was less than 0.05 (2-
tailed).

19. Demographic indicators [Demographic and infertility history data are summarized,
of the studied population  [together with analysis results, in Table 10.1-1. The mean age of]
(sex, age, race, etc.) the women enrolled in the study was essentially the same for the
two treatment groups (hCG-IBSA, 33.2 years vs Ovitrelle®, 32.9
vears). However, in the hCG-IBSA group 43.1% of the patients
were aged 35 years or more, compared to only the 29.3% in the
Ovitrelle® group.

The two groups were also similar with regard to infertility
duration (4.6 vs 4.0 years), proportion of women with previous
pregnancies (45.8% vs 38.7%), or with previous IVF (23.6% vs
28.0%), or previous Ul (36.1% vs 34.7%), and in the
proportions of patients who gave birth with these latter
procedures. Infertility diagnostic variables are described,
together with analysis results, in Table 14.1-2. The proportion of]
women with patent tubes was similar in the two groups (58.8%
in the hCG-IBSA group vs 61.0% in Ovitrelle(] group), as was
the case for normal uterine cavity (98.6% vs 96.0%), for|
endometriosis (8.3% vs 6.7%), and for normal ovulation
(100.0% vs 98.7%). There was no statistical difference in the
semen characteristics, either in the percentage of azoospermia
(5.6% vs 2.7%), in the sperm concentration (51.5 vs 41.7
millions/ml), sperm motility (% forward progression 49.2 vs
46.2; % of rapid progression 22.7 vs 19.5) or sperm morphology
(% normal form 10.7 vs 10.6). The infertility classification used
for covariate analysis is provided in Table 14.1-3 .

Individual data related to medical anamnesis, physical
examination with vital signs assessment and laboratory tests at
admission are provided in Patient Data Listings (Appendix 16.4).
The frequency of previous relevant pathologies is detailed, in
Table 14.1-4. Different pathologies were similarly distributed in
the two groups, and mostly only occasionally reported. No
significant between treatment differences emerged at statistical
analysis.

Summary statistics of vital signs at admission are shown,
together with analysis results, in Table 14.1-5. Arterial blood
pressure, pulse, weight, height and BMI were similar in the two
groups. In particular, mean BMI was 23.3 + 3.2 kg/m2 in the ('\
hCG-IBSA group, and 22.9 £ 3.0 kg/m2 in the Ovitrelle® group.
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No significant between treatment differences emerged at
statistical analysis. Accordingly, all patients were judged to be in
good physical condition. Fourteen (14) patients of the HCG-
IBSA and 20 patients of the Ovitrelle® group were receiving
concomitant medications at admission (Table 14.3-1).

In conclusion, no differences between treatment groups were
seen at admission into the study for any of the variables
recorded.

20. Efficiency results

With reference to the primary outcome variable (i.e. number of]
oocytes retricved), the results of the Schuirmann interval
hypothesis test suggested that hCG-IBSA is not inferior to
Ovitrelle®. In fact, a mean number of 13.3+6.8 oocytes were
retrieved in the hCG-IBSA group, compared to 12.5 + 5.8 in the
Ovitrelle® group.

Compared treatments were found to share similar efficacy also
for secondary efficacy variables related to oocyte characteristics.
The number of mature (metaphase II) and immature oocytes was
the same in the two groups, reflecting the equivalence on the
number of follicles > 16mm on hCG day. The majority of]
oocytes retrieved were inseminated having almost half of them
became fertilised. In compliance with existing ethical regulations
that prevail in Switzerland, no more than 3 zygotes per patient
were kept in culture for 2 or more days. Actually, only 17.5% of]
the inseminated oocytes in the hCG-IBSA group and 19.3% in
the Ovitrelle® group were left in culture on day one, while
39.8% and 41.7% of the inseminated oocytes were frozen at 2PN
stage on culture day 1. The remaining did not develop and were
discarded. Finally, 99.3% and 100% of the 2PN zygotes left in
culture on day one cleaved on the second day of culture in the
hCG-IBSA and Ovitrelle® groups, respectively. This amounted
to 17.4% and 19.3% of the inseminated oocytes for these 2
groups, respectively. As for the in vitro fertilization process,
embryo transfer was achieved in the vast majority of patients in
either group, corresponding to 94.4% (n=68) of the 72 patients
with positive OPU in the hCG-IBSA group, and to 93.3% (n=70)
of the 75 patients with positive OPU in the Ovitrelle® group,
with no embryo transfer due to failure to derive embryos or to
OHSS risk or poor embryo quality (polyploidy) accounting for
the remaining cases.

No between treatments difference was observed with regard to
the number of embryos transferred and number of frozen 2PN
zygotes. The implantation rate per embryo transfer was slightly
higher in the hCG-IBSA group (not significant), and the same
was for the positive B-hCG (pregnancy) test and the clinical
pregnancy rate per oocyte retrieval and per embryo transfer. In
total, 44 patients had a positive urine pregnancy test (24 in the
hCG-IBSA group and 20 in the Ovitrelle® group), while clinical
pregnancy was confirmed in 23 patients in the hCG-IBSA group
and in 20 patients in the Ovitrelle®. Finally, 20 patients in the
hCG-IBSA group and 17 patients in the Ovitrelle® group

delivered giving birth to 24 and 25 healthy babies, respectively.
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In total, there were 9 multiple pregnancies without any
difference between the two groups. There was no difference in
term of gestational age at birth, of preterm birth rate or in birth
weight.

Plasma progesterone levels assessed on the day of oocyte
retrieval, on the day of embryo transfer and 5-8 days after hCG
triggering showed no differences between treatment groups. On
the contrary. statistically significant difference was shown with
regard to plasma hCG in the two first time points (significantly
higher in the IBSA-HCG group). Five to & days after hCG
triggering hCG plasma level in the IBSA-HCG group

was still higher compared to the Ovitrelle® group but the
statistical significance was lost. Additionally, both progesterone
and hCG plasma levels at the last time point were not influenced
by the pregnancy status of the patient.

21. Safety results

Overall frequency of AEs was limited and similar in the two
groups, with 11.1% of patients exposed to hCG-IBSA and
18.7% of patients exposed to OvitrelleD) complaining of AEs.
Non-Serious Adverse Events considered possible to certainly
related to study drug pertained to gastrointestinal disorders,
while Serious Adverse Events were all related to the OHSS with
no significant difference between the study groups.

No between treatment differences in the frequency of well-being
classifications were seen, with full well-being state being highly
prevalent and a mildly unwell condition generally accounting for
remaining cases in both groups.

22. Conclusion

The study was carried out in 147 patients, with 72 patients
randomised to hCG-IBSA treatment and 75 patients randomised
to Ovitrelle® treatment. Randomisation procedures achieved
well-balanced treatment groups for demographic and baseline
couple characteristics except for the frequency distribution of 1
or 2 previous IVF cycles (the Ovitrelle® group showed a higher
number of patients having had only one previous IVF cycles)
and for the frequency of women aged 35 or more (higher number
of older women in the hCG-IBSA group).
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