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 1V)

REPORT

about preclinical researches

registration certificate number):

1. Name of the medicinal product (if available -

Meriofert 75 IU
Meriofert 150 [U

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

2) conducted research

yes No+ if not, justify

We (IBSA Institut Biochimique SA) have not
conducted our own preclinical studies. Since this
drug was first registered more than 20 years ago,
module 4 of the registration dossier contains detailed
bibliographic preclinical data.

2. Pharmacology:

1) primary pharmacodynamics

2) secondary pharmacodynamics

3) safety pharmacology

4) pharmacodynamic interactions

3. Pharmacokinetics:

1) analytical methods and reports on their
validation

2) suction

3) distribution

4) metabolism

5) withdrawal

6) pharmacokinetic interactions (preclinical)

7) other pharmacokinetic studies
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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)

immunotoxicity

study of mechanisms of action

drug dependence

toxicity of metabolites

toxicity of impurities
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5. Conclusions on preclinical study

Dr. Franco Daglio /
Technical Director and Qu

Instiiut Biechimicue 84
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Honarok 29

no Ilopsiaky npoenenns €KCIIEPTH3H
peecTpauiiinux marepianis na JiKapceKi
3ac00H, 1110 NoaKTECT Ha NepKaBHy
peectpaliro (nepepeectpaniio), a Takosx
€KCNEPTH3H MaTepialiB PO BHECEHHS
3MiH 10 peecTpauiiinmx Matepiasis
NpoTATOM Aii peectpaniiiHoro
TIOCBIAYEHHsA

(myHKT 4 posminy IV)

3BIT

PO AOKIIHIYHI Aoc/iaKe HHSI

1. Ha3ga sikapcekoro 3aco0y (3a HasBRHOCTI
- HOMEp peecTparliiiHoro IOCBITYEHHS):

Mepiodpepr 75 MO
Mepiodepr 150 MO

1) Tun nikapeskxoro 3aco0y, 3a kUM
[IPOBOINIACS abO0 IUIAHYETBCS peecTpartis

JIKAPCBKHI 3ACIB 3A [IOBHUM JOChE
(ABTOHOMHE JIOCKE)

3 BIZIOMOIO iI040I0 PeYoBHHOO

2) npoBesieni nociKeH s

TaK Hi+  SKIIO Hi, 06TpyHTYBaTH

Hamn (IBCA Tucturyr Bioximix CA) He Oymu
TNIPOBEJICH] BIIACHI NOKIiHIYHI focmimKenHs. Tak sx
JAHHH Tpernapar  Bmeprie OyB 3apeecTpoBanmii
Ginbme 20 pokis Tomy |, B MoJyni 4 peectpaniiinoro
JIOCBE  MICTATBCS  JOKJIAMHI 6i6niorpadiyni
JOKIIHIYH] naHi.

2. ®apmaxomnoris:

1) nepeunHa hapmaxoausamika

2) BTOpHHHA (hapMakomHaMika

3) bapmakooris 6e3nexu

4) dpapmakoauunamivni B3a€MO1i{

3. @apMakokineTHka:

1) ananiTuyHi METOAMKH Ta 3BITH MO0 iX
Bastianii

2) BCMOKTYBaHHS

3) po3nopin

4) merabostizm

5) BUBEJIEHHS
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6) (hapMaKoOKiHETHUHI B3aEMOIIT
(moKJIiHIUHI)

7) inmi GapMaKoKiHeTHUH1 I0CIDKEHHS

4, TOKCHUKOJIOTIS:

1) TOKCHYHICTB Y pa3i 0IHOPA30BOrO
BBCIICHHS

2) TOKCHYHICTD y pa3i NOBTOPHHX BBC/ICHD

3) reHOTOKCHYHICTB:
in vitro

in vivo (BKIIIOYAIOYH JIOJATKOBY OILIHKY 3
TOKCHKOKIHETHKH )

4) KaHIePOTeHHICTb:

JIOBFOCTPOKOBI OCIIIKEHHS

KOPOTKOCTPOKOBI JOCITI/DKEHHS
ab0 JOCTIIKEHHS Cepe/THBOT TPHBAIOCTI

OAATKOBI 10CTIDKEHHS

S) penpoyKTHBHA TOKCHYHICTh Ta

TOKCHYHMH BILJIUB HA PO3BHTOK IIOTOMCTBA.

BILTHB Ha ()EpPTHIIBHICTD 1 paHHIH
eMOpioHAJIEHIH PO3BHTOK

eMOpIOTOKCHYHICTh

[npeHaTajJbHa 1 MOCTHATAIbHA TOKCHYHICTh

JIOCITUKEHHS, TPH SKHUX [Ipernapar
YBOIMTHCA [OTOMCTBY (HECTATEBO3PLUIMM
TRapHHaM) Ta/abo OLHIOETLCSA BiUIAIeHA
st

6) MiclLieBa IEPEHOCHMICTD

7) IOJATKOBI JOCIIDKEHHS TOKCUYHOCTI:

AHTHICHHICTH (yTBOPEHHS aHTHUTLI)

iMyHOTOKCHYHICTD
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OCIIDKEHHS MEXaHI3MIB il

JTiKapCchKa 3aNeKHICTh

TOKCHYHICTH METabOIITIB

TOKCUUHICTH JOMIIIIOK

HIIIE

5. BUCHOBKM L1010 JOKIIHIYHOTO
BHBUCHHS

@panko Jlarmio nionuc

Texuiunuil TUpeKTOp Ta yIIOBHOBaXKEeHa ocoba M.I1.
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Annex 30

to the Procedure of examination

registration materials lor 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 [V)

REPORT

about a clinical trial

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

Meriofert 75 U
Meriofert 150 [U

2. The applicant

IBSA Institut Biochimique SA i

3. Manufacturer

IBSA Institut Biochimique SA

4. Conducted research:

yes +

No if not, justity

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 pharmacokinetic study comparing
subcutaneous

to intramuscular administration of hMG in female
healthy volunteers |

Single centre., randomised, cross-over study
STUDY CRO-PK-00-30

6. Clinical trial phase el
7. The period of the clinical trial from 2000 to 2002 .
8. Countries where the clinical trial e

Switzerland

was conducted

9. Number of subjects

18 female healthy volunteers, aged 20-39 yecars and
under oral contraceptive treatment.

10. Purpose and secondary objectives
of the clinical trial

Bioequivalence study comparing subcutancous 1o
intramuscular administration of Merional® in female
healthy volunteers.

I'1. Clinical trial design

Single centre, randomised, cross-over study ;

12. Basic inclusion criteria

Volunteers had to fulfil all of these criteria to be
enrolled in the study: Physical examination

Sex: females |
Age: 18-40 years old |
Body weight: within = 20 % of normal BW according
to sex. age and built.

Pregnancy: No pregnant or lactating women

Vital signs: normal values of BP (100-139 mm Hg !
systolic and 50-89 mm Hg diastolic) and of HR (50-90
bpm). measured after 5 min of rest in the supine

position.




ECG (12 leads): no clinically relevant abnormalitics.
Physical findings: no clinically important abnormal
physical findings which could interfere with the
objectives of the study.

Laboratory analyses: no clinically relevant abnormal
laboratory values indicative of physical illness.
Medical history

Contraception: use of combined oral contraceptives
during at least 3 months prior to the study

Menstrual cycle: history of normal cycle before the use
of oral contraceptives

Allergy: no ascertained or presumptive
hypersensitivity to the active principle and/or
formulation ingredients: no history of anaphylaxis 10
drugs or allergic reactions in general, which the
Investigator considers may affect the outcome of the
study.

Diseases:  No history of endocrine abnormalitics
such as hyperprolactinaemia or uncontrolled thyroid
and adrenal dysfunction; no polycystic ovary disease.
ovarian cysts, primary ovarian failure, carly
menopause or abnormal bleeding of undetermined
origin (contraindications for the use of combined oral
contraceptives or gonadotrophins).

No relevant history of renal, hepatic. cardiovascular.

respiratory diseases, that may interfere with the aim of

the study. or neoplasias.

Medications: no treatment with  gonadotrophin
preparations within a period of' 6 months prior to
screening; no other medications during 2 weeks belore
the start of the study, which the Investigator considers
may affect the validity of the study.

Investigative drug trials: no participation in the
evaluation of any drug within 3 months prior to
screcning.

Blood donation no blood donation during the 3 months
prior to this study.

Drug. alcohol. tobacco: no history of drug. alcohol or
tobacco abuse (<40 g/day alcohol: <10 cigarettes/day).
Full comprehension: ability to comprehend the full
nature and purpose of the study. including possibic
risks and side effects; ability to co-operate with the
Investigator and to comply with the requirements o!
the entire study.

Informed Consent: willing to give written informed
consent to be signed prior to inclusion in the study,
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13. The investigated drug. method of]
application, potency

human
menopausal gonadotrophins, FSH/LH 1:1; batch no.: |
010902/Q) by two difterent routes of administration: |

|

150 E
|
Merional® 300 1U s.c. (test) L
f
}

Merional ® [U  (active ingredient:

Merional® 300 U i.m. (reference)

A single dose of the study drug was administered by
either different routes in two subsequent periods with
a wash-out interval of 14 days.

f
All im. injections were administered in the upper ‘
lateral quadrant of the m. gluteus maximus, whereas E
the s.c. injections were performed in the frontal part of |
the thigh. !
To distinguish between endogenous and exogenous
FSH and LH. endogenous gonadotrophin production
was suppressed. Therefore subjects were allowed to
keep on using their usual contraceptive pill (il |
estrogen - progestin combined preparation) during the |
study. starting from day | of the study up to day 44
continuously.

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

15. Concomitant therapy

[llnesses occurring during the study period had to be

All medications administered to the volunteers during

regarded as AEs and each was documented on a
separate “AE page” in the CRF.

the study were reported in the CRI. |

16. Criteria for

clfectiveness

evaluating

[.ocal tolerability of both formulations was assessed by
the Investigator by means of an inspection of the site ol |
injection after 12 and 24 h after administration: i
The following parameters were assessed: .
presence of persistent redness

presence of persistent swelling |
. presence of persistent itching |
. maximum diameter of the red arca in mm !
After 24 h from administration, patients gave an |
assessment of local

tolerability by describing:

severity of pain: mild, moderate or severe

duration of pain: limited to time of injection,
persisted for up to 1 h, persisted for 1 to 4 h. persisted
for 4 to 12 h. persisted for more than 12 h.

All comments given by subjects regarding discomfort
or any inconvenience after injection were recorded.

17. Criteria for safety assessment

The safety analysis was carried out on all randomised
volunteers assessing nature. severity and frequency of
AEs. frequency of laboratory values outside normal
range and ECG abnormalities frequencies.

Analysis of vital signs parameters and ECG related
parameters was performed on subjects who completed
the study as per protocol.

|
|
|

18. Statistical methods

Analysis of variance (ANOVA) was performed on ]og- |
transformed data for all calculated PK parameters
(AUCM szm tnaX, ti/g_. MR]H)

N



According to the current European Guidcelines. the
following statistical comparisons of the relevant
pharmacokinetic parameters obtained for the two
pharmaceutical forms were made:

m The values of AUC and C,. calculated for FSII
and LH after s.c. and i.m. administration were
compared by the analysis of variance (ANOVA) for a

cross-over design (log-transformed data) at the level of

significance p < 0.05.

The 90% confidence interval of the ratio of the valucs
obtained for the test and reference formulation was
calculated.

m The acceptance criterion for bioequivalence was the

following: the 90% confidence interval of the ratio of

the mean test to the mean reference values had to be
included within the range 0.80-1.25.

m  As a confirmation of the bioequivalence criteria. a
two one-sided t-test was carried out for C . and AUC.
Left and right tails were calculated for the lower and
upper limits.

The value of t,, after s.c. and i.m. administration was
compared by the non-parametric Friedman test (non-
transformed data).

19. Demographic indicators of the
studied population (sex, age, race, etc.)

18 female volunteers aged 20 to 39 years were enrolled

in this study.

20. Efficiency results

21. Safety results

As far as safety is concerned, the formulation was well
tolerated either by s.c. or i.m. route of administration.

All ECG results and vital signs measurements were
considered unremarkable throughout the study.
Headache, a common side effect attributable to the oral
contraceptive preparation. was reported inoa  lew
subjects (22 %). Although both s.c. and 1.m.
administration routes caused some local pain at the
time of injection. no local reactions were reported and
no apparent differences with respect to the local
tolerability were observed between the two
administration routes.

22. Conclusion

Conclusions:

The present study demonstrates that the kinetic profile
of hMG (FSH/LH 1:1) administered by s.c. route vs
i.m. route when given as Merional® injectable

ampoules in healthy female volunteers is very similar

concerning the rate and extent of absorption as well as
the elimination.

Moreover., from the data of the present study
bioequivalence between s.c. and i.m. administered
Merional can be concluded when FSH AUC,. C and
tnax Values are considered.

Safety results suggest that both s.c. and i.m. injection

|
|
|
|
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of Merional are safe and well tolerated in hcalthy”
volunteers.

s

IBSA Institut Biochimique S.A“/
f
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Dr. Franco Daglio 1/

Technical Director and Quaﬂ'ilicd Person
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Jonatok 30

no [Mopsiaky nposeaeHus ekcrepTinm
peecTpaLliiiniux Marepianis Ha Jikapenki
3aco0H, 110 NOAAIOTLCS HA ACPRARIY
peecTpaltiio (fnepepeceTpaitiio), a Takow
EKCTICPTH3H MATCPIATIR 1TPO BHECCHIS!
3MIN L0 peecTpantiifinnx Martepiain
HPOTArOM AT peccTpaitiiito o
HocsiAueH s

(nyukr 4 pozuiny 1V)

3BIT

Npo KJaiHiYHe BUNIPoOyBanus
1. Hassa sikapcebkoro 3aco0y (3a nassrocti | Mepioepr 75 MO N
- HOMEP peecTpalifHOro NOCBIIUCHHS) Mepiogepr 150 MO )
2. 3asgBHUK [BCA IncturyT Bioximik CA
3. BupoGuux IBCA Iuctutyt bioximik CA e
4. [Iposeneni focItipKeHHs: Taxt+ i SIKIIO HI, OOrpyHTYBaTH 5
1) Tvn nikapesKoro 3acofy, 3a ssKum JIUKAPCBKHH 3ACIB 3A TTOBHUM JIOCHC

nposoacs ado mianyerses peecrpaiiss | (ABTOHOMHE JIOCHC)
3 BLIOMOIO JHIQUOIO PCUOBHIIOIO

5. lloBHa Haspa KiiHIYHOrO BUNpoOyBatis, | llopisusibie (GapMakoKineTHUHE J1OCHTKCH S,

KOJIOBaHUH HOMED KIITHIYHOI'O 110 HOPIBHIOE HIILIKIPHE Ta BIYTPIIHLOM 31308

BUIIPOOYBaHHS BBEJICHHS hMG y 3JI0POBUX AIHOK
JIOOPORBOJIBILE.
CauHui  1eHTp, paHJIOMI3OBaHE, [CPEXPCCHC
JOCITIIKEHS.
JOCJIJPKEHHS CRO-PK-00-30

6. Daza KIIHIYHOrO BUIIPOOYBaHHS Pasza | '

7. 1epioa npoBe/IcHHS KIIHIYHOTO 32000 mo 2002

BHIIPOOYBAlis ?

8. Kpaiuu. je npoBoAnIocs KiiHiuHe [IIgeiinapis

BUITPOOYBAHH I

9. KiIbKICTE J1OCHIDKYBAHHX 18 kiHoK 3/0poBMX JOOPOBOILIIB Y Bil 20-39
pokiB, Akl nepeGyBaroTh  Ha  OpaibHii
KOHTpaleniii.

10. MeTa ta BTOpHHHI 11T KJIHIYHOTO Jlocmimmkernsa 010eKBIBAICHTHOCTI. 1110 HOPIBHIOE

BHIIPOOYBaHHs NLKIPHE  Ta  BHYTPILUHLOM'S30BC  BBC/ICHHS! |
MepioHail y 3JI0pOBUX KIHOK —I0OPOBOJIBILE.

11. Jluzaiin kaiHivHoro BUIpoOyBaHHs CauHuilt  11eHTp, paHJIOMI30BaHC, IEpeXpeche
JIOCIIJIKCH S,

12. Ocuosii KpuTepii BKIIOYEHHS Bosionrepu moBunni  OyliM BHKOHATH BCl 1l
Kputepii, 1mo® OyTH  3apaxoBaHUMM IO
JOCITJDKCHHSL

Mizuunuii ornsi
> Crarh: sKinoua
> Bik: 18-40 pokis }
> Bara Tijia: B mexkax + 20% gijt nHopmannbnoi b |
BIJUTOBI/IHO J10 CTATI, BIKY Ta CTATYCH. :
BariticTe:  BaritauX  Ta  TOAYIOUHX  IPYyIyUo

Y,




KIHOK HeMae

> OKMTTEBO  BONUIHBI  03HAKH:  HOPMAJbHI
noxasuukd AT (cucroniunuit 100-139 mm pr.cr.
Ta miactosivynuit 50-89 mMm pr.)

> EKI'" (12 Bigsexeun): Hemae KJIHIYHO
3HAYYUIMX BIANHITIEHD.

> @isuyHl  JaHi: BIACYTHI  KJAIHIUIO BB
aHOMaIbHI  (pI3MuHi  nami, ki Moram O
MEPEHIKOKATH IHITAM JLOCIHKEH TSI,

> JlaGopartopui ananisn:  Biacytni - Kiainivio
3HAYYLLI aHOMaJIbHI TabopaTopHi NOKa3HHKH. 1110
cBiuaTh npo Giznuany Xsopody.

Mejmuna ictopis

> KonTpanenigst: BUKOPUCTAHHS KOMGIHOBAIINX
OpalibHUX  KOHTPALCHTHBIB  NpHHAKMUII 32 3
MiCSILL JI0 JIOCITIIKEHH S

> MeHcTpyansHHH 1K aHAMIIE3 HOPMAIBLHOIO
UKLy — TEpeJl  3acTOCYBaHHIM  OpajlblUX
KOHTpaLCHTHBIB

> Anepris:  BIICYTHICTH BeTagomieuo! abo
nepeadadyBaHol  CIIEPUYYTIMBOCTI 10 JUI0Y0T
pedoBHHH  Ta / abo JMOHOMIKHUX peHOBHIl:
BLACYTHICTB anadinakcii B anamuesi 10 JI3 ado
AICPrivHuX peaxiiil 3arajom, 10, HA JAYMKY
.'.IOCJli)J,HI/l](ﬂ. MOKC Hll.‘il'[”_\"l'ﬁ‘] Ha pesviibLTal
JIOCITLKCHHSI.

> XBopoOu: EHJIOKPHHHUX BUIXHIICHE, TAKHX SIK
FINEPIpOIAKTHHEMIsE a0 HEKOHTPOILOBAIL

JIHCYHKLLS IIUTORH,IHOT 371031 I
HAHUPKOBUX  3aJI03: BUICYTHICTL  HOJMIKICTO3Y
ACYHUKIB, KICTH ACTHUKIB, HCpBHHHA
HEJIOCTATHICTL SEYHUKIR, paHus MeHoraysza alo
aHOMaJIbHA KpoBOTEUa HCRH3HAUCHOIO

MOXOKEHH (MPOTUIIOKA3aHHS JI0 3aCTOCYBAHHS
KOMOIHOBaHMX OpaNLHUX KOHTPAIENTHRIB abho
POHAOTPOIIHIB)

Hemae  BiiMOBIAHMX — 3aXBOpIoBaHL — HUPOK.

HEUIHKH. CEPLEBO-CY/IHHHOT CHCTEMM.
peCHipaTopHUX  3aXBOPIOBAHL,  AKI  MOKYTh
MePeLKo/KaTH METI  JIOCIIJKEeHHS! ado

HOBOYTROPEHD.
> Jliku: BIJCYTHICTL JIKYBaHHs IIperiapartamu
FOHA/IOTPOIINY  HPOTSAIroM 6 Micslis 10
CKPHHIHLY: SKOJHI THII JIKU TIPOTSTOM 2 THIKIIB
A0 MOYATKY JIOCHJUKCHHS.,  SIKl. - Ha  JIYMKY
OOCTIJUINKA,  HE  MOXKYTb  BUIMHVTH  Ha
JOCTOBIPHICTD JIOCITI/DKEHIIS.

> Cnigui BUDpoOyBaHist HAPKOTHKIB: BLIACYTHICT]
Y4acTi B OLIHLI Oy/Ib-5IKOTO IIpernapary InpoTsro
3 MiCAIIB JI0 CKPHHIHTY.

> Jlonopcteo  kposi:  3alopoHeno  sinasarti
[POTATOM 3 MICSIIB JI0 IILOTO JIOCIIGKCIIIT,

> HapkoTuKH, aJIKOroJib, TIOTIOH: B alaMHes3i He
OyI10 370BKHBAHB HAPKOTUKAMH, QJIKOIroJIeM ado
TIOTIOHOM (<40 1"/ Jledb alikoroiio: <10 curaper /
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JICHB), 7

> lloBHe posymiHHs: 3HaTHICTE 3PO3YMITH BCIO
CYTh 1 METY JNOCHIDKENIS, BIJIOUYAIOUH MOMKIIHE
puzukd  ta  nobiudi  eekTH:  3ATHICTD
CHIBIPANIOBATH 3 JOCHIHMKOM Ta BHKOHNYBATH
BUMOTH BChOT'O JIOCITIZZKEHHSI.

lupopmosana 3sroma: Gaxac jatn  HCHMOB)
iopMoOBaHy  3rojy  Ha  HiANHCAHHS 10
BKJIIOUCHHS B JIOCIILIGKCHHS .

13. JlocniukyBanuii nikapenkuii 3aci6.
crioci® zacTocyBants. cuia il

Mepionan® 150 MO  (miloua  peuoBuHa:
roHaJOTPoNiHK Menonaysu noauuun, GCL /7 JI
1: 1; womep maprii: 010902 / Q) asoma pizHumMu
IITISIXAMH BBEJICHHS

® Mepionan ® 300 MO n/j (teer)

® Mepionan ® 300 MO B/m (Jtocsijukysatinii)
OuopaszoBy 1103y J10CHLDKYBAIOIO  HpCHapa
BBOJIAJIM  PI3HMMM  HUIIXaMH  [IPOTAIOM  [BOX
HACTYIHUX NEPIOIB 3 IHTCPBAIOM BUMHBAHHS |4
JIHIB.

Bei s/m in'exuii BBOjMNM v Bepxmiit Giunwii
KBaJpaHT m. gluteus maximus, Tozui K 1i/1
i1’ eknii poGumK B 10608y YacTHHY CTera.

o6 po3pi3HUTH eHJIOreHHUH Ta CK30reHHul
@®CI'  rta JII,  engorende  BupodicHus
rosajorponiny  Oy;g0  npuiaynierie.  Tomy
cyO'exram  Oyn0  J103BOJCHO  HPOJOBAYBATIH
BUKOPUCTOBYBATH CBOI 3BHYAHHI 1POTHIAILILH
Tabierky (Km0 - koMmOiHOBammit  npenapar
CCTPO!'(}H @ l'IPOT'CC'I‘HH) lli,‘l ac ,'[L’)C.'li,’l?l\"k.‘[lil)l.
IOYHMHAIOUH 3 1-10 JHS JIOCITKEHHs 1 10 44-10
Jist Oe3nepepRHo.

14. Ilpenapar 1opiBHsiHHs, 1034, croci6
3aCTOCYBaHHA, CHila JTiT

15. Cynyrus Tepanis

3aXBOPIOBAIHS, 1110 BUHUKIM [POTSIOM nepiojy

AOCHULKEHHs, MOBHHHI OyJIM pO3IIBLIATHCH SIK
no0iyHi - peakmii, i KokHa 3 HUX Oy
3aJIOKYMCHTOBAHA  HAa  OKpeMid  «cTopini
modiYHuX  peakuiity B Dopmi  3Bity  1po
3dXBOPIOBaHHS.

Bei siku. siki BBOJMAM 10GPOBOIBISIM [T Hac
Jocnyekenns. Oynu Brazani v Dopwmi ictopil
XBOpOOH.

16. Kpurepii ottinku edeKTHBHOCTI

Micuesa  nepeHocHMicTh 000X npenaparin

OLUHIOBAIACS  JIOCIJUIHKOM  ILUISIXOM  OLJIsi/1y
micus i'ekuii uepez 12 i 24 roamnu nicls
BBE/ICHHSI:

OninroBanucs Taki napaMeTpu:

* HASIBHICTb CTIHKOIO [HOMCPBOHIHIIS

* HasBHICTH CTiKOrO HAGpsIKY

* HAsIBHICTH CTIHKOIO cBepOeKy

* MAKCUMAaJIbHUH laMeTp uepBoHoT 06aacTi B MM
Uepes 24 roaumn mnicis BBCJAGHHS HALliCHTH
OLIIHIOBAH MiCLEBY [IEPEHOCHMICTh, OIHCYIOYH:
CTYMiHE DosrO: Jlerka, noMipna abo cuiLIa
TpUBaicTL 60MI0: 0OMeKeHa YacoM iH'cKILii,

fipr
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30epiracthes 10 1 roa, 36epiracthes Bij | s 4 |
ros, 30epiracthes Bt 4 210 12 roj. 36epiracthes |
Outbiie 12 roj. |

Bei KOMeHTapi BHITPOOORYBAHHX H10/10
uckomdopry ado Hespyunocteii nicas in'ciiil |
3aUCYBAIHCS.

17. Kpurepil oninku de3rexu Anamiz  0Oeslekd  LPOBOJMIAM  Ha  BCIX

panioMi30BaHUX  JIOOPOBOJBIAX.  OIIHIOIOUH
NPHPONY, TsKKicTH Ta wacrtory [P, wacrory
71adOpaTOPHKX MMOKA3ZHUKIB 3a MeKaMH HOPMH Ta
yacToTy Biaxunens EKI,

AHaji3 napamMerTpiB KMTTEBUX MOKA3NUKIE 14
napamerpin, 1os’s3anux 3 EKL. nposojuum na
cy0 eKrax, sIKi 3aBepIINII A0CAGKCHIs 3U1THO 3
[TPOTOKOJIOM,

e

18. CrarucTuuni MeTom Jlucuepciitnmii ananiz (ANOVA) 6ys Bukonannii |
Ha JIOrapu(PMIYHO NCPCTBOPCHUX JIAHUX LTS BCIX
pospaxosannx PK-napamerpis (AUCL. Cmax.
tmax, i/ 2. MRT).

Buuosiyino 0 iiounx Cepouciichrnx |
pekoMeHyaliii - Oyau  nposeseni  wacrynpi |
CTATHCTHYHI HOPIBHSIH S BLUIOBLULMX

\
(papMaKOKiHETHYHMX  mApaMeTpiB, OTPHUMAHHUX |
JUIsE JIBOX (hapMaIneBTHYHHX (popM: |
m 3nauennst AUC i Cpyy, pospaxosani s GCI i J
JII" micis /11 Ta B/M BBEJICHHS MOPIBHIOBANIM 34 J
Joromoroio gucnepeiiforo anatizy (ANOVA) l
JUISL [IEPEXpecHOro  ausaiiny  (orapudmitiio |
MEPETBOPEHI JIaH1) Ha piBHi 3nadyiocti p <0.05, |
bys pospaxosanpii  90% osipunii  inrepsu

BIJIHOCHH 3HAYCHbD. OTPUMAHUX i |
JIOCTUIKYBAHOT Ta KOHTPOJIBHOT KOMITO3HILT. !
m Kpurepiii npuiinstiocti SloekBiBajicnTHOCT] |
Oys macrynnum: 90%  JoBipuwii  intepsan |
BIIHOCHHH  CEPEIHBOI0  3HAYCHHS  TECTY 10 |
cepeinix pedepeHcnum  3navenisM  noTpiGio |
BK/IOUHTH B Tianazon 0.80-1.25. |
[ Sk I1JITREP/DKCHIIS KpuTepiin i
OloeKBIBAICHTHOCTI OyB [IPORE,1EH M ‘
onHocropouHii t-rect juts Chpa 1 AUC. Jlisuii i

IPaBHi XBOCTH PO3PAXOBYBAIMCS JUIS HHKHBLOT | I
BEPXHbOT MEK. |
3HaueHHs tmax micjst /I Ta B/M  BBEJIEHHS

MOPIBHIOBAIN 3a JIOMOMOTOIO HElapamMeTpHUHoro l
TecTy Dpimana, |

19. Jlemorpagiuni nokazmuku Y ubomy Jjocnijpkenti Opamu yuacth 18 inox-
JLOCI/BKYBAHOT ONYJIANil (cTare, Bik. paca, | Jo0pososbiis y Bind six 20 10 39 poxis. :
TOI10) '

e g

20. Pesyabratn epexTHBHOCTI

21. Pesynbrat 6e3nexn IIlo crocyerbest Oesnexn, To npenapar j100pe 1‘
[IEPEHOCHBCS  SIK I/, Tak 1 B/M  IIJISIXOM

BBE/ICHHS. |
Yei pesynstatn EKI' Ta BUMIpIoBaHHS 5KUTTEBO }
BaKIHBHX MOKA3HHKIB BBAIKAICS |

oY

Lk 1 Kﬂ/ % 27



HCIPUMITHUMH HPOTIIOM YChOT'O JIOC/I/BKCHTI.
Y gexiabkox cy8'exris (22%) nosigossiocs
PO TFOJOBHUH  OUIb.  nomupenuii  moditiii
COCKT. AKMH  MOXKHA HOSCHUTH  11EPOPATLIIM
KOHTpanenTuBoM. [TIisxn BB ICHHS Clipuuniisin
micuesuit  Oinb  win  wac  inekwit.  we
HOBIIOMIISIOCS  1po  Miciesi  peakiii ta  pe
CHOCTEPIIANOCs  SIBHUX — BUIMIHHOCTCH 11010
MICHICBOT TIEPEHOCHMOCTI MiZK JBOME HLISXAMI
BBEJICHHSI.

22, BHCHOBOK (3aKJII0YEHHS ) BucnoBku:

e nocmimkeHHsT NEMOHCTPYE, MO KiHeTHUHHI]
npodine aMI™ (®CIT / JII' 1:1), Beexenoro
NUIIKIPHO  Ta BHYTPIIHLOM SI30B0 Y BHIISL
HUEKIHROTO  po3uuiy  Mepionan  3(0poRH
KIHKaM-100POBOIBISM, TOAIGHIH B IBHIKOCTI.
cryneni abeopOuii rta BuBenenni. biipiie Toro.
BUXOJSUH 3 JIaHMX 1LOIO JIOCITIIKCHHS . MO
3poOMTH  BHCHOBOK 11p0  GiOCKBIBAICHTHICTL
Mepionana sxkuit  BBOJMTLCS  HiAMIKIpHO T4
BHYTPIIIHLOM S30B0  NPH  BpaxyBaHHi 3HAUCIH
AUCI Cmax I Lmax @CrT.

Pesynbrarn  Gestiekn  HPUIYCKAIOTH. 1O K
NUUUKIPHL, Tak 1 BHYTPILIHLOM SI30BI  1H'CKILT
Mepionan ¢ Oesneunnmu i JioOpe HepeHOCH Thes
3JIOPOBUMH OOPOBOIIBLITSIMH.

®panxo Jlarnio nionuc

Texniunnii qupexrop ta yiosHosaxena ocoda M./1.

S

S



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 V)

REPORT

about a clinical trial

1. Name of the medicinal product (if

Meriofert 75 U

available - registration certificate[Meriofert 150 [U
number)
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

Comparative bioavailability of hMG afier single dose.
subcutaneous administration, of Merional® (IBSA) vs.
Menopur® (Ferring) in healthy female volunteers

Single centre, randomised, cross-over study

Study CRO-PK-02-79 |

6. Clinical trial phase

Phase |

7. The period of the clinical trial

from 07.06.02 to 03.11.02

8. Countries where the clinical trial
was conducted

Switzerland

9. Number of subjects

10. Purpose and secondary objectives
of the clinical trial

Obijectives:

to compare the kinetic profiles of hMG (FSH/LH 1:1) |
after administration of the two study formulations. in
healthy female volunteers.

- 4

18 healthy male volunteers ;
i

|

11. Clinical trial design

Single centre, randomised, cross-over study

12. Basic inclusion criteria

> Sex: females;

> Age: 18-40 years old; .
BMI: 18 kg/m’<BMI< 30 kg/m’; !
Contraception: use of combined oral contraceptives |
(estrogen/progestin) for at least 3 months before the |
start of the study:

> Menstrual cycle: history of normal cycle before the

use of oral contraceptives;

vV Vv

systolic and 50-89 mmHg diastolic) and of HR (50- |
90 bpm), measured after 5 min of rest in the supine

position;

1/




> Full comprehension: ability to comprehend the full

> Informed Consent: signed wrilten informed consent

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: .

before inclusion into the study.

13. The investigated drug. method of
application, potency

Merional® vials containing 75 TU hMG (FSH/LH 1:1)
300 IU, subcutaneous injection

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

Menopur® (Ferring Pharmaceuticals) vials containing

75 IU hMG (FSH/LH 1:1), 300 IU. subcutancous {

injection

15. Concomitant therapy

lllnesses occurring during the study period had to be
regarded as ALs and each was documented on a
separate “AL page” in the CRF.

All medications administered to the volunteers during
the study were reported in the CRF.

16. Criteria for

effectiveness

evaluating

17. Criteria for safety assessment

Safety and general tolerability of the drug were based
on the following assessments:

> monitoring of AEs

> local tolerability of the study formulation:

presence of persistent redness, swelling and itching at
the site of injection 12 h after each s¢ injection scored
by the Investigator by means of a 4-point scale (0 =
absent, 1 = mild, 2 = moderate, 3 = severe) volunteers’
asscssment by describing severity of the pain at the site
of injection 12 and 24 h after each sc injection scored
by means of a 4-point scale (0 = absent, 1 = mild. 2
moderate. 3 = severe volunteers’ assessment by
describing duration of the pain at the site of injection
12 and 24 h after each sc injection scored by means of a ,
5-point scale (0 = absent. 1 = limited to time of |
injection, 2 = persisted for up to 1 h. 3 = persisted for 1
10 4 h. 4 = persisted for more than 4 h)

> SBP, DBP. HR performed at every visit i
> ECG performed at screening and final visit
> routine haematology. blood chemistry. hormones

and urinalysis laboratory tests performed, in fasting
conditions, at screening. FSH test performed at visit 2
day 20 £ 1. The same analyses as for screening were
repeated at the final visit with the exception of hormone
test, virology and urine drug screening

Haematology: RBC, WBC and leukocyte differential
count, platelet count. haemoglobin, MCV., MCII,
MCHC, haematocrit

Blood Chemistry: Liver function test: total proteins.
total bilirubin, alkaline phosphatase, AST, ALT, y-GT
Kidney function test: urea, creatinine, uric acid

4



Electrolytes: sodium, potassium, calcium, chloride.
inorganic phosphorus Hormones: prolactin. morning
cortisol, T3, Ty, TSH, FSH Others: fasting glucose
Virology. HBs-Ag. HCV-Ab, HIV 1/2

Urinalysis: complete urinanalysis. Urine drug
screening: presence of cannabinoids, opiatcs.
cocaine, amphetamines, barbiturates. methadone and
cestasy,

All clinical laboratory assays were performed by Gile,
Switzerland  with  the inclusion of FSH serum
concentration assay that was performed through a
validated EIA  method. Blood samples were
immediately delivered to Gife and handled and
analysed in place.

18. Statistical methods

Statistical methods:

data documented in this trial and the parameters
measured were described using classic  statistics:
means, SD. CV(%)., minimum and maximum valucs
(for quantitative variables). Descriptive statistical
analysis was performed using SAS® software version
8.2 for Windows®. Analysis of AUC,, AUC,, and C
was based on the three methods described below. In
order to achieve a better approximation 1o a normal
distribution, ~ parameters  were  logarithmically
transformed before analysis. ANOVA (Latin-square)
for a cross-over design with two treatments. two
periods and 18 subjects was applied. A point estimate
for the ratio of the test treatment rclative to the
reference treatment was calculated as the indicator of
BE. The geometric mean of the individual
“test/reference” ratios in % was presented as mean
ratio. The 90% Cl were calculated for all parameters.
The acceptance criterion for BE was the following: the
90% Cl of the ratio of the mean test to reference value
had to be included within the acceptance limits 80-
125%. As a confirmation of the BE criteria. a two one-
sided t-test was carried out. The value of ty, was
compared by the non-parametric Friedman test (non-
transformed data). Statistical comparisons on PK data
were

performed using the validated software Kinetica!™
Version 4.1, [nnaphase.

19. Demographic indicators of the
studied population (sex, age. race,
ete.)

The 18 enrolled volunteers aged 20 to 39 years. One
subject was Asiatic, the others were Caucasians. The
mean age was 27.89 £ 6.01 y, and BMI was 21.9 + 2,13
kg,’ln"'

The life style of the enrolled subjects were moderate
smokers (5-9 cigarettes/day), 4 were light or moderate
alcohol consumers, 15 used to drink tea or coffec (1-3
cups/day).

All subjects were in good physical and mental health as
determined on the basis of medical history and physical
examination. '
None was taking concomitant medications.

Screening vital signs, ECGs and laboratory analysis
were normal at  screening i

|
|
|
|
|
|
|
1




paragraph 12.5.

No relevant physical abnormalities were present at
screening.

Some minor deviations from the normal ranges in the
individual laboratory assays were found. These
deviations were estimated as not clinically relevant by
the Investigator.

20. Efficiency results

21. Safety results

No significant effect of treatment with Merional® or

Menopur® on laboratory parameters, vital signs and
ECGs was observed.

Local tolerability of both Merional® and Menopur®
was good.

22. Conclusion

Conclusions:

Considering that for Cp, and AUC the acceptance
criterion for BE is a reference CI of 80-125% and that
90% CI for formulations A and B met the reference
interval. the test formulation was proven to be
bioequivalent to the reference. The two one-sided t-
tests for Cpax and AUC further confirm the equivalence
between the two formulations, Analysis of ty. values
leads to the same conclusions. The present study shows
that the kinetic profile of FSIH oblained either
administering Merional® or Menopur® is very similar

in rate and extent of absorption as well as of

climination. when administered in healthy female
volunteers by sc route. Safety results indicate that test
product is as well tolerated as the reference.

[BSA Institut Biochimique S.A_.‘f

Dr. Franco Daglio

Technical Director and Qualified Person

A



Honaror 30

no lopanky rnpogeieHs ekcneprinsii
peecTpaliiinux Marepiaiiz Ha Jikapenki
3aCO0H, O NOMAIOTHCS 1 JACPIKaBHY
peecrpatlito (nepepeccTpaiiiio), a Takom
EKCIICPTH3N MaTepiaiip 11po BHCCCH S
3MiH 210 peccTpalifinnx Matepiain
rnpoTarom i peectpaitiiinoro
NOCBI/CHHS

(nyHkT 4 pozainy [V)

3BIT

Npo KaiHiyHe BUUpoOyBanus

I. Hassa nixapcbkoro 3acofy (3a HassBHOCTI
- HOMEpP peecTpauiifHOIO MOCBIUCHHS)

Mepiogept 75 MO
Mepiodepr 150 MO A

2, 3asiBHHK

[bCA Incrurtyr Bioximik CA

(OS]

. BupoOuuxk

IBCA Incrutyr Bioximik CA

4. llpoBeneni gocmipKenns:

Tak+ ni  skmo =i, o6rpynTyBaT

1) Tun nixapebkoro 3acofy, 3a SKHM
1poBouiiacs abo MIaHyeThes peecTpailis

JUKAPCBKMM 3ACIB 3A TTOBHUM JIOCHC
(ABTOHOMHE JIOChE)

3 BLAOMOIO JUKOUOIO PEUOBHHON

5. Iosna nassa wiiHigHOro BUNIPOOyBaH s,
KOJOBaHUH HOMEP KJIHIYHOTO
BUIIPOOYBaHHS

lopiBusiiibna  Giojgocrynuicts  hMG  nicus
OJ{HOpa30BOro mnpuiiomy npenapary Merional R
(IBSA) npotn Menopur® (Ferring) y 310poBmx
KIHOK-100pOBOJIBLIIR

CuHui  1enTp,  paHjoMizoBaie. nepexpecte
JIOCTKCH HSE

Hocniukenns CRO-PK-02-79

0. Maza KAIHIYHOrO BUIIPODYBAHHS

dasza |

7. Ilepioa npoBejieHHs! KIIHIYHOIO
BUITPOOYBaHHsI

307.06.02 1o 03.11.02

8. Kpainu, 1e nposowiiocs Kiiniyne
BUIIPOOYBaHHSI

IIseitnapis

9. KinbKicTh JIOCTDKYBaHUX

18 3/10poBUX KIHOK-10OPOBOJIBLILIB

10. Mera ta BTOpHHHI LiJI KJIIHIYHOTO
BHUIIpoOyBaHHs

[

Ul TOPIBHAHHSL  KiHETHUHUX podiais 1M1
(PCL /7 JIF T 1) et BBEJCHHS  JIBOX
JIOCIILIKY BAHMX CKJIa/LiB y 3JIOPOBHX
J0OPOBOJIBILB KIHOYOT CTaTi.

11, Jlnzaitn xinigiunoro sunpoGysanns

€mnuil  1edTp,  panjiomizoBaHe. nepexpecHe
JIOCITJUKCHHSI

12. OcHOBHI KpHTEpii BKIIOYEHHS

Crarp: xKinoyva:

> Bik: 18-40 pokis:

>IMT: 18 kr / M2 <IMT <30 kr/ m2:

> Konrpaneriuis: BUKOpHCTAHHS KOMOiHOBAIINX
OpaNLHUX KOHTPALENTHRIB  (eCcTporch
IIPOreCTHH) NpUHalMHI 3a 3 Micdll Jo 1mouarKy
JIOCIILKETIHS

> MeHncTpyalLHUIT LUK aHAMHE3 HOPMAIBLIIOrO
ITHKITY Rii0] BEIC'I‘OCYBEIIIHSI OpAJILHMX

{c
1}




KOHTPAIECTTHRIR,

> JKuTTEBO  BaXKIMBI - 03HAKKH:  HOPMAJILII
nokasuuku AT (100-139 MM pT.cT. cCHETOIIUHOIO
Ta 50-89 MM pr.ct. aiacroniynoro) ta YCC (50-
90 ya. / xB), BuMipsHi uepes 5 xB ujcus
BI/UTOYMHKY B TOJTOKCHHI JIe3KaUu:

> [loBHe po3yMIHHS: 31QTHICTB 3PO3YMITH BCIO
CYTh 1 METY JOCII/DKeHHS, BKIFOYAIOTH MOK/IHBI
pusMKd  Ta  1odiuHl  edeKkTH;  3AATHICTL
CMIBIPAIIOBATH 3 JIOCHIIHUKOM Ta BUKOHYBATH
BHMOTH BCLOI'O JOC/IJIPKEHHS;

> ImdopmoBana 3roja: mijumcana HCLMOBA
inopmMoBaHa 3rofa neped  BKIOUEHHSM

JIOCITDKEHHS, . =y
13. JMocniypkyBauuii mikapehkuii 3acio. Mepionan® , mo micrsats 75 MO hMG (DCL /|
crocif 3acrocyBanHsl, cuita Jii i JII"1:1). 300 MO. nijuukipna in’eknist. |
14. Ipenapat nopiBHsIHHS. 1034, CrIOCiO Menopur®  (Ferring  Pharmacecuticals). 1o ‘
3aCTOCYBaHHA, CHJIa JIiT MictuTh 75 MO hMG (DCT™ / JIT" 1: 1), 300 MO.

HLUIKIpHA 1H KIS

15. CynyTHs tepatiis 3axBOpPIOBANHS, 110 BHHUK/IM [POTSITOM HEpiojLy
JOCIIJUKEHHS, [TOBHHHI OVIM pO3IIISUIaTHCS  $IK
nodiuni  peakuii, 1 koxna 3  Hux Oyia
3QJIOKYMCHTOBAHA  Ha  OKpeMiil  «cropinid
noOlunmx  peakuid» B ®dopmi  3BiTY  11po
3AXBOPIOBAHHSI,

Bei iy, siKi BBOJMIIH JOOPOBOJIBISM [ Uac
nociaijukents, Oyiu Bkazani y @opwmi icropii
XBOPOOH.

16. Kpurepil omiHkyn epeKTHBHOCTI

17. Kpurepii oninku Oe3iieku besnexa Ta 3arajabHa NEepeHOCHMICTh nperapary
Oa3yBauCs HA TAKUX OIIHKaX:

= MOHITOPUHI OOIYHMX peakiliii

> Miciena NEPEHOCHUMICTh nperapara
JLOCIIBKCH LIS

HAsIBHICTh CTIHKOrO HOYEpBOHIHHS, HAOPAKY Ta
cBepOSIKY B Miclll iH'ekuil yepes 12 rojmu micis
KOMHOT (H'€KINT, OUIHEHOT H0CIIIHHKOM 3a 4-
banpHorO wkanoto (0 = Bigcyruicre, 1 = nerka. 2
= cepedns, 3 = Bakka) JIOOPOROJILIL  OlliHKA
HUIAXOM OIHUCY TSHKKOCTI 000 B Micil in ekl
yepe3 12 Ta 24 roja nicias KOKHOT iH ekl |
MIApaxyHKy 3a JonoMoroio 4-ganpnoi mkanm (0 |
= BlACYTHIM, | = Jsierkuii, 2 = nomipuwuii, 3
TSDKKA  OliHKa  J0OPOBOJBINB  IIJISIXOM  OlUCY
TpuBajicTs 6omo B micul in'ekuil 12 ra 24 roj1 |
micsist KoskHOT iH'eKiil mizipaxysaiu 3a S-0aibnoio
mkanoo (0 = Biicyrus. 1 = odmemkena vacom
in'exuii, 2 = s6epiraznacs 1o | roji. 3 = 36epirancs
nporsarom 1-4 roji. 4 = 3depiranscs Oijtbiie 4 roj)
> CHCTONIMHMI KPOB SIHME THCK., JUHACTOJIHHUI
kpos sl tHek, YCC BUKOHYIOTBCS 1111 Hac
KOKHOI'O BI3UTY

> EKI, nposejena niji 4ac CKpUHIHIY Ta |
OCTAHHLOI'O BIZUTY |

z,

.

-f;,{,br'l



= s T —— / —-I'
> PYTHHHA FeMaToJIoTis, XiMis KpoBi, ropMoi 1a | | +

|
amais cedi. MPOBENEHI B YMOBAX OJ0JAVEAIA |
na ckpuninry. Tect na OCI. nposejenuii nijt |
vac sijiBiyBanns 2 st 20 + 1. Ti cami anacism,
O 1 JUIst CKPUUIHIY, HOBTOPIOBAIMCL 1L vac
OCTalHBOIO BI3UTY. 32 BUHSITKOM FOPMOHAILHOIO
TCCTY. BIPYCOJIOriT Ta CKPHHIHTY JHKAPCHKUX
3ac001B.

I'emaronoris:  epurpoumTi,  seiikonun  Ta
JudepeHitiainia KIJILKICTD JICHKOTHTIB,
KLJIBKICTD TPOMOOIHTIB, remorjiodii. |

reMaTOKpPHUT.
Ximist KpoBi:

Tecr  ¢ynkuil mnewinkm: saraubuuii  Ginok.
sarajibHEi - OinipyOiH,  nyswna  ocdarasa.
acraprar amiHoTpaHcdepasa, ajnanin
aminoTpancgepasa, y-riayraMin TpaHcienTH a3,
Tect ¢ynkuii  Hupoxk: ccyoBMHA, KpeaTHiiiL
CEUOBA KUCIIOTA.

Enexrponitu: natpiif. Kaniil. kajibiiil., xjiopuL. |
Heoprativtuii Gpocdop. |
l'opmonn: nposlakTHH. paHkoBHH KopTusoi. 13,
T4, TTI, ©CT.

lmwi: sipycosioris raoxosu watue. [1Bs-Ag. |
HCV-Ab, BUI 1/2

Ananiz ceui: noBuuit aHamiz ceui. Crpuuinr
CCHYOBHX [MPENApaTiB: HasBHICTL Kannabinoiiis, |
oriaTiB, Kokainy, amderaminis. OGapOiTyparis. |
METAIOHY Ta EKCTazy.

Yei o kniniugi  saboparopHi  aHaiizu [1pOBOJME
Gife, [lefinapis. 3 BKIIOUEHHSM  aHaji3y
konuentpali ®CI" y cuposarili Kposi, sKuii
IPOBOJIMBCY 32 JIOIIOMOIOK)  TEPCBIPEHOTO
metoay EIA. 3pasku kpoBi HeraiiHo nocraBisiii

18. Crartuctuuiil METO/IM

l
J1o Gife, 06pobuisiziy Ta ananizysasin na micit. |
Hani. 3a10KyMEHTOBAKI B LILOMY JIOCILEKCHIIL Ta |
BUMIPIOBAH]  11apaMETPH  OlIMCYBAIMChL 34 |
JOTMTOMOT OO KJacHUlOl  CTATHCTHKH: Cepe/iice !
3HaueHHs., SD. CV  (%). wmi”iMageni  1a }
MaKCHUMaJIbH]I 3HAUEHHd  (JUIg  KUILKICHUX ‘
IMIHHUX).  ONMCOBHIT  CTAaTHCTHYHMIT  ananis 4
NPOBOJIMIAM 33  JIOIIOMOIOIO  [POTrPaMHOIQ

3abesneuennst SAS® sepeii 8.2 juis Windows®, '
Ananiz AUCL, AUC Ta Cmax 0Gaszysascsd Ha i
TPhOX METOJax, Omucanux muwxue. Jlus rtoro, |
b jgocdrtd  Kpaioro  HaOuMienus 10 |
HOPMaJILHOrO  PO3IOJIIY, HapaMmeTpu  1epei |
aHajiizom Oyiu  JiorapuMiuHO  nepeTsopeii, '
ANOVA (naruno-kBajpar) Oyiio 3acTocoBaHo |
JUISL CXPEILEHOTO JIM3aiiHy 3 IBOMA [1POLIC/ypami. ‘
Joma nepiofamu ta 18 npenmeramu. T0UKORBY |
OUIHKY BI/[HOUICHHS BUIIPOOVBAHOIO JIIKYBAHHS :
BIJIHOCHO €TAJIOHHOTO JIKYBaiHs 00UuCInoBaiy |
sk nokasuuk  bLE.  Cepeie  reomerpuuic

CUIBBUIHOIICHHS OKPEMHX TCCTIB / crallonis Y% |

=

&r
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OyJ10 MpejICTaBICHO K CEPE/IHE CHIBBIIHOICHHS. ‘
Hns Beix mapamerpiB pospaxosysain 90% Cl. |
Kpurepiem  npuitngraoeri s BE - Gyso |
nacryrme: 90% Cl - sijnomenus  cepe/nnoro |
TECTY /10 €TaJOHHOI'O 3HAUCHHSI MOBHHEH OyTH |
BKJIOUEHHH B Mewi npuiingarioct 80-125%. S :
marsepukenis kpurepiis bl 6ya0 nposeieno |
JABOCTOPOIIC  -TeCTYBaHUs.  Juaucuist  lmax

HOpiBHIOBﬂHH 3a JIONOMOrol10 nernapaMeTpHiHoro :
Ttecty  Opigvana  (HenepeTBOpeHi  Jiawi). |
Crarucrnune nopisusnus Janux K nposoanin

3 BHKOPHUCTAHHAM [ICPEBIPECHOIO TPOrpaMHOro

zabesneuenns Kinetica ™ gepeii 4.1, Innaphase.

= 3 =5 z . v PN
19. Jlemorpadiuni nokasnukmn 18 3apeccrpoBanux JI0GpoBONLIIE v Bili Bij 20 |
JIOCITLKY BaHOT oMYA (crath, Bik, paca,| 10 39 pokis. Ouun cy6 ekt 6yB asiarchKuM. i !
TOL1L0) - kaBkasusMu. Cepenuiil Bik cranosus 27.89 + |

6,01 poxy, a IMT - 21,9 + 2,13 kr / M2 !
Crunem  KMTTS THX. XTO HaB4aBcs, OyJjiu
cepenHpo Kypui (5-9 curaper / ngenn). 4 -
CTIOKMBAYl JIErKOro afo NOMIpHOrO ajKkorollio.
15 - numn yaii abo kasy (1-3 wamku / 1enn).
Yei punpoboByBani maim xopoiue (Gisuine Ta
[CHXIYHE 3JI0POB’s. sIK e OYJA0 BH3HAUCHO Ha |
OCHOBI  icTOpiT  XBOpOOH  Ta  PI3MuLoro
00CTEIKEIHS.
Hixrto ne npuiimas cynyrui jtiku. |
I
i

CKpUHIHT  KMTTEBUX  nokasuukis, EKI 71a
jadoparopuuil aHami3 Oy/iM HOPMAIBHHMH (pPH
CKpUHIHIY Ta onucani B naparpadi 12.5.
Kojuux BULIORIMUX (DiI3HYINX BIAXUICHL 1IPH
CKPUHIHTY He GyJio. ,
B oxpemux naGoparopuux jociiukennsx oy |
BUAB/ICH He3nauni Biaxunenns sij wopmu, 110 |
BUIXMJICHHSL OynM  OIIHEHI sK  He  KJIHIYIO
3HAYYIL VIS JIOCITLTHHKA.

20. Pesynpraru edeKTHBHOCTI

21. Pesynbratu Oesnexu He cnocrepirany 3HauyHoro BIUIMBY JIKYBaHHs |
Mepionanom® abo Menonypom® Ha
J1a00paATOPHI HOKA3ZHUKM, JKUTTCRI NOKA3HHUKH Ta
EKT .

MicieBa mepetnocumicts sk Merional®., Ttak i |
Menopur® Oyiia XOpoLioo. '

22. BHCHOBOK (3aKJIIOUCHHS) Bpaxosytoun, o Juist Cpue ta AUC kpuTepiem
npuiinstnocti wis BE ¢ eranonnuit CI 80-125% i
mo 90% JII Jjuis cxmamiB A ta B sijuosijanm
CTAJIOHHOMY IHTEepBaly. Oyllo J0BeJEeHO, IO
JIOCIIJKYBAHUH CKJIa1 GlOCKBIBAJICHTHHH
eranonuomy. JIsa oaHocropouni t-recTd Ul
Cmax Ta AUC  101aTKORO  HIATBEP/UKYIOTH
EKBIBJICHTHICTE MDK JIBOMa CKiajiamu. Anaiiz |
3HAUEHDB  tmax  TMPUBOJMTL IO THX  CaMHX |
BHUCHOBKIB. JlaHe JlociluKeHHs nokasyc, (e
kinerwunuil  npogite OCI. mo  BXojMThE 10 |
ciiany npernapary Mepionan® ado Menonypk. |
JyKe  CXOKMH 34 uacToTOl0  Ta  CTyneHeMm | & / 4




BCMOKTYBaHHS. @ TaKOMK ediMIiHaLil npyu BREJCHI :
3IOPOBHM  JKIHKaM  ~J[00POBOJLISM  HIIIAXOM i
HAMIKIpHOro  BBejieHus.  Pesyibraru Oesnexu !
CBIIYATh 1IPO T€., L0 BUIIPOOYBAHUH nperapai !
1IEPEHOCUTRCS TAK caMo 100pe, K i eTajonnnii. |

®panko armnio nionuc

Texniunnii upexrop ta ynosnosaxena ocoda M. /1.
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Annex 30

to the Procedure ol 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 1V)

REPORT

about a clinical trial

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

Meriofert 75 1U
Meriofert 150 1U

2. The applicant

IBSA Institut Biochimique SA

3. Manufacturer

IBSA 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

A prospective, randomized, controlled clinical study on the
assessment of tolerability and of clinical efficacy of
MERIONAL® (hMG-IBSA) administered subcutaneously
versus MERIONAL® administered intramuscularly in women
undergoing controlled ovarian hyperstimulation (COH) in an
ART programme (IVF).

STUDY 00IF/HMGO06

6. Clinical trial phase

Phase II1

7. The period of the clinical trial

from Dec 14, 2001 (FPI) to April 1. 2005 (1.PO)

8. Countries where the clinical trial was
conducted

Switzerland

9. Number of subjects

No. of subjects entered: 160 patients planned;

(Planned and analysed) 168 randomised (83 to im. 85 to sc
treatment) started GnRH-agonist downregulation;

163 completed successfully down-regulation. started
Merional® (80 im, 83 sc) and were submitted to analysis.

10. Purpose and secondary objectives of
the clinical trial

Objectives: 1) the evaluation of the clinical efficacy (in terms
of oocytes recovered) of sc vs im Merional®:

2) the evaluation of local and systemic tolerability of sc vs im
Merional®

I'1. Clinical trial design

A prospective, randomized, controlled clinical study on the
assessment of tolerability and of clinical efficacy of
MERIONAL® (hMG-IBSA) administered subcutaneously
versus MERIONAL® administered intramuscularly in women
undergoing controlled ovarian hyperstimulation (COH) in an
ART programme (IVF).

12. Basic inclusion criteria

Female patients aged 20 to 40 years. undergoing ovarian
stimulation for the purposes of oocyte retrieval in an ART
programme, with BMI in the range 20-28 kg/m2. and with an
early follicular phase FSH level <9 [U/I.

13. The investigated drug, method of

Human hp-Menopausal Gonadotrophin (Merional*)
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application, potency

Merional® 75 IU/vial is a purified preparation of menotropin.
containing 75 IU of follicle stimulating hormone (FSH)
activity and 75 IU of luteinising hormone (LH) activity.,
Patients were randomized to receive either Merional®
administered subcutaneously or Merional® administered
intramuscularly  according to a computer  generated
randomisation list.

The dose regimen chosen for ovulation induction was selected
on the basis of patient’s age and basal plasma FSH. In patients
who never underwent stimulation previously, those under 35
years were to receive 150 IU daily, those 35-40 years were to
receive 225 U to 300 IU daily, according to the hormonal
ovarian status. The starting dose for patients who had
undergone previous cycles was to be determined according to
previous response.

The dosage was to be adjusted by the investigator starting
from Day 7, according to the ovarian response. monitored by
means of clinical examination, serum oestradiol levels and by
ultrasonographic measurement of mean follicular diameter.

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

15. Concomitant therapy

[llnesses occurring during the study period had to be regarded
as AEs and each was documented on a separate “AL page™ in
the CRF.,

All medications administered to the volunteers during the study
were reported in the CRT,

16. Criteria for evaluating effectiveness

- number of oocytes recovered (Primary endpoint)

- day of oocyte collection

- oestradiol AUCO-t and CMAX

- total dose of gonadotrophin (or n® of vials and n° of
vials/day),

- number of mature follicles (follicles > 16 mm in diameter) on
hCG day (or one

day carlier),

- number of fertilized eggs*

- clinical pregnancy rate

17. Criteria for safety assessment

- AEs (onset, severity, duration, drug relationship, seriousness.
action/treatment

required)

- OHSS risk (ovarian enlargement >10 cm, or follicular
development in excess of

>20 follicles, 17B-oestradiol levels >10,000 pmol/l)

- local tolerability at the injection site

- haematological and biochemical laboratory test

- patient overall wellbeing

18. Statistical methods

Descriptive statistics were produced 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 collected oocytes.
was used to test equivalence according to Schuirmann test (two
one-sided interval hypothesis test procedure), and to define its
90%ClI, with treatments considered equivalent in case of
differences not exceeding £20%. The same statistical approach
was applied to secondary outcome variables: day of oocyte
collections, number of mature follicles (> 16 mm) on hCG Day,
AUCO-t of 17 -oestradiol (calculated according to trapezoidal
rule and adjusted with respect to baseline), CMAX of | B -

huhy 1.6 bz
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oestradiol, total dose of gonadotrophin. Between treatment
differences for all continuous efficacy variables showing
normal data distribution was tested by unpaired Student-t-test.
while in presence of non-normal value distribution. the non
parametric Mann-Whitney U test was used. Between treatment
differences of binomial efficacy variables (pregnancy rate,
foetal heart beat rate) were tested by x2 test. According to study
protocol, the analysis of the primary end-point was carried out
in all treated patients, with missing values for patients not
submitted to oocytes

collection replaced by zero. In addition. a confirmatory analysis
of the primary end-point was carried out in all patients
completing the study with oocyte collection, i.e. after exclusion
of the 7 and 6 patients treated with im and sc hMG.
respectively, who did not undergo oocytes collection.

19. Demographic indicators of the
studied population (sex, age, race, etc.)

Demography and baseline characteristics are given in individual
Patient Data Listings no. 2.1

20. Efficiency results

The two treatment groups were well balanced as for
demographic and baseline characteristics. except for the lesser
number of previous unsuccessful IVF cycles in the sc treatment
group (0.48 on the average) than in the im treatment group
(0.76 on average), with statistically significant  between
treatment differences at Mann-

Whitney U test (p<0.05). The two groups were proven to be
equivalent as for the primary study endpoint (number of
oocytes collected) both in the total population of treated
patients as well as in the subgroup of patients completing the
study.

In addition, the two groups were shown to be equivalent as for]
the secondary study endpoints day of oocyte collection and
number of mature follicles on hCG Day. while equivalence as
for 17B -oestradiol AUCO-t and CMAX as well as for total
Merional® intake could not be demonstrated, since for all three
variables the null

hypothesis of non-equivalence as for the 5% LI could not be
rejected. Binomial efficacy variables (pregnancy and foetal
heart beat rate) were similarly frequent in the two groups, with
between treatment differences far from significant at x2 test.
Quantitative efficacy variables (number of collected oocytes,
day of oocytes collection, number of mature follicles, number
of fertilized eggs. 17B-oestradiol CMAX, and total Merional®
intake) were not consistent with

equivalence analysis results as for day of oocyte collection.
significantly (p<0.05) shorter in the sc (13.82 days on average)
than in the im group (14.58 days on average), and for 1 7p-
oestradiol CMAX, non significantly different in the two aroups.
while a significantly (p<0.01) lesser Merional® intake in the sc
(2168.6 IU on

average) than in the im group (2595.09 on average) was
confirmed.

21. Safety results

Incidence of treatment-emerging AEs was limited and not
different in the two groups (2.4% vs 3.7% of the 83 and 80
patients exposed to sc and im treatment, respectively), with AEs
possibly or definitely related to study medication occurred in 1
and 2 patients, respectively, and serious AEs in 2 patients in the
im group and 1 in the sc group.

No between treatment differences in mean values and changes
of haecmatology and blood chemistry tests or in the frequency
distribution of modifications to abnormal findings at follow-up

2
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assessment vs baseline were apparent. No between treatment
differences in the frequency of well-being classes was seen.
with  full wellbeing highly prevalent and mildly unwell
condition generally accounting for remaining cases in both
groups.  No statistically significant between treatment
differences were apparent as for the frequency of OHSS on
OHSS risk.

Pain at injection site was complained of only in the im group
(13.9% of patients), with a statistically highly significant
between treatment difference (p<0.001).

22. Conclusion

The results of the study support the use of Merional® by sc

injection, in view of the demonstrated therapeutic equivalence
and better local tolerability vs the standard im injection, and of
the expected patient benefit connected with self-administration

of the product. ]

Dr. Franco Daglio 7

Technical Director and Qu
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JlonaTok 30

no [Mopsanky nposenenns exkcneprisi
peecTpauiiinix matepianis na fikapcbki
3aC00H, 11O NOAAIOTHEA 1A AepikcaBHy
peecTpaiio (nepepeectpatliio). a Takou
CKCMEPTH3M MaTepianiB Npo BHECEHHS
3Mil 10 peecTpaltiiinmx marepiaiin
NpoTArom aii peecrpaitiitHoro
NOCBIAYEHHS

(nyukT 4 posainy 1V)

3BIT
KJIiHIYHe BUNPOOyBaHHSs

1. Ha3Ba nikapcbkoro 3aco6y (3a
HAsBHOCTI - HOMeED
peecTpaliiioro mocei/[4eHHs)

Mepiogepr 75 MO
Mepiodepr 150 MO

2. 3asBHUK

IBCA IncruryT Bioximik CA

MUIAHYETBCS PeECTpallis

3. BupoGuux [BCA Incruryr bioximix CA

4. ITpoBejieHi nociKkenHs: Tak+  mi  skwo ui, o6rpynryearu

1) Tum nikapebkoro 3acoby, 3a JIIKAPCBKMIM ~ 3ACIE  3A  [1IOBHUWM JIOChE
SIKHM IIpOBOIMIIAcs abo (ABTOHOMHE JIOCh€)

3 BIZIOMOIO J1IFOUOIO PEHOBHHOIO

5. IloBHa Ha3Ba k1iHIYHOrO
BUIIPOOYBaHHsA, KOJOBaHHH HOMEp
KJIHIYHOTO BUITPOGYBaHHS

NOCTIDKEHHS

[IpocniekTuBre, panmoMizoBaHe, KOHTpONBbOBaHE KITiHiuHE
3 OUIHKM MEePEeHOCHMOCTI Ta  KJiHivMHOT
epexrurrocTi MERIONAL® (hMG-IBSA). 1110 BROAMTHCS
miamkipao, nopisusno 3 MERIONAL®, 1o BBOJHUTHCS

BHYTPiLLIHBOM 430B0 JKIHKaM, SIKI POXO/SITh
KOHTPOJBOBaHY rinepeTHMy/suio  secunukis  (CS) 3a
nporpamoio APT (EKQ).

Jlocnimkenns 00IF / HMGO06

6. ®asa kiiniunoro sunpodysanns|®asa 111

7. Ilepiozn npoBeeHHs KJIiHIYHOTO
BUIIPOOYBaHHS

3 14 rpyans 2001 p. (FPI) no 1 ksitus 2005 p. (LPO)

8. Kpainu, ne nposoaumnocs
KJIiHI4YHe BUIIPOOYBaHHS

[LIBeiinapis

9. KinbkicTs qochimkyBanux

Kinskicts yuacuukis: 160 nanientir 3anianosano:
(Ilmanyerbcs Ta ananisyertscs) 168 pannomizosanux (83

st B/M, 85 1A 1/ JIKYBaHHA) PO3NOYATO 3HHKEHHS

peryasuii GnRH-arouicris;
163 ycnilHo 3aBepmny 3HWKEHHs perysisuii, 3amycruim
Merional® (80 mxm, 83 n/m) i 6ynu nojaui Ha ananis.

10. Mera ta BropunHi nini
KIIIHIYHOTO BUIIPOOYBaHHS

[ Lini:

1) ouinka wIiHIYHOT eeKTHBHOCTI (11010 BIAHOBICHHX
OOLMTIB) /11 POTH B/M Merional ®;

2) ominka MicueBoi Ta CHCTEMHOI TepeHocHMOCTi n/i
npoTu B/M Merional®

11. Huzaiin kiainigaoro
BUIIPOOYBaHHSs

[IpocniexTnBHe, paHjoMi3oBaHE. KOHTPOJLOBAHE KIiHiuHe
JOCHLKEHHST 3 OLUHKM  NEPeHOCHMOCTI Ta  KJIiHiuHOI
epextusnocti MERIONAL® (hMG-IBSA). 1110 BBOAHTHCS
niawkipHo, nopisasHo 3 MERIONAL®, mo BBoauTbes

BHYTPILIHBEOM SI30BO HAIHKaM, SKI NpOXOasiTh

Sty 7€ W/jz
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KOHTPOJILOBAHY — TiMepCTHMYNALilo  seunukiz  (CS) 3a
nporpamoro APT (EKO).

12. OcHoBHI KpHTEpIT BKIIOUECHHS

[auienwtkn y Bini Bin 20 no 40 pokis, ski MPOXO/ISTH
CTHMYJISIIUIO ACYHHMKIB 3 MCTOIO BHJIYUYCHHS SHLCKIITHH 32
nporpamoio ART, 3 IMT B pianazoni 20-28 kr / M2 Ta 3
piBHEM (onikyIsipHOT pasu piers OCIT <9 MO / .

13. NocnimkyBanuit tikapebKuii
3aci0, crocib 2acTocysanus, cuia
il

[Hagorponin  mommm B knimakTepuunomy  nepioai
(Merional®)

Merional® 75 MO / ¢uakon - 1e ouuiienuii npenapar
MEHOTpOmiHy, 1o  Mictute 75 MO  aktusnocri
(ponixynocrumymiorouoro ropmony (®CI) rta 75 MO
aKTUBHOCTI JIHOTEIHi3yI040r0 ropmony (JIT).

IManientis  panmomisyBami s npuitomy npenapary
Mepionan®, Beesienoro mifkipHo, abo Mepionana®. o
BBOJIMBCS BHYTPILIHLOM 3080, 3FIIHO 3 KOMI IOTCPHI
CIIUCKOM paHaoMizaiii.

Perxim 1031, oOpanmii 1uist iHAyKuil oBysisuii, GyB 06panuii
Ha OCHOBI BiKy nauienta ta Gasanbhoro pisus OCI vy
nnasmi kpoBi. Y mauientis, ski panime Hikomu He
MPOXO/IMIIH CTHMYJIAIII0, 0cOOH BiKOM 10 35 pokie mainn
orpumyBat 150 MO moaus, a ti, xto Man 35-40 pokis,
MOBMHHI oTpuMmyBati Bix 225 MO no 300 MO woans
BI/INIOBIJIHO 710 TOPMOHAJILHOTO CTaly S€UHHKIB. [Touwarkory
103y 1S MAli€HTIB, SIKi TPOMIILIM MONepeIHi UHKIH, CIIijl
OyJ10 BU3HAYaTH BiMOBIAHO JI0 NONEpeHbOT BiANOBI.
Jlosysanust  crmig  Oyino  perymoBaTH  JOCHIIHHKOM.
NOYMHAIOYH 3 7-r0 JIHA, 3aJ€KHO BiJl peakiil SCUHHKIB,
MOHITOPDHHTY 3a JIONIOMOIOI0  KJIHIYHOTO 06CTeKeHHs.
piBHS ~ ecTpamioly B CHPOBATIi KpPOBi Ta HUISXOM
YJIBTPA3BYKOBOTO ~ BHMIPIOBAHHS  CEPEAHBOIO jliaMeTpa
(onikyna.

14. TIpenapat nopiBusinHs, 1034,
croci0 3acTocyBaHHs, CHila Oil

15. Cynyrns Tepamnist

3axXBOPIOBAHHS, WO  BHHWKIM  [POTArOM  1epioy
NOCIIDKEHHS, TOBMHHI OyjM posrjsjatcs sk noGiuii
peakuii, 1 KokHa 3 HHX OyJ1a 3a0KyMEHTOBAHA HA OKpPEMiii
«cTopiHui  noGiunux peakuiit» B Popmi  3BiTY TpO
3aXBOPIOBAHHSI.

Bei  giku,  saxi BBOAMIM  100pOBONBLSIM  1ij yac
nociijukenns, 6ymu Bkasani y ®opmi icTopii xBopob.

16. Kpurepii oninku
e(peKTHBHOCTI

- KinbkicTe BiIHOBJIEHHX OOLMTIB (NEpBMHHA KiHllCBA
TOYKA),

- IeHb 300py OOIHUTIR;

- ectpanion AUCO-t tra CMAX;

- 3arajibHa J1o3a rouajorponiny (abo n ° ¢uakonis i n °
(nakoHiB / neHn);

- KUIBKiCTh 3pinmX Qomikynis (Qosikynis > 16 mm vy
niamerpi) B 1eHb XU (abo Ha nens panie);

- KUIBKICTh 3T/ IHEHHUX S€llb;

- KIIHIYHUH piBEHDL BAriTHOCTI.

17. Kpurepii oninku Oe3nexku

- IIP (nouarok, TsKKIiCTb, TPUBAIICTh, B3ACMO3B 30K 3
HapKOTHKAMH, CepHO3HICTB, Jisi / TIKYBaHHs BUMAaracThes );
- pusuk CI'Sl  (30inbwienns  seunukis= 10 cm  abo
(onixynsapuuii po3BUTOK MOHA;

> 20 donikynis, pini 17B-ectpaniony> 10000 mmos / m);

O/
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- MICLIEBA NEPEHOCHMICT y MicLi it eKIL]:
- reMarosioriune Ta Gioximiune abopatopre gocniKens:
- 3arajabHe CaMOIOYYTTS NallicHTA.

18. CraTtucTHYHI MeToIH

Jlis - pemorpadivnux Ta  Qizsionoriunux  annx Oyna
CKiuaicha omucoa cratuctuka. [lopisusnuicts  rpyn
UIIKYBAHHSL Ha [I0YaTKOBOMY eTami OIIHIOBAIM 33 (-
kputepiem CtblozenTa ta x2. 3a HeOGXiAHOCT.

Ilepeunna 3minHa pesynbraTy, KijbKicTh 310paHHX OOIMTIB,
Oyma BuKOpHCTAaHA /s 1epeBipkM eKBiBasenTHOCT 3a
TECTOM [lypmana (npouenypa JABOCTOPOHHBOIO
IHTEPBAILHOTO BHNPOOYBAHHS TiMOTE3H) Ta BH3HAUCHHS
ioro  90% JII, npu upomy JlikyBamHs  BRAKAIOCS
CKBIBAIEHTHMM Y  BUIAAKY BiUMIHHOCTEH. 10  He
nepesumyBam £+ 20 %, Toil camuii cratueTHunmMit niaxij
3aCTOCOBYBABCA /IO BTOPHHHHX 3MIHHUX PE3YJbTATIB: JICH
300py OOLMTIB, KijbKiCTh 3pimux dosikyis (> 16 MM) Ha
nens hCG, AUCO-t 17B-ectpamiony (pospaxosanwuii 3rijuio
3 TpaneuicnodiGHUM MpaBHIOM Ta CKOPHIOBAHKI BiAHOCHO
BHX1HOTO piBus), CMAX 178 -ectpamiony. saraibha 103a
roHajoTporiny. Mix pisHuLel0 B JiKyBaHHi 18 Reix
OesnepepBHUX 3MIHHMX e(PEeKTHBHOCTI, 110 MOKa3yloTh
HOPM&ILHHH PO3MOMIN JaHMX, TCCTYBald HecnapeHuil (-
TecT CTBIOACHTA, TOAI AK 3a HAABHOCTI HEHOPMATBLHOO
PO3MIO/LJTY BETHYHH BHKOPHCTORYBAITH HEnapaMeTpUHHHUIT
U-tect Manna-Yirni. Mixc TepaneBTHYHHMH
BIAMIHHOCTSIMH OiHOMIQIBHUX [110KA3HHKIB eexTuBHOCTI
(4acTora BariTHOCTI, YacTOTa CepHEBHX CKOpPOYEeHb [1/10,14)
TCCTYBAJIM 33 JOTIOMOrOK TECTY ¥2. 3rifHo 3 NpOTOKOJIOM
JIOCTI/UKEHHS,  aHali3  MepBMHHOT  KiHIEBOI  TOUKH
TMPOBO/IMAN Y BCIX MPOJIKOBAHUX MAIEHTIB. NPH 1hOMY
BUICYTHI 3HaYeHHs JUIS NallicHTIB, He NMoMaHuX Ha 30ip
OOLMTIB, 3aMiHMmM Ha Hyms. Kpim  Toro. Oyn
MiATBEP/UKEHUH aHANI3 NMepBHHHOI KiHIEBOT TOUKH y BCIX
[ALIEHTIB, SIKi 3aBEPINMAM  OCHIKEHHS 301p OOIHMTIR,
TOOTO micas BHKMIOYEHHS 7 Ta 6  namiedTtis. ki
oTpuMyBann im i sc hMG Bianosiuno. axi ne npoxosman
301p OOLIMTIB.

19. lemorpadiuni nokazHuxu
I0CITIIKYBaHOT Oyl (CTaTh,
BIK, paca, TOIIO)

Jlemorpadis Ta 6a3zoBi XapaKTepHCTHKM HaBeleHi B
OoKkpemMuX ClucKax JaHuX narieHTis No, 2.

20. Pezynpratn edexTuBHOCTI

JIB1 rpynu sikyBanns Oysiu jo6pe 3GanaHcoBanuMm SIK 3a
feMorpaiuHUMK  [IOKa3HUKaMM, Tak | 3a  BUXIUHMH
XapakTepHCTHKAMH, 34 BHHATKOM  MEHIIOT  KIJbKOCTI
monepesHix Heppanux wnknis EKO y rpyni nikysanns CK
(B cepenubomy 0,48), wuik y rpyni sikysanus (B
cepe/iiboMy 0,76), NMpHUOMY CTATHCTHUHO 3HAUYIL MiK
PI3HHLEIO B JliKyBanui y Manna- Y-rect Yirni (p <0,05).
byno noseneno. 1o wi JBi rpynu e exBiBanCHTHUMY 11010
MEPBHIHOT  KiHIEBOT TOYKH  JIOCHIDKCHHS  (KUILKICTD
310paHHUX OOUMTIB) SK y 3arambHill nomyssuii JNIKYBaHKHX
MalieHTiB, Tak i B Mirpynmi nauienTis, ski 3aBEPUIHITH
JTOCTIIJKEHHSI,

Kpim Toro, ©Oyno mnokaszano, mo i JBi rpynu ¢
CKBIBAJICHTHUMH SIK JUIA JIHs 300pY BTOPHHIKX OOLMTIR

BTOPHHHOIO JOCHIJUKEHHS., Tak i Juis KijbKOCTI 3pinnx
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onikynis na genr hCG, Toai K eKBiBaNCHTHICTS 5K st
17B-ectpaniony AUCO-t Ta CMAX, Tak i uis 3araibHoro
CIIOJKHBAHHS Merional® HE MO3Ke OyTH
[IPOJIEMOHCTPOBAHO, OCKUIBKH UIS BCIX TPHOX 3MIHHMX
BHAYEHHS INOTE3y PO HEEKBIBAICHTHICTD 11010 5% LI He
MOXKHA  Oyno  BiZkMHYTH.  BiHOMianbHi  nokasnmukn
e(ekTHBHOCTI (BariTHiCTh Ta YacToOTa CEPLIEBHX CKOPOYEHDL
M101a) OyJIM TAKUMHU K 9aCTHMH Y JIBOX IpyNax, MPHHOMY
pi3HMIE MiX Tepanicio Gyia jaieko He 3HAYHOIO pH TecTi
x2. KinpxicHi 3minni epextuBHOCTI (KijbKicTs 3i0panmx
OOIUTIB, 1eHb 300pPY OOLUTIB. KibKICTD IpianX onikyiis.
KIIBKICTE  3aIuliiHeHnX  sifiekyiTi. 17B-ecTpationy
CMAX rta saranbie  CHOKHBAHHS Merional®) e
Y3TOJUKYIOTBCH 3 pe3yNbTaTaMH aHaNli3y eKBiBAICHTHOCTI.
SIK IUIsL JIHS 300py 0oLHTIB, cyTTeBo (p <0,05) KOpOTIIE ¥
CKpHHIHTY (B cepennbomy 13,82 nms). nisk y rpyni im (y
cepebomy 14,58 ywis), i uts 17B-ectpationy CMAX. 1o
HC CYTTEBO BIJPI3HACTBCS B JBI IPYNH, TOAI K 3HAUHO (p
<0,01) mentuuii npuitom Merional® y CK (2168.6 MO na
CepeJHiif), HiX y rpymi B/M (B cepennbomy 2395,09),

21. Pesynsratu 6e3nexn Hactora IIP, mo Buuukamn npu niKyBaHHI, Oyna
0OMEKEHOIO 1 He Biapisusiach y ABoX rpynax (2.4% npotu
3,7% i3 83 Ta 80 mauientis, siki 3aznanm nikyBanns CK ta
BM  Binnosigno), npuuomy HE, mowmiupo. a6o nesho
MOB'A3aHi 3 JAOCIIKYBaHUMH nperapaTtamMmu, Majan Micle y
1 Ta 2 nanieatn Bixnosigno Ta cepiiosni Hepyrn y 2
Mai€eHTIB y rpymi 8/M i 1 y rpyni /.

Bincyrnicts  pisnuii  mik  cepeanimu  3nauennsmp ta
3MIHAMM eMaToJIOMYHUX Ta XIMIYHUN [TOKA3HHKIB KpoOBI Ta
YaCTOTHMM  po3moaiioMm  Moaudikauiii  anomaibinx
PE3yIBTATIB 111 Yac MOAAIBIION0 OMIHIOBAHHS Ta BUXIUIHX
MOKa3HWKIB He Oyno oueBmanuMm. He Oyno nomiveno
PI3HHII MK 4acToTolo Kypcis A00podyTY B JiKYBaHHi.
MPUYOMY TOBHE caMonovyTTs Oyno ayxe Mmommpennm ta
MOrIpUIyBANO  CTaH, K [PaBHIIO, BPAXOBYIOUH  peLiTy
BUIAAKIB B 060X rpymnax. He Oynio BHSIBICHO CTATHCTHYHO
3HAUYLIMX BiJIMiHHOCTEll y mikyBanHi w010 vactorn CI'Sl

abo pusuxy CI'S.
Ha Ginb y micui in’exnii ckapwuancs nume B rpyii B/M
(13,9%  nauientis), npPHUOMY  CTATHCTHYUNO  BHCOKO
JLOCTOBIpHE 3HAYCHHS PI3HULL B JIiIKYBaliHi (p <0.001).

22. BHCHOBOK (3aK/IIOUEHHS) Pesynbratn jocnikenns nigrsepmkyior BHKOPHUCTAHHSI
Merional®  musixom  n/ir in'ekuiii. BPaxoBYIOYH

NPOJICMOHCTPOBAHY ~ TEPANEBTHYHY CKBIBAJICHTHICTH Ta
Kpalily MICIEBY MEePEHOCHMICTh MOPIBHSIHO 3i CTaHAapTHOIO
BHYTPILIHLOBEHHOIO  IH'CKII€I0, a  Takowx OUIKYBaHy
KOPHCTb A1 mamicuta, nos's3aHy 3 caMocTiHHUM
BBC/ICHHSAM IIperapary.

®panxo Jlarmio nionuc

Texwiunuii mpexTop Ta ynopHosaxkena ocoba M./,

N 7 fad
Legiu 1€ f/ 7'7’%’/”



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 V)

REPORT

about a clinical trial

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

Meriofert 75 1U
Meriofert 150 TU

2. The applicant

IBSA Institut Biochimique SA

3. Manufacturer

IBSA 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

Safety and efficacy study comparing a new hMG
formulation (hMG-IBSA) to a reference product
(Menopur®) in patients undergoing ovarian stimulation
for in vitro fertilisation (IVF)

Study No: 10EU/hMGO02
Eudract No: 2010-021021-13

6. Clinical trial phase

Phase 111

7. The period of the clinical trial

from 05MAR2011 to 10APR2013

8. Countries where the clinical trial
was conducted

Switzerland

9. Number of subjects

Planned: 272 patients to provide 250 evaluable patients
allowing for drop-outs (125 per treatment group).
Randomised: 270 patients (135 in both treatment

groups).

10. Purpose and secondary objectives
of the clinical trial

This prospective, single blind, randomised. parallel-group.
multicentre, two arm study was designed to compare the
clinical efficacy and the safety of hMG-IBSA to Menopur,
for controlled ovarian stimulation in IVF.

Patients enrolled in a standard IVF protocol were eligible
for the study. Those who expressed an interest in
participating provided informed consent and
screened.

WEre

11. Clinical trial design

This prospective, single blind, randomised. parallel group.
multicentre, two arm study was designed to compare the
clinical efficacy and the safety of hMG IBSA to Menopur
for controlled ovarian stimulation in [VF.

12. Basic inclusion criteria

~l Women undergoing ovarian stimulation for IVF with

the following characteristics:
7%
Loty 1€ / 4




W/

0 Able and willing to sign the Patient Consent Form and
adhere to the study visitation schedule:

-1 >18 and <40 years old;

[} BMI between 18 and 30 kg/m2;

[ less than 3 previously completed IVF cycles (i.e.
completed cycle = egg recovery);

[J basal FSH <10 TU/L and E2 <80 pg/ml (~290 pmol/l);
"1 Within 12 months of the beginning of the study. uterine
cavity consistent with expected normal function as
assessed through transvaginal ultrasound.
hysterosalpingogram, sonohysterogram or hysteroscopic
examination;

0 Successful down-regulation performed with a standard
GnRH-Agonist long protocol (Criteria for successful
down-regulation: endometrial thickness < 7mm or serum
E2 level 1050 pg/ml (~185 pmol/l).

13. The investigated drug, method of [Human hp-Menopausal Gonadotrophin (Merional®) 75
application, potency [U/vial, subcutaneous (s.c.) injection

Compliance with the starting dose (i.e. 150 IU for patients
aged 35 years or younger and 225 IU for patients older
than 35) was assessed

14. Comparison drug, dose, method [Menopur (Ferring), 75 1U/vial, subcutaneous (s.c.)
of application, potency injection

15. Concomitant therapy Concomitant treatment medications were considered in the
determination of eligibility for each potential patient.
Concomitant treatments were in general not be permitted
unless part of a long-term treatment regimen, and
determined not to interfere with the trial medications. In
each case, the use of any concomitant treatment was
recorded.

Non-reproductive hormones that were prescribed for long
term conditions (e.g. thyroid replacement), antibiotics,
analgesics, pre-natal vitamins, folic acid supplements. low
dose aspirin, and metformin were all permitted it
prescribed and used in standard doses. Over-the-counter|
(OTC) herbal and vitamin supplements were also
permitted. All medications used by cach patient were
listed, reviewed, and approved by an on-site Investigator.

16. Criteria for evaluating For each patient. the study comprised a screening visit
effectiveness and up to seven subsequent visits. If the pregnancy

outcome form was not returned within 15 days of the
expected delivery date, patients also received a follow-
up telephone call.

17. Criteria for safety assessment - AEs (onset, severity, duration, drug relationship.
seriousness, action/treatment

required)

- OHSS risk (ovarian enlargement >10 ¢m, or follicular
development in excess of

>20 follicles, 17B-oestradiol levels >10,000 pmol/l)

- local tolerability at the injection site

- haematological and biochemical laboratory test

;{a@h{ f€- {% "d//7



- patient overall wellbeing

SAE occurred during the study were expected and in line
with the frequency observed in other studies. The analysis
did not raise any safety concern related to the study
treatment.

18. Statistical methods

The ITT (i.e. all the patients receiving at least one dose
of test product) was the primary population for the
efficacy analyses. Analyses were also performed on the
Per Protocol (PP) population (i.e. all the patients who
underwent OPU), as well as the population who became
pregnant.

The total number of oocytes retrieved 34-36 hours after
hCG administration was used to test non-inferiority of
hMG-IBSA versus Menopur. Least-squares means and
their associated standard errors were used to calculate
the 95% confidence interval of the difference between
the two groups. If the lower bound of the 95%
confidence interval of the difference between means
(hMG-IBSA minus Comparator) was greater than -2.1.
then hMG-IBSA was considered to be not-inferior to the
comparator.

Once the analysis of variance performed, in order to
organize and summarize the results of the analyses. an
ANOVA table was performed. A multivariate analysis of
variance was used to calculate the 95% Confidence
Interval for the difference between treatment groups
using investigational centre, women’s age and body
mass index as covariates. The primary effectiveness
analysis including the main effects (treatment and
investigational centre) was repeated with the addition of
a treatment group by centre interaction term.

For secondary continuous variables. statistical analyses
were performed using analysis of variance (ANOVA)
models with factor for treatment group (hMG-IBSA
versus Menopur). For ordered categorical variables, the
effect of treatment group was analysed using the
Cochran-Mantel-Haenszel test, while for non-ordered
categorical variables by means of the Fisher's exact test.
Incidence of AEs was compared using Fisher’s exact test
comparisons of hMG-IBSA versus Menopur.

All statistical calculations were performed with SAS®
software.

19. Demographic indicators of the
studied population (sex, age, race,
etc.)

The two treatment groups were generally well matched for
demographic characteristics. In both groups, the majority
(>93.3%) of patients were Caucasian and the mean age
was approximately 33 years. Mean BMI values were also
similar in the two groups (23.7 kg/m2 versus 23.5 kg/m?
in the hAMG-IBSA and Menopur groups, respectively), and
ranged from 17.0 to 30.0 kg/m2.

20. Efficiency results

The ITT population included 270 patients, of whom 259
had oocytes retrieval performed. Overall, the HMG-

IBSA and Menopur group were well matched in terms of
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baseline demographic characteristics. The mean age of
patients was approximately 33 years in each treatment
group, with a BMI of 23.5 kg/m2 and >93% of patients
in each group were Caucasian. The patients were
generally healthy and were considered representative of
the patient population undergoing IVF treatment. No
notable differences between the treatment groups in
infertility  history, infertility diagnostic  variables.
infertility classification, gynaecological examination,
mean basal FSH and E2 levels. prior and concomitant
pathology and prior and concomitant medication use
were reported. The mean duration of infertility was 49.7
month in the hMG-IBSA group and 45.5 months in the
Menopur group and ‘male factor’ was the most
frequently reported cause of infertility (around 60% of
patients in each group).

In the ITT population, the total number of oocytes
retrieved was statistically significantly higher in the
hMG-IBSA group compared to the Menopur group (11.6
+ 6.6 in the hMG-IBSA group and 9.7 £ 5.9 in the
Menopur group). However, because the study was
designed to show Non-inferiority of hMG-IBSA
compared to Menopur and since the lower bound of the
95% Confidence Interval observed (0.43) was Lmalu'
than the predefined non-inferiority margin of 2.1, the
non-inferiority of hMG-IBSA compared to Menopm was
established. Similar results were obtained for the PP
population (12.3 = 6.2 in the hMG-IBSA group and 10.1
+ 5.7 in the Menopur group), with a lower bound of the
95% ClI equal to 0.68.

Multiple regression modelling demonstrated that the
number of oocytes retrieved was influenced by the study
sites and the BMI of the patients.

A statistically significant difference between the
treatment groups were reported for the duration of the
stimulation (that was shorter in the hMG-IBSA group).
for the total number of oocytes fertilised (higher in the
hMG-IBSA group). However, the units of drug needed
to retrieve one single oocyte were equivalent in both
treatment groups.

Embryo quality resulted to be equivalent in the two
treatment groups.

No statistically significant differences between the
treatment groups were reported for any other the
secondary efficacy endpoints (i.e. fertilisation rate.
cleavage rate, mean implantation rate. positive B-hCG
test rate, clinical pregnancy rate).

No statistically significant differences between the
treatment groups were reported for delivery and live
births rate, abortion rate as well as for the new-born
efficacy parameters (including gestational age at
delivery. baby weight, singleton and multiples rate).

21. Safety results

The total number of AEs and the proportion of patients
experiencing AEs were comparable between the two
treatment groups (221 events in 42.2% of patients in the
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HMG-IBSA group and 208 events in 43.7% of patients
in the Menopur group).

Based on SOC, the most frequently reported AEs were
gastrointestinal disorders (25.2% and 23.7% in the
HMG-IBSA and Menopur groups, respectively), with
abdominal distension, abdominal pain and nausca the
more reported events, with similar frequency in both
groups.

The second most frequently reported AEs were nervous
system disorders (23.7% in the HMG-IBSA group and
26.7% in the Menopur group). The most reported
individual AE being headache (21.5% in the HMG-IBSA
group and 23.0% in the Menopur group).

There was no statistically significant difference between
the two treatment groups for the most frequently
reported AEs, except for vascular disorders. mainly
related to hot flushes, which were more often reported in
the hMG-IBSA group. The majority of AEs in both
treatment groups were mild in intensity, with only 1
severe AEs reported in both the HMG-IBSA and
Menopur groups.

The frequency and incidence of treatment-related Als

patients experiencing these events (17.0% and 18.5%.
respectively) were comparable between the HMG-IBSA
and Menopur groups.

The most frequently reported treatment-related AFEs
based on SOC were adverse events associated with
gastrointestinal disorders (abdominal pain, abdominal
distension and nausea): 8.9% of the patients in both
treatment groups.

The next most frequently reported AEs were related to
nervous system disorders (prevalently headache and
dizziness), which were equally reported in both groups
(12.6%).

Fatigue and malaise were also reported in both treatment
groups with the same frequency. while hot flushes were
reported more frequently in the AMG-IBSA group.

All the other PTs were reported by <2% of patients in
each treatment group.

patients experiencing SAEs was reported between the
HMG-IBSA and Menopur groups (5.9% in both
treatment groups). Only 4 events in 3 patients in the
hMG-IBSA group (abdominal pain lower. constipation.
ovarian hyperstimulation and ovarian torsion) were
considered related to the study drug. In the Menopur
group, only one case of OHSS was considered related to
the study drug.

Follow-up data were collected for 95 patients: 45 for the
hMG-IBSA group and 50 for the Menopur group. Ten
patients in both treatment groups reported the onset of at
least one adverse event during the gestation period. with
no statistically significant difference between the two
groups. As expected, the majority of events were related
to the pregnancy. puerperium and perinatal conditions

(144 and 127, respectively), and the proportions of

No statistically significant difference in the proportion of
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SOC. All the Adverse Events were considered Non
Serious. Information about 117 babies (57 in the hMG-
[BSA group and 60 in the Menopur group) was

therefore available. Only two babies (3.5%) in the h(MG-
IBSA group and 1 (1.7%) in the Menopur group reported
abnormalities at birth.

Tolerability at injection site resulted to be very good in
both treatment groups, with few patients reporting pain.
redness, tenderness or itching. In those cases reporting
pain, the intensity was mainly mild and limited to the
time of injection.

At the pre-study visit and on the day of hMG treatment
start, 297% of patients in each treatment group were
considered very healthy. with no notable differences
reported between the two groups. Patient wellbeing
remained high throughout the study in both treatment
groups, with only 17% of patients in the hMG-IBSA
group and 14% in the Menopur group considered mildly
unhealthy at Visit 3. showing an improvement as the
treatment  progressed. No  statistically  significant
differences in patient wellbeing between the two
treatment groups were reported during the study
(p=>0.05).

None of the 25 patients analysed produced anti-FSH.
anti-LH and anti-HCG antibodies.

22. Conclusion

HMG-IBSA resulted to be non-inferior to Menopur in
inducing controlled ovarian hyperstimulation in patients
undergoing IVF, as demonstrated by the primary
efficacy end-point “total number of oocytes retrieved”.
With regard to the secondary end-point. the higher
number of oocytes fertilised and cleaved on day 2 is a
direct consequence of the higher number of oocytes

statistically significantly different, did not influenced the
other secondary end-points like the fertilisation rate. the
cleavage rate, the mean implantation rate, the positive -
hCG test rate and the clinical pregnancy rate.

The safety and tolerability of HMG-IBSA was generally

comparable to Menopur treatment.

retrieved in the hMG-IBSA. however, this values. even if

[.l

IBSA Institut Biochimique S.A/

Dr. Franco Daglio

F 4

/’%’W? Yiea

!,//‘;);. i

Technical Director and Qua ified Person

Y

o,
=0
o

27



npo

Jonarok 30

no Topsaaky nposenexns ekcnepTisi
peecTpauiiiHux MaTepianis na aikapehbki
3aCO0M, L0 NONAIOTHLES HA AepskaBHy
peecTpalito (nepepeecTpalliio), a Takomx
€KCIEePTH3W MaTepiaie npo BHeCeHHS
3MiH 10 peecTpauiiinux matepianis
nporarom aii peecrpauiiinoro
NOCBIAMEHHS

(nyHkT 4 posniny 1V)

3BIT
KJIHIYHe BHNIPOOYBaHHsI

1. Ha3ga nikapcekoro 3acofy (3a
HAsSBHOCTI - HOMED
peecTpauifHoOro nocBinenHs)

Mepiogdept 75 MO
Mepiogpept 150 MO

2. 3ad1BHUK

IBCA Incruryr Bioximix CA

3. BupoOuuk

[BCA Incruryt Bioximixk CA

[IAHYETLCS peec:rpauiﬁ

4. IlpoBeseni nocipKeHHs: Tak+  mi AKLLO Hi, 0OrpyHTYBaTH
1) Tan nikapcekoro 3acoby, 3a JIIKAPCBKUM  3ACIB  3A  [IOBHUM J1IOChE
AKHM [IPOBOAMIIACS abo (ABTOHOMHE J1IOCh€)

3 BIIOMOIO AiI0Y0I0 PEUOBHHOIO

5. IloBHa Ha3Ba KIiHIYHOTO
BUIIPOOYBaHHSI, KOIOBAHUI HOMED
KJIHIYHOrO BUNIPOGYBaHHS

Jlocmijukenns  Gesnekn  Ta  eekTHBHOCTI  OpiBHSHHS
HoBoro cknany hMG  (hMG-IBSA) 3 eramonnum
npenapatom  (Menopur®) y nauieHTiB, ki NPOXOLSTE
CTUMYJIALIIO SIEYHUKIB 151 3aIUTiAHEHHs in vitro (EKO)

Ne nocnipkenns: 10EU / hMGO02

Homep Eudract: 2010-021021-13

0. ®aza KiliHiYHOro BHIPOGYBAHHS

Mdasa 11

7. Ilepion npoBeAcHH KJIIHIYHOTO
BUIIPOOYBaHHS

3 05 Gepesns 2011 g0 10 kpiThs 2013

8. Kpainu, ne nposomuocs LIBeiinapis
KJIHIYHE BUITPOGYBaHHs
9. KinpxicTs mocmimkypanux [lnanyerses: 272 nanienta s 250 nanieHTis, sk

MiIAraloTh OIUHIL, 3 ypaxyBaHHAM BHKIOUYeHHS (125 Ha
rpyny JiKyBamHs).

Paujomisosani: 270 mauientiB (135 B 06ox rpynax
TIKYBaHHS).

10. Meta Ta BTOpUHHI nimi
KJIHIYHOTO BHIIPOOYBaHHs

Lle  npocnekTHBHe — mpocTe  chine  pangoMizoBare
OaratoleHTpoBE JOCILKEHHS B HapaieibHUX Ipyrnax 3
JIBOMa  rpynamu  Oyno  po3poGieHO Ul nopiBHSIHHS
KiiHIMHOT edexTHBHOCTI Ta Gesnekn hMG-IBSA i Menopur
JUISL KOHTPOJIBOBAHOT CTUMYJIALIT siedyHuKIB ipy EK3.
[lanienTn, BKmoueHi B cranmapTHMii npotokon EI3.
NIXOAMIM  JUIs  JochimkeHHs. Ti. XTO  BHCIOBHB
3aLKaBICHICTh B yuacTi, 1ain iHdopmoBsany 3roay i Oy
nepesipeHi.

11. {uzaiin kiaigigHoro
BUIIPOOYBaHHS

Lle npocnektuBHe mpocre  ciine  paHaoMi3oBame
OaraToOLEHTPOBE JOCHIMKEHHS B NapaelbHUX IPynax 3
JBOMa rpynaMH  Oyno  po3poGiieHO Juist  1OpiBHSHHS
Kiiniunot edextusrocti Ta 6e3nexn hMG-IBSA i Menopur
LI KOHTPOJIBOBAHOT CTUMYIIALIT sieuHukir npu EK3.

Aepiy 1€ /Kﬂ%
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12. OcHoBHI KpHTEpiT BKIIOUEHHS

Kinku, saxi nmpoxoasTs ctumynsnio sednukis g0 EKO 3 |7

HACTYIIHUMH XapaKTEPHCTUKAMH:

* 3naruuii Ta 6axarouuii nianucatu bBrank 3roau mamieHTta
Ta JIOTpPHMYBaTHCA Tpadiky BIIBIZTyBaHHS HABYAILHOIO
3aKiany,

* >18 ta <40 pokis;

* IMT Bin 18 no 30 kr/ m2;

* MeHuIe 3 nonepeanso 3asepuicHux 1HKaie EKO (tobro
3aBEPIUEHHH UK = BiTHOBJIEHHS SHIEKIITUHN);

* Oazansuuit @CI <10 MO / 1 ta E2 <80 nr / mu (~ 290
MOIE / J1);

« llporarom 12 MicamiB 3 nouarky JociizuKeHHs

[IOPO’KHHHA MAaTKH BIANOBIJAe OYiKyBaHili HOpMaibHIfl
(yHKiT, 110 OLIHIOETHCS 3a JIOTIOMOT 01O
TpancBariHaJbHOTo Y31, ricTepocalibiliHrorpamMH.

coHoricteporpaMu abo ricTepoCKOMuHOro IO/ HKEHHS:

* Yenimna perysiiisi 3HHIKEHHS, POBEEHA 3a J10TIOMOTr0I0
CcTaHZapTHOro  Jioeroro  nportokony  GnRH-Agonist
(Kputepii  yemimnoi  perynamii  3HHKeHHS: TOBUIMHA
engometpito <7 mm a6o pisens E2 y cuposariui kposi ~ 50
nr / mi (~ 185 mmons / ).

13. NocaiuKyBaHuii TiKapChKuii
3aci0, crocid 3acTocyBanHs, cHiIa
it

['OHanoTpONiH  rOHOMOTPONIHY  JIOAMHM B NEpiojl
meHonaysu (Merional®) 75 MO / ¢uakon, nimunxipna
1H'eKLLs

OuiHioBanM BiANOBIAHICTL NOUATKOBIH 1031 (To6TO 130
MO nna nauientiB BikoM 10 35 pokis Ta 225 MO juis
naiieHTiB cTapiue 35 pokis)

14. Ilpenapat nopiBHAHHS, 1034,
criocib 3acTocyBaHHs, cua Jii

Meunomnyp (Ferring), 75 MO / ¢naxon, nigmxkipna in’ekiis

15. CynyTHs Tepartis

JIikn 1 cynyTHBOro JliKyBaHHsi BpaxoBYBalMCh MpH
BU3HAYEHHI BUMOI /Ul KOKHOrO HOTEHLIHHOrO nalienTa.
Sk mpaBuIlO, O/IHOYACHE JIIKYBAHHS HE J03BOAN0CH, SKIILO
BOHO HE € YaCTHHOIO JAOBIOTPUBAJIOTO PEKHMY JIIKYBAHHS
Ta HE BHPIUIMIO BTPYYaTHCS y MpoGHi Jiku. Y KOKHOMY
BUIAJIKY Oyso 3adiKcoBaHO BHKOPHCTAHHsA OY/b-SKOIrO
CYIYTHBOIO JIIKYBaHHSI.

Hepenpoykrusni ropMoHHW. HpU3HAYEHT JUIS TPHBAJIMX
CTaHiB (Hanpukiaa, 3aMillleHHs [MTOBMAHOT 3aj103M).
anTUOIOTHKH,  3HEOOMIOIOYI  mpemapaTH.  JOMOJOrOBi
BiTaMinn, 100aBku (ONIEBOI  KHCIOTH, HHU3LKI  J103H
acmipuHy Ta MeT()OpMiHy - BCi JIO3BOJCHO. SIKINO BOHM
MPU3HAYEHI Ta 3aCTOCOBYIOTBCS Yy CTAHAApPTHHX J103aX.
Takosx Oymu  josBoseni  GespeuenTypHi  pociaunni  Ta
BiTaMiHHi J100aBKK. Yei JiKH, sIKi BUKOPHCTOBYBAR KOXKCH
mamieHT, OymM mepepaxoBaHi, pPO3TIANYTI Ta CXBATCH]
JLOCITJIHHKOM,

16. Kputepif ouinku
eexkTuBHOCTI

JUis  KOKHOTO  naillieHTa  JOCHULKCHHS — BKJIIOUAIO
CKPHUHIHTOBHI BI3WT Ta /10 CEMH HACTYNHMX BI3UTIB. SKIIO
Qopma pesynbrary BaritHocTi He Oysa  nosepHyTa
npoTsiroM 15 aniB Big mepeabavyBaHol JaTH IOJIOTIB,
MAliCHTKH TAKOX OTPHMAIM JIOJATKOBMI  TenehoHmil
NI3BIHOK.

17. Kpurepii oninku 6e3nexu

[IP (moyaTok, TsKKICTb, TPHBAIICTh. B3aCMO3B A30K 3
HAPKOTHKAMM, CEpPHO3HICTE. Jlist / NIKYBaHHS
BUMAraeThLest)

- pusuk CI'Jl  (36inbmienHs seynukis> 10 cm  abo

Jory /-6

y



GonikyyspHUii pO3BUTOK NOHAL

> 20 ¢onixynis, piBui 178-ectpagiony> 10000 mmons / 1)
- MicIIeBa MIEPEHOCHMICTD Y Micii il exii

- remMaroJioriube Ta 6ioximiune saboparopHe JOCIiKEH S
- 3arajibHe CaMOMOYYTTs naiieHTa

Cepito3ni noGivyni peaxuii, ki Maad Micue niz dac
JIOCITTIKEHHS, OUiKYBAaJOCh 1 BIAMOBIAANO YaCTOTI, 110
criocTepirajacs B IHIIMX AOCHIUKCHHSIX. AHaJ3  He
BHK/IMKAB JKOIHMX TipobieM 3 Oe3mexoro. TOB'S3aHHX 3
JI0CITJUKYBAHUM JTIKYBaHHSIM,

18. CraTHCTHYH]I METOIH

ITT (To6TO BCI NaLiEHTH, SKi OTPUMYBAIH IPHHAHMHI OJIHY
03y JIOCHIJKYBAHOIO  MPOAYKTY), OyJIM  [CPBHHHOIO
MOMYJSUIEI0 Juls  aHanizy edextuBHocti. Takox Oyim
npose/ieH! aHanizu nonyssuii Per Protocol (PP) (to6To Beix
nanieHTiB, Aki nepenecin OITY), a takox monymanii, sika
3aBariTHina.

3arajbHy KUIBKICTH OOLMTIB, OTpUMaHuX uepes 34-36
ronud  micng  seenenHss hCG, BUKOPUCTOBYBaM  JUIs
TecTyBaHHs HenosHouinuocti hMG-IBSA nopisusino 3
Menopur. Cepenni 3HadeHHs HaHMEHILIMX KBaJpaTis Ta
MOB'A3aHi 3 HUMH CTaHIapTHi TIOMHJIKH
BUKOPHCTOBYBAIIMCL JuUis  obumnciaenus  95%  josipyoro
IHTepBaJly PI3HUII MDK ABOMa rpynamu. SKmo HuKHS
meka 95% IOoBipyOro iHTEpBany pi3HUII MK cepeHiMu
nokasuukamu  (hMG-IBSA  minyc kommnaparop) Oyia
Ginbioro, Hivk -2,1, To hMG-IBSA Brakanocs He riprinm
MOPIBHSJIBHOTO.

[Ticnst npoReneHHst AuCIepciHHOrO aHamizy juis oprasizaiii
Ta ysaraJlbHEHHS pe3yabTaTiB adajizie Oyia BUKOHaHA
tabnuusa ANOVA. bararodaktopiuii qucrnepciiinunii anasnis
OyB BHKOpHCTaHWH Ui po3paxyHKy 95% nosipuoro
iHTepBaNy Ui PI3HUNI MK rpymaMH  JIiKyBaHHs,
BHKOPHCTOBYIOUH JOCII/UKYBaHHI [EHTp. BIK KIHOK Ta
IHAGKC MacH Tina sk Komapiatd. [lepBunuuii ananis
CQEKTHBHOCTI, 1110 BKJIIOYAB OCHOBHI e(eKTH (JIIKYBANLHMI
Ta J0CJHIAHMHA 1eHTp), OyB MOBTOpPEHMI 3 Jl07aBaHHsIM
TPYIH JIIKYBaHHS 3a TEPMiHAMHU B3ae€MOJIiT LIEHTPY.

Jln1a  BTOpuHHMX Oe3lepepBHUX 3MIHHHX  [POBOAMIIH
CTATHCTHYHHUI  aHajliz i3  BUKOPUCTAHHSIM  MOJEJIEH
nucnepciiinoro ananizy (ANOVA) 3 koedinientom juis
rpynu nikyBanust (hMG-IBSA nporu Menopur). s
BIIOPAZIKOBAHUX KATEropianbHUX 3MIHHUX edexT rpynu
NMKyBaHHs aHali3yRaau 3a jonomoroio tecty Kokpana-
ManTensi-Xenzens, ToJi  SK A9 HEBIOPSAKOBAHMX
KaTeropialbHUX 3MIHHHX 3@ JOMOMOrOI0 TOYHOIO TECTY
dimepa.

3axBoproBaHicTh Ha nobiuHi  peakinii nopigHiOBaIM 32
JI0IIOMOTOI0 TOYHOro TopiBHsHHA TecTiB Dimepa hMG-
IBSA ta Menonypa.

Bci cTaTicTHYHI po3paxyHKH MPOBOIHIKHCH 3@ JIOIOMOT0I0
nporpaMHoro 3abezneueHHs SAS®.,

19. lemorpadidti nMoKa3HHKH

OCITJKYBAHOT MOMYJISAIIT (CTATh,

BiK, paca, TOILO)

JIBi rpynu nikyBamHs, sK [paBuio. jo0pe BiANOBizanu
nemorpadiuHum - xapaktepuctukam., B obox  rpynax
Olnbwicts (> 93.3%) nauientiB OyiM KaBKa3UAMH, 4
cepenniii Bik cranoBuB npubimsHo 33 poxu. Cepejini
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(23,7 xr / M* mpotu 23,5 kr / M2 y rpynax hMG-IBSA Ta
h/genopur BI/NOBINHO) i KommBanucs Bin 17,0 1o 30,0 kr /
M.

sHaucHHs IMT rtakox Gymn nomiGuumu y jsox rpymnax

20. Pesynbraru epextunHocTi

Honynsuis ITT srmovana 270 nauientis. 3 skux 259
IPOBOIMIIA 1IOIYK OOUMTIB. 3araioM, rpyna HMG-IBSA
Ta Menopur gobpe Bimnosigana 3 Toukw 30py
memMorpadiuaux xapakrepucTuk 6asosoi minii. Cepenniii
BIK IALLEHTIB CTAHOBHB MpuGAM3HO 33 pokn Y KOXKHIM
rpyni jikyeaHss, 3 IMT 23.5 xr / M2 i> 93% nauicuris y
KOKHIH rpyni Oynu kaskaszusimu, TlauienTu, sk IPaBHJIO,
OyIM 3/10pOBMMH | BBAXKAIMCS NPEACTABHUKAMH DY
nauienTis, ki npoxomunu jikysanus EKO. [TomiTiux
BIIMIHHOCTEl MIX rpynamm JiKyBaHHS B anamuesi
Oe3ITi s, NIarHOCTHYHHUX 3MIHHUX MOKA3HHKIE oesrnmag.
knacudikauil  Gesmmiand, riHekonoriuHomy ofcTemenni.
cepeliboMy  piBHI  OasanbHoro pisus ®CI ta  E2.
MoTiepe/niif Ta cynyTHiil nartosorii Ta Monepe/IHbOMY Ta
CYNYTHBOMY 3aCTOCYBaHHI JIKIB HE MOBIZOMJISJIOCS.
Cepennst TpuBanicts Gesmmiuis cranosuia 49,7 micsiis y
rpyni hMG-IBSA Ta 45,5 micauis y rpymi MEHOTypy. a
,,40JIOBI4HH (PakTOp™ OYB HaiiGiNBLII YacTO MOBIIOMATCTLCS
MpUUHHOK Besrtiuis (6an3bko 60% nauieHTis y KoKl
rpymi).

Y nmonynsauii ITT saraibHa KinbKicTs 0TpUMaHnx 0oNKTIB
OyJia CTaTMCTHYHO JOCTOBIPHO BUIIOIO y rpyri hMG-IBSA
NOpPiBHAHO 3 rpynoro Menopur (11,6 + 6,6 y rpyni hMG-
IBSA ta 9.7 £ 59 y rpyni Menopur). Onnak. ockiibki
focaikents 6yno po3pobieHo, 1106 npoaeMoHCTpyBaTH
Henosrouinnicts hMG-IBSA nopisnsuo 3 Menonypom i
OCKUIBKM HIDKHS Mexa 95% aoBipuoro imrepsasy. 110
criocrepiracteest (0,43), Gyna Ginbimoro, Hik 3azgancrije
BH3HAYCHHH Mexa HeiHdepeHTHOCTI -2,1, BCTAHOBJIEHO
HeroBHouiHHICTE hMG-IBSA  nopisHsHO 3 MeHOmypoM.
MoniGui pesyavratu Gynu orpumani ans nonynsigi PP
(12,3 + 6,2 y rpyni hMG-IBSA Ta 10.1 + 5.7 vy rpyni
Menonypa), 3 HHIKHBOIO Mexero 95% J11, pisHim 0,68.
MozenioBanHs MHOXKHHHOT perpecii npojieMoncTpysasio.
0 HA KUIBKICTh OTPHMAHHMX OOLMTIB BIUIMBATH MicCIA
nocriukenHs Ta IMT nanienTis.

[ToBizoMas710Cs 11PO CTATHCTHYHO 3HAUYILY PI3HUILO MitK
rpyNamMu JIKYBaHHs 1IPOTATOM TPHBAIOCTI CTHMY ST (sKa
Oyna xopormor y rpyni hMG-IBSA) juis saranssol
KUIBKOCTI 3antignennx oouwutis (Ginbma y rpyni hMG-
IBSA). Onmmak omuuuui npenapary. mHeoGXinni s
OTPUMAHHS OJTHOIO OOUMTA, OYJIH eKBIBAICHTHUMH B 000X
rpynax JIiKyBaHHs,

AkicTb eMOpioHiB BHSBHJIOCS PIBHOLIHHMM Yy JIROX Ipyriax
JIIKyBaHHS.

He Oyno sapeecctpoBano  craTHcTHYHO — 3HAYYIIMX
BIIMIHHOCTEH MDK TIpynamu JKYBauHs s GYJIb-sKHX
IHIIMX BTOPHHHHX KIHIIEBHX TOUOK e(DeKTHBHOCTI (TOGTO
WIBM/KOCTI  3alUIJIHEHNS,  MIBHIKOCTI  PO3MIET/ICHHS.
CepeHbOl  LIBMAKOCTI IMIanTauil,  1MO3HTHBHOIO
nokasuuka B-XI'Y, k1iHiYHOro mokasHuKa BaritTHOCTI).

He  Gyno  sadikcoBano  cratuctmuno  3wauyminx
BIAMIHHOCTEN MK rpynamu JiKyBaHHS LIOJO TIOJOTIB 1a
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PIBHSI HAapOJUKEHOCTI, YAacTOTH aGoOpPTIB, a TAKOK MO0
napamMeTpiB e(PeKTUBHOCTI HOBOHAPOMKEHUX (BKIIIOUAIOUH
TEPMIH  BariTHOCTI  NpU  noJjorax. Bary  JIMTHHH.
OAHOMJIIAHICTL Ta MHOKHHHICTB ).

21. Peaynbratu Gesnexu

3aranbHa Kinbkicts [1P Ta yacTka namienTis, axi MepeHeCTH
[IP, Oynu MOpiBHAHHUMM MK OBOMa rpynamu NKYBaHHS
(221 momis y 42.2% nauientis y rpyni HMG-IBSA ta 208
noii y 43,7% nauientis y rpyni Menonypa).

Buxonsun 3 SOC, HalGULIBII 4acTo NOBiIOMIISBAIHMH
HEllyraMn OyJiM po3naau HLTYHKOBO-KHIIKOBOIO TpaKTy
(252% Ta 23,7% y rpynax HMG-IBSA Tta Menopur,
BIIIOBIZIHO), MpH 1LOMY OilbINe MOBiIOMIAIOCH npo
BAYTTS KUBOTA, OiNb y MKHBOTI Ta HYAOTY, 3 MOAIGHOIO
4acToToI0 B 000X rpynax.

JIpyrumu  Halbinbil 4acTo MOBIAOMIIOBAHMMH  HE Oyim
po31aau HepBoBOi cuctemu (23.7% y rpyni HMG-IBSA ta
26,7% y rpyni Menonypa). Haituacrie nosigomusiocs
npo iguBiyanshi [P, skoio Gys ronosnuit Gins (21,5% vy
rpyni HMG-IBSA Ta 23,0% y rpyni Menonypa).

He Oyno cratmeTnuno 3Hadymoi pisHuii  Mix JaBoma
rpynaMu JIKYBaHHS JUTs HaHGIIBIN YacTo MOBIIOMIISBAHHX
[P, 3a BMHATKOM CYJMHHMX pO3JIajiB, FOJOBHHM YHHOM
MOB’A3aHUX 3 NPUIVIMBAMHM, NPO  gKi  vacTiiie
nopinomnsnocs B rpyni hMG-IBSA. Binbuicts HE B 06ox
rpymnax JiKyBaHHS Masi ciabKy iHTGHCHBHICTB, JHIIE B |
rpyni 'MI™-IBCA ta Menonyp Gyno 3apeectpoBano Juiie
1 Ty TTP.

Hacrora Ta vactora now'szanux 3 nikyeanusm HE (144 ta
127 BiamoBigHO) Ta wacTKa NALICHTIB, 110 3a3HAJM IHX
noxin (17,0% Ta 18.5% Bianosixuo), Gynu nopiBHsHHAMH
mix rpynamu HMG-IBSA ta Menopur.

Haiivyacrime nosinomisisani npo nikysanns HE na ocnosi
SOC Oymu noGiuni edexrn, nos’ssani 3 posiazamu
IITTYHKOBO-KHIIKOBOTO  Tpakty  (0inb y  KHBOTI.
PO3TATCHCHHS XKHBOTA Ta HyA0Ta): 8,9% naitientis B 000X
rpyIax JIiKyBaHHS.

Hacrynui nalGinbim vacto nosigomsssani neayru Gymam
MOB’A3aHl 3 pO3NagaMu HEPBOBOI CHCTEMH (FOJOBHHM
GomeM Ta 3amamMOpoOYeHHAM), NPO AKi MOBiLIOMISIOCH
0JIHaKOBO B 000X rpynax (12.6%).

BToMnuBicTL Ta He3xyKaHHA TAKOXK [1OBIIOMISIOCH B 060X
rpynax JiKyBaHHS 3 OJHAKOBOIO YacTOTOI, TOMIi #K
NPHUILUTMBH YaCTille peecTpyBaliueh y rpyni hMG-IBSA.
[Ipo Bei inwi TIT noinomusim <2% nauieHtis y koxiiii
rpyni JIKyBaHHsl,

He Gys10 3apeecTpoBano cTaTHCTHYHO 3HAUYIIOT Pi3HULI Y
vacTUi mnauienTis, ski mepenecnn CAE, mix rpynamu
HMG-IBSA ta Menopur (5,9% B 060X rpynax mikyBaHHs).
JIuwe 4 nonii y 3 nauientis y rpyni hMG-IBSA (6inb y
PKHBOTI  BHM3Y. 3anop. TinepeTHMYJsILS  SCUHHUKIB  Ta
MEPEKPYT  AECUHMKIB)  BBAKAIUCS 0B A3aHUMH 3
JlociipkyBanim - niperapatom. Y rpyni Menopur e
oaun Bunagok CI'S1 OyB posrnsHyTHH K HOB'S3aHuMil 3
IIOCITIKYBAHHM TIPEIIapaToM.

Jlani nojianpboro crocrepexeHns Gynu 3iGpani s 95
nadientis: 45 s rpynn hMG-IBSA Ta 50 s rpynm

Menopur. Jlecsith nauientis B 060X rpynax JUKYBAHBA ,
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TNOBIIOMJISUIM TIPO NpUHANMHI OJTHY HECHPHATIMBY NOII0
MpOTATOM  rectauilinoro nepioay. Ge3  CTaTHCTHYHO
3HAYYLIOL PI3HULI MK LIMMH JBOMa rpynamu. SIK i ciij
Oyno ouikyBatu, OinbluicTs Mo OyJin noB'szani 3
BariTHICTIO, HICTISINOJOrOBHM nepiogom Ta
nepuHataibiumMu ctanamu SOC. Yci Hecnpusitiuei ot
BBAXAIHCA HecepiHo3Humu. Tndopmartist po 117 aiteii (57
y rpyni hMG-IBSA ta 60 y rpyni Menopur) Oyna

ToMy focTynHi. Jlume jsoe nemornst (3.5%) y rpyni
hMG-IBSA Ta 1 (1,7%) y rpyni Menonyp nosizomunn npo
BiJIXHJIEHHS [IPH HAPOKCHHI,

[lepenocumicts y Micui  iH’ekuii  BusBHIACSH oyxe
XOpowoo B 000X rpynax JKYBaHHS. | Maio naiicHTin
MOBLIOMJISUIH  1IPO - Gistb,  NMOYEPBOHiHHS, GOMOUICTh a60
cBepOixk. Y THX BHIAAKaX, KOJIM MOBLIOMIISLIOCS 1po Ok,
IHTCHCHBHICTE Oyna B OCHOBHOMY ¢J1a0KOI0 Ta 00MEKEHOHO
4acoM 1H’eKitil.

[lix wac Bi3HTY JI0 nOCHi/UKEHHS Ta B JIeHb noyvaTKy
mikysauus  hMG., >97% nauientin y  kosxuiii rpyni
JUKYBAHHSA BBAXKAIMCSA Jly)Ke 3J0POBHMH, 063 NOMITHMX
BIIMIHHOCTEH MK UMMM JiBOMA  rpynamu. [poTsirom
YCBOTO  NIOCHIKCHHS B 000X  rpymax — JiKkyBaHus
CaMOTIOYYTTs MAliE€HTIB 3THINATIOCS BUCOKUM, i jiuie 17%
nauientie y rpyni hMG-IBSA ta 14% y rpyni Menonyp
BBAXAJM JICTKHM HE3[0POBMM Mil 4ac BijaBiaysanus 3.
JICMOHCTPYIOYH  TOKpallCHHs B Mipy [porpecyBaHHs
jikysanns. Ilin wac socnipkenns ne Gyno 3adikcosano
CTATHCTUYHO 3HAYYIIMX BIAMIHHOCTEH Yy camMonouyTTi
NAIieHTIB Mix BOMa rpynamu mnikysanns (p> 0,03).
Kozen 3 25 mpoamanizoanux nauienTis He mMpoIyKyBan
anTuTiN nnpotu FSH, antu-LH ta antu-HCG.

22. BucHOBOK (3aKimioueHHs )

Pesynbratn nocnijukenns nokaszanu, mo HMG-IBSA e
MOCTYAETHCS Menonypy npu IHYKYBaHH
KOHTPOJILOBAHOI TiNePCTUMYNALIT S€UHUKIB Yy nanientis,
siki nepenecu EKO, sk 1ie 1poAeMOHCTPOBAHO EPBHHHOIO
KIHIIEBOIO TOYKOIO e(eKTHBHOCTI "3arajbHa KiJIbKIiCTh
BUIydeHHX oouuTis". Illo cTocyeTbes BTOPUHHOT KiHIleBOT
TOYKH, TO OLIbIIA KiJBKICTh 3aMTiIHEHHUX T PO3LIEIICHHX
OOLMTIB HA 2 JIeHb € MPSIMAM HAC/iIKOM GLIBLIOT KiibKOCT]
ooumtiB, orpuManux y hMG-IBSA, oxnak 1i 3nauenus.
HaBITh SKUIO CTATUCTHYHO JOCTOBIPHO RiApI3MsiHCs, He
BIUTMBAIM HAa IHOII BTOPUHHI KiHIEBI TOuUKH, Taki sik
WBU/KICTE  3aIUIIHEHHS,  WBHAKICTH  PO3LICIIICHHS.
CEPE/IHsI LIBUAKICTH IMILIAHTAILT, TO3NTHBHUIT piBeHb TecTy
Ha 3-XI"Y Ta KiHiuHMi piBeHb BAriTHOCTI.

besneka ta nepenocumicts I'MI-IBCA, sk npasuno, Gyia

MOPIBHSAHHA 3 JIIKyBaHHsIM Menomypowm.

®panxo armio nionuc

Texuiunnii mupexrop ta ynosnosaxena ocoba M.I1,
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Annex 30

to the Procedure ol 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 V)

REPORT

about a clinical trial

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

Meriofert 75 TU
Meriofert 150 U

2. The applicant

IBSA Institut Biochimique SA

3. Manufacturer

IBSA 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

A prospective, randomized,
controlled, clinical study of phase III on the clinical
efficacy and tolerability of hMG-IBSA (IBSA Institut
Biochimique  SA) Menopur®
administered subcutaneously in women undergoing
controlled ovarian hyperstimulation (COH) in an ART

programme (IVF).

investigator-blind,

VErsus (Ferring)

Study No: 04I/HMG10

6. Clinical trial phase

Phase 111

7. The period of the clinical trial

1st enrolment: 27/03/2006
Last completed: 30/05/2008

8. Countries where the clinical trial
was conducted

Switzerland

9. Number of subjects

144 patients planned, 167 screened.

10. Purpose and secondary objectives
of the clinical trial

Objectives:

The purpose of the study is to evaluate the clinical
efficacy and general tolerability of two different
subcutaneous hMG preparations (hMG-IBSA, IBSA vs
Menopur®, Ferring Pharmaceuticals, Inc.) when
administered to patients undergoing controlled ovarian
stimulation for IVF.,

11. Clinical trial design

A prospective,  randomized, investigator-blind,
controlled, clinical study of phase III on the clinical
efficacy and tolerability of hMG-IBSA (IBSA Institut
Biochimique SA) versus Menopur®  (Ferring)
administered subcutaneously in women undergoing

controlled ovarian hyperstimulation (COH) in an ART
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programme (IVF).

12, Basic inclusion criteria Women undergoing ovarian stimulation for IVF with or
without ICSI (intracytoplasmic sperm injection) and with
the following characteristics:

- Voluntary given informed consent to study
participation in writing encompassing consent to data
recording and verification procedures;

- > 18 and <37 years old;

- BMI between 18 and 28 kg/mz;

- Less than 3 previous completed IVF cycles:

- Basal FSH level less than 10 TU/L, once within 6

months prior to the study;

- Within 12 month of the beginning of the study. uterine

cavity consistent with expected normal function as

assessed  through a  hysterosalpingogram,  or

sonohysterogram, or hysteroscopic examination or

TVUS;

- Normal or clinically insignificant haematology and

blood chemistry values.

13. The investigated drug, method of [Human hp-Menopausal Gonadotrophin (Merional®) 75
application, potency [U/vial.

225 IU daily for the first 4 - 5 days then adjusted
according to ovarian response. Subcutaneous injection.

14. Comparison drug, dose, method [Menopur (Ferring), 75 [U/vial, 225 U daily for the first 4
of application, potency - 5 days then adjusted according to ovarian response.
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 ol
additional drugs was reported in the CRFs.

16. Criteria for evaluating Primary End Point

effectiveness Total number of oocytes retrieved 34 — 36 hours after hCG
administration.

Ovarian stimulation:

- Total dose of hMG (IU);

- Number of days of hMG stimulation and stimulation
duration (from stimulation onset until hCG injection);

- Cancellation rate with reasons;

- E, serum concentration on the day of hCG injection;

- Number of follicles >16 mm on the day of hCG
injection.
Oocyte quality:
- Number of mature oocytes (grade I1l-metaphase 11) and
of inseminated oocytes.
- Fertilization rate;
Final result:
- Embryo score according to the criteria established by
Veeck;
- Number of transferred embryos:
- Implantation rate:
- Clinical pregnancy rate (per stimulated cycle, per

by
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oocyte retrieval and per embryo transfer).

17. Criteria for safety assessment Tolerability evaluation parameters

- Adverse Events (AEs) occurring during the study (time
of onset. severity. duration and action/treatment required):
- Incidence of OHSS;

- Local tolerability at the injection site;

- Overall assessment of health.

18. Statistical methods Statistical calculatlons were performed with S/\b 8.2

for Wmdows Data managemem 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 y2.
as appropriate.

The primary outcome variable, number of oocytes
retrieved 34-36 hours after hCG administration. was
used to test 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
®

Menopur  group was used to set the 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
Il oocytes, number of immature oocytes. number of
inseminated oocytes, levels of 17B-estradiol (E2) 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, implantation rate were compared for the
efficacy analysis according to unpaired Student t test
(continuous variables) or according to %2 test (rates and
categorical variables).

For 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
pregnancy rate were also analyzed by means of y2test to
assess if there are differences between the two treatment
groups. For these parameters the Cochran-Mantel-
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
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groups was compared according to y2 test.

The tolerability parameters were analysed according to
12 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 of the
studied population (sex, age, race,
etc.)

The two treatment groups were generally well matched
for demographic characteristics. In both groups, the
majority (>93.3%) of patients were Caucasian and the
mean age was approximately 33 years. Mean BMI valucs
were also similar in the two groups (23.7 kg/m2 versus
23.5 kg/m2 in the hMG-IBSA and Menopur groups.
respectively), and ranged from 17.0 to 30.0 kg/m?2.

20. Efficiency results

With reference to the primary outcome variable (i.e.
number of oocytes retrieved), the results of the
Schuirmann interval hypothesis test suggested that h(MG-
IBSA is not-inferior to Menopur both in the ITT and in
the PP analysis. Age and centre correlation was
highlighted by the ANOVA model: in fact, the number
of oocytes retrieved decreased with the increasing
patients’ age. Morcover, one centre (Centre 3) collected
significantly less oocytes compared to the other two
(Centre 1 and Centre 2). Neither the infertility diagnosis
nor the BMI resulted to have an effect on the primary
end-point outcome.

All secondary parameters taken into consideration in this
study are standard parameters evaluated routinely in
fertility centres.

The analysis of ovarian stimulation parameters (duration
of the treatment, daily dosage and total units of hMG
used, the number of follicles > 16 mm and the 17p-
estradiol level at hCG day) showed a higher efficacy for
hMG-IBSA compared to Menopur. Actually, to obtain
the same number of follicles > 16 mm and the same 173-
estradiol level on hCG triggering day. significantly fewer
drugs was used in the hMG-IBSA group. In addition,
estradiol levels increased more rapidly in the h(MG-IBSA
group (i.e. at cycle monitoring visit 3. visit 3a and visit
3b estradiol levels were significantly higher in the hMG-
IBSA group compared to the Menopur group).
Moreover, even if the total number of oocytes retrieved
was equivalent between treatment groups, the grade of
maturity was superior in the hMG-IBSA group (i.c. the
ratio mature MII oocytes/total oocytes retrieved was
higher in the h(MG-IBSA group. while the ratio immature
oocytes/total oocytes retrieved was higher in the
Menopur group).

In compliance with existing cthical regulations that
prevail in Italy (Legge 40/2004), no more than 3 oocytes
per patient were inseminated, with no difference between

treatment groups (2.7 £ 0.7 vs 2.7 £ 0.7 in the hMG-
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IBSA and in the Menopur group. respectively).

The number of fertilised oocytes (2PN plus cleaved on
day 1: 2.4 + 0.9 vs 2.5 £ 0.8) and the fertilisation rate
(26.7% vs 30.2% of retrieved oocyte, 88.5% vs 92.5% of
inseminated oocyte) were equivalents in the two
treatment groups.

Similarly, the number of cleaved embryo on culture day
2 (2.3 £ 0.9 vs 2.5 vs 0.8) and the cleavage rate at day 2
(defined as the number of cleaved embryos on culture
day 2 divided by the number of retrieved oocytes or by
the number of inseminated oocytes) resulted to be very
comparable in the two groups (26.3% vs 29.7% of
retrieved oocytes. 86.9% vs 91.0% of inseminated
oocytes).

As for the in vitro fertilization process, embryo transfer
was achieved in the vast majority of patients in cither
group, corresponding to 94.4% (n=67) of the 71 patients
with positive OPU (i.e. with at least one oocyte
retrieved) in the hMG-IBSA group. and to 100% (n=72)
of the 72 patients with positive OPU in the Menopur
group, with no embryo transfer due to failure to derive
embryos accounting for four cases in the hMG-IBSA
group.

According to the Italian Legislation. all embryos were
transferred. with the majority of cases having three
embryos replaced in the patient uterus. No oocytes, 2PN
zygotes or embryos were frozen and no embryos were
discarded. Embryo quality scored using the Veeck
criteria showed no difference between treatment groups.
The implantation rate per embryo transfer, the positive
B-hCG (pregnancy) test and the clinical pregnancy rate
per oocyte retrieval and per embryo transfer were
equivalent between treatment groups. In total, 52 patients
had a positive urine pregnancy test (25 in the A(MG-IBSA
group and 27 in the Menopur group). The clinical
pregnancy was confirmed at final visit scan in 20
patients per group.

Finally. pregnancy follow-up, delivery and baby status
information, collected only for few patients (10 in the
hMG-IBSA group and 11 in the Menopur group).
showed no differences in terms of multiple pregnancies.
gestational age at birth, of preterm birth rate, birth
weight and length or APGAR score.

21. Safety results

Both treatments resulted to be well tolerated and 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.
Very few adverse events were recorded during this
study. Two of the three AEs, all reported in the hMG-
IBSA group, were related to OHSS, a well known.
iatrogenic syndrome. Both cases were of mild intensity.
Only one case required hospitalisation and was therefore

classified as serious. Both cases resolved without
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sequela. The third AE reported was an ovarian cyst that
causes treatment interruption and withdrawal of the
patient from the study.

One case of early abortion, one case of early pregnancy
loss due to blighted ovum and two cases of biochemical
pregnancy loss were reported in 4 patients treated with
Menopur.

More or less 2 weeks after delivery date, patients were
telephonically contacted to collect further information on
pregnancy outcome and baby status. Findings related to
safety issues included gravidic hyperemesis. abortion
and threatened abortion in 3 hMG-IBSA trcated patients.
and abortion in 2 Menopur treated patients.

Moreover, a heart malformation (auricular appendix)
was reported in one baby of the Menopur group.

The safety issues related to pregnancy outcomes
emerging from the analysis of the pregnancy follow-up
forms data result to be in line with the known
frequencies for patients under infertility treatments.

22. Conclusion [n conclusion, the results of this prospective, investigator
blind, controlled study support the usefulness of hMG-
IBSA given subcutaneously, in view of its efficacy not-
inferior to Menopur with regard to the number of oocytes
retrieved. Moreover a better efficacy of hMG-IBSA was
observed in term of total and daily dose used (both vials
and [U), as well as in treatment duration. Additionally,
oocytes quality (in term of “number of mature oocytes
retrieved /total number of oocytes retrieved” and
“immature  oocytes/total oocytes retrieved”™)  was
significantly in favour of hMG-IBSA. Finally no
clinically or statistically significant differences in terms
of safety (AE, local tolerability, pregnancy outcome)
between the two products were observed.
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Jlonatok 309~

a0 [Mopanky nposeneHHs ekcneprisy
peecTpauiiHux MaTepianis Ha Nikapehbki
3aco0H, 11O NOAAIOTLCA HA AepKaBHY
peecTpauiio (nepepeecTpauiio), a TaKox
EKCMEePTH3N MaTepialliB Npo BHECEHHS
3MiH 10 peccTpauiiiHnx mMaTepianis
npoTarom Aii peecrpalitifinoro
NOCBIAEHHS

(nyusT 4 posniny 1V)

3BIT
KJIIHIYHe BUNPOOYyBaHHs

1. Hasga nixapcekoro 3acofy (3a
HasIBHOCTI - HOMED
peecTpaniiiHoro mocBixyeHms)

Mepiopept 75 MO
Mepiodept 150 MO

2. 3asBHUK

IBCA Incrutyt Bioximik CA

3. Bupobuux

IBCA Incruryr Bioximix CA

TJIAHYETHCS peecTparlis

4. IlpoBeneni nociimKeHHs: Tak+ wi  skwo =i, 06rpyHTYBaTH
1) Tun nikapcekoro 3acofy, 3a JIIKAPCBKMIA  3ACIB  3A  [IOBHUM J0OChE
AKHM [IPOBOAHIACS ab0 (ABTOHOMHE JTOCKE€)

3 BIZIOMOIO JIHIOYOI0 PEUOBHHOIO

5. IloBHa Hasga KIiHIYHOrO
BHIIPOOYBAHHS, KOJOBAHHUI HOMED
KJIIHIYHOTO BUIIPOOYBaHHS

[IpocnexTuBHe, panmoMizoBaue, cjine aias J0OCHiAHHKIB.
KOHTPOJIbOBaHe KiiHiuHe pocnimkents ¢asu [l w00
KiiHIYHOT edexTuBHOCTI Ta mnepenocumocti hMG-IBSA
(IBSA Institut Biochimique SA) nopisusno 3 Menopur®
(Ferring), mo BRBOXMTBCA  NIAIKIPHO — KiHKaM.  siKi
MPOXOJAATE KOHTPOJBLOBAHY TINEPCTHMYSIIO SCUHHKIB
(COH) y nporpama APT (EKO).

Jocnipkenns No: 041/ HMG10

6. ®asa KIIHIYHOrO BUNPOOYBaHHS

Dasza I11

7. Ilepion npoBeneH s KIIHIYHOTO
BUIIPOOYBaHHSI

1-i1 3anmc: 27/03/2006
Bocranne 3agepueno: 30.05.2008

8. Kpaiuu, ne nposouuiocs
K1IHIYHEe BUIIPOOYBaHHSI

[Iseitapis

9. KifbKicTb 10CTiIKYBAHUX

3amtanosano 144 namienTu, obcrexeHo 167,

10. Meta Ta BTOpuHHI 1ini
KIIHIYHOro BUIpoOyBaHHs

Metoro nocnimkenns € oliHKa KAiHIYHOT epeKTHRHOCTI Ta
3arajibHOI ~ TMIEPEHOCHMOCTI  JBOX  PI3HHX  MIHIKIPHHX
npenapatie hMG (hMG-IBSA, IBSA nporn Menopur®,
Ferring Pharmaceuticals, Inc.) npu Beenenni nauicnram, sixi
MPOXOJIATE KOHTPOJIBOBAHY CTHMYJISILIIO ACYHHUKIB 3 METOO
EKO.

11. Jluzaiin kaiHigHOIO
BUIIPOOYBaHHS

[IpocniexTHBHE, paHpoMi3oBaHe, chine Juis JIOCTiIHHKIB.
KOHTPO/IbOBaHe KJIHIYHE apociijpkedds (aszu [ mono
Kiiniynoi  edektuBHocTi Ta nepenocumocti hMG-IBSA
(IBSA Institut Biochimique SA) nopisasHo 3 Menopur®
(Ferring), 1m0 BBOAWTBCS NIAIKIPHO KiHKaM.  sIKi
NPOXOMATE KOHTPOJbOBAHY TIMEPCTHUMYIALIIO SE€UHHKIB
(CA) y nporpama APT (EKO).

12. OcHOBHI KpHTEPii BKIIOYEHHS

JKiHKH, K1 NpoXo/sTh cTUMYIsSIio gcunikis v EKO 3
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abo 0e3 IKCI (inTpaunroniazmaTtiuna in'exiis CIIEPMHM) Ta
3 HACTYITHUMH XapaKTePUCTUKAMMU:

- JlobposinbHa iHpopmoBana 3roja Ha THCEMOBY y4yacTthb y
JIOCITIIDKCHHI, 1O BKIIOYAE 3rofy Ha NMPOLELYPH 3aricy Ta
IIEPEBIPKH JIAHUX;

-2 18 ta <37 pokip;

- IMT Bin 18 no 28 kr/ m2;

- Mene 3 nonepe/auix uukais EKO;

- Oasanbuuil pisenp OCIT Menme 10 MO / n omun pas
MPOTATOM 6 MICSILIIB J10 JIOCTIIKCHHS;

- Ilporsrom 12 wmicsimie 3  mowaTky  aocsiipKerHHs
NOPOJKHUHA MATKH BIJUIOBIJAE OUIKYBaHiil HOPMaIbHIji
hyHKLIT, sIKa OLLHIOEThCH 3a JIONOMOT'O10
ricrepocaibiinrorpaMi, abo  coHoricteporpami,  a6o
ricTepockomiyHoro nocuimkenns abo TBYC:

- Hopmaneni a0 kmiHIYHO He3HAuylli NOKA3HUKH
remMaroJIorii Ta XiMii KpoBi.

13. JlocnimkyBauuii jiikapebKHuit
3aci0, crocib 3acrocyBanusl, cuia
it

lonanorponin  momuun B KIIMakTEpUUHOMY  Nepioi
(Merional®) 75 MO / ¢uiakon

225 MO monnst npoTsiromM mepmux 4 - 5 amiB, NOTiM
KOPHTYETBCSI BIAMOBINHO J10 peaxuil seunukis. [limmkipua
1H eKIis.

14. TIpenapat nopisHsiHHS, 1034,
crioci 3acTocyBaHHs, cuia ail

(Ferring), 75 MO / ¢nakon, 225 MO wosHst npoTsrom
nepuMx 4-5 AHIB, NOTIM KOPHIYETHCS BIANOBIAHO J10
peakuii seynukiB. [ligmkipna in’exiis.

15. CynyTHs Teparmis

DKoiHa cymyTHs Tepariisi He I03BoJssacd, SKINO 4YacTHHA
craHaaptHoi mnpouenypu mikyBanHs EKO abGo uactuHa
TPHBAJIOTO JIIKYBaHHS He Oylia OlliHeHa K Taka, 110 He
3aBa)Kac JOCHAIAHUM npenapatam. Y Oyib-aKoMy BHMAJKY.
MpO BBEJICHHS [10/IATKOBMX MpEraparis HOBIIOMISIOCH Y
XHH.

16. Kpurepii ominku
eexTHBHOCTI

[lepBuHHA KiHIIEBa TOYKA

3aranbHa KiNbKiCTE OOLMTIB, OTpUMaHUX uepes 34 - 36
IOJIMH Ticas BBesenns XY,

Ctumynsiuis s€UHUKIB:

- 3aranbha jo3a XMIT (MO);

- Kimexicrs  muiB  crumynsii  hMG  ta  TpuBanocri
CTUMYNIALIT (BLD movaTKy ctumysinii 1o in’ekuii hCG);

- PIBE€Hb BiIMiHM OPOHIOBAHHS 3 TIPHUYHHAMH;

- KonuenTpanist E2 y cuposarui kpogi B nenb in’exuii XI'U;
- Kinbkicts donikynis> 16 mm Ha zenn in’cxiii XU,
SIKicTh OOLMTIR:

- Kinpkicts 3pinux oowntis (Il crynine-meradasza 1) Ta
OCIMEHEHHX OOIHTIB.

- Hopma 3anninenns;

Kinuernii pesynbrar:

- OLlHKa eMOPIOHIB 32 KpUTEPIAMH, BCTAaHOBICHHUMH Bikom:
- KinbkicTb nepeHecennx eMOpioHis;

- LWIBH/IKICTb IMILIAHTALIT;

- Kniniuna yactora BaritHOCTI (32 CTUMY/ILOBAHMIT LMK, 32
BUJIyYeHHs SIHICKTITHHH Ta 3a [epeHeceH s eMOpioHa).

17. Kputepii ouinku Gesmneku

[TapameTpu OLiHKK IEPEHOCHMOCTI

- noOiuHi peakiii. 10 BHHUKAIOTH MMiJ Yac JIOCHiIKeHHS
(yac moyvaTky, TSIKKICTh, TPUBAJIICTL Ta HEOOXiaHI T /
JIIKYBaHHS);
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- 3axBopiopaiicth Ha CI'4;
- MICLIEBA IEPEHOCHMICTD Y Miclli i1’ eKii;
- 3araJibHa OLIHKA CTaHy 3/10pOB's.

18. CraTncTHYHI MeTO CratucTuuni - po3paxyHKM  NpOBOMIM 32 JIONOMOTOIO
SAS® 82 s Windows®. Kepypanus jganumu
shificHioBanocs 3a gonomoroio Microsoft SQL Server®
Bepcii 2000.

Jlng  nemorpadiunux Ta  Qisiomoriunux  fanux Oyna
pencrasyiena onucosa craructuxa. llopisasHuicTs rpyn
JIKYBaHHS  Ha  [IOYATKOBOMY  eTami  OUimoBajH  3a
101oMoroio Kputepito t CTeiozienTa 1a 2, BiII0BIjHO.
[lepBunHy 3MiHHY pe3ynbTaTy, KiIBKICTH  OOIMTIR,
OTpUMaHuX uepes 34-36 romun nicas Beeaenns XI'UY.
BUKOPHCTOBYBAJIM JUISl TECTYBAHHS HCMOBHOIIHHOCTI Mi
JIBOMa rpynamu JiikysauHs. OJHOCTOPOHHIH jmenepciiituii
aHajia MPOBOJMJIM JUIS  po3paxyHky 95% noBipuoro
IHTEpBay Pi3HHUII MiX jBOMa MeTosamu nikysanus. 20%

cepeHbOl KIJIBKOCTI BHIIYUEHHX OOIHTIB. 1o
crioctepiranuch y rpyni Menopur®, BHKOPHCTOBYBAJHCH
s BCTAHOBJIEHHS MEK HeiH(epeHTHOCTI.
bararodaxkropHuii Jcnepeiinmii aHasi3 Oyn

BUKOPUCTAHUH JUIs po3paxynky 95% Josipuoro inreppany
JULSL PISHULL MK TPYIIaMu JIiKYBaHHS, BAKOPHCTOBYIOUH BiK
wiHok, IMT, miarmos Gesnunimng ta jgociianmuii LCHTP SIK
KOBapiaTH.

Bropunni 3minHi pe3ymbrary, KiIbKicTh ooluTis Metadasn
II, KIIBKICTH HE3PIMMX OOLMTIB, KINBKICTH 3ariiaHeHmX
oouuTiB, piBHi 17f-ectpaniony (E2) nmicas in’exiii XU,
KITBKICTh 3aIUIIHEHUX OOLUTIB, HIBMJKICTD 3arUTiIHEHHS.
KUIBKICTB PO3LICIUICHHX OOLMTIB Ha 2 JeHb, PO3IICILICHHS
LIBU/IKICTD, KiJBKICTh IEpeHEeceHUX eMOpioHiB, KiNbKiCTh
3aMopoKeHuX  3urot 2PN, mBuakicTh  iMnjanraiil
MOPIBHIOBAH JUIA aHasi3zy eeKTHBHOCTI 3a HecnapeHHM
TecTomM CrerosienTa t (OesnepepsHi 3MinHi) afo 3a TECTOM
%2 (MOKAa3HUKM Ta KaTeropiajibHi 3MiHHi).

Jlis ux napametpis 6yB BukOpHeTaHuii GaratopakTopiuii
ucnepciiinmit ananis, o6 OLIHUTH PI3HUIIO MIX JBOMA
IpYNamu JIKYyBaHHS, BHKOPHCTOBYIOUHM J0CIiIKYBAHHIl
LEHTP K KOBapiar.

[Tosurusni nokasuukn B-hCG. kinbkicTs recrauiiinmnx
MIIIEYKIB, KUIBKICTD recralifiHmux MIIIEYKIB 13
CepLEOUTTAM Ta KIIHIYHA 4YacToTa BariTHOCTI TAKOMK
AHAII3YBaJM 3a JIOMOMOTOIO ¥2 TECTy, 106 OUIHHTH, 4H €
BIIMIHHOCTI MiX JBoMa rpymamu jikypamnms. JUis 1iix
napameTpis  BHKOpHCTOBYBadH TecT Kokpana-ManTens-
Xeuszens (CMH), crpatudikosanuii  JlocHiiHULBKHM
LHEHTPOM, U OWIHKH Pi3HULI MK JBOMa rpynamm
JIIKYBaHHS 3 ypaxyBaHHAM e(eKTy LEHTpY.

JlaGoparopHi naHi MOPIBHIOBAIM Mi Tpynmam JTiKyBaHHS
3TiJHO 3 HermapHuM TecToM CThIOIEHTA.

CriouBanus CynmyTHIX JIKIB y IBOX Ipynax 1nopisHIOBain
3a TecTOM 2.

[TapameTpu nepeHOCHMOCTI aHaiizysanu 3a TecToMm %2.
Kinpkicts nobiunmx sBui, 3adikcoBanux y aABOX rpynax,
IMOPiBHIOBAJIN 32 TECTOM ¥2.

BiaminnocTi Mi aBOMa rpynamu JikyBanHs 6yiu BH3HaHI
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CYTTCBHMH, AKIIO 3HAYEHHS P I TecTy 6ya0 menme 0.05
(ABOCTOpOHHII).

19. Jlemorpadiuni nokaznuku

BiK, paca, TOLIO)

IOCIILKYBAHOT MOIYJIAIL T (crarp,

JIBi rpynu sikyBaHHsA. sk npasmiio, 00pe  BIANORBI AN
JIeMOTpaiyHUM  XapakTepuctHkam. B o6ox rpynax
Outbmiicts (> 93,3%) namienris Oyau KaBkasusMH, a
CepenHid BiK CTAHOBUB mHPHOIH3HO 33 poku. CepesHi
sHavenns IMT rtakox Gynn moxiGuumum y asox rpynax
(23,7 kr / M2 npotu 23,5 kr / M2 y y rpynax hMG-IBSA Tta
Menopur Bianorinmo) i xonusanucek sig 17.0 210 30.0 kr/
M2,

20. Pezynvratu edextuBHOCTI

[lo crocyerbcs nepBUHHOT 3MiHHOT pesynstaty (Tobro
KIIBKOCTI  OTPUMAHHX OONMTIB), pe3y/ibTaTH TecTy Ha
rinoresy intepsany lllyepmana csiguars npo te, mo hMG-
IBSA He mocrynaetbest menonypy six 8 ITT, Tak i 8 anaisi
PP. Kopensitis siky Ta HEeHTpY Oyna nijIkpecaena MoIe/ o
ANOVA: macnpasui  kinbkicrs BUJYYEHHX  OOLIUTIB
SMCHIIYBANAach i3 30UIbIICHHAM BiKY naiieHTis. Bimbpuie
TOro, oauH HeHTp (Llentp 3) 3i0paB 3nHauHO MeHIe 0OLUTIR
Y NOPIBHSHHI 3 JIBOMA iHITUMH (Llentp 1 Ta Ientp 2). Hi
alarnos  Gesrmins, ni IMT He Maty  nachizkis JUIst
MEPBHHHOIO KiHIICBOTO Pe3yJibTaTy.

Yel BropunHi napameTpu, 1o BPaXOBYIOTbCA B 1(bOMY
JIOCIIDKEHH], €  CTAHJapTHAMH napameTpamu, ki
PEryJISPHO OLIHIOIOTHCS B LIGHTPAX HAPOKYBAHOCTI,
AHalli3 napaMerTpiB  CTHUMYJALIl  SCUHMKIB (TpuBasnicTn
JIKyBaHHs,  jgo0oBa 1038 T 3aradbhi OJIHHMIL
BHKOPHCTAHOrO XMI', kinbkicts onikyais> 16 mm T2
piBenb 17B-ecTpajiiony B jeHs XI'Y) nokasas Buiy
epexrupnicTs s hMG-IBSA mopiHsHo 3 Meﬂonvpow
Hacnpapni, juist  orpumanns  ommakoroi  kinbkocti
houikyaiB> 16 MM Ta 01HaKOBOrO piBHs 17B-ectpasiony B
Jienk sanycky hCG, y rpyni hMG-IBSA 6y:10 Bukopscranio
3HAYHO MeHiue npenapatis. Kpim Toro, pini ecrpagiony
spoctain  wBKawe y rpyni hMG-IBSA  (to6to npu
BmBu_LyBaHHl HMKILy 3, BIABIyBaHHi 3a Ta Biasinysanni 3b
piBHI eCTpamony Oymu 3HauHo BHuMH y rpyni hMG-
IBSA nopisusno 3 rpynoro Menopur).

Binbire toro, Hasite skino 3araibna KinbkicTs OTPHMAaHMX
OOUMTIB Oyna eKBIBAJICHTHOI MisK Ipynamu JiKkyBatus,
CTyHlHI:. sputocti Oy BummM y rpyni hMG-IBSA (to6ro
BUIHOIIEHHS 3pinuX oouutiB MII / sarambiol Kiibkocrti
OTPUMaHMX OOUHTIB OyJ10 BHILOK y rpyni hMG-IBSA. Tosi
SIK BIAHOWIEHHS HE3pUTMX OOLMTIB / 3arainHol KijibkocTi
OTPHMAHUX OOLMTIB OyJIO BHIIUM Y rpyni MeHOMmypa).
Bixnosiano no icuyiounx etmunnx Hopwm. ski nanyioTh B
Iranii (Legge 40/2004), ocimeninu ue Ginbiie 3 oouuTis na
nauicara, 6e3 pisHuLI Mik rpynamu nikyeanus (2,7 + 0.7
npotr 2,7 + 0,7 y hMG-IBSA Tta B Menonypi sianosiano
rpyn#).

KinbKicTh 3amiiiHenux ooImTiB (2PN numoc posmernieHnx
Ha 1-i nenb: 2,4 + 0,9 nporu 2.5 + 0.8) Ta mBHiAKiCTL
sarnHenHs (26,7% nportn 30,2% BHIYYCHUX OOIMTIR,
88,5% mpotu 92,5% 3amigHenux OOLHUTIB)  Oyu
CKBIBAJICHTAMH Y JIBOX METOJIAX PYIIH.

[loniOHUM uyMHOM, KiNBKicTH posiiensieHoro emOpioHa Ha

Lot 1€ {/
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2-it nenn kymeTypn (2.3 + 0.9 nporu 2.5 nporu 0.8) i
IIBH/KICTh PO3LICIUICHHST Ha 2-i JIeHL (BH3HAUACTLCS SIK
KUIBKICTh PO3IIENJIEHHX eMOPIOHiB Ha 2-if JieHb KyIbTYpH,
O/IIEHa Ha KiNBKICTh OTPUMaHUX OOLMTIB abo Ha
KUIBKICTh  3IUTINEHHX  OOLMTIB)  BHABHMJIOCS  JIyKe
MOPIBHAHHHM Yy JBOX rpynax (26.3% nporu 29.7%
OTPUMAHHMX 00UMTIB, 86,9% npotu 91.0% 3anmignennx
OOLIUTIB).

Lllo crocyerbest mpoliecy 3amuiiiHeHHs in vitro, mepenaua
eMOpioHiB Oyna JiocsrHyTa y nepeBa<Hoi GiIbUIOCT
namientis Oy/1b-sKol rpynu, mo Bianosinano 94,4% (n =
67) 3 71 nauienta 3 nosutieaum OI1Y (T06T0 3 MpHHAliMIIi
OJIHUM oTpuManuM oouutom) y hMG -IBSA-rpynu ta 10
100% (n = 72) 3 72 nauientis i3 nosutusuum OIIY y rpyni
Menomnyp, Ge3 nepenecenHs eMGpioHiB 4epes BiacyTHIiCTD
BHBCJCHHS €MOPIOHIB, 110 CKJIAIO YOTHPH BHNAAKH Y TPy
hMG-IBSA.

Bixnosinno no itanificskoro 3akononasctra. Bei emBpiotn
Oy nepeneceni, y Ginbmocti BUNajgkin Tpu emGpionn
Oyin 3amineni B matui nauicura. Xoaui oountu, 3uroTw
2PN a6o emOpionu He Oy 3aMOpoKeHi, i xkoxen emGpion
He OyB BHMKMHYTHi. SIkicTe emOpioni, ouinena 3a
Kputepismu Beeka, He mokasana pisuuii Mix rpynamu
TIKYBaHHSI.

[Buakicrs  immmantanii - wa  nepenceennst  emGpionin.
no3uTtuBHui Tect Ha [P-hCG (BaritHicTh) Ta KiiHiuHa
4acTOTa BariTHOCTI HA OTPUMAHH OOUMTIB Ta Ha
nepeHeceHHs: eMOpiona OyaM  eKBIBAJICHTHHMH — MiK
rpynaMu  JIKyBaHHS. 3arajom 52 namieHTH  Maiu
MO3HUTHUBHHI TECT Ha BariTHICTH i3 ceuelo (25 y rpyni hMG-
IBSA Ta 27 y rpyni Menopur). Kniniuna saritnicts Gyia
MIATBEPKEHA MiJ 4ac OCTATOYHOrO BisHTY v 20 naiicurin
Ha TpyIy.

Hapemrri, iHpopmaliist mpo crioctepeskenHs 3a BariTHICTIO.
BHHOLIYBAHHS JIATHHH Ta CTATYyC JUTHHH, 3i0pana nuuie
st Hebarathox nmanientis (10 y rpymi hMG-IBSA ta 11 y
rpyni  MeHonyp). He BHABMJA BiAMIHHOCTCH 111010
GarartonuiijHoi  BariTHOCTI, TepMiHY  BariTHOCTI  NpH
HApOIKEeHHI Ta HEJIOHOLLICHUX Koe]iieHT
HApOJPKYBAHOCTI, Bara Ta TPHBAIICTL HApoJuKeHHs abo
ouinka 3a APGAR.

21. Pesynprartu Ge3neku

Obussa crnocobu nmikyBaHus a00pe MepeHOCHIIUCh, | He
OyJI0O  BHSBJICHO PI3HMLI  MDK  pI3HUMM  HaCTOTAMM
Kiacudikaliii  camMoNnovyTTs, MPUUOMY CTaH MOBHOIO
CaMOIOYyTTS OyB /Y€ TOIIMPEHHUM, a CTaH JIErKOro
HE3Iy’KaHHA, K [PAaBHJIO, BPAXOBYBaB PEIUTY BHUIAAKIB B
000X rpynax.

[Tin yac nboro mocimkeHns Gyi10 3adikcoBaHO JykKe Malo
nobiunux asuuL J(sa 3 tprox HE, npo sxi nosizomsiocs B
rpyni hMG-IBSA, 6y:nn nos’sizani i3 CI'Sl, no6pe Bizomum
ATPOr€HHHM cuuapomMom. OOuaBa Bunajiku Oyin jerkot
iHTeHcHBHOCTI.  JIMine  OZMH  BHMNANOK  BMMAras
rocmiTanizanii, i ToMy OyB KBaTi(iKOBAHWH SK TAKKHH.
ObGunei  cnpaBu  Bupimmeni  Ge3  wacainkis.  Tpetim
MOBIIOMJICHUM  HEAYrolo  Oyjla  KicTa scHHMKA.,  fKa

CIPHYMHAC [IEPEPUBAHHS JiKYBaHHS Ta BIAMOBY NailienTa
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BiJl IOCTI/UKEHHS.

[ToBioMIsIOCS TTPO OJIMH BHNIAL0K PAHHBOI'O MEpepHBaHHS
BAriTHOCTI, OJMH BHIAJ0K BAriTHOCTI HA PaHHIX TepmiHax
uepes ypakeHy AHIEKJIITHHY Ta JBa BUMaAKH GioxXimiuHol
BTpaTH BaritHocTi y 4 nauieHTiB, sAKI  OTPUMYBAJH
MeHonyp.

[1pubnu3Ho yepes 2 THIKHI IICAS JATH NOJONE NAEHTH
tenedonizyBamich juist 360py noxaneinol iHdopmaiii npo
pesyNnbTaT BariTHOCTI Ta CTaH JMTHHH. DBHCHOBKH,
0B’ s13ani 3 mpobaemaMi Ge3neKy, BKIIOUaTH TpaBiinuHuii
rimepemesuc, MNepepuBaHHsg  BAriTHOCTI  Ta  3arposy
nepepuBaHHA BaritHOCTI y 3 maumicHTiB, AKI OTPHMYBaIH
hMG-IBSA, Ta aboptH y 2 Malli€eHTIB, fKi OTPHMYBAIH
MEHOITYD.

Binblne Toro, y ojHiel HeMOBIATH 3 rpynu Menonyp 0yJio
3apeecTpoBaHo BaLy cepilst (BYUIHHI BIIPOCTOK).
[poGnemu Ge3rneku, MOB's3ani 3 pe3yabTaTaMH BariTHOCTI,
0 BHUHMKAIOTL B pe3yibraTi aHalizy jaaHux (Qopm
CIIOCTEpeIKeHHsA 34 BAriTHICTIO, BiJMOBINAIOTL BIJIOMHM
4yacTOTAaM Yy [MAli€HTIB, SKI OTPHUMYIOTh JIIKyBaHHs
Oesrutis.

22. BUCHOBOK (3aKJTIOUEHHS)

Ha 3akiHyeHHS pe3ysbTaTH 1LOIO  MPOCIEKTHRHOIO,
CJLIIOr0, KOHTPOJILOBAHOIO  JIOCJIJUKEHHS  JOC/IHHKA
miaTBepKyIoTh KopucHicTh hMG-IBSA, 10 BBOAHTHLCS
MiJIIKIpHO, 3 OrIsiay Ha HOro eQexkTHUBHICTh, L0 HE
[IOCTYMAETECS MEHOMYPY IIOAO KIIBKOCTI OTPHMAHHX
oouuTiB. Binbme Toro, kpama epekruBHicte hMG-IBSA
criocTepiranach y TepMiHi 3araiasnoi Ta 1000BOT 1034 (K Y
(naxonax, tak i y MO), a Tako® NpOTATOM TPUBAIOCTI
nikyBanns. Kpim Toro, sKicTe OOLMTIB (Y BHpa3l «KIIBLKICTL
BHJYYEHMX 3pUIMX  OOLMTIB / 3arajbHa  KiJLKICTH
BHJIYUEHHX OOLMTIBY Ta «HE3PIIUX OOUMTIB / 3araibia
KiZTBKICTE OOLUTIBY) OyI0 cyTTeBO Ha KOopucTh hMG-IBSA.
Hapewrri, K0/HUX KJIIHIYHO YM CTATHCTHYHO 3HAYYLIHX
pisnnns  monao Gesnexn (TP, miciieBa nepeHocHMICTD.
pe3yabTaT BATiTHOCTI) MK LIMMHM JIBOMa@ TMPOAYKTAMH HE

CIIOCTEPITaoCh.

®panko [larnio

nionuc

Texniunuil JupexTOp Ta yroBHOBakeHa ocoda M.I1.
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