Non-Clinical Trial Reports

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

UTROGESTAN® 300 mg capsule

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

Changes requiring new registration. Medicinal product with complete
dossier (stand-alone dossier), other medicinal product, known active
substance.

2) Trials conducted

a yes no If not, substantiate

I2. Pharmacology:

1) primary pharmacodynamics

The pharmacodynamic effects of progesterone are well recognized and
extensively documented in the literature. The available human data are
considered to be of prime relevant, with support coming from
bibliographic nonclinical data.

In view of the well-established use of progesterone for the proposed
indications, there is no requirement for supportive nonclinical primary
pharmacodynamic data.

|2) secondary pharmacodynamics

Not applicable.

3) safety pharmacology

The extensive clinical safety experience with progesterone has
established its overall safety pharmacology profile without the need for
any specific nonclinical safety pharmacology testing.

In view of the well-established use of progesterone for the proposed
indications, there is no requirement for supportive nonclinical
pharmacology investigations.

4) pharmacodynamic interactions

Given the well-established clinical profile of progesterone, specific
nonclinical pharmacodynamic drug interaction investigations are not
required.

3. Pharmacokinetics:

1) analytical procedures and reports
on their validation

In view of the fact the progesterone is a natural hormone and a well-
established drug substance, a standard non-clinical pharmacokinetics
database is not necessary.

2) absorption

In view of the fact the progesterone is a natural hormone and a well-
established drug substance, a standard non-clinical pharmacokinetics
database is not necessary.

3) distribution

In view of the fact the progesterone is a natural hormone and a well-
established drug substance, a standard non-clinical pharmacokinetics
database is not necessary.

4) metabolism

In view of the fact the progesterone is a natural hormone and a well-
established drug substance, a standard non-clinical pharmacokinetics
database is not necessary.

5) excretion

In view of the fact the progesterone is a natural hormone and a well-
established drug substance, a standard non-clinical pharmacokinetics
database 1s not necessary. 5

6) pharmacokinetic interactions (non-
clinical)

In view of the well-established clinical use of gk
pharmacokinetic drug interactions investigatiofs

7) other pharmacokinetic studies

In view of the fact that progesterone is a na
established drug substance, a standard non-gfmik
database is not necessary.

| 4, Toxicology:
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1) Single dose toxicity

Progesterone demonstrated a very low order of acute toxicity. The
progesterone dose from the drug product is within normal endogenous
levels. This together with the fact that progesterone is a natural hormone
dictates that a standard toxicology package for this well-established drug
substance is not necessary.

2) Repeated dose toxicity

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

3) Genotoxicity:

in vitro

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

in vivo (including additional
assessment on toxicokinetics)

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

4) Carcinogenicity:

long-term studies

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

short-term studies or mid-term
studies

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

Iadditional studies

Not applicable.

5) Reproductive and developmental
toxicity:

effects on fertility and early
embryonic development

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

embryotoxicity

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

prenatal and postnatal toxicity

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that progesterone is a
natural hormone dictates that a standard toxicology package for this well-
established drug substance is not necessary.

studies in which medication is
administered to the offspring
(immature animals) and/or long-term
etfects are assessed

The progesterone dose from the drug product is within normal
endogenous levels. This together with the fact that p 5
natural hormone dictates that a standard toxicology p#
established drug substance is not necessary. 4

6) local tolerance

The ploduct Utrogestan capsulcs was gwcn to ag

weeks.

Utrogestan capsule (33 mg of drug substance edt :_ s

10 mg/kg) once daily.
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One group of 6 females received, for comparison, placebo capsules
according to the same schedule and one group of 6 females served as
absolute controls.

Under the experimental conditions no general or local sign interpretable
as an adverse effect of Utrogestan capsules was found.

7) additional toxicity studies:

antigenicity (antibody response) Not applicable.

immunotoxicity || Not applicable.

The formulation contains the very well-established female sex hormone,
progesterone (micronised), in a conventional vaginal soft gelatin capsule.
Progesterone is an endogenous naturally occurring hormone with a well-
documented safety and efficacy profile.

drug dependence Not applicable.

study of the mechanisms of action

Drug substance degradation products are thought to have a profile that

toxicity of metabolites P
y is similar to that of progesterone.

toxicity of impurities Not applicable.
other |[ Not applicable.

Progesterone is a very well-established hormone drug substance that has
been used clinically in the proposed indications for decades worldwide.
The drug product profile is well documented both clinically and
nonclinically.

Nonclinical studies were originally conducted by the Applicant when the
progesterone formulations were first established (between the 30 and
50 years ago). Since then a considerable body of published information,
both clinical and nonclinical has become available and the results of the
original nonclinical studies are now of limited value in comparison to the
wealth of more recent published clinical and nonclinical data.

5. Conclusions on non-clinical study
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3BIT
NPO JOKJIHIYHI JOCTIIKeHHS

1. HasBa nikapcekoro 3acoby (za

H@IBHOCTI - HOMCP PEECTpaLiitHOro YTPOXKECTAH® 300 mr, xancymu
MTOCBIOYEHHSA );

1) T nikapebkoro 3acoly, 3a skum
nposoguiIacs abo MIaHyeThCs
peecTparisa

3minn, mo motpedyioTe HOBOI peectpauil. Jlikapeskuit 3aci6 3a
MOBHUM J0ChE (ABTOHOMHE JIOCKE), 1HIIMIT nikapeskuii 3aci6, Bizoma
Ai0Ya peuoBHHA

2) npoBeacH] JOCHIIKCHHS Yrac Comi sxmo s obrpyntysatu

2. Gapmakoaori:

GapmaxonanHaMidHi eeKTH TporecTepoHy ao6pe Bigomi i mupoxo
3aJ0KYMCHTOBaHl B JiTeparypuux mkepenax. Hassni gani wono
MEIMYHOrO  3aCTOCYBAHHA  MOJUHI  BBAKAKTBECA  HAHOLIBIN
3HAYYLIMMHU, [0 MIATBEPILKYETHCA 6i0miorpadiyHuMH J0K T HITHHMH
JAHHMH.

3 ormsay Ha pobpe BiOME 3aCTOCYBAHHSI TpPOTECTEPOHY 32
3ampOTIOHOBAHMMH ITOKA3AHHAMH, HEMAE HEOOXITHOCTI Y A0NOMIKHUX
JOKIHHIMHUX JAHHX 100 MEPBHHHOI PapMakoaHHAMIKH.

1) nepeuHHA apMakoAHHAMIKA

2) BTOpPHHHA (papMakOAMHAMIKA He 3actocosne.

3HauHHi KIIHIYHWH  JOCBIA 33CTOCYBAHHA TPOTECTEPOHY JAaB
MOZIHBICTE BCTAHOBHTH HOTO 3aransuuii papMakonorivauii npodins
Oesmexu Ge3 HeoOxigHocTi mpoBeaeHHst Oyap-sikux cneuudiyamx
3) papmaxosoris Gesneku JOKTIHIYHHX IOCHIDKeHB 3 (hapMakoorii 6e3nexn.

3 orminy Ha no06pe BiAOME 3aCTOCYBaHHS TIPOreCTEPOHY 3a
3aMpoNOHOBAHUMHE NMOKA3AHHAMH, HEMA€ HCOOXITHOCTI ¥ IPOBCACHHI
JOTMOMDKHUX ZOKTIHIIHUX (hapMaKoIOTI9HNX AOCHIDKEHD.

3 ormany Ha no6pe BCTAHOBICHUH KIHIYHHH NPoQiib NporecTepory,
4) dbapmaxoauHamiuHi B3aeMoaii HeMae HeoOXigHOCTI B NpOBeACHHI cCHeuH(iYHUX JOKTIHIMHHX
JOCTIKEHB (hapMaKOAHHAMIMHOT B3a€MOAIT JTIKapChKHUX 3ac0biB.

3. dapmakoKiHeTHKA:

3 ormsiay Ha TOit (aKT, MO MPOTECTEPOH € NPUPOIHHM FOPMOHOM i
aofpe Bizomum mikapebkumM 3aco0om, CTaHIapTHa AOKIiHIuHA Dasa
JaHUX 3 PapMAKOKIHCTHKH HE NOTpidHA.

1) aHamTHYHI MCTOIMKHN TA 3BITH
MO0 1X Bamigami’

3 orasay Ha ToOi (hakT, 110 NPOreCTEPOH € MPUPOJHMM FOPMOHOM 1
2) BCMOKTYBAHHS J00pe BIAOMHM JIKApChbKHM 3ac000M, CTAHJAPTHA ﬂomqtnmﬂa basa
JAHHX 3 ('bapMEEKOKIHCTHKH HE mOTpidHa. - :

3) poznoain

JaHEX 3 GapMaKOKIHETHKH HE MOTPiOHa.

3 orasay Ha TOH (aKT, O DPOreCTEPOH € NMPHYOAY memgm a%“
4) merabomizm nobpe BizoMuM JikapchkuM 3acobom, cTaHAapNKE
naHux 3 apMaKOKIHETHKH HE MOTpiOHa.

NEPEKNAR 3POBNEHO
3r[AHO 3 OPHT IHANOM

AoCTOBIPHICTD
NEPEKNAAY 3ACBIAYYD
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5) BUBCACHHS

3 ormiay Ha TOif (KT, 1O NPOrECTEPOH € NMPHPOAHUM TOPMOHOM i
A00pe BIAOMHM 1iKapchbKHM 3aco00M, CTaHIApTHA AOKmiHIYHA Oasa
AaHuX 3 (hapMaKOKIHETHKH HE TOTpiOHa.

6) dbapmakoxiHeTHYHI B3aemomil
(moxminiyHi)

3 ornuay Ha mobpe BiAOME KIIHIMHE 3aCTOCYBaHHS MPOrCCTEPOHY,
HeMae HeoOXimHOCTI B mpoBeCHHI creuu(iTHMX JOKIIHIMHHX
TOCIIKEHD (hapMaKOKIHETHIHMX B3aEMOIH TIKaPChKHX 3ac00iB.

7) inwi papmakoxiseTHaHi
JOCIIKEHHS

3 ornany Ha TOif (paxT, IO MPOreCTEPOH € TPUPOAHUM FOPMOHOM i
no6pe BiIOMHM TiKApPCLKHM 3aco00M, CTaHAApTHA AOKMiHiuHA 6a3a
JaHHX 3 hapMaKOKIHETHKH He noTpibHa.

4. Tokcukoaoris:

1) TokCHIHICTE Y pa3i 0AHOPA30BOTO
BBCOCHHS

Ilpu 3acTocyBaHHI HPOreCTEPOHY CHOCTEPIraBCst AY:KE HU3BKHIL
piscHb rocTpoi TokcHuHOCTI. 032 nporecTepoHy, MO BUBLILHAETECH
3 JikapchkoTO 3acoDy, 3HAXOAMTBCA B MEKAX HOPMAIBHOTO
engoreHnoro pisms. Ile, a Takox TO# (hakT, WO MPOrecTEPoH €
TNPUPOAHMM TOPMOHOM, CBIOYHTB, IO CTaHAApTHHIT HaGip
TOKCHKOJIOTIMHMX Jochimkens wiei nobpe Bimomoi mikapcekoi
PEYOBHHH HE TOTPiOEH.

2) TOKCHYHICTE Y Pa3l HOBTOPHUX
BBEJCHB

Ho3a nporecrepony, 110 BHBLIBHSETBCH 3 IIKAPCHKOro 3acoby,
3HAXOAUTHCS B MEKaX HOPMaTbHOTO eHAOTeHHOTO piBHa. Le, a Takoxk
TOH (PaKT, IO NPOreCTEPOH € NPUPOIHHM TOPMOHOM, CBIAUHTS, LIO
CTaHAapTHHI Habip TOKCHKOIOTTYHHUX AOCTIIKCHD i€l 1o0pe Bizomol
TKAPCHKOT PSYOBHHH HE MOTPiOeH,

3) reHOTOKCHYHICTE:

in vitro

Ho3a nporecTcpoHy, IO BHBIIBHAETHCA 3 JMIKapchkoro 3acoly,
3HAXOJHTECSA B MCKAX HOPMAIbHOrO cHAorcHHOTO piBHA. Lle, a Takox
TOH (PaKT, MO NPOTECTEPOH € TMPHPOIHHM TFOPMOHOM, CBIIYHTH, IO
CTaHAapTHUI Hablp TOKCHKOIOriYHUX JOCHiIKeHb Liel 106pe BigomMol
TIKAPCHKOT PEHOBHHH HE MMOTPibCH.

in vivo (BKIIOYA0UH J0JATKOBY
OLUHKY 3 TOKCHKOKIHETHKH)

Jo3a mporecTepoHy, IO BHBITBHAETBCA 3 MIKAPCHKOro 3acoly,
3HAXOAUTHCA B MEXKAX HOPMAIBHOTO EHAOTEHHOTO piBHA. L, a Takox
TOM (JaKT, HIO MPOreCTEPOH € MPHPOAHHM TOPMOHOM, CBIAUHTH, LIO
CTaHAAPTHHH HAOIP TOKCHKOJOTIYHMX NOC/TIUKeHp miel nobpe Bizomol
TMKApPCHKOI PEHOBHHH HE NOTPiGeH.

4) KaHIEPOrCHHICTB!

Jo3a mporecTepoHy, W0 BHBUIBHAETBCS 3 JIKAPCHKOro 3acoby,
3HAXOAUTHCA B MEXKAX HOPMATBHOTO HAOTeHHOTO piBHA. Lle, a TakosiK
TOH (aKT, WO MPOrecTEPOH € NMPHPOIHHM TOPMOHOM, CBIIYHTB, HIO
cranaapTHUil Habip TOKCHKOIOTTIHUX J0CaiuKeHD Liel 1o0pe BiaoMol
JIIKapChKOT PCHOBHHM HE MOTPIOeH.

JOBrOCTPOKOBI JOCIIRKCHHS

Jlosza mporecTepoHy, MO BHBUIBHAETHCA 3

TOH (aKT, MO TPOTECTEPOH € NPUPOIAHAM ) i
CTAHAAPTHWH Halip TOKCHKOIOTIMHUX

KOPOTKOCTPOKOBI A0C/IKCHHS 60
HOC/IKEHHS CePeaHBOI TPHBAIOCTI

BiOMOT JTiKAPCHKOI PEUOBHHHN HE NOTPIOCH]

BiIOMO] JIIKapPCHKOT PEYOBHHH HE TIOTPiOeH.

MEPEKNAR 3POBAEHO
37 [AHO 3 OPHT [HANOM

AoCTOBIPHICTD
NEPEKMAAY 3ACBIAYYD

Kinayric H.B.\




J0MATKOBI AOCILKCHHS

He 3acrocosHe.

5) penponyKTHBHA TOKCHYHICTE Ta
TOKCHYHHI BIUTHB HA PO3BHTOK
NOTOMCTBA:

BILIMB Ha (DECPTUIBHICTE 1 paHHiil
eMOpIOHAIEHIHA PO3BUTOK

Jlosa nporecTepoHy, IO BUBLIBHSETBCS 3 JIKAPCHKOro 3acoby,
3HAXOJUTHCA B MEXKAX HOPMAIBHOTO eHjorenHoro pisug. Lle, a Takox
TOI (haKT, IO MPOTeCTEPOH € MPUPOHHM TOPMOHOM, CBiZUHTB, IO
CTaHAAPTHMIA HABIP TOKCHKOIOTTIHMX A0C/JKeHb Wil nobpe BizoMol
NiKapepKoi PEIOBHHH He NOTpibeH.

eMOpPIOTOKCHYHICTB

Jlosa mporecTepoHy, 1O BHBUIBHAETHCS 3 INKAPCBKOTO 3acoly,
SHAXOAHTHCA B MCKAX HOPMaAABHOrO CHAOreHHOro pisug. Lle, a Takox
TOl (akT, 1O MPOreCTEPOH € MPUPOAHHM TOPMOHOM, CBITUHTE, 10
CTaHAAPTHHI HAbIP TOKCHKOIOTIMHHX JOCTIKeHb 1iel nobpe Bigomoi
JIKAPCHKOI PETOBHHH HE NOTPifeH.

NPEHATAIbHA 1 TOCTHATANbHA
TOKCHYHICTB

Hosa mporecTepoHy, INO BUBLIBHAETBCS 3 IiKApChKOro 3acoly,
3HAXOAMTBCA B MEKaX HOPMaTBHOTO eHAoreHHOro pieas. Lle, a Takox
TOM (pakT, IO MPOreCTCPOH € NPHPOIHUM TOPMOHOM, CBIIUHMTS, IO
cragaapTHuil HabIp TOKCHKOIOrYHUX JochimKeHs miel nobpe Bizomoi
JIKAPCHKOT PEYOBHHH HE MOTPiOEH.

JAOCIIDKCHHS, TIPH SKUX TIpenapaT
YBOAHTBCSA IIOTOMCTBY
(HecraTeBo3pinuM TBapHHAM) 1a/a60
OIHIOETHCA BlIAaICHA 1is

Hosa nporecTepoHy, IO BHBLIBHAETBCH 3 JIKAPCBKOrO 3acoly,
3HAXOJHTHCSH B MCHKAX HOPMAIBHOIO CHIOreHHOro piBHs. e, a Takox
TOH (haKT, IO MPOTECTEPOH € MPHPOAHHM TOPMOHOM, CBIAYHTH, IO
crasaapTHHiT Hablp TOKCHKOIOrYHUX AocaimKeHs miel nobpe Bizomoi
TiKapceKkol peHOBHHH HE NOTPiOCH.

6) MiCLEBa MEPEHOCUMICTE

Jlikapcekuit 3aci® YTpokecTaH, KamcyaH, BBOAWIH AOPOCIHM
HOBO3CIAHJCBKHM KPOISIM-aib0iHOCaM IHTPABariHAJBHHUM I[UBIXOM
LIOJHS TIPOTArOM 4 TEDKHIB IIOCHILIE.

Byro BukopucTaHO OAHY rpyny 3 6 CaMOK, KOXKHA TBapHHA
otpumyBana 1/3 kamcynm mikapcekoro 3acofy Yrposkectan (33 mr
niKapchroi peUoBUHM, 1O CKBIBAICHTHO npubnusno 10 mr/kr) 1 pas Ha
100y.

Opna rpyma 3 6 camMOK OTPHMYyBaia I TOPIBHAHHS KATICYIIH
nnanefo 3a TIE caMOM0 CXCMOI0, 1 WIC OaHA rpyma 3 6 camok
BHKOPHCTOBYBAJIACE AK aOCOIIOTHHH KOHTPOIIE.

B ymoBax maHOTO eKCHepUMEHTY He Oy/0 BHSBICHO 3arajbHHX abo
MICIEBHMX O3HAK, sKIi MOskHA Oyio 6 Beaxkaru nobiuaHum ehexrom
JKAPCHKOTO 3ac00y Y TPOKECTAH, Kancy:n.

7) Z0maTKOBI DOCI IKEHHS
TOKCHYHOCTI:

AHTHTEHHICTH (YTBOPCHHSA aHTUTLI)

He szacrocosne.

IMYHOTOKCHYHICTD

He 3actocosne.

[OCHIHKEHHA MEXaHi3MiB aii

Ipenapar micTute noOpe BiZOMHIT KIHG
IPOrccTepoH (MIKPOHIZ0BAHMH) Y CTAHAADTHHRE 1
KancyJax Uis IHTPaBariHATBHOTO BBEACHHRN
CHIOreHHHMIi TOPMOH  MNpPHUPOJHOrO  NOXOWKEH

3aJ0KYMEHTOBaHUM npodizem Gesncku ta C(bcxrﬁ'

MEPEKNAA 3POBNEHO
3r{AHO 3 OPHT IHANOM

BOCTOBIPHICTD
NEPEKNAAY 3ACBIAYYD

Kinayeic H.B. \\



TIKAPCHKA 3aCKHICT

He 3actocosxe.

TOKCUYHICTh MeTabomiTis

Bpaska€eTbcs, M0 MPOAYKTH PO3NaAy Ai0MOI PEYOBHHH TIKAPCHKOTO
3aco0y maroTs podine, moAiGHMI 10 npodito TporecTepoHy.

TOKCHYHICTE JOMIMIOK

He sactocosue.

LHIIC

He 3actocoshe.

5. BucHOBKY 1010 DOKIIHIMHOTO
BHBYCHHS

[lporectepon € mobpe BiZOMHM TOPMOHANBHHM TIKAPCHKHM
3ac000M, SAKUH BIPOAOBK AECATHIIITH 3aCTOCOBYETHCA B KIIIHIMHIM
MPAKTHL 32 3aIPONOHOBAHHMH IOKA3aHHAMH B ycboMy cpiTi. Sk
KIHIYHUH, Tak 1 ZOKTiHIYHKH npodine naHoro mikapcekoro 3acody
100pe 3aM0KYMEHTOBAHHIA.

Hokniniuni gocnimxenss Gynu MOYATKOBO NPOBEACHI 3asBHHKOM,
KOJIH 1penaparty nporectepony Oymu cteopeni ernepuue (30-50 poxkis
TOMy). 3 TOTO w[acy 3'IBHBCA 3HauHMit obcar omyOmikoBaHoOl
indopmanii, sk wriHiyHoi, TAK 1 JOKTIHIYHOL, 1 pE3yaLTATH
MOYATKOBUX JOKTIHIYHUX JOCTOI/UKCHb 3apa3 MaloTh OOMCKEHY
LIHHICTE TIOPIBHAHO 3 BEHKOK KUIBKICTIO HOBHX omy6mikoBaHHMX
KIIHIYHUX | AOKAIHIYHUX JaHUX.

3asBHUK (BIACHHK PEECTPALIHHOTO TIOCBITUEHHS) Besins Healthcare S.A. / Besen Xenckea CA

Hannah McKenzie,
3aCTYNHHUK JHPCKTOPA 3 PErY/BITOPHHX [TMTAHE

PR =

MEPEKNAA 3POBNEHO
3T {AHO 3 OPHT [HANOM

AOCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kinaypic H.B.
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Clinical Trial Report No. 1

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

UTROGESTAN® 300 mg capsule

2. Applicant

| Besins Healthcare SA, Belgium

3. Manufacturer

I Cyndea Pharma, SL, Spain

4. Trials conducted:

1

yes no If not, substantiate

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

Changes requiring new registration. Medicinal product with complete
dossier (stand-alone dossier), other medicinal product, known active
substance.

5. Full name of the Clinical Trial,
clinical trial code

Kinetic study on micronised progesterone administered via the
vaginal route

6. Clinical trial phase

Phase 1

7. Period of the clinical trial

Date of first enrolment: September 1986
Date of last completed: April 1988

8. Countries where the clinical trial
was conducted

France

9. Number of study participants

Planned: 5 volunteers.
Actual: 5 volunteers.

10. Goal and secondary objectives of
the clinical trial

The objective of the study was to evaluate the pharmacokinetics of
progesterone and its metabolites after the vaginal administration of one
Utrogestan 100 mg capsule every 12 hours for 3 doses.

1 1. Design of the clinical trial

Single-centre, open-label study.

12. Main inclusion criteria

Inclusion criteria included healthy sexually active female volunteers
between 18 and 35 years, with spontancous normo-ovulatory cycles
(28 + 2 days) for at least the previous 6 months.

13. The investigational medicinal
product, method of administration,
strength

One 100 mg Utrogestan capsule vaginally 12-hourly for 3 doses.

14. Comparator, dose, method of
administration, strength

None.

15. Concomitant therapy

No data available.

16. Efficacy evaluation criteria

Pharmacokinetic Analysis: All pharmacokinetic results were

cxprcsscd as mean, standald deviation (SD) and smndard crror of the

17. Safety evaluation criteria

3T 1AHO 3 OPHT IHANOM
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as ease of use, and, local and general side effects due to the treatment,
including that of metrorrhagia.

18. Statistical methods None.

19. Demographic characteristic of| All participants were female volunteers between 18 and 35 years of
study population (gender, age, race,||age.
etc.)

Pharmacokinetic Summary:

A high level of progesterone (mean + SD of 7.94 + 2.07 ng/ml) was
reached 24 hours after the administration of the 1st capsule, just before
the 3rd dose, and this level was maintained over the following 12
hours. After the 3rd dose, the mean Cuux of progesterone was
20. Efficacy results 10.56 ng/ml, with a Tmax of 2.8 hours. The mean AUC in the 12 hours
after the 3rd dose was 104.64 ng.h/ml, so giving an average level of
progesterone attained during that 12 hours of 8.72 ng/ml. QOestradiol
and 5B-pregnanolone did not show any significant variation in the
same period, but the mean + SD total pregnandiol level increased
slightly from 118.40 + 23.13 ng/ml to 129.70 + 32.66 ng/ml.

Safety Summary:

The treatment was found to be quite acceptable and easy to use.
21. Safety results Participants had no pruritus, irritation or sensation of burning or heat,
or drowsiness, but all had metrorrhagia resembling the start of a
normal period 3 or 4 days after the study.

A high level of progesterone was reached 24 hours after the
administration of one 100 mg Utrogestan capsule every 12 hours and
22. Conclusion this level was maintained over the following 12 hours. Qestradiol and
5B-pregnanolone did not show any significant variation in the final 12
hours, but the total pregnandiol level increased slightly.

Besins Healthcare S.A.

Applicant (Marketing
Authorization Holder) Hannah McKenzie, Regualtory Affairs Associate Director

DocuSigned by:
! Hanmale Mekunsie
) sioner Name: Hannah McKenzie
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3BiT npo kiiniune BunpoGysanns Ne 1

1. Hasga nmikxapcekoro 3acoby (3a
HAsBHOCTI - HOMED peecTpauiiiHoro
MOCBIAUEHH)

YTPOXECTAH® 300 mr, xancymu

2. 3agBHNK

besen Xenckea CA, Bensris / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinnea ®apma, CJI, Icnanis / Cyndea Pharma, SL, Spain

4. Ilposeaeni nocnimgxeHHs:

: | TaK C w AKIIO Hi, 00rpyHTYBATH

1} Tum nikapcbKOTO 3ac00Y, 3a AKAM

3minn, mo norpeGyroTe HoBOi peectpauii. Jlikapchkuit zaci6 3a

BUMPOOYBAHHA, KOAOBAHHH HOMEP
KN1HIYHOrO BUNPOOYBaHHS

npoBogMmacs  abo  TUIAHYETBCS [MOBHMM OCHE (ABTOHOMHE JOCHE), IHIIMI Tikapcekuil 3aci6, Bigoma
peecTpatis J1K0Ya PCUOBUHA
5. Tlopna waspa wrminiunoro| JlocmifukeHHsS KIHETHKH MiKPOHI30BAHOTO MPOTECTEPOHY, BBEACHOIO

{IHTpaBariHagBHO.,

6. ®aza KIIHIYHOTO BUNIPOOYBAHHS

dasal

7. Ilepion mpoBeacHHS KIIHIMHOTO
BUIPOOYBaHHS

JlaTa BK:IIOUCHHS NCPIUIOrO mauieHTa: sepecess 1986.
Jara 3aBepuieHHs: kBiTeHb 1988,

8. Kpaimm, 1ae nposommnocs
KJIIHIYHE BUDPOO yBaHHS

Opanris

9. KitbKicTh JOCITIAXKYBAHMX

3annanoBaHa: 5 370poBHX H0OPOBOMBIIB.
Paxtuuna: 5 310poBUX 106POBOIBLLIB.

10. Mera Ta BrOpMHHI Ui

[IHIMHOrO BUNPOOyBaHHs

Mertoro nocnimxen s 6ya0 ouiHuTH (apMaKOKIHETHKY NPOrCCTCPOHY
Ta Horo MeTaboMiTIB micas IHTPABArIHAJBHOTO BBCACHHA OJHIET
Karcyin Jikapcekoro sacofy Yrpoxecran 100 mr 3 pasu kowxwi
12 roaun.

11. Hu3saiin KJIHIYHOrO

BUNPOOyBaHHS

OnHOLICHTPOBE BIIKPUTE AOCIIXKCHHSL.

12. OcHOBHI KpHTEPIi BKIIOYCHHS

Kpurepii BIIOUEHHS: 3I0POBI CEKCYalIbHO aAKTHBHI A00pOBOIBLI
iHO0401 cTaTi BikoM Bix 18 1o 35 pOKiB 31 CIOHTAHHUMH HOPMAJIbHUMH
OBYIATOPHUMH LuKIamu (28 £ 2 gHi) mpoTIrom MOHAAMEHIIIE OCTAHHIX
6 MicsiB.

13. JlocmimKkyBaHud TiKapChKHIH
3acib, cmoci 3acToCyBaHHS, CHIIA
i

1 xancyna mikapceskoro 3acoby Yrpoxecrad 100 mr inTpaBarinanbHo
3 pazm koxHi 12 roaun.

14. Ilpemapar noOpiBHSHHSI, 1034,
cnocib 3acTocyBaHHs, cuia il

I[Npenapar nopiBHSHHS HE 32CTOCOBYBABCS B LBOMY AOC/IUKCHHI.

15. CynyrHa Tepamnis

Hawni BiacyTHI.

16. Kpurepii ouinku edexkTuBHOCTI

dapMakoKiHCTHYHIH aHamI3: yei

pe3ynbTaTH
(bapMaKOKIHCTHKH BHDAXKCHI Yy BHIVIIAL :

3naueHHA (SEM). PospaxoBano MakcHMaNbHY Kf
KkpoBi {Cmax), 1ac 70 AOCATHEHHS MAKCHMAIBHO] ik i

17. Kpurepii onisku Oe3nexu

T

=7
O
&,

MEPEKNAA 3POBAEHO
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NPOCTOTA BUKOPHCTAHHS, A TAKOXK MICICBI Ta 3aranbHi no6iuni edext,
NOB'5[3aHI 3 JTIKYBAHHNM, BKIIIOUAK0UH MCTPOPAriFo.

18. CratncTnuni Metoau

He 3acrocosne.

19. [emorpadiuni  nokasHuxH
nocaiukyBanoi momymanii (cTaTs,
BiK, paca, TOIIO)

¥Yci yaacankn 6ymu 1o6poBonbusMu *kinouoi cTati Bikom Bia 18 10 35
POKIB.

20. PeaynsraTh edexTuBHOCTI

Pesrome moxo dapmakokineTHkn

Bucoknii pisens mporectepony (cepeane smatwenns + CB = 7,94 +
2,07 nr/mn) nocsrayto yepes 24 roauHn micas Beeaenns 1-i kancyum,
Oesnmocepennso meped 3-M BBeAeHHAM, i ueil pisemp 3Gepirases
nporiroM Hactynuux 12 romun. ITicns 3-ro sBemennst cepeanst Cmax
nporecrepony cranosuaa 10,56 ur/min, a Tmax — 2,8 rogunn. Cepenne
sHauenHs AUC ugepes 12 roauwn micast 3-ro BBEIGHHA CTAHOBHJIO
104,64 ur/rog/ma, mo Bigmosizae cepeaHbOMY DIBHIO TIPOTECTEPOHY,
nocAarHyToMy npomiroM uux 12 roaun (8,72 umr/ma). He BusiBaeHo
3HAYHHUX 3MiH €CTPaNiony Ta SB-mperHaHoNoHy 3a TOM camuii mepiof,
ane cepeane sHaveHns £ CB saramenoro pisHs npermammionmy memo
migsuurpuiocs 3 118,40 + 23,13 ar/ma no 129,70 + 32,66 ar/ma.

21. Pesynsrarn Gesmexn

Pezrome mono Gesmexn
JlikyBaHHS  BHABHJIOCH
3aCTOCYBAHHI.

B yuacHukis He cmoctepiranocst ceepOeiky, moApasHEHHS abo
BITYYTTS IEYiHHA 9H skapy, abo coHiamMBOCTI, ame y BCix Gyna
METpOparis, 0 HaragyBaja MoYaToK HOPMAIBHUX MICAYHHX ucpes 3
abo 4 nHi micas JOCTiMKEHHS,

HLIKOM TOPHHHATHHM 1  NpPOCTHM  y

22. BucHOBOK (3aK/IHOUCHH)

Bucoxkwmii pisens mporecrepony OyB aocsarHytuil depes 24 roaumHu
nicas BBCACHHA oamiel kamcynm mikapcekoro 3aco0y VYrpoxkecran
100 mr xoxmi 12 romgmm i ued piBeHP NiATPAMYBaBCA MPOTATOM
Hactynuux 12 rozun. He cmocrepiranocs 3HaYyHMX 3MiH piBHIB
ecTpaniony Ta SP-mperHaHoNoHy mpOTAroM ocTaHdix 12 roguH, ane

3arapHE PIBEHD NPErHAHTIONY ACLIO MiABHIUBCH.

3adBHUK

Besins Healthcare S.A. / Bezen Xeackea CA

(BnacHIK peecTpauliiHOro [OCBIAYCHHS)

o A

Hannah McKenzie,
3aCTYMHUK  OMpeKTopa 3
NHUTAHDb

PEryIsSTOPHUX

|AeHTHbikaul Huih koA N
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Clinical Trial Report No. 2

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

UTROGESTAN® 300 mg capsule

[2. Applicant

Besins Healthcare SA, Belgium

l3. Manufacturer

Cyndea Pharma, SL, Spain

4, Trials conducted:

1 yes C no If not, substantiate

1) type of the medicinal product, by
which registration was conducted or
Lplanned

Changes requiring new registration. Medicinal product with complete
dossier (stand-alone dossier), other medicinal product, known active
substance.

5. Full name of the Clinical Trial,
clinical trial code

Pharmacokinetic study of micronised progesterone administered
orally and intravaginally and comparison with natural intramuscular
progesterone. Correlation with endometrial morphology. Study of 80
treatment cycles of 46 ovarioprives.

6. Clinical trial phase

Phase 1/2

7. Period of the clinical trial

Date of first enrolment: March 1986
Date of last completed: March 1988

8. Countries where the clinical trial
was conducted

Belgium

9. Number of study participants

Planned: 46 patients.
Actual: 43 patients.

10. Goal and secondary objectives of
the clinical trial

The primary objective of the study was to compare the
pharmacokinetic parameters obtained after the administration of
Utrogestan through oral or vaginal routes with those of a reference
progesterone product administered using the intramuscular route.

The secondary objective was to correlate the kinetic data thus
available with the degree of maturation of the endometrium, with a
therapeutic goal of transforming the atrophic endometrium of agonadic
patients into a functioning secretory endometrium.

1. Design of the clinical trial

Single centre, parallel-group and cross-over, open-label study.

[2. Main inclusion criteria

Patients had primary ovarian failure. Ovarian insufficiency was
diagnosed on the basis of amenorrhoea associated with a high level of
gonadotrophins (follicle stimulating hormone above 78 mIU/ml on
average and luteinizing hormone above 53 mIU/ml on average) and a
very low plasma oestradiol level (below 30 pg/ml).

13. The investigational medicinal
product, method of administration,
strength

Utrogestan orally or vaginally. &
Group A received oral Utrogestan at a dose of 108
of the Day 14, then 300 mg per day from Day &

doses (100 mg at 08.00h, 18.00h and 24.00h).

3r [AHO 3 OPHT IHANOM
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Group B received 100 mg of Utrogestan vaginally on the evening of
Day 14, then 300 mg per day from Day 15 to Day 26 in three doses
(100 mg at 08.00h, 18.00h and 24.00h).

Group C received 200 mg of Utrogestan vaginally on the evening of
Day 14, then 600 mg per day from Day 15 to Day 26 in three doses
(200 mg at 08.00h, 18.00h and 24.00h).

Group D received intramuscular natural progesterone: 50 mg on Day
14, then 100 mg per day (50 mg at 08.00h and 22.00h) from Day 15 to
26.

The patients received the combination of oestradiol orally and
Utrogestan in order to imitate the menstrual cycle.

14. Comparator, dose, method of
administration, strength

Intramuscular natural progesterone (FEDERA S.V.® or STEROP
SV,

5. Concomitant therapy

No data available.

16. Efficacy evaluation criteria

Pharmacokinetic Analysis: Pharmacokinetic results were expressed
as mean, standard deviation (SD) and standard error of the mean
(SEM). The maximum plasma concentration (Cpax), time to maximum
concentration (Tmax), area under the plasma concentration-time curve
(AUC), and average plasma concentration at steady state (Cys) were
calculated.

17. Safety evaluation criteria

Local or general side effect arising during the study were documented
and the acceptability of the treatment noted.

18. Statistical methods

Plasma progesterone concentrations were compared between all
treatment groups using the analysis of the variation of one factor (the
Kruskal-Wallis test) and for comparisons between pairs of treatment
groups by non-parametrical analysis (the Mann-Whitney test).

19. Demographic characteristic of
study population (gender, age, race,
etc.)

No data available.

20. Efficacy results

Pharmacokinetic Summary

After administering oral progesterone on Day 21, mean # SD Cpax
was 9.6 + 6.7 ng/ml occurring at a mean £ SD Thax of 2.8 + 2.0 hours,
followed by a decrease in the concentrations until a mean + SD basal
concentration of 2.7 + 1.3 ng/ml was reached on Day 24. The mean +
SD Css from Day 21 was 5.39 + 2.4 ng/ml between 0 and 22 hours.

After administering intramuscular progesterone on Day 21, a rise in
progesterone to supraphysiological levels (mean + SD Cy of 55.7
11.7 ng/ml with a range of 25-163 ng/ml) was observed. Thcrc was a
rapid rise of concentrations during the Ist three hos
progressive decrease during the following twelve j 3
a mean + SD basal level of 43 = 8.9 ng/ml by '-‘!‘.

After administering vaginal progesterone on §2
stable plasma level within the physiological ndigms

3r1AHO 3 OPHT IHANOM
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the mean + SD Cy; between 8 and 11.6 ng/ml, depending on the dosage
used.

The comparison of pharmacokinetic profiles of progesterone
displayed a very significant difference (p < 0.0001) in AUC, Css and
Cinax during the analysis of variation of a factor (treatment factor) for
all four groups together. The results were also significant (p < 0.05)
for Tmax. Pairwise comparisons found no statistically significant
differences in pharmacokinetic parameters between Groups A and B,
but all parameters were statistically significantly different between
Groups A and C (except Tmax), Groups A and D (except Tmax), Groups
B and C (except Twmax), Groups B and D, and Groups C and D (except
Tmux)-

Efficacy Summary

After oral administration of Utrogestan, maturation of the
endometrium was unsatisfactory, and the histological dating never
corresponded to the expected cycle day.

After vaginal administration of Utrogestan, endometrial morphology
was indistinguishable from that in a natural cycle. A good correlation
was observed between plasma concentrations of progesterone after
administration of vaginal progesterone and the adequate endometrial
morphology in these patients. The efficacy of progesterone on the
degree of endometrial maturation was judged similar whatever the
daily dose administered, i.e. 300 or 600 mg per day.

In spite of significantly higher progesterone levels after intramuscular
route compared to those after vaginal administration (even at a dosage
of 600 mg per day), the endometrial morphology was less
homogeneous than following vaginal progesterone, with 43.5% of
specimens showing delayed maturation and 9% of specimens showing
glandular/stromal asynchrony.

21. Safety results

None of the patients receiving vaginal progesterone showed local or
general manifestation of intolerance. In particular, no fatty or pruritic
discharge was observed in this group. The acceptability of this
treatment was judged to be very satisfactory with all of these patients.

Fewer than 10% of patients receiving oral progesterone reported a
transient sedative effect, which in no way impeded their treatment.

Some patients receiving intramuscular progesterone suffered from a
cold abscess at the injection site, essentially if the treatment had to be
followed up in the case of an early pregnancy.

22. Conclusion

This study demonstrated that physiological and stable plasma
concentrations of progesterone over 24 hours was achieved in all cases
where Utrogestan was admmlstercd by vagmal route at 3 dose of 300

YEZA T

of an optimai secretory phase reflected by a
morphology. :

|aeHTIbIKaLAHWA KOA
Fi
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Considering the fact that the pharmacokinetics of the progesterone
after intramuscular administration does not reproduce physiological
levels and that treatment compliance is not optimal (because of the
reported cold abscesses), this administration route has been abandoned
in favour of the vaginal route which is proving to be far better tolerated
and for which the morphological results are quite satisfactory.

Applicant (Marketing
Authorization Holder)

Besins Healthcare S.A.

Hannah McKenzie, Regualtory Affairs Associate Director

DocuSigned by:

traninak Mekenni

U

L

Signer Name: Hannah McKenzie
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3siT npo kainivne sunpobysanna Ne 2

1. Hassa mikapcekoro 3acofy (3a
HASBHOCTI - HOMED
peecTpamiiiHOro nocBiueHHs)

YTPOXECTAH® 300 mr, xancymu

2. 3agaBHuK

Besen Xenckea CA, bensris / Besins Healthcare SA, Belgium

3. BupoGuux

Cingea (bapMa CJ1, Ienanis / Cyndea Pharma, SL, Spain

4. Ilposeaeni nocmimxKeHAS:

TaK C mi AKIO Hi, OOIpYHTYBATH

1) tun mixapcekoro 3zacoby, 3a
SAKHM NPOBOANIACS abo
TJIAHYETBCA peecTpamis

3minm, mo noTpeGyoTe HOBOI peectpamii. Jlikapcekmii 3aci6 3a
MOBHHM J0CBE (ABTOHOMHE IOCKE), HWMI JikapchKuit 3aci6, Bigoma
A1H0YA PEYOBHHA

5. TlopHa Ha3Ba KIIHIYHOTO
BUNPOOYBAHHA, KONOBAHMH HOMEP
KIIIHIMHOTO BHNPOOYBaHHA

Hocnimxenns (papMakoKiHETHKH MIKPOHI3OBAHOLO MPOTECTEPOHY,

BBEJCHOIO MEPOPANBHO Ta IHTPABATIHANBEHO, T4 TMOPIBHAHHA 3
papmakokineTHKO0 HATYPaAJIBHOTO IPOTECTEPOHY s
BHYTpilIHbOM'A30B0r0  BBeaenHa. Kopemsuis 3 mopdomoriero

enaomerpis. Jlocmimxenns 80 umkiis mikyBaHHA 46 naunieHTOK 3
BIICYTHICTIO S€UHUKIB.

6. @a3a KIHIYHOTO BUNPOOYyBaHHsS

daza 1/2

7. Ilepioa npoBeOeHHS KIIHITHOTO
BUIPOOYBaHHS

Hara BrioueHHs nepworo naienta: 6epesens 1986,
Hara zaBepmenns: Gepesenn 1988,

8. Kpainn, ze nposommiocs
KITIHIYHE BHITPOG yBaHHA

Benpria

9. KisbkicTh XOCTIIKYBAHUX

3annanosana: 46 mauieHTis.
daxtuuna; 43 namieHTH.

10, Mera Ta BrOPHMHHI uim

KT HIMHOr0 BUNPOOYBaHHs

OcHOBHOMO METO0 JOCTI IDKCHHS Oya0 NOPIBHAHHS
(apMakoKiHETHYHNX MapaMeTpiB, OTPHMAHMX MICISA 3aCTOCYBAHHS
mikapcekoro 3acofy YTpokecTaH nepopansHo abo IHTPaBariHagbHO, 3
napaMeTpamMu pe)epeHTHOro NPEerapary NporecTepoHy, IO BEOUTHCS
BHYTPIIIHBOM 'A30BO.

BropuEHa wime nojsrana y BCTAHOBICHHI Kopensmii  Misk
OTPUMAHUMH [JaHHMH NIOJ0 KIHCTHKH 31 CTYNCHEM J03piBAHHS
EHIOMETpIS, BM3HAYCHHI 3 TEPANEBTHYHOK METOI0 TNEPETBOPEHHSA
arpoiuHOro CHAOMETPIA MALIEHTOK ©O€3 CTaTeBMX 34703 Y
(D YHKUIOHYIOYHH CCKPETOPHHH EHIOMETPIH,

11, Huzaiin KITIHITHOTO

BHITPOOYBAHHS

OnHOLCHTPOBE NCPEXPECHE BIAKPHTE AOCIIUKCHHS 3 NAPa/ICIAbHAMM
TpynaMH.

12. OcuoBHI KpUTEpPil BKIKYCHHS

IManieHTkH 3 NCPBHHHOK HEAOCTATHICTIO seuHMkiB. HepocrarnicTs
s€uHMKIB Oyna AlarHOCTOBAHA HA MIACTAaBl HASBHOCTI aMEHOpEI, WO
TOHAJ0TPOTIHIB

cynponomxyaanacn BHCOKHM piaﬁeM

HU3BKIM PIBHEM €CTPAaiony B m1a3Mi KpoBi (HK4g

13. JHocnimxyBaHuH niKapchKuil
3acib, cmoci0 3aCTOCYBaHHS, CHUIA
it

Y’rpom’ecmu nepopansHo abo iﬂrpasariﬁanbuo

14-ro ausa, motimM mo 300 mMr Ha poly 3 15- -ro §

npuiiomu (o 100 mr o 08.00, 18.00 ta 24.00).

MEPEKNAR 3P05ﬂEHO
3r 1AHO 3 OPHT [HANOM

AocToBiPHICTD
NEPEKNARY 3ACBIAYYD

Kinayeic H.B m\
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I'pyna B orpumysana Yrtpomecran 100 Mr iHTpaBariHansHo BBEYCpi
14-ro aua, motim 300 Mr a 106y 3 15-ro no 26-if aeus y TpH npuiiomu
(mo 100 mr o 08.00, 18.00 ta 24.00).

Ipynma C orpumysana Ytposecran 200 Mr iHTpaBariHaasHO BBEUYEPi
14-ro ausa, notim 600 mr va 106y 3 15-ro Mo 26-i AcHB y TpH npuiioMu
(o 200 mr o 08.00, 18.00 ta 24.00).

I'pyma D  orpumysana  BHYTpIIIHBOM'S30BO  HATYpPAIbHHI
nporectepon: 50 mr na 14-it aens, motiM mo 100 mr Ha 706y (mo 50 mMr
0 08.00 12 22.00) 3 15-ro no 26-ii xeus.

IMamienTkH oTpHMyBanK KOMOIHALIO €CTPaziony mnepopaisHO Ta
YTpoxkecTaH jisl IMiTauii MCHCTD YAJIBHOTO IIHKITY.,

14. Tlpemapar mopiBHSHHSI, 1034,
cnioci6 3acTocyBanHs, cuaa aii

HarypaneHuii mporectepoH Adsl BHYTPILIHBOM'S30BOTO BBCACHHS
(FEDERA S.V.® a6o STEROP S.V.®)

15. Cynyras repanis

Jani BiacyTHi.

16. Kputepii oninku edekTHBHOCTI

DapmaKkOKIHCTHYHUIA aHanis: yei pe3yabTaTu IOZO
¢hapMaKOKIHETHKH BHPRKEHI V BHIVISAI CEPEAHBOTO 3HAYCHHS,
crangaptHoro Biaxunenns (CB) Ta cTaHAapTHOT MOMHIKH CEPEaHBOTO
3naucHHs (SEM). Po3paxoBaHo MakCHMANbHY KOHICHTPALIIO B Ia3mi
kp0oBl (Cimax), 9ac 20 AOCATHCHHS MAKCHMAMEHOT KOHIEHTPAIUT (Tmax) T2
MOy TMiJ KpPHBOK «KOHUeHTpauis-gac»y (AUC) Ta cepeanio
KOHLICHTPALIIO B I1a3Ml KpoBi B piBHOBaskHOMY cTaHl (Css).

17. Kpurepii ouinku 6e3neku

3agoxyMeHTOBaHI MicHeBi abo cucTeMHI noOivHI edexTH, wIO
BUHHMKAIN M1 4aC JOC/TIUKCHHS, @ TAKOXK BIA3HAMCHA MPHIHSITHICTH
T KYBAHHA.

18. CratucTuyni Metoau

Konnenrpauii nporecTepoHy B I1a3Mi KPOBI MOPIBHIOBAIN MK yciMa
rpynaMH JIKYBaHH 32 JONOMOTOI0 aHANI3y Bapiauiit ogaoro daxropa
(rect Kpackena — VYommica), a m1d THOMapHOTO MOPIBHSHHS TPYyI
JKYBAHHS — 33 JIOMOMOTOK HeNapaMeTPHYHOro aHasiisy (tect Maunna —
Vitni).

19.  Jlemorpadivuni HOKa3HUKU
nocmimxysaHol momyssauii (CTaTs,
BiK, paca, TOIO)

Hani BigcyTHi.

20. PeaympTaTi epeKTHBHOCTI

Pesiome moxo papmaKkoriHeTHKH

ITicns mepopameHOro NpuitoMy nporecTepony Ha 21-if aeHb cepenHe
sHaucHHs = CB Cpax cTanosmno 9,6 £ 6,7 ur/mi npu cepeaHbOMY
sHaueHHl = CB Tmax 2.8 £ 2,0 roguHn 3 NOJAIBINUM 3HIDKCHHAM
KOHICHTpAWii 10 AOCATHCHHS cepeAHbporo 3HaucHus + CB Gasanenol
koHueHTpauii 2,7 + 1,3 ur/mn Ha 24-ii ness. Cepenne 3Havuenus = CB
Css 3 21-ro aug ctarosuno 5,39 = 2.4 ar/vur Mk 0 1 22 rogusaaMm,

[Micns BHYTPIMIHBOM'S30BOTO BBEISHHS NporecTepoHy Ha 21-i geHb
cnocTepiranocs N1 ABULLCHHS piBHs IPOTECTEPOHY a0
cynpadisionoriuanx pisuis (cepenne 3HaueHHA = CBmméTa

g

8,9 ar/mn Ha 12 roauny.

IpeHTudixauiftmii Koa
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[Micass iHTpaBariHaTbHOTO BBEACHHS nporecTepony Ha 21-i AeHb
criocTepirases nocTiitnuit i cTabiibHuiA piBeHb Y mTasmi KpoBi B Mexax
isionorianoi HOpMH TPH CEPEaHbOMY 3Hauendl = CB Cg Big 8 a0
11,6 Hr/mu, 3amexHO Bix 3acTOCOBAHOT HO3K.

lopisrsians dapmakokiHeTHunUX MPOGiTin POTECTEPOHY MOKa3aI0
Ayxe sHavHy pisHuiio (p < 0,0001) AUC, Cy i Cmax mig wac anamisy
Bapiauii axropa ((hakTop JiKyBaHHS) A5 BCIX YOTHPBOX IPYI PAZOM.
Pesynprat Takox Gy'm sHaaymuMa (p < 0,05) mwit Topax. [pu
MOTIAPHOMY MOPIBHSHHI HC BHSBICHO CTATHCTHYHO 3HAYYIIHX
BIAMIHHOCTCH Y hapMaKOKiHETHUHHX nmapameTpax MDX TpynaMu AiB,
aJ1e BC1 IAPAMETPH CTATHCTHYHO 3HAYYIUE BIAPISHATHCA MiX IPynaMu
A1 C (kpiM Trmax), rpynamu A i D (kpiv Tmax), tpynamu B i C (kpim
Tinax), rpymamu B 1 D, a Takox rpynamu C i D (kpim Tomay).

Pesziome mopo edexraBaOCTI

ITicas nepopameHOTo 3aCTOCYBAHHA TIKaPCHKOTO 3acoby YTposkecTan
J03PIBAHHS CHAOMETPis §y/10 He3aIOBIIbHUM, & FiCTONOrIYHA KAPTHHA
HE BIANOBIJANA OYIKYBAHOMY [HIO LIHKITY.

Ilicas  iHTpaBariHaIbHOrO 3aCTOCYBAHHS JTKAapCHKOro 3acoly
Yrpoxecran Mopcbonoris[ em:ome'rpix HE BIOpi3HaAnacs Bix Takoi mpu
TIPHPOJHOMY LMK, V UMX NAMIEHTOK MiCIs BBEACHHS MPOreCTepoHy
IHTPABATIHATEHO  CHOCTEpIrazacs BUPAKEHA  KOPEIAUiS  MiK
KOHIICHTPAUIEI0 MPOrCCTICPOHY B  IUIA3MI KPOBI Ta HAICHKHOIO
Mopdonoriero  empomerpis. BmimB mporectepoHy Ha  CTYMiHB
103piBaHHS CHAOMETPIs Oy/a 0AHAKOBOK HE3a1EKHO Bix 10G0BOT 103H,
To6T0 300 abo 600 Mr Ha 106Y.

Hespaxaiouu w®a 3Hauso Bumi piBHI  mporectepony micas
BHYTPIIIHBOM'S30BOTO BBCACHHS TNOPIBHAHO 3 IHTPABATIHATBHUM
(HaBith y 1031 600 Mr Ha no6y), Mopdooris eHaoMeTpis GyIa MeHI
OAHOPIAHOO, HIK IMIC/A iIHTPABATIHAMBEHOTO BBEICHHS IPOTECTEPOHY: Y
43,5 % 3paskiB cnocrepirazacs 3aTpHMKa Ho3piBaHHs, a y 9 % —
3Q103MCTA/CTPOMANBEHA ACHHX POHISL.

21. PesymeraTn Ge3nexu

Y xomHOi 3 mAUiEHTOK, sKi OTPUMYBAQH  MPOrcCTCPOH
IHTpaBariHaTpHO, He 6y/10 BHSBICHO MicueBuX a00 CHCTEMHMX MPOSIBIB
HEnepeHocuMocTi. 30Kkpema, y Lilf Tpymi He CrocTepiranocs >KUPHAX
abo ceepOmrunx BHAIICHB. YCi i NAUIEHTKM OLIHMJIM NMEPCHOCHMICTD
JNIKyBaHH: AK TYXKE 3aX0BLIBHY.

Menwe 10 % nauieHTox, sKi OTPHMYBAIH TIPOTECTEPOH MEPOPATEHO,
NOBIIOMHIN TPO THMYACOBHH ceJaTuBHUi edexT, axuii KOTHUM
4YUHOM HC NEPEHIKO/LKAB IXHBOMY JIKYBAHHIO.

YV geakux  DAmiEHTOK, AKi  OTPHMYyBAIH nporec'repou
BHYTPIILIHBOM 13080, PO3BMHYBCS XOMOXHHI abenec y ii
TOJIOBHHM HHHOM ¥ pasi HeoOXigHOCTI npo;gOB}KyB
PaHHIX TEPMIHAX BAriTHOCTI. /

22, BUCHOBOK (3aKAHOYCHHS )

Ile nocaimKkeHHs nNpoaeMOHCTPYBao, mo hiziofd 1
KOHIIEHTPALIl NPOrecTePOHy B M1a3Mi KPOBi NpoH
JOCATHYTI Y BCIX BHOAAKAX 3aCTOCYBAHHS
GbYHKUIOHYIOUMX  SEYHHKIB  JIIKapCBKOTO DO
inTpasarinaneHo y 1031 300 aGo 600 mr Ha n0Gy. S

MEPEKNAR 3POBNEHO
3r{AHO 3 OPHI IHANOM

AocToBIPHICT
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cekperopHoi (dasu, wo BizoOpazuaocs B HANCKHIH mopdonorii
CHIOMETPIAL.

Bpaxosyroun Qakr, mo (apMaKoKiHETHKA TNPOreCTEPOHY Micst
BHYTPIIIHbOM SI30BOr0 BBC/ICHHS HC BiATBOPIOE (islonoritauii piBeHb
TOPMOHY, @ TaKOK Te€, IO TPHXWIBHICTE 00 JIKYBAHHA HE €
ONTHMANBHOK (4epPe3 BUMAAKH XOI0AHHX alceciB), Big UBOTO MUIAXY
BBC/JCHHS BIAMOBHINCS HA KOPUCTh IHTPABAriHAABHOIO BBCACHHS, SKC
NEPEHOCUTHCA HAGAraTo Kpaie i AIs SKoro MopQoNoTiuHi pe3yabTaTH
€ LLIKOM 33J0BUIBHUMH.

3asgBHUK Besins Healthcare S.A. / Besen Xeackea CA
(BTacHMK peecTpauifHOTO MOCBIAMECHHS)
Hannah McKenzie,
3aCTYIHUK AHPEKTOPa 3 peryasaTOpHUX
[TUTAHE

TEPEHNAA 3POBAEHO
3r{AHO 3 OPHr IHANOM

AoCTOBIPHICTD
NEPEKNAAY 3ACBIAYYD

Kiuaypic H B \\
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Clinical Trial Report No. 3

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

UTROGESTAN® 300 mg capsule

IZ. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4, Trials conducted:

1 yes C no If not, substantiate

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

Changes requiring new registration. Medicinal product with complete
dossier (stand-alone dossier), other medicinal product, known active
substance.

5. Full name of the Clinical Trial,
clinical trial code

Efficacy and tolerability of Utrogest® 200 vaginal compared with
CRINONE® 8% for luteal phase support during assisted reproduction.

l6. Clinical trial phase

Phase 3

[7. Period of the clinical trial

| From July 1999 through September 2001

8. Countries where the clinical trial
was conducted

Germany

9. Number of study participants

Planned: 430 patients.
Actual: 430 patients.

10. Goal and secondary objectives of
the clinical trial

To demonstrate the comparative efficacy and tolerability of capsules
containing 200 mg of progesterone (P) (Utrogest™ 200) or Crinone™
8% gel for luteal phase and early pregnancy support during assisted
reproduction techniques (ART).

11. Design of the clinical trial

Prospective, multicenter, randomized, controlled, open, parallel-
group Phase III trial.

12. Main inclusion criteria

- Indication for in vitro fertilisation / intracytoplasmic sperm injection
(IVF / ICSI) given.

- Successful transfer of 2 or 3 embryos.

- Presentation for the 1st ART treatment cycle.

- Age =18 years and <35 years.

- Normal cytological smear within the past 12 months.

- Legally valid declaration of consent from the patient.

13. The investigational medicinal
product, method of administration,
strength

Utrogest®200.

1 capsule containing 200 mg progesterone.

3 vaginal insertions daily, beginning with 1 capsule I
the transfer day.

14. Comparator, dose, method of
administration, strength

Crinone® 8%: one applicator dose of 1.125 ., ' 9
progesterone, Q Q«KPATIH m’u» :
2 applicator doses daily, beginning with 1 dosg ': the evening of A
transfer day. \erS

3 [AHO 3 OPHT IHANOM

H.B.HIHAYPIC k
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15. Concomitant therapy

Patients were not permitted to receive any additional treatment with
steroid hormones or hCG during the trial phase.

In the case of concomitant medication, folic acid preparations were
used in 71.4% and 81.5% of cases in the Utrogest™ 200 and Crinone™
8% group, respectively. lodide, acetyl salicylic acid, and iron
preparations occasionally were used alone or in combination with folic
acid. In two women receiving Utrogest™ 200, antibiotics had to be
administered, and two women of the Crinone™ 8% group received
additional vaginal therapy with clotrimazole or lactobacilli. There
were also single cases of concomitant enoxaparin and bromocriptine
treatment.

16. Efficacy evaluation criteria

Main outcome measure:

* Ongoing pregnancy rate at the end of study (12th week of
pregnancy).

Secondary outcome measures:

* Number of implantations / living foetuses.

» Number and time of withdrawals.

* Reasons for withdrawal.

* Number of abortions / missed abortions.

17. Safety evaluation criteria

*Adverse events.

* Local adverse events.

» Assessment of tolerability by the patient.
+ Physicians’ assessment of acceptance.

18. Statistical methods

Main outcome measure:

« Confirmatory analysis of difference in pregnancy rates at or beyond
12 weeks of gestation (lower limit of the 90% confidence interval > -
0.1) between the two study groups.

Secondary outcome measures:

» Rate differences of implantations / living foctuses, withdrawals and
abortions / missed abortions were compared with Fisher’s exact test
(exploratory).

» Assessment of tolerability by patients and evaluation of acceptance
of the respective treatments by the physicians were compared using the
Wilcoxon-Mann-Whitney test.

» Demographic data, adverse events and hormones were evaluated
descriptively.

19. Demographic characteristic of
study population (gender, age, race,
ctc.)

218 women were randomized to the Utrogest™ 200 group and 212 in
the CrmoncTM 8% group. Age of women in the Utrogest™ 200 group

20. Efficacy results

Evaluatmg the intent to treat populanon, the o ‘ ”g" pregnanc
amounted to 28% (61/218) in the Utrogest® 2086KH @Kppmﬂtﬂ
(57/212) in the Crinone® 8% group. Similarl
rates for the per-protocol population were 23%65

H.B.KIHAYPIC
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Utrogest® 200 Group and 22.2% (47/212) in the Crinone® 8% group.
In both data sets, non-inferiority of Utrogest® 200 relative to Crinone®
8% could be attested according to the pre-specified criteria.

In both treatment groups, similar numbers of implantations or living
foetuses were recorded. More than 70% of gestations were singleton
pregnancies.

The number and reasons of withdrawals were similar between groups.
As expected, more than 80% of premature withdrawals were due to
pregnancy failure. The rate of withdrawals at the individual visits did
not vary between treatment groups.

A similar number of women experienced abortion or missed abortion
in the Utrogest® 200 Group (10/218 — 4.6%) and in the Crinone® 8%
Group (9/121 — 4.2%).

Hormone concentrations were explored. As expected, B-hCG
concentrations differed between women who dropped out and those
who remained in the study, i.e. who were pregnant. Similarly in both
groups, oestradiol serum concentrations at visit T1 (scheduled 12 to
14 days after embryo transfer) were significantly higher in women who
remained in the study than in women who dropped out. In both groups,
women who completed the study regularly, i.e. who remained
pregnant, were the subgroups with the highest oestradiol values 12 to
14 days after embryo transfer.

In both groups, progesterone serum concentrations at visit T1 were
significantly higher in women who remained in the study than in
women who dropped out. As for oestradiol, women in both groups who
completed the study regularly, i.e. who remained pregnant, were the
subgroups with the highest average progesterone values at visit T1.
Additionally, there was also a significant difference of serum
progesterone between the Utrogest® 200 and the Crinone® 8% drop-
outs at visit T1. Since in non-pregnant women serum progesterone may
be mainly determined by exogenous supply, more progesterone may
be systemically availably in women given 3 x 2 capsules Utrogest®
200 daily vaginally than in women given 2 x 1 dose of Crinone® 8%
daily vaginally.

21. Safety results

Compliance with drug treatment was very good in both the Utrogest®
200 (98%) and the Crinone® 8% (94%) groups.

Only very few patients left the study due to adverse events or local
intolerance to the study drugs. In the Utrogest® 200 group, 1 woman
each (0.5%) discontinued because of an adverse event and local
intolerance, respectively. The comparablc number was 2 (0.9%) and 3
(1.4%) women in the Crinone® 8% group.

Overall, 21 (9.7%) patunts in the Utrogest® 2004
women (9.9%) in the Crinone® 8% Group reportg :
majority of adverse events in the Utrogcst@'
adverse events in the Crinone® 8% Group f

D and 21

treatment with study drugs.

| pevTivauianui KOR s

33002596 RSt/
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Only 3 adverse events were considered as definitely related to
Utrogest® 200 use: 1 case of severe local discomfort, 1 case of bloating
and | case of vaginal discharge. The frequency as well as the quality
of the adverse events in the Utrogest® 200 Group were considered to
be well-tolerable.

All 7 adverse events considered definitely related to Crinone® 8% use
pertained to local irritation or discomfort due to (cloddy) disposal or
discharge of drug material.

The most frequent adverse event in both treatment groups was
ovarian hyperstimulation syndrome (OHSS) which was not related to
treatment with study drugs.

The frequency and severity of local intolerances did not raise
particular concerns. No case of local intolerance fulfilled the criteria
of a serious adverse event. In the Utrogest® 200 group, 28 local
intolerances in 15 women (6.9%) were reported. In the Crinone® 8%
Group this number was 31 local events in 15 women (7.1%). Erythema
accounted for half or more of local intolerance. In the majority of
cases, it was rated as mild. Burning and itching together constituted
about 40% of the remaining local intolerance symptoms in both
groups. Vaginal discharge was observed in only a few instances.
Moreover, in about half of the cases another cause than study drug
application was evident, i.e. vaginal infection. Thus only 3 cases in the
Utrogest® 200 Group and 1 case in the Crinone® 8% groups were
considered as study drug related events.

More than 90% of women rated overall tolerability of the study drugs
as “very good” or “good”. Nevertheless, a significant advantage in
favour of Utrogest® 200 was established. Similarly, physicians rated
acceptance of Utrogest® 200 treatment significantly better than
treatment with Crinone® 8%.

Neither treatment with Utrogest® 200 nor Crinone® 8% induced
abnormalities of laboratory parameters.

22. Conclusion

This multicentre, randomised, controlled, open, parallel, Group study
in 430 women demonstrated the efficacy and safety of 3 x 1 capsule
Utrogest® 200 (600 mg progesterone) daily vaginally as luteal and
early pregnancy support following IVF / ICSI.

Utrogest® 200 was associated with similar ongoing pregnancy rates
when compared with 2 x 1 applicator dose Crinone® 8% (180 mg
progesterone) daily.

The administered doses of Utrogest® 200 were likely to produce
higher progesterone plasma levels than those of Crinone® 8%.

thrcas systemic and local tolc,rablllty was 51m|1ar1y good,

Crmone 8%. Moreover, Utrogu;t@' 200 was 5!"
tolerability by the patients and better acceptablg
Crinone® 8%.

3r{AHO 3 OPHT IHANOM
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3siT npo kainiune BunpoGysannsa Ne 3

1. Hassa mikapcekoro 3acoly (sa
HAsIBHOCTI - HOMEP
PeECTPaLiHOTO MOCBIAUCHHA)

YTPOXXECTAH® 300 mr, kancymm

2. 3aaBHHK

besen Xeackea CA, Bexsris / Besins Healthcare SA, Belgium

3. Bupobuux

Cinnea ®apma, CJ1, Icnasnis / Cyndea Pharma, SL, Spain

4. IIpoBeneHi OCTIIKCHHS:

! TaK C  wm AKIIO Hi, O0IPYHTYBATH

1) tum mikapcekoro 3acoly, 3a
SAKHM NPOBOAMIACS ado
TUIaHYETBCA peecTpartis

3minm, mo noTpebyroTh HOBOI peectpauii. Jlikapcekmii 3aci6 3a
MOBHUM J0ChE (ABTOHOMHE JOCKE), IHILMI JiKapchkuii 3aci6, sinoma
Z1F0UA PETOBHHA

5. Tlopna wHa3ea KJIIHIYHOrO
BHNpoOyBaHHs, KOAOBAaHHI HOMED
KITIHIYHOTO BHNIPOOYBaHHA

Edexrusnicts 1 nepenocumicts npemapary Yrposeer® 200 mr
BariHaTeHUH MOpiBHAHO 3 npenaparom Kpunon (CRINONE®) 8 % mpu
3aCTOCYBAHHI U TMATPUMKH JHOTEIHOBOI ¢asu mia yac npoueayp
JOMNOMIZKHHX PENPOIYKTHBHHX TCXHOJOLIH.

6. ®a3a kAiHIYHOro BUNpoOyBaHHs

aza 3

7. Iepiox npoBeaeHHA KIIHITHOTO
BUNPOOYBaHHA

3 mumas 1999 p. no Bepecers 2001 p.

8. Kpaiun, e nposogmmocs
KIIHIYHE BHMPOOYBAHHS

Himeuunna

9. KizbkicTs A0CaiKyBaHHX

3ammanosana: 430 nauieHTis.
daxrryna; 430 nawiesTis.

10. Mera Ta BrOpHHHI uim

KIiHIYHOrO BUNPOOYBaHHS

[TpoxemMoHCTPYBaTH TOPIBHAIBHY €(EKTHBHICTE 1 NMEPEHOCHMICTB
3acTOCyBaHHs kKancyn, mo wMictsre 200 mr mporectepony (II)
(YTpoxect™ 200), abo remo Crinone™ 8% mus niatpuMkn
iroTeiHOBOT (hasu Ta 3GCpCIKCHHA BATITHOCTI HA PaHHIX TEPMIHAX MM
Yac Mpoueayp JONOMUKHUX PENpOAYKTHBHHX TexHonorii (JPT).

1E Junzaita KIIIHITHOTO

BHIIPOOYBaHHS

IpocniekTHBHE 0(araTOLCHTPOBE paHAOMIZ0BAHE KOHTPOJIEOBAHE
Biaxpute pocmimxenss I dazu 3 napane sHUME rpynaMm.

12. OcHoBHI KpUTEPIi BKIIOYCHHS

- [IloxazamHs 10  EKCTPAKOPMOPATBHOTO  BAIUTIAHEHHS  /
IHTpauMToILIasMaTHUHOI 1H' ekl cnepmarosoimis (EK3 / IKCI).

- Yenimse neperecerHs 2 abo 3 emOpiosis.

- [Iposeaenns 1-ro uuxmy JIPT.

- Bix > 181 < 35 poxkis.

- HopmanbHuii pe3yasTaT UMTOIOTIMHOTO MAa3Ka MPOTATOM OCTAHHIX
12 micauis.

- FOpumraro gificHa 3roaa nauieHTa.

13. JocmikyBaHHH JTIKapChKHIH
3acib, croci® 3acTocyBaHHS, CHIIA
i

Yrposkeer® 200 (Utrogest® 200).

I kancyna, mwo mictute 200 Mr nporecrepony.

3 1H'I‘paB£l[‘1H€1JIbHHX BBCIACHHSI Ha ,_‘"[06}!', HO‘IHHHI{)‘IH 3 1 KaHCVHH
BBCUEPI B ICHB MCPEHECCHHA eMOpIOHiB. - TR

14, Tlpemapar mOpIBHAHHSA, 1033,
croci0 3acTocyBaHHs, CHIIA Ail

[lens Kppmoa (Crinone®™) 8 %: no3a B OZHOMY ‘"n )
reaio) Mictuts 90 mr nporeCTepOHy
Ho3a 3 2 anikaTopie Ha 00y, nounHawun 3 ff:
NCPCHCCCHHS eMOpIoHIB. '

15. CynyTns Tepanis

HauieHTKaM HE J03BOANOCH orpumyaam

TEPEKAAA 3POGAEHO
3r{AHO 3 OPHI IHANOM

A0OCTOBIPHICTD
NEPEKNAAY 3ACBIAYYD

Kinaypic H.B.
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Y BUnaakax 3aCTOCYBAHHS CYNyTHBOTO JIKyBAHHS npenaparu
tormieBoi kucnotu 3actocosysamu 71,4 % Ta 81,5 % mauieHTOK Y
rpynax Yrtpoxkect™ 200 ta Kpunow™ 8% sinnosizso. ITpemapatu
fiony, aueTwicamiuMIOBY KHMCIOTY Ta mnpenapard 3amiza imomi
3aCTOCOBYBAIH OKpeMo abo B kombinawii 3 poniesoro kucmoToW. [BOM
JKIHKAM, sKi npmitmami Yrposkect™ 200, Bunukia HeobXimmicTs
NPH3HAYMUTH AHTHOIOTHKHM, a JBOM oKiHkam 3 rpynu Kpunor™ 8 %
I0JATKOBO MPH3HAYHIN TEpanio KJIOTPHMA30JI0M abo
nakTOGAKTEPisAMH [HTpaBariHanbHO. By TakoK NOOAMHOKI BHMAIKH
CYNYTHBOTO JIKYBAHHS CHOKCAIAPHHOM 1 GPOMOKPHITHHOM.

16. Kpurepii ominku edekTHBHOCTI

OcHoBHEI HOKA3HUK:

* Koediuienr tpuparouoi BaritHoeTi Hanpukinui gocrimkents (12-
i THJKIEHB BATITHOCTI).

Bropunni noxkasunakn:

*  Kinexicrs iMnuianTauiii / skMBHX I0IIB.

*  KinbkicTs Brnagkis Ta qac BinMisu npenapary.

» Ilpuunnu Bigminm.

*  Kigskicts Bunaaxis abopris / 3aBMep0i BariTHOCTI.

17. Kputepii oninku Ge3nexu

* [lobGiuHi edekrn.

*  Micuesi nobiuni cextn.

*  OuiHka NEPEeHOCHMOCTI MALIEHTOM.
*  OuiHKa NCPEHOCUMOCTI TiKAPAMH.

18. Cratuctuuni MeToau

OcHoBHHIT TOKA3HHK eeKTHBHOCTI:

 IlinrBepmxyrounii anami3 pisHHNl MDK ABOMA JOCIIIKYBAHHMH
rpynmaMH y 9acTOTi BariTHOCTI Ha 12-my TmkHi abo mizmime
(rmoxas mexxa 90 % nosipuoro intepsamy > -0,1).

Bropunni nokasHuku edexTUBHOCTI:

* Pizammo B wacToTi IMIUIAHTAUIH/KWBHX IUIOXIB, BHMAAKIB
Binminu  npemapary Tta  aGopris/zaBmepnoi  BariTHOCTI
NOPIBHIOBANK 32 JIONOMOTOK) TOYHOro kputepiro ®imepa
(mochiaHMUBKOTO).

* OmiHKy nNEepeHOCHMOCTI DIKYBaHHS NALIEHTAMM Ta OLIHKY
NPUHHATHOCTI  BIAMOBIAHMX MCTOZIB JIKYBaHHA JiKapsMu
MOPIBHIOBANM 33 JOIOMOTOK KpuTepiro Binkokcona-ManHa-
Virni.

* [emorpadiuni jgani, noGiuni ¢ekTH Ta NOKAZHHUKM TOPMOHIB
OLIIHIOBATN OTIMCOBHMH METOAAMH.

19.  [lemorpacdiuni  MOKA3HUKH
ZocaimkyBaHol nonyssiuii (crats,
BIK, paca, TOLO)

218 1ok Oyu pannomizoeaHi 1o rpynu Yrpoxkect™ 2001212 — a0
rpynu Kpunon™ 8 %. Bik xinok y rpyni Ytpoxect™ 200 ta rpyni
Kpunon™ 8 % ctanosus 30,7 + 2,9 (aianaszon 22-35) Ta 30,1 = 3,0
(nianaszon 23-35) pokis BiAmoOBiAHO.

20. Pesynpratu edekTHBHOCTI

3a owiHKaMH B TIOMYJAUIl NALIEHTIB, gKi 1T
mikysauHs (intent to treat population), nogfs
BariTHOCTI ctasoBmwan 28 % (61/218) y rpymi 1
200 1 26,9 % (57/212) y rpyni npenapary Kpgr
YHHOM, [OKA3HUKH TPUBAKOUOT BAriTHOCTI y MOKhY]
BINOB1IA/IH BUMOTAM IPOTOKONY, CTaHOBHIH 2 {\E

npemapary Ytpoxecr® 200 ta 22,2 % (47/212)

MEPEKNAR 3POGNEHO
3r [AHO 3 OPHI IHANOM
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Kpunon® 8%. J[lani 060X BuGIpOK CBIZYHIH TIPO HEMEHILY
edextiBHicTs npenmapary YTpoxkect® 200 HOpIBHSAHO 3 MpemapaToM
Kpunon® 8 % 3a HOMNCPCAHBO BUIHAYCHUMH KPHTEPIsSMHU.

B 0b6ox rpynax mikyBaHHs 0y710 3apeeCTPOBAHO OJHAKOBY KiAbKICTE
iMnnanTauiid a6o skmeux mmoxis. Ilomag 70 % earitHocreit Gynu
OMHONIII JHHMH.

KinekicTe 1 npuunnu Biaming npenaparis 6ynu nopiGuumu B 06ox
rpynax. fx 1 ouikysanocs, nmonax 80 % mepemuacuoi BigMiau Gyam
NOB'S3aHI 3 HCBHHOIYBaHHAM BariThocTi. HacToTa BiaMinu npenapatis
niJ 4ac OKPEMHX BI3HTIB HC BIAPIZHAIACA MK rpynaMH JiKyBaHHS.

OanaxoBa KiNBKICTE JKIHOK mnepeHecan aGopr aGo 3aBmepay
BaritHicTs y rpymi npenapary Yrposeer® 200 (10/218 — 4,6 %) i B
rpyni npenapaty Kpunon® 8 % (9/121 — 4.2 %).

Byno pmociipkeHo KkonuenTpauii ropmoni. Sk i ouwikysamocs,
koruentpauis B-XIJI sigpisHsmacs y  okiHOK, 4xi  Bubyam 3
JOCTIHKCHHSL, 1 THX, SKi 3aJHIININCS B HBOMY, TOOTO Oyau BariTHUMH.
AmarnoriarHo, B 060X rpynmax KOHUGHTpAUis €CTPAmiony B CHpPOBATLH
kpoBl mig wac Bizuty Tl (sannasosasoro uepes 12—14 nuis micas
nepeHecenHs emOpioHiB) Oyma 3HAYHO BHIIOK Yy OKIHOK, 4Kl
SANMIIAIHCA B JOC/IDKEHHI, HDK Y KIHOK, ski Bubyau 3 Heoro. B o6ox
Tpymax JKIHKH, fKi 3aBEpPIIHIH JOCHIIKCHHA 3a TUIaHOM, TOOTO
SATHLIANNCH BAriTHUMH, HANCKAIH 10 MArPyn 3 HAaHBHIIHMHU
3HAUEHHAMM KOHIeHTpauii ectpamioay wuepe3 12-14 gmis micas
HEePEHECCHHS eMOPIOHIB.

B o6ox rpymax KOHUEHTpALisl MPOTeCTCPOHY B CHPOBATLI KPOBI Mix
gac BisuTy T1 Oyma 3HAYHO BHIIOK Yy KIHOK, AKI JQIMIIMIINCS B
JOCTI/UKEeHH], HDK y KIHOK, skl BHOynm 3 Heoro. Lo crocyetbes
ecTpaniony, To xiHku B 000X rpynax, Sxi 3aBepLIIH OCTIIKCHHS 3a
naaHoM, TOOTO 3amuuIanancs BariTHAMHA, HAJEKATH 10 MATPYN 3
HAWBHILUMM CEPeIHIMH 3HAYCHHAMH PIBHS NPOrCCTCPOHY MiA Hac
sisuty T1. Kpim Toro, Ha momenr Bisutry T1 Takox cmocrepiraiacs
3HAYHA PI3HAL B PIBHAX MPOreCTEPOHY B CHPOBATII KPOBI Y XKIHOK, SIK1
NPHIHHIIN 3acTocyBaHHs npenaparis Yrpoikecr® 200 ta Kpunon®
8 %. Ockinbky y HEBAriTHUX JKIHOK PiBEHB MPOTECTEPOHY B CHPOBATLY
KpOBI MOe BM3HAYATHCS B OCHOBHOMY 3a PaxyHOK EK30TCHHOIO
HAIXOMKCHHS, ¥ KIHOK, SIK1 3aCTOCOBYBanM 3 X 2 xancynau npenapary
Vrpoxect® 200 inTpasarinaneno, Moxe OyTn Ginbiie nporecTepoHy,
HiX y 3KiHOK, fIKi 3acTocoByBamu 2 % 1 nosy npenapaty Kpunon® 8 %
IHTPaBariHAILHO.

21. PesynpraTtu Oesnexu

Kommmaenc mikysauua OyB ayxke mo0puM sk
Yrpoweer® 200 (98 %), Tax i B rpymni npenapar
JIvwe Jexiibka MAUi€eHTOK BHOYIMH 3 JOCT
sBUIA 200 MiCLeBY HCICPCHOCHMICTh J0C/Tig
rpyni npenapary Ytpoxkect® 200 mo | m 1
nikyBawHs uepes nobivmi gBMmMA TAa MiQEE
Bianosigro. Y rpymi npenapary Kppmoa“’ 8y
cranosuma 2 (0,9 %) ta 3 (1 4 %) siHKH. ‘
3aramom, 21 (9,7 %) nauienTka y rpymi npeﬂapary ore

21 sxinka (9,9 %) y rpyni npenapary Kpunon® 8 % nosigomunn mpo
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nebaxani sipmiga. binburicrs HeGaxanux spuw y Tpymi npenapary
Vrposkect® 200 ta nosoeuna HeGakaHWX ABHIN Y IPYM Mperapary
Kpunon® 8% Gyam ouiHeni sk He noB's3aHi 3 AOCTIDKYBaHHM
T KYBAHHAM.

Jlmwe 3 nebaxani seuma Oynm  OfHO3HAYHO TOB'M3aHl i3
3acToCcyBaHHAM mpenapary YTposkect® 200: 1 BHNAZOK CHIBHOTO
micuesoro auckomgopry, | Bumagok Mmereopusmy Ta | Bumazok
BATIHATBHUX BHALICHB. YacToTa, a Takoxk SKiCTh MOGIMHEX sBMIT y
rpyni npenapary Yrpoxkect® 200 sraxamucs 106pe nepeHOCHMHMIL

Vei 7 vebamanux sisuu, Kl BBKAIHC OTHO3IHAYHO MOB'I3aHUMI 13
sacrocysannsM mpenapary Kpuson® 8 %, crocysammca wmicuesoro
nozapasHeHns abo muckomdopry uepes (rpyakysare) BuseacHHs abo
BHJLICHHS TIKapPCLKOro 3acoly.

Haduactimmv nebakamnm sBHiieM B 000x rpynax jikysanus Oys
cunjpoM rineperumymanii seqaukis (CTCS), sxuii ve 6ys nos's3anuii
3 NIKYBAHHAM JOCILUKYBAHHMHM NPCHAPATAMH.

Yacrora 1 THOKKICTE MICHEBOT HENEPEHOCHMOCTI HE BHKIHMKAIH
ocobauBoro JAHCIOKOEHHSL. XKozen BHIIA0K MicueBOi
HEMEPEHOCHMOCT] He BIAMOBINAB KPUTEpPisAM cepiiosHoro mebaskanoro
seama. Y rpyni npenapary Yrposeer® 200 nmosigomnsmzocs mpo 28
BUNAAKIB MicueBol HenepeHocumocti y 15 xinok (6,9 %). ¥V rpymi
npenapaty Kpunon® 8 % us xinekicts cranosuna 31 micuese ssume y
15 xinok (7,1 %). Y mnomosuni abo Ginbine BUmagkis Micuesoil
HCICPCHOCHMOCTI CrocTepiranacs epurema. ¥ OLIbMIOCTI BUNAAKIB 1i
crynine Gyna ouiHeHa sk jgerka. [leuinas Ta ceep6ik pa3oM CTAaHOBHIH
npubmsnao 40 % pemTi CHMITOMIB MiCIEBOI HEMEPEHOCHMOCTI B 060X
rpynax. BuaincHss 3 niXsyu CnoCTCPirainucs TUIIE B KiNbKOX BUMAIKAX.
Bizeme Toro, mpubnusHo B nooBHHI BHNAaIkiB Oyaa oueBHaHA iHIIA
NpUYHHA, HDXK 3aCTOCYBAHHA AOCIIKYBAHOTO Tpemapary, a came
BariHaipHa 1Hdexuin. Takum umHOM, IHme 3 BUIAZKH Y rpym
npenapary eromccr® 200 ra | Bumagox vy rpyru npenapary Kpunon®

8% Oymu posmiHeHi K SBHINA, NOB'M3aHI 13 3aCTOCYBAHHAM
JOCIIDKYBAaHOTO NIPEnapary.

IMomam 90 %  >xiHOK  OWIHWAM  3arajlbHY  NEPECHOCHMICTB
JOCIIKYBAHHX TPENaparis Sk «ayxke 100py» abo «aobpy». Tum He
MeHI, Oy/I0 BCTAHOBJICHO 3HAMHY [CPEBary Ha KOPHCTh NpCnapary
Yrpoxect® 200. Ananoriuno, Tikapi OLiHIH NPUIHATHICTE TiKyBaHHS
npenapatom  Ytpoxkect® 200 3HauHO Kpame, HDK JHKYBaHHS
npenapatom Kpunon® 8 %.

Binxurens y mabopaTopHHX MOKA3HMKAX HE cnoc:Teplra_nocs[ HI 11pu
nikysanni npernaparom Yrpoxkect® 200, ui an MK YR IPenapaTomM
Kpunon® 8 %. KPATHZ>Ry

22. BUCHOBOK (3aK/IHOUCHHSL)

Ilc OaratoucHTPOBC PpPAaHAOMIZOBAHC K@
JAOCTIUKEHHS B TapajerdbHHX Trpymax g
NPOAEMOHCTPYBAJIO edpemxmnicn Ta Gesf
xancya npenapary Yrposecr® 200 (600
{HTpABAriHAIBHO B SKOCTI MiATPUMKH JOTCR
Ha pannix Tepminax micms EK3/IKCL
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33

3actocysanHs mpenapary Yrtpoxkect® 200 acomiroBazocs 3
KOe(IIEHTOM TPHUBAIOYOI BATITHOCTI, MOTIOHAM 10 TAKOro pH
3acTOCyBaHHI 1034 2 anikaropiB npenapaty Kpuson® 8 % (180 mr
NIPOTECTCPOHY).

Beeneni nos3m npenapary Vrpoxkeer® 200, iiMOBipHO, MPH3BOAMIH 10
BUIUHX PIBHIB NMPOTeCTEPOHY B IUIA3Mi KPOBi, HIK A03H mpemapaTy
Kpunon® 8 %.

Y Toif yac AK CHCTEMHA Ta MICLEBA NEPEHOCHMICTH OYyIIa OJHAKOBO
mobporo,  3acrocysanns — mpemapaty  Yrtpoweer® 200 me
CYNPOBOKYBANOCS NOAPAZHIOIYHM (rPYAKONOZIOHHM) BHBCACHHSIM
abo BHALTCHHAM JiKAapCBKOTO 3aco0y, MPO MO TOBIIOMILIH AEAKi
KiHKM, AKki 3acrocosyBanu Kpuuon® 8 %. Kpim Ttoro, mauienTn
3aCBITMMIM Kpamly 3arajbHy IICPCHOCHMICTh, a Jikapi — Kpamry
NpUHHATHICTE Tpenapaty Y1poxect® 200 nopissSHO 3 mpenapatom

Kpunon® 8 %.
3asBHHK Besins Healthcare S.A. / Bezen Xenckea CA
(BmacHMK peecTpauiftHOro MOCBiYEHH)
Hannah McKenzie,
3aCTYIHAK OHPCKTOpa 3 PeryIsTOPHUX
IMHTAHB

MEPEKNAR 3POBNEHO
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Clinical Trial Report No. 4

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

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

1 yes O no If not, substantiate

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

Changes requiring new registration. Medicinal product with complete
dossier (stand-alone dossier), other medicinal product, known active
substance.

5. Full name of the Clinical Trial,
clinical trial code

Clinical experiment with natural micronised progesterone
administered by the vaginal route with patients lacking ovaries.

6. Clinical trial phase

Phase 3

7. Period of the clinical trial

Date of first enrolment: September 1986
Date of last completed: December 1987

8. Countries where the clinical trial
was conducted

France

9. Number of study participants

Planned: 22 patients.
Actual: 22 patients.

10. Goal and secondary objectives of
the clinical trial

To evaluate endometrial morphology and pregnancy outcomes
following the administration of Utrogestan and oestradiol in women
without ovarian function participating in an oocyte donation
programme.

11. Design of the clinical trial

|| Unmonitored, prospective study.

[2. Main inclusion criteria

- Patients < 42 years old.

- Patients presenting with a primary or secondary ovarian
insufficiency (idiopathic premature menopause, gonadic dysgenesis,
Turner’s syndrome, gonadotropin-resistance ovaries, bilateral
ovariectomy) defined by permanently elevated levels of plasma
gonadotropin.

- Patients capable of giving their informed consent after receiving
detailed information.

13. The investigational medicinal
product, method of administration,
strength

* Utrogestan 100 mg capsules.
One capsule was administered vaginally on Days 13 and 14
(100 mg/day).
One capsule was administered twice daily o

(200 mg/day).
The dose was then regularly increased to 300 g

600 mg/day maximum (Days 44 to 60).

400 mg/day (Days 29 to 35), 500 mg/da : :

3r1AHO 3 OPUT IHA
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* 17B-oestradiol (Oestrogel).

1.5 mg oestrogen gel was applied percutaneously to the upper and
lower arms once daily on Days [ to 5.

1.5 mg was applied twice daily on Days 6 to 25 (3 mg/day)

1.5 mg was applied once daily on Days 26 to 28.

3 mg was applied once daily on Days 29-35.

45 mg was applied once daily on Days 36 to 43 and 6 mg was applied
once daily on Days 44 to 60.

» Oestradiol valerate (Progynova).

2 mg/day orally on Days 11 to 13.

14. Comparator, dose, method of
administration, strength

None.

15. Concomitant therapy

No data avatlable.

16. Efficacy evaluation criteria

1. The principal criteria of the effectiveness of vaginal progesterone
were assessed during the test cycle, firstly on the plasmatic levels of
progesterone dosed on Days 13, 15 and 21 doe a minimum of one
treatment cycle, and secondly on the usual histological parameters for
maturation of the endometrium:

*» Dating the endometrium in comparison with an ideal cycle of 28
days according to Noyes’ criteria,

+ Estimating the thickness of the endometrium according to Brux’
criteria,

* The existence or otherwise of asynchrony between the stroma and
glands.

During the subsequent transfer cycles on:

* The number of pregnancies obtained compared with the number of]
embryos transferred,

* The clinical and biological progressivity of these pregnancies
judged on the plasmatic hormonal levels of chorionic gonadotropins,
oestradiol and progesterone and during successive ultrasound scans.

2. The secondary criteria for the effectiveness of vaginal progesterone
are as follows:

» Biochemical (intra-endometrial doses of progesterone, the level of
oestradiol 17 dehydrogenase activity - the enzymatic marker for
progesterone activity).

» Immune-histochemical (the level of the cystolic and nuclear
endometrial receptors for oestradiol and progesterone).

17. Safety evaluation criteria

Local and general tolerance and side effects.

18. Statistical methods

Not reported.

19. Demographic characteristic of
study population (gender, age, race,
etc.)

No data available.

3r IAHO 3 OPHT IHANOM
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20. Efficacy results

Plasma blood levels of progesterone:

Similar to those obtained by the activity of the corpus luteumn during
a normal menstrual cycle.

Endometrial levels of progesterone:

Comparable with the physiological intra-tissue levels observed
during the luteal phase of a normal ovulatory menstrual cycle.

Biopsies of the endometria:

Sampled at Day 21 or Day 22 of a treatment cycle: interpreted as
being typical on Day 21 * 2 of a normal menstrual cycle for 18 of the
22 patients.

Embryo transfer

Of the 32 transfers carried out during former cycles (supplementation
with the same hormonal association), 11 pregnancies were obtained (a
34% pregnancy/transfer rate). Three patients experienced spontaneous
miscarriages, six others gave birth including one with healthy twins,
two were in the final stages of pregnancy at the end of the study.

21. Safety results

No local intolerance (either vaginal pruritus and/or fatty discharge
and/or pelvic discomfort) was reported by the patients.
Noside effects were reported or observed during the treatment period.

22. Conclusion

1. The addition of percutaneous estradiol to vaginal progesterone is
effective in bringing about a secretory maturation of the endometrium
(biological, immunological and histological markers) in 80-90% of
cases (18 out of 21).

2. Receptiveness of the endometrium to the implantation of the
embryo is strictly dependent on the secretory modifications of the
endometrium (induced by vaginal progesterone), which had been
prepared by the 17B-oestradiol administered in sufficient doses.

3. Obtaining a satisfactory rate of pregnancy (34% of transfers) is now
possible for women without functioning ovaries, due to this hormonal
substitution at adapted dosages.

Applicant (Marketing
Authorization Holder)

Besins Healthcare S.A.

Hannah McKenzie, Regualtory Affairs Associate Director

DocuSigned by:
r&m Mebunaic

‘j Signer Name: Hannah McKenzie

Signing Time: 01 June 2023 | 11:03:07 AM BST

' Signing Reason: | approve this document

6D95AB5A3E064235A9FA181ES0D533AC
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3BiT npo kainiuHe Bunpodysanus Ne 4

1. Hassa mixapcekoro sacofy (sa
HasiBHOCTI - HOMCD
PEECTPAMiHHOTO NOCBIIYCHH)

YTPOXKECTAH® 300 mr, kancymu

2. 3a9BHHK

besen Xenckea CA, bemsris / Besins Healthcare SA, Belgium

3. Bupobuux

Cinnea CbapMa CJ1, Icnanis / Cyndea Pharma, SL, Spain

4. [IposeacHi nocmimuKeHHS:

TaK T w SIKILO Hi, 0OIPYHTYBATH

I) Tun mikapcekoro szacoly, 3a

3minn, mwo notpebyioTe HOBOI peectpamii. Jlikapcekmii 3aci6 3a

SKHM MPOBOJHIIACS a00 [NOBHUM JOCBE (ABTOHOMHEC IOCHE), IHILIHI JIKapchkuii 3aci6, Bigoma
TUIAHYETBCS PeeCTpPaLis 71F0UA PEYOBHHA

5. [Ilopma wHasea wiiniynoro| Kniniune AOCII AKCHHS HATYPaIbHOIO MIKPOHI30BaHOT0
BHNPOOYBAHHSA, KONOBAHMH HOMEp [IPOTECTEPOHY, 1[I0 BBONMBCH IHTPABATIHANBHO NANIEHTKAM 13
KITIHIYHOTO BUTIPOOYBaHHA BiICYTHICTIO S€4HHUKIB.

6. ®aza kainivHOrO BUNpobOyBanua | Maza 3

7. Ilepion mpoOBEACHHS KIIHIYHOTO
Bunpofysanus

Jlata BKIIOUCHHS NEPLIOro NauieHTa: BepeceHs 1986 p.
Hara 3asepuieHss: rpyaess 1987 p.

8  Kpainn, 1xe mnposoaunocs
KITHIYHE BHOPOOYBaHHS

®panuis

9. KinpkicTe ZOCTI DKYBAHIX

3annanosana: 22 nauieHTH.
daxtrusa: 22 nauieHTH.

10. Mera Ta BTOPHHHI LT

KJIHIYHOr 0 BUNPOOYBaHHs

Ouinuty MOphONOrito CHAOMETPIS Ta Pe3y/bTATH BATITHOCTI mic/s
31CTOCYBAHHA TIpenapary YTPOXKECTaH Ta €CTPAgioNy IKIHKAM 3
HeDyHKUIOHYIOUMMY  s€YHHKAMH, sKi OepyTe ywacte y mnporpami
AOHAUIT SHLCKAITHH.

i1, Juzaiin KIIHIYHOTO

BUOpPOOYBaHHS

HexoHTpoIEOBaHE MPOCTICKTHBHE JOCTIUKEHHA.

12. OcHOBHI KpUTEpIl BKIIIOYCHHS

- [TamienTrn BikoM 10 42 pokis.

- [TanienTKH 3 ICPBHHHOK a00 BTOPUHHOK HEAOCTATHICTIO SE€YHHKIB
(imlonmaTHYHa mepemdacHa MEHONAy3a, AMCIEHE3Is TOHAN, CHHIPOM
Tepnepa, pe3HCTEeHTHI 10 TOHANOTPOMIHY SEYHHKH, ABOCTOPOHHSA
OBapieKTOMIs), IO BH3HAYAETHCA 33 MOCTIHHO MiABHIICHUM PiBHEM
TOHAZOTPOTIIHY B TIA3Mi KPOBI.

- IMamientn, 3natHi maTv 1HQOPMOBAHY 3romy MICAS OTPHMAHHS
netansHOI iHdopMail.

13. HocnimkyBaHuil NiKAPChKH
3acif, cnoci0 3acTocyBaHHs, CHIIA
il

*  VYrpoxecran, kancyau no 100 mr.

ITo oxwmifi kancyni BBOAMAM iHTpaBariHaneHo Ha 13-if 1 14-i ami
(100 mr/noGy).

To oxniit kancyni asivi Ha 7o6y 3 15 mo 25 aens (200 mMr/zoby).

IMorim po3y pCI‘YJHlpHO 35inh1HYB£LIII/l o 300 Mr/noﬁ

1o 600 Mr/noby (44—60 -i ﬂHl)
* 17B-ecrpanmion (Ectpokens). ;
1,5 Mr remiio ecTpOreHy HAHOCHIIH TePE3IIKiPHY’

MEPEKNAA 3POBNEHO
3F [AHO 3 OPHT [HANOM

AoctoBiPHICTD
NEPEKNAAY 3ACBIAYYD
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3 mr masocuiu | pas va no6y y 29-35-ii ami.

45 mr Hagocnm | pa3 Ha 706y 3 36 mo 43~ aHi Ta 6 Mr HAHOCHIH
1 pa3 Ha o0y 3 44 no 60-ii gHi.

* Ecrpamiony Banepat (Ilporinosa).

2 mr/noBy nepopansro 3 11 mol3-it nexs.

14. Ilpenmapat mopiBHsHHS, 103a,
Croci6 3acTOCYBaHHA, CHIA I

IIpenapat nopiBHAHHA HE 3aCTOCOBYBABCH B BOMY JOCIIAKCHHI.

15. Cynyrus Tepamis

Hami BigcyTHi.

16. Kpurepii oninkn edexrusHocTi

I. Ocnoeni xputepii eexkTHBHOCTI BariHaALHOrO MPOreCTEPOHY
OLIHIOBANH IiJl YaC TECTOBOIO LMKIY, MO-TIEPILE, 32 [LIA3MATHIHUMH
PIBHAMM IPOTeCTEPOHY, 10 BBOANBCA Ha 13, 15121 neHp monaiiMenme
OAHOTO LMKY JiKYBaHHS, NO-APYIEC, 32 3BHYAMHHMH TiCTOJOTTIHUMH
NMapaMeTpaMy A03PIBAHHS CHOOMETPIA:

- JaTyBaHHA C€HAOMETpIA 3a kputepismu Hoiica nopissno 3
ineanbHUM 28-1CHHHM LIUKIOM,

- OIHKA TOBUIMHA €HAOMETPIs 3a KpuTepisimu Brux,

- HAABHICTB 200 BIACYTHICTH ACHHXPOHIT Mi%K CTPOMOIO Ta 32JI03aMH.
ITporsiromM HACTYMHUX LHMKIIIB IEPEHECEHH eMOPioHiB:

- KITBKICTH OTPHMAHHX BATITHOCTEH TOPIBHAHO 3 KiABKICTIO
TiepeHeceHux eMOpioHiB,

- kmHiuauH Ta Olonoriudmii nepeGir mmx BarirHOCTeil, mIO
OLIHIOETBCA 33 PIBHAMHU B IUIA3Mi KPOBI XOPiOHIYHOrO TOHAAOTPOMIHY,

€CTpajioNy Ta MPOrECTEPOHY, a TAaKOK Mg wHac TTOCTiZOBHHX
YABTPA3BYKOBHX JOCTIAMKCHB.
2. BropurHMMH  KpHTEepiiMH  eEKTHBHOCTI  BAriHATBHOTO

HPOTECTEPOHY €:
- GloximiuHi (JO3H MPOrecTEPOHY B CHAOMETPIi, piBeHB AKTUBHOCTI
ectpagion 17B- nmerimporenass - ¢epMEHTATHBHOrO Mapkepa
aKTUBHOCTI IPOrecTepoHy),

- iMyHoricroximiuni (piBeHb LMTONNABMATHYHMX T4 SACPHHX
PELETITOPIB EHAOMETPIs A0 SCTPALIONY TA MPOrECTEPOHY).

17. Kputepii ouinku 6e3nexu

Micnesa Ta 3aranbHa NEPEHOCHMICTb, a TAKOX 1MoGiuni edekTh.

18. CraticTuunl MeTOAH

He nosigomiseTses.

19.  Jlemorpadiuni nOKazHUKH
JOCHDKYBAHOT monymamil (cTarTs,
BIK, paca, TOLIO)

Haui BiacyTHi.

20. Peayapratu edeKTUBHOCTI

Pigenv npozecmepony ¢ naazmi kpogi

IMonibHi 10 THX, MO OTPHAMYIOTh IPH AKTHBHOCTI JKOBTOTO TiNa Mij
4aC HOPMAJIBHOTO MEHCTPYaJbHOTO LHKIY.

FPiseno npozecmepony ¢ endomempit

HOplBHHHHHil 3 (i31070TIHHUMH BHyT’PlllIHbO”I‘KaHHHHHMH pmmm:;
[0 CMOCTEPIraKThCs Mmij 4¥ac JIOTCTHOBOI
OBYIITOPHOIO MCHCTPYaJIBHOIO LIMKITY.

Bioncin endomempia

3abip 3paskis Ha 21-ii abo 22-fi neHB UKIVE

AK TUNOBUHA Ha 21 (£ 2) AcHR HOPMAJIBHOTO Mg ; [pyas bﬂor(a“%u@r
. ¢ LjiH

18 3 22 nauienTox. ‘““‘3“5332596

Hepenecennsa evtpionie / 9
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3 32 nepenecemb, 3aificHeHMX mig wac mOmCPeAHIX LMKIIB
(momoBHEHH TiEw camoi0 KOMGiHAUiEK ropMoRiB), Gymo OTPHMAHO
11 saritHocteil (koediuient sariTHOCTCH/MepeHecenns 34 %). V¥V 3
NAIIEHTOK CTANCS CHOHTAHHI BMKHIHI, 6 iHIIHNX HAPOAUIH, B TOMY
aucmi 1 kiHka — 3mopoBy aBiiimio, 2 naumieHTkH nepebysanu Ha
3aBCpUIANBHIT CTaAll BAriTHOCTI HA MOMCHT 3aKiHYCHHS AOCTI GKEHHS.

21. PesynbraTu Oesncku

[TauienTkM HE NOBIZOMISIM TPO MicueBy HENMEePEHOCUMICTh
(Barinaneruii  cBepOixk Ta/abo MacasHucTi  BHmineHHs Ta/aGo
mckoMopT B obnacri Tasy).

[ToGiunux edextis mwix yac TiKyBaHHS HE 3apeecTPOBAHO Ta He
CIOCTEPIranocs.

22. BUCHOBOK (32KJIH09ECHHS)

1. JlonaBanna wvepesmkipHOro ecTpamiony A0 IHTPaBariHAIBHO
3aCTOCOBAHOrO  MPOTECTEPOHY  e(EeKTHBHO  NPH3BOAUTE 0
CEKPETOPHOrO A03piBaHHA eHxoMerpis (Giomoriumi, iMysomoriuni Ta
ricronoriuai Mapkepu) y 80-90 % sunaaxis (18 3 21).

2. CopuiiHATINBICTE €HIOMETPis 10 iMIIaHTaLil eMOpioHa HanpsMy
3aMeKHTh Bl  CCKPETOPHHX 3MiH  cHAOMeTpis  (iHAyKOBaHHX
BAriHATBHUM MPOTECTEPOHOM), IIArOTOBIEHHX BBEACHHM Y AOCTATHIX
nosax 17B-ectpanionom.

3. Otpumanns 3am0BiABHOI wacTOTH HacTaHHs BaritHocTi (y 34 %
BHNAJKIB TepeHocy eMmOpIOHIB) CTalo MONIMBAM Yy SKIHOK 3
HeQYHKIIOHYIOUMMH SICYHHKAMH 3aBAAKM Wil 3amini ropmosis y
HAIEXKHHUX 103aX.

JagsHHK

Besins Healthcare S.A. / Bezen Xencrkea CA

(BITaCHHUK peecTpauifHOro NnoCBi TICHHS)

é 5

Hannah McKenzie,
3aCTYOHHK JHPEKTOpa 3 PCTYIATOPHUX
MNHUTAHb

MMEPEKNAA 3POBNEHO
3r [AHO 3 OPHT IHANOM

AoCTOBIPHICTD
NEPEKNAAY 3ACBIAYYD

Kinaypic H.B,\\
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Clinical Trial Report No. 5

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

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

: | yes C no If not, substantiate

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

Changes requiring new registration. Medicinal product with complete
dossier (stand-alone dossier), other medicinal product, known active
substance.

5. Full name of the Clinical Trial,
clinical trial code

Pharmacokinetic modelling of two different regimes of oral
progesterone administration: three times—a-day 200 mg progesterone
and twice-a-day 300 mg progesterone

6. Clinical trial phase

. Phase 3

7. Period of the clinical trial

Date: 25.06.2015

8. Countries where the clinical triall] France
was conducted
9. Number of study participants Not applicable.

10. Goal and secondary objectives of
the clinical trial

The objective of the present in silico study was to model the
pharmacokinetic (PK) properties of multiple oral dosing of two
different dosage regimens of new formulations of Besins’ Utrogestan®,
namely twice-a-day 300 mg progesterone and three times-a-day
200 mg progesterone.

11. Design of the clinical trial

The pharmacokinetic modelling was performed using the
pharmacokinetic data analysis and modelling software PK Solutions,
V 2.0, applying the “data sctup and stripping protocol” by Summit
Research Services, Montrose, Colorado, USA (www.summitpk.com).

12. Main inclusion criteria

Not applicable.

13. The investigational medicinal
product, method of administration,
strength

Utrogestan®, namely twice-a-day 300 mg progesterone and three
times-a-day 200 mg progesterone.

14. Comparator, dose, method of|| Not applicable.
administration, strength
15. Concomitant therapy Not applicable.

16. Efficacy evaluation criteria

The basic PK parameters of Utrogestan after single oral d()smg were
derived from primary data, namdy the plasma concenirations
time of Utrogestan as established in the study “Rgsf#

cross-over, bioequivalence study of pmgestemne 4 _.
Utrogestan 100 mg capsule administered as 2 #/
healthy subjects under fasting conditions” by Afapl

behalf of Besins Healthcare (project no. 01272),' i
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The present modelling is thus under the assumption that the
progesterone PK characteristics are lincar between single doses of
200 mg and 300 mg.

Based on the PK parameters derived from single oral dosing, the PK
profiles and parameters of two different dose regimes were modelled
using the “Multiple Dose PK Parameters” modelling feature of the PK
solutions software.

17. Safety evaluation criteria Not applicable.
18. Statistical methods Not applicable.

19. Demographic characteristic of| Notapplicable.
study population (gender, age, race,
etc.)

Both regimes reach steady state conditions, thus do not exhibit
concentration accumulation features. The maximal and minimal steady
state concentrations [Cssmax) and Csgminy] are comparable for both
regimens and the average steady state concentrations are identical [Css
(ave) (area)], which is an indicator that the area-under-the curve at
steady sate is similar,

20. Efficacy results The Table below provides with an overview of relevant steady state
PK parameters:

A:3x200mgng/ml | B:2 x 300 mg ng/ml | Ratio A:B %
Css(max) 42.8 53.9 79.4
Css(min) 22.0 17.9 122.9

Css (max)- Css(min) | 20.8 36.1 57.6

Css (ave) (area) 36.7 36.7 100.0

The differences in maximal steady state concentrations may have an
impact on the safety profile of the new formulations, but given the facts
21. Safety results that the differences are small and critical, i.e. toxicologically relevant
plasma concentrations are not reached, they are not likely to be of
clinical relevance.

Based on the assumption of linearity of PK characteristics between
oral dosing of 200 mg and 300 mg progesterone, the present in silico
22. Conclusion modelling allows to assume that the two dosage regimens of
progesterone may well be bioequivalent in a clinical multiple dosage
regimen.

Besins Healthcare S.A.

Applicant (Marketing
Authorization Holder)  Hannah McKenzie, Regualtory Affairs Associate Director

DocuSigned by:
] Haminale Mebrusic

W)  signer Name: Hannah McKenzie

Signing Reason: | approve this document
| Signing Time: 01 June 2023 | 11:03:16 AM BST

6D95AB5A3E064239A9FA181E50D533AC

3r 1AHO 3 OPHI [HANOM
u.s.ulnnyplc\\



3Bit npo kainiune sunpodysauns Ne 5

1. Hasga nikapcbkoro zaco0y (3a
HaABHOCTI - HOMEp
PEECTPAIITHOTO MOCBITYEHHS )

YTPOXECTAH® 300 mr, kancymu

2. 3asBHUK

bezen Xenckea CA, Beavris / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinnea ®apwma, CJ1, Icnanis / Cyndea Pharma, SL, Spain

4. TlpoBeneHi ROCHTIKCHHS:

TaK a Hl SIKIIO HI, OOIPYHTYBATH

1) tun mikapcekoro 3acoly, 3a

3minn, mo norpefyiote HOBOI peectpauii. Jlikapcekumii 3aci® 3a

AKHM TPOBOIHIIACS abo [MOBHHM 0ChE (aBTOHOMHE JOCKE), IHINHE JiKApchkui 3acif, Bimoma
TUTAHYETHCS PEeECTpaLis JIF0Ya PETIOBHHA
5. IloBwa wmasea wiiHigHOro| MogenoBanns (PapMaKOKIHETHKH OTPOreCTEPOHY MPH IEPOPATBHOMY

BUNpoOyBaHHs, KOAOBAaHHH HOMED
KITIHIYHOTO BUTIPOOYBaHHS

3aCTOCYBaHHI y BOX pizHUX peskumax: 200 mr tpudi Ha goby ta 300 Mr
aBivi Ha 100y.

6. ®aza kaiHI9HOTO BHIIPOOYBaHHS

daza 3

7. IMepioa MpOBEACHHA KITIHITHOTO
punpoOysanHs

Hara; 25.06. 2015 p.

8. Kpaisn, ge mposoamiocs
KiiHiuHE BHPOOYBaHHS

®panuis

9. KinbkicTh JOCTI HKYBAHMX

He 3actocosHe.

10 Mera Tta BTOpHHHI 1M

KIHIMHOTO BUNpOOyBaHHs:

Merowo panoro gocaifpkeHHst in silico  Oyno  MOICTIOBAHHS
tdapmakokinetnunnx (@K) BmactueocTeli npm OaratopazoBomy
nepopanbHoMy npuiiomi Hosux Qopm mnpenapary Yrposkecran®
BUpOOHULTBA KoMraHii BeseH y ABOX pI3HHX pemuMax JO3YyBaHHA, a
came 300 mr mporectepony asiul Ha 100y ta 200 Mr mporectepony
Tpuul Ha 700y,

11. Jusaiin
BUNpOOYBaHHS

KITIHIYHOTO

DapMaKOKIHCTHYHE MOACIIOBAHHA TNPOBOJAMIM 332 AONOMOTOR
aHanizy GhapMakoKiHETHUHHUX JAHHX 1 IPOrpaMHOro 3a0e3ncucHHs 11
mozearoeanns PK Solutions Bepeii 2.0 i3 3aCTOCYBaHHAM «IIPOTOKONY
HATAIITYBAHHA TA BHAAJCHHA AaHWX» kommanii Summit Research
Services, MonTtpos, Konopazo, CIIA (www.summitpk.com).

12. OcHoBHI KpHTEPil BKIOUEHHS

He sacrocosHe.

13. HocaimxyBaHuil NIKApChKHI
3acib, crmoci® zacTocyBaHHA, CHa
i

Vrpowxecran®, a came 300 mr nporectepony Asiui Ha 7306y Ta 200 Mr
nporecTepoHy Tpudi Ha A00y.

14. Tlpemapat mOpIBHAHHA, 1034,
cnocib 3acTocyBaH s, CHila il

He 3actocoByerscs.

15. CymyTHs Tepamis

He 3acTocoByeTseH.

16. Kpurepii owisku epekTHBHOCTI

n ic,m

Ocuosui  mapametpn @K  npenapary YTPO}KLCTEIH
OIHOPA30BOTO NEPOPATEHOTO TPHHOMY Oymu oTpuMaps®
IaHMX, @ caMe AAHMX WOA0 AMHAMIKH KOHLECH
Yrpokectan y TumasMi  KpoBl, BH3HAHUEHH
«PangomizoBare 2-CTOpOHHE nepexpech
BiocksiBacHTHOCTI nporecTepory 100 Mr y xarig
Yrpoxkecran 100 Mr y xancynax, 3aCTOCOBAHHX
100 Mr 310poBEM 106POBOMIBIAM HATIIEY, MPOBEIRK

HEPEHnAn 3POBNEHO
3r [AHO 3 OPHI [HANOM

AocToBIPHICTD
AEPEKNAAY 3ACBIAYYD

Kinayeic H.B \,\
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Amnacdapm (Kanaza) 3a gopyuennsm xomnanii besen Xeanckea (mpoekr
Ne 01272), 2002 pix.

Have  MozemoOBaHHA  IPYHTYEThCS  HA  OPUOYINCHHI, IO
xapakrepucTukn @K nporecteporHy € JiHIHHEUMH MK PasoBHMH
nozamu 200 mr Ta 300 Mr.

Ha migcrai mapamerpis @K, oTpuMaHux npu 0aHOpPa3oBOMY
NepopaapHOMY mpuiiomi, Oymu 3moaenboBani mpodiai Ta mapamMerpu
OK g1 JBOX PI3HHX PEKHMIB JO3YBAHHSA 3a JOMOMOIOI0 (DyHKUIL
mogemoBannst «llapamerpy ©K npu Oaratopa3oBoMy BBEICHHI»
nporpamuoro 3abesneueHus PK Solutions.

17. Kputepii ouinku 6e3nexu He 3acTocoBHe.

18. Cratuctiuni MeToau He 3actocosre.

19.  [emorpadiuai moxasuuku| He 3actocosre.
JocTimKyBaHol monynsanil (cTaTs,
BIK, paca, TOLIO)

Ilpu 3actocyBanHi 000X pemUMIB JOCATAETHCA PIBHOBAKHHUI CTaH,
TOOTO BIACYTHI O3HAKKM HAKOMMUYCHHA KOHUCHTpauii, MakcumaisHi Ta
MiHIMAJIbHI KOHUEHTpAUil B PiBHOBAKHOMY CTaHl [Cssmax) 1 Cosimin)] €
MOPIBHAHHMME s 000X pPEeXHUMIB, a CEpeaHi KOHUEHTpamii B
pisHoBaxkHOMY cTaHl 0HAKOBI [Cy (ave) (MOMmA)], M0 € MOKA3HUKOM
TOrO, OO TUIOMIA M/l KPHBOKO B PIBHOBAKHOMY CTaHI € noaibHO¥.

V Tabmuui HipkYe HABEOGHO OTyLiA BianosinHMX mnapamerpis PK vy

20. PesynbraTh eeKTHBHOCTI iBHOBAXHOMY CTaHL:

A:3x200mrar/ma| B:2 x300 mrur/ma | Bignomenus
A:B %

Css(mnx) 42,8 53,9 79,4

Css(_{xulin) 22,0 17,9 1 22,9

Cs (max) = Css(min) 20,8 36,1 57,6

Cs (ave) (M101ma) 36,7 36,7 100,0

BiaMiHHOCTI B MAKCHMAJIBHAX KOHLICHTPAUISX Y PIBHOBRKHOMY CTaHI
MOJXKYTh BIUIMBATH Ha npodine Oe3nexkH HOBHX IpermapaTtis, aic 3
21. Pesynbratu Ge3nexn OTJIAAY HA TC, WO Ui BIAMIHHOCTI HEBENHKI 1 HE € KPUTHYHHMH, TOOTO
TOKCHKOJIOFIYHO 3HAYyIMi KOHUEHTpamii B TaasMi KpoBI He
JOCSITAIOTHCSL, BOHH HaBPSA YW MATHMYTh KIIHIYHE 3HAUCHHIL.

Buxoasuu 3 npumnyleHHs po JiHilHicTe xapakrepuceTHK PK MDK
nepopansaumu go3ame 200 mr 1 300 Mr nporecTepony, NPEACTaBICHE
22. BACHOBOK (3aKIFOUCHHS ) MOIENIOBaHHSA in §ilico 0AE MOKIHBICTE NPHUITYCTHTH, IO 1BA PEXUMH
J03YBAHHS [POrCCTCPOHY LITKOM MOMKYTh OyTH Ol0CKBIBATCHTHUMHU B
KITIHIYHOMY pekuMi 6araTopa3oBoro JO3yBaHHA.

3asBHMK Besins Healthcare S.A. / Besen 3%
(BIACHMK PEECTPAUIHHOrO OCBIAUCHH) y
Hannah McKenzie,

3ACTYITHHK JUPEKTOPA 3 PEryBRORHHX MUTIH

\ Aem“q;iuaui“"“‘

38002596
Net

[TEPEKNAR 3POBNEHO

7?*‘?f;‘5’”‘”2’é?2 ; 37 1AHO 3 OPHT [HANOM

“ AOCTOBIPHICTD
) T NEPEKAARY 3ACBIAUYD

Hinayplc H.B\\
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Clinical Trial Report No. 6

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

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

I ves T no Ifnot, substantiate

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

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal product,
known active substance.

5. Full name of the Clinical
Trial, clinical trial code

Study on transvaginal availability of progesterone comparing a
capsule and a gel in a young healthy women.
Protocol No.: MKL 2790

clinical trial was conducted

6. Clinical trial phase Phase |
7. Period of the clinical trial | From June 1998 till October 1998.
8. Countries where the] Germany

Planned: 24 subjects.

objectives of the clinical trial

9..a rtic?lz:;?ser ot study Actual: 25 subjects entered
P P 24 subjects completed

The primary objective of the study was to compare the plasma
[0. Goal and secondary|bioavailability of progesterone from one 200 mg Utrogestan capsule

and 1.125 g of Crinone 8% gel, both administered vaginally.
The secondary objective was to evaluate safety.

11. Design of the clinical
trial

Single-centre, open-label study, randomized, crossover study.

12. Main inclusion criteria

1. Healthy women, Caucasians, aged 18 to 45 years.

2. Physically and mentally healthy subjects.

3. Normal body weight in relation to height according to Broca:
weightyg /(heightem — 100) = 0.8 to 1.25.

4. Informed consent signed by the subject.

5. Oral contraception: any combination of an estradiol analogue and
progestin, no minipills, no sequential formulations.

6. Serum progesterone < 0.3 ng/ml on two different days in the pre-
study examination, between day 4 and 18 of the preceding pill-intake
cycle.

7. Exclusion of pregnancy by negative urine B-human choriomc
gonadotropin (B-HCG) results at the admission to the
each treatment period. o

8. The subject is co-operative and available for thg

9. Abstinence from alcohol for 36 hourf
administration.

13.  The investigational
medicinal product, method
of administration, strength

Name: Utrogest® 200

Dosage form: capsule

Active substance: progesterone
Strength: 200 mg

Method of administration: | capsule was administered vaginally

14, Comparator,  dose,
method of administration,
strength

Name: Crinone® 8%
Dosage form: gel
Active substance: progesterone §.B.41 i (

17 Al H ( l
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Strength: 90 mg per dose (1.125 g)
Method of administration: 1.125 g was administered vaginally

15. Concomitant therapy

All contraceptives containing a combination of ethinyl estradiol
with a progestin were allowed. The investigator might have used the
following drugs for treatment of adverse events: paracetamol,
acetylsalicylic acid.

16.  Efficacy
criteria

evaluation

From the concentration-time courses of progesterone the following
variables were calculated:

area under the plasma concentration-time curve AUC-., highest
concentration determined in the measuring interval (Cpnax), time at
which Crax occurs (tmax), apparent terminal rate constant (A),
apparent terminal half-life (ti,2)

cach variable adjusted to endogenous progesterone.

17. Safety evaluation criteria

Adverse events (AEs) were characterized by type, start, duration,
intensity and causality (as judged by investigating physician).
Laboratory variables and vital signs were measured at the end of the
study and an electrocardiogram was performed.

18. Statistical methods

Pharmacokinetic variables

Descriptive statistics

The arithmetic mean, and for concentration related variables also
the geometric mean, the standard deviation (SD), coefficient of
variation (CV), absolute minimum and maximum, and median were
reported for each variable.

Analysis of variance

ANOVA were performed on all variables except for tmax.

The effects considered in the ANOVA model were: treatment,
sequence, study period, and subject within sequence.

For AUC, Cpax and ti2 the parametric point estimators for the ratio
and the shortest 90% confidence intervals were calculated using the
LS means and the root of residual mean squares from the ANOVA of
log-transformed data with subsequent exponential transformation.

For tmax the non-parametric point estimator and the non-parametric
90% confidence intervals for the expected treatment differences were
calculated according to the Mann/Whitney/Wilcoxon statistics using
the untransformed data.

Safety variables

Frequency tables were calculated by treatment for types and
intensities of adverse events.

19. Demographic
characteristic ~ of  study
population (gender, age,
race, etc.)

All subjects were non-pregnant Caucasian females with mean age
(SD) 27.8 (4.8) years.

20. Efficacy results

the protocol. But only 23 were eligible for thegyfha
evaluation as in one subject no progesterone coul§
the reference formulation (treatment b). '
For the total measurement interval, the AUC.., Y&
b: 182.8 ng/ml*h) indicate a 47% higher
progesterone after the test treatment. _
The treatments did not differ with respect to the mea e peak
concentrations Cmax (a: 6.79 ng/ml, b: 6.54 ng/ml) and Cimax (a:
6.64 ng/ml, b: 6.43 ng/ml). The treatments showed, however,

pronounced ditferences with respect to the time oﬁthe occurrence o1
the peak concentrations. The median of tmax for treatment s 'was'ly "




35.53 h and for treatment b 10.00 h.

The apparent terminal rate constant and the pharmacokinetic
variables derived from it could be determined only in 2/3 of the
subjects after treatment a. In 1/3 of the subjects the concentrations
remained elevated or showed even an increase 96 h after application.
The observational interval thus was not sufficient to estimate ) in
these subjects.

The geometric mean for the apparent terminal half-life was higher
after treatment b (15.48 h) than after treatment a (12.47 h). It must,
however, be kept in mind that the latter value is biased as t12 could
not be determined in the subjects with a slow elimination.

21. Safety results

All 25 subjects enrolled and treated were included in the safety
evaluation.

Altogether 24 of 25 subjects treated in the study reported 80 AEs:
17 subjects reported 34 AEs after treatment a and 21 subjects
reported 46 AEs after treatment b.

The most frequent AEs were: tiredness (13 and 16 events),
headache (5 and 8 events), nausea (3 and 3 events) and vertigo (2 and
2 events after administration of treatment of a and b, respectively). In
addition, common cold, heat sensation and vomiting were observed 3
times and abdominal pain, fluor vaginalis and weakness 2 times,
respectively, whereas all other events occurred in one case only.

The causalities of the AEs with regard to the study medication were
labelled as possible in 63 and as probable/likely in 2 cases, as
unlikely or conditional unclassified in 15 events. The intensity was
mild in 36, moderate in 42 and severe in 2 (pelvic cramps, vomiting)
events. No AE had to be classified as serious.

Only one subject had an adverse event that had not resolved by the
end of the study, namely an increase in facial hair growth starting
approximately one week after starting the treatment a (Utrogestan)
but only reported at the final examination. Retrospectively
determined pre-study serum androgen levels were found to be at the
upper end of the normal range. The event was managed by changing
the subject’s contraceptive drug and a depilatory cream. This event
was considered unlikely to be related to study treatment.

A certain tendency for a more frequent occurrence of AEs after
administration of treatment b compared to treatment a was observed.

There were no significant changes in laboratory variables, vital
signs or electrocardiographic parameters during the study.

22. Conclusion

The pharmacokinetic data contributed by this study demonstrate
that one vaginal capsule containing 200 mg progesterone have a

higher bioavailability than a dose of Crinone® gel cont
progesterone. After the capsule almost 50% more prg
available than after the gel application. It is concpde

Applicant (Marketing
Authorization Holder)

Hannah McKenzie — RA Associate Director




3BiT

npo KjaiHiYHe BUnMpodyBanusa Ne 6

1. Haspa nikapcekoro 3aco0y (3a
HAsBHOCTI - HOMep peecTpaliiHoro
MOCBiTUEHHS)

YTPOXXECTAH® 300 mr, kancyu

2. 3a8BHUK

besen Xenckea CA, besbris / Besins Healthcare SA, Belgium

3. BupoGHuk

Cinnea ®apwma, CJI, Icnanis / Cyndea Pharma, SL, Spain

4. IIpoBeneHi AoCIipKEHHS:

Hi

I TaK L

AKINO Hi, OOTPYHTYBATH

1) Tun nikapcekoro 3aco0y, 3a IKUM

3Minn, wo moTpeGyioTs HOBOT peectpauii. Jlikapchkuii 3aci6 3a

BUNPOOYBaHHS, KOJOBaHWH HOMEp
KJIIHIYHOTO BUNPOOYBaHH

npoBoaunacs  abo  IIAHYETHCS |IOBHUM JIOChE (ABTOHOMHE LOCKE), iHIIMiT NikapchKuil 3aci6, Binoma
peecTpauis Airoya peuoBHHa
5. [IlosHa mazea  KaiHiyHoOro| JocHmimKeHHs MOPIBHAHHA KANcCyll Ta rejio Moo TpaHCBariHajlbHOT

AOCTYIHOCTI TIPOTECTEPOHY B MOJIOMX 310POBUX JKiHOK.
[Ipotokon Ne MKL 2790

6. Ma3za KniHiYHOrO BUNPOOYBaHHS

®aza [

7. Ilepioa mpoBejeHHs KJiHIYHOIO
BUNPOOYBaHHA

3 uepHa 1998 poky no sxoeTens 1998 poky.

8. Kpaiuu, ne npoBoauiocs
KITIiHIYHE BUNIPOOYBaHHS

Himeyuuna

9. KinbkicTb jocinKyBaHux

3arnanosana; 24.
dakTuuHa: 25 BKIIOYEHO,
24 3aBepLUMIIH.

OCHOBHOI METOK [0CHIKeHHS Oy10 NOPIBHATH Gi0AOCTYNHICTH

10. Mera Ta BTOpUHHI wiji|nporecTepoHy B mimasmi kpoei 3 oauiei kancyau 200 Mr npemapary

KJIIHIYHOT'O BUNTPOOYBaHHs Yrpoxecran 1a 1,125 r reqto Kpunou 8 %, saxi BBOAMIM Bari HAMBHO.
BropunHoto Metoro Gyna otlinka Gesneky.

ik Hagadn WIS O/IHOUEHTpPOBE BIAKPHUTE PaHI0MI30BaHE MEepexpecHe JOCHi IKEHHS

BUIPOOYBaHHA P . pexp ’

12. OcHOBHI KpuTepii BKIOUEHHS

1. 310poBi KiHKKM €BpOMeoiaHol pacy BikoM 18—45 pokis.

2. @i31YHO Ta NMCUXIYHO 310POBi YUaCHHMIL.

3. Hopmanbna maca Tisia no BiHOLLEHHIO /10 3pocTy 3a Bpoka: maca
tina (kr) / (3picr (em) - 100) = Bix 0,8 mo 1,25.

4. [Mignucana indgopmoBaxa 3roaa.

5. OpanbHa KoHTpauernuis: Oy/ib-aka KoMOiHaLlis aHanora ecrpaaiony
Ta [porecTuHy, 0e3 MiHi-niji, 0e3 npenaparie i3 MOCIAOBHUM
3CTOCYBaHHAM.

6. [Tporectepon y cuposatui kposi < 0,3 ur/mi y jga pizsi aHi nepes
JAOC/IUKEHHAM, Mik 4 1 18 aHAMM uMK1y, WO nepeayBaB npuHOMYy
TabIeToK.

7. BuknwueHHs BariTHOCTI Ha MiJACTaBi HEraTMBHMX pe3yJILTATIB
aHanizy cedi Ha PB-xopioHiuHuii roHagoTponid smoauuu (B-XI'JI) npu
3BEPHEHHI B KIIHIKY Mepe] KOXKHUM MepiooM JiKyBaHHSI.

8. YuacHMLl € KOHTAKTHMUMHU Ta JOCTYMHHUMH BIPOJAOBK YChOIO
JOCII IKEHHS.

9. YTpumaHHs Bl BXKMBZHHS aJKOrOJI0 MpOTAroM 36 roiuH nepej

KOXXHHM BBEJACHHAM o Nep

3r1ANO 3 OPKI
AociogipricTb
REPENRARY JACRIANYR

RInEYRIL u.a\,L\

|aeHTHIKaLjIHMIT KOA,

38002596

o |



13, JlocnimkyBanuii  nikapcekuit
3aci, crnocid 3actocyBaHHs, cuia
i

Hazga: Ytpoxectan® 200

Jlikapceka dopma: kancyun

Hitoua peyoBuHa: MporecTepoH

Hoszysaunus: 200 mr

Crioci6 3acTocypanHs: 1 kancysa iHTpaBariHaabHO

14. Tlpenapat nopiBHsHHA, 1034,
crnocid 3acTocyBaHHs, cuaa Ail

Hasea: Kpunou® 8 %

Jlikapceka opma: rens

Jliroua peuoBuHa: nporectepoH

Hosysanus: 90 mr y n03i (1,125 r remo)

Croci6 3actocyBanHs: 1,125 r resro iHTpaBarianbHO

15. CynyTHs Tepamis

bynn nossoneni Bci KoHTpauenTHBHM, IO MiCTATH KOMGiHALKO
€TUHIJIECTPaiony 3 MporecTMHOM. J{isi NiKyBaHHS HeGaKaHUX SBHIL
AOC/IJAHUK Mir BMKOPWUCTOBYBATH Taki Mpenapat: mapaLeramol,
aleTUIICATILIMI0OBA KUCIIOTA.

16. Kputepii ouiHku e)eKTHBHOCTI

Ha OCHOBI KpMBHX «KOHLEHTpAllis — uac» MPOrecTepoHy OyiH
pO3paxoBaHi HACTYMHI 3MiHHI:

MJIOLLA I/ KPMBOIO «KOHLEHTpAL(is y niasMi Kposi — yac» (AUC).),
HaliBHIIIa KOHLEHTpaLlif, BU3HAYeHa B iHTepBami BuMiptoBaHHs (Cmax),
yac JOCATHEHHA Crmax (tmax), YABHa KOHCTAHTA KiHLEBOrO BHBEIEHHS
(Az), ysBHWIi KiHUEBHMIA nepio HaMiBBUBEAEHHS (t1/2).

KoskHy 3MiHHY KOpUTyBalli 3a €HIOT€HHHM [POTeCTEPOHOM.

17. Kpurepii ouinku 6e3rnexu

HeGaxkani ABMIIA XapakTepusyBaqucsi 3a THIIOM, [OYaTKOM,
TPUBAJICTIO, IHTEHCHUBHICTIO T4 NPUYMHHUM 3B'SI3KOM (32 OLLIHKOMO
niKaps-gociigHuka).  Hanmpukidoi  gocnipkeHHs  BUMipioBanu
naboparopHi NOKa3HUKHM Ta MOKA3HHKH JKUTTEBO-BAKIUBUX (DYHKLIH, a
TaKOK BUKOHYBAJIM €JIeKTpoKapaiorpamy.

18. CtaTMcTUYHI METOIU

DapmaKoKiHeTHUYHI 3MiHHI

Onucosa cmamucmuka

His KokHOT 3MiHHOT pO3paxoByBaiM cepeaHe apuPMETHUHE, a /s
3MIHHUX, MOB'SI3aHAX 3 KOHUEHTPALIE, TAKOK CEePeIHE FeOMETPHUHE,
cranapTHe BiaxuneHHs (CB), xoediuient sapiauii (KB), abcomoThi
MIHIMYM | MAKCUMYM Ta Me/liaHy.

Hucnepcinmuii ananiz (ANOVA)

ANOVA 0yJio npoBeIeHO 151 BCIX 3MIHHUX, OKPIM tnax.

Edexktn, wo posrmamanvcs B moaeni ANOVA, Oyiau TakuMu:
NKYBaHHS, MOCIiJI0BHICTh, NEPioa A0CAIKEHHS Ta CY6'eKT B Mekax
[OCJ1i J0BHOCTI.

Has AUC, Ciax 1 ti2 napameTpuuHi TOUKOBI OL[IHKH BiAHOLLEHHS Ta
naiikopotwi 90 %  goBipui iutepBaau  Oyau  pospaxoBaHi 3
BMKOPHMCTAHHAM CEpPEeIHbOKBAJPATHUHUX CEpeHIX 3HAueHb i KOpeHs
3aJMIIKOBUX cepelHix keaipatiB 3 ANOVA nor-rpanchopmMoBaHUX
JIAHKX 3 NOJAJbLIMM EKCMOHEHLIaMLHUM [TEPETBOPEHHSAM.

st tmax HEMAPAMETPUYHA TOYKOBA OLIHKA Ta HenapameTpuuHi 90 %
J0BipYi IHTepBaMM 1751 OYiKYBAaHMX BiAMiHHOCTeil y JlikyBaHHI Oyiu
po3paxoBaHi BiAMOBIIHO 210 CTaTUCTUUHUX MeTOJiB
Manna/VitHi/BinkokcoHa 3 BHKOpHCTaHHﬂM HENepPETBOPEHMX JIaHUX.

3minni Oe3nexku o

TEPERNER IPOBAERD
3rIAHO 3 OPKT IHANON

AoctoeipkicTh
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Tabauui 3 mganumu fpo  vactoty Oynu po3paxoBaHi 3a BUjaMu
JIKYBaHHS ISl TUTTIB TA IHTEHCUBHOCTI HeGAKAHMX SIBHILLL.

19.  Jlemorpadiyni  nokazHuku
JocimKyBaHoi nonynauii (crate,
BiK, paca, Tomio)

Bei ﬂocmmﬁysam Oy HEBariTHUMHU KiHKaMH €BPONEOITHOT pacH i3
cepeHim Bikom (CB) 27,8 (4,8) poky.

20. Pe3ynbTaT epeKTHBHOCTI

JABajuATE 4OTMPH ydacHuui 6yNM BKIIOYEHI 40 JOCTIIKEHHS Ta
3aBepLIMIIU HOTO BiZMOBIHO 10 IPOTOKOITY. AJie TiflbkK y 23 yyacHuIlb
nai npuﬂaml Anst (hapMaKoKiHETHYHOT OLHKM, OCKiNbKH B OaHiel
ydacHuUi He Oy10 BHSBICHO MPOTECTEPOHY mMic/s 3aCTOCYBaHHA
pedepenTHOrO Npenaparty (JlleBaHHSI b).

Hnd 3arajlbHoro iHTepBany BHUMipHOBaHHsA AUCp4;
(a: 268,2 ur/mn*ron, b: 182,8 Hr/min*ron) Bkaszywote Ha 47 % BULLY
0i010CTYMHICTE MPOreCTEPOHY MPH JOCITiKYBAHOMY JTiKyBAHHI.

32 BUMIpAHHMM ~ MaKCHMAIBHUMM  KOHLEHTPALiAMH  Cpax
(a: 6,79 ur/mn, b: 6,54 ur/mn) ta Csmax (a: 6,64 Hr/mn, b: 6,43 HI/MIT)
rpenapary He B])j[pl?.Hﬂ.IIl/ICH OpHak, NiKyBaHHS MPOAEMOHCTPYBATH
YITKO BMpaKeHi BiAMIHHOCTI 1100 Yacy AOCATHEHHS MaKCHMAajbHUX
KOHLEHTpauiid. MeaiaHa tmax /U1 NiKyBaHHSA a cTaHoBMiA 35,53 roj, a
Ans nikyanss b — 10,00 rog.

YsBHA KOHCTAaHTa KiHLEBOrO BHBEJEHHA Ta MOXiAHI Big Hel
(apmaxokineTnuni sMinHi Moraun OyTu Bu3HaueHi nuue y 2/3 yqacHuilb
micast nMikyauHs a. Y 1/3 yuacHMUb KOHIEHTpauil 3amuuiasmcs
niaBuileHMMu  ab0  HaBiTh 3pocTand  uyepe3 96 roguH  micis
3acTocyBaHHd. TakuM 4uHOM, iHTepBanm crocrepexeHHs Oy
HEJO0CTATHIM /1A OLIHKK X Y LHX YYACHHLLb.

CepenHe reomeTpuuHe 3HAUEHHSI YABHOIO KiHLEBOTO MepiojLy
HAriBBUBEJEHHA OYI0 BMUIIMM Iichs nikyBaHusa b (1548 roj), HiX
micss nikysanus a (12,47 rox). Cnia, ofHaK, MaTH Ha YBa3i, O OCTAHHE
3HAYEHHsA € 3MILEHUM, OCKIJIBKH ti2 He MOXHA OYJO BH3HAYUTH B
YYaCHHMUb i3 NOBIILHUM BHBEICHHAM.

21. Pesyabraru 6e3nexu

Bci 25 yuacuuup, siki 6yan BKIIOYEHI 10 A0CTIKEHHS Ta OTPUMYBATH
JNiKyBaHHSA, OyJIM BKJIIOYEH] B OLIHKY GE3MCKH.

3arasom, 24 i3 25 y4acHMIb, fAKi OTPUMYBAIW JiKyBaHHS Yy
AOCALKEHH], nosigomuau npo 80 HebakaHux sBuu 17 yUacHHLIb
nopigomMunu npo 34 pebaxani sBMmA nichs  JiKyBaHHA 4 Ta
21 yuacHuus noifiloMuB npo 46 HeGaxkaHUX ABMIL MiC/s JiKyBaHHs b.
Haiduactimumu nebaxkanumu sBumiamu Oynu: sroMa (13 ta 16
BUNA/KIB), ronoBHuii 6inb (5 Ta 8 Bunajkis), Hyaora (3 Ta 3 BUNaAKK)
Ta BepTHro (2 Ta 2 BUNAAKM NicAs 3aCTOCYBAHHS JiKyBaHHS a Ta O
BiAnosiano). KpiM Toro, 3acrysa, Biauytrs skapy Ta GioBaHHs
criocTepiraay no 3 pasu, a 0ijb y JKUBOTI, BariHajbHi BUAiIEHHsS Ta
cnabkicTe — no 2 pasu, TOAI K BCi iHLUI siBUILA cnocTepiraiu 1o 1 pasy.
[Ipuunnnuii  38’s30K  HeOakaHMX  ABHMIN i3 J0CHIIKYBaHUM
npenapatoM, OyB BHM3HA4YE€HWH sAK MOMUIMBMA Yy 63 Bunamkax,
HMOBIpHHIi/BIpOriaHuUit — y 2 BUMamKax, MaﬂoﬁmoaipHuﬁ abo yMOBHO
11e1<nacu¢m<osannu i1 /1KaX. 3a IHTEHCHBHICTIO ABUILA 6ynu
nerkuMu y 36, neSapiaiigia-2
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AoCTOBIPHICTY
REPENAARY 3ACEBIAYYD

Mivesric 0.8, \

I \«KPATIH nm» '




Omosanusg) Bunagkax. JKoame 3 weGaaHux sBULL He oyno
knacupikoBaHe sk cepiiosHe.

Jlnwe B oxniei yuacHuui cnocrepirany HeGakaHe SIBMIIE, 10 He
3HUKIIO 10 KIHLA JOCTIDKEHHS, a caMe — [IOCHJIE HHSA pocTy Bojioces Ha
00anyyi, WO moyanocs NpUGIHZHO Yepe3 THXKIAEHb Mics nouaTKky
JIiKYBaHHSA (YTPOKECTaH), ajie Mpo sike Y10 MOBIZOMIICHO HINE Mij yac
3aK/OYHOrO  o0CTeXkEHHA.  PeTpocmeKTHBHO — BM3HaueHi  piBHi
aHJIPOTeHIB Y CHPOBATILi KPOBi 0 MOYATKY AOCiKeHHs OyIH HA PiBHI
BEPXHBOT Mexi Hopmu. Lle sBHINE BOANOCS YCYHYTH IITSAXOM 3aMiHH
KOHTPALUCNTHBHOIO Mpenapary Ta 3acTOCYBaHHS Kpemy JUis Aenisiii.
Ls noxis BBaxkaeTbCs MaSOMMOBIPHO MOB'SI3AHOK 3 JIOCIT DKy BaHUM
JTKYBaHHSM.

Cnocrepiraiy neBHa TEHAEHLA A0 OIbLI YACTOrO BUHUKHEHHS
HEOAKAHMX SBUUL [MiCNs 3aCTOCYBaHHs JiKyBaHHS b MNOPIiBHAHO 3
NiKYBaHHSAM a.

[Tin uac pochikeHHs He Oyn0 BUABAGHO CYTTEBHX 3MiH
n1ab0paTOPHUX MOKA3HHKIB, MOKA3HUKIB KHTTEBO BaKIMBHX (DYHKLLH
abo enexkTpoxapaiorpadiuHux mapameTpis.

22. BUCHOBOK (3aK/IIOYEHHS)

®apMaKkOKiHETHYHi  JaHi, OTpuMaHi y LIBOMY JIOCIiKeHHI,
JAEMOHCTPYIOTH, IO OJIHA BariHajbHa Karcyna, wo mictutsk 200 Mr
MPOrecTepOHy, Mae BUILLy 0i0JOCTYNHICTb, HiXK 103a reiio KpuHOH®,
wo mictuth 90 Mr nporectepoHy. Ilicist 3actocysauHi kancyiu 6yio
AoCTynHO Makixke Ha 50 % Oinelue nporecTepoHy, HiK Iicis
3aCTOCYBaHHA refo. 3po6eHo BUCHOBOK, L0 Y IPAKTHYHHUX YMOBaXx
OiofocTynHICTh MporecTepoHy 3 BariHanbHOT Kamcyiad 3 200 mr
nporectepony Oyjae TepaneBTHYHO MPUHANMHI  €KBIBAJIEHTHOH

010/10CTYNMHOCTI BariHanbHOro reJito 3 90 Mr nporecTepony.

3aaBHUK

Besins Healthcare S.A. / Bezen Xenckea CA

(BJIaCHMK peecTpauiifHOro nNocBiueHHs)

Hannah McKenzie,
3aCTYMHUK  JUPEKTOpa 3 peryaaTOPHUX
MUTaHb

NEPEMAAR 3POBAERO

- 3r AHO 3 OPMT IHANOM
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Clinical Trial Report No. 7

|. Name of the medicinal product
(number of registration certificate, if]
available)

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

I yes 1o If not, substantiate

1) type of the medicinal product, by
which registration was conducted or|
planned

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal product,
known active substance.

5. Full name of the Clinical Trial,
clinical trial code

Comparison of bioavailability and progesterone metabolism after
single vaginal or oral progesterone dosings. Study in 18 healthy
childbearing potential female volunteers.

Protocol No.: 98 U200 01

was conducted

6. Clinical trial phase Phase I
7. Period of the clinical trial From 18 March 1998 till 15 October 1998.
8. Countries where the clinical triall France

9. Number of study participants

10. Goal and secondary objectives
of the clinical trial

Planned: 18 subjects.
Actl_:lﬂ!:_ : _1 8 sub_jects.

To compare the bioavailability and progesterone metabolism
after single oral or vaginal 200mg progesterone capsules
administrations (i.e. 200 mg or 400 mg dosing)

11. Design of the clinical trial

An open controlled, randomized, cross-over without therapeutic
benefit for subjects.

12. Main inclusion criteria

Healthy female volunteers aged between 18 and 40 vears,
without any wish of pregnancy, with negative B-HCG before
treatment administration; childbearing potential subject with
regular menstrual cycles, with other contraceptive modes except
oestroprogestatives, with body weight and height within 15%
from the reference values (Lorentz index), with negative HIV and
HCV serology, negative HBs serum antigen and negative anti-

HbC Ig G antibodies.

13. The investigational medicinal
product, method of administration,
strength

Treatment A: 1 capsule of Utrogestan containing 200 mg of
progesterone by oral route, with 100 mL of water.

Treatment B: 1 capsule of Utrogestan containing 200 mg of
progesterone, by vaginal route.

Treatment C: 2 capsules of Utrogestan, containing 200 mg of
progesterone, by vaginal route.

14, Comparator, dose, method of]
administration, strength

Not applicable

15. Concomitant therapy

No concomitant medication were allowed, ePrmmAll
time from the screening examination to 3G

16. Efficacy evaluation criteria

or 106 hours (for treatments B and C) aftgf:h 5

Pharmacokinetic analysis: Followingg
Utrogestan, plasma pharmacokinetic s
AUCo-, Ti22, and AUCo.», characteristic Q&g

3r 1AHO 3 OPHT IHANOM
H.B.KIHAYPIC \\



5B-pregnanolone, 5u- and 5B-pregnanedione were calculated by
non-compartmental analysis.

17. Safety evaluation criteria

Adverse events (AEs) observed in a subject in the course of
clinical study.

18. Statistical methods

Values of concentrations, as well as those of pharmacokinetic
parameters are presented individually and summarized by
descriptive statistics as arithmetic mean, standard deviation (SD)
and standard error of mean (SEM). Median, range (minimum and
maximum values) and sample size (N) are also given.

19. Demographic characteristic of
study population (gender, age, race,
elc.)

This study was carried out in 18 healthy female volunteers, with
age between 22 and 40 years (mean + SD: 29.3 + 5.5 years).

20. Efficacy results

After single oral administration of 200 mg of progesterone, mean
(£ SEM) Cinax and AUCo. values of progesterone are respectively
equal to 88.75 (+27.62) ng/mL and 114.45 (+32.82) ng.h/mL.
After single administration of 200 mg of progesterone by vaginal
route, mean (£ SEM) Ciax and AUCq. values of progesterone are
respectively equal to 10.12 (£ 0.62) ng/mL and
359.96 (£44.26) ng.h/mL and after single administration of
400 mg of progesterone by vaginal route, they are respectively
equal to 1'1.62 (£ 0.72) ng/mL and 462.38 (+ 52.82) ng.l/mL.

After single oral administration, Se-pregnanedione has the
highest level of concentration (Ciax = 204.65 £ 46.71 ng/mL and
AUC01=321.22 £48.48 ngh/mL) and 5B-pregnanedione the
lowest (Crnax = 9.35 £2.52 ng/mL and AUC,.
¢ =935£2.33 ngh/mL). After single vaginal administration,
progesterone has the highest level of concentration.

After single administration of 200 mg of progesterone by oral
route, Cmax 0f Sa-pregnanolone are between 7.48 and 98.69 ng/mL
and  Cmax  of  So-pregnanedione are between 8.36 and
586.06 ng/mL, while after administration of the same dose by
vaginal route Cpa of So-pregnanolone are between BLQ and
1.79 ng/mL and Cuax of Sa-pregnanedione are between 0.82 and
2.38 ng/mL.

After single administration of 200 mg of progesterone by oral
route, Cmax of 5B-pregnanolone are ranging between 2.63 and
106.81 ng/mL and Cmax of 5B-pregnanedione are ranging between
0.12 and 34.83 ng/mL, when these metabolites were, in most of
subjects, never quantified after administration of Utrogestan by
vaginal route. The metabolism of progesterone is significantly
more important after oral administration than after vaginal
administration of Utrogestan.

21. Safety results

No biological adverse event was reported during the study, but
nearly all subjects had metrorragia after (regioememC and

22. Conclusion

sometimes treatment B. AR PN

The comparison of main pharmacokine(
AUCqy,) of progesterone and its me{' ;
administration of 1 and 2 capsules of Utr ady

37 1AHO 3 OPHT [HANOM
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of Utrogestan are slightly higher than the ones observed after
administration of one 200 mg capsule of Utrogestan).

o DocuSigred by
el Mo
' sore Name Haneah Mokence

Sigring Reason. | aparove ffus document
L Sgnag Trmé 94 décarbes 2023 | 93709 AM GET

= BDSSARSAIF IA423DA M A1RIF SONEAIAC

Applicant (Marketing
Authorization Holder)

Hannah McKenzie — RA Associate Director

3r JAHO 3 OPUT IHAROM
H.B.KIHAYPIC



3BiT npo kainiune Bunpodysannsa Ne 7

1. Hasea aikapcesroro 3acody (2a
HASBHOCTI - HOMEP PEECT PaLiiHOTO
TTOCBIXHCHHS)

YTPOXECTAH® 300 mr, xancyau

2. 3a9BHHK

besen Xeackea CA, bensris / Besins Healthcare SA, Belgium

3. BupoOuuk

Cinaea @apma, CJI, Ienanin / Cyndea Pharma, SL, Spain

4. [lpoBeneHi noCTiKeHHS!

I TaK £ wm SKINO Hi, O0rpyRTYBATH

1) Tun aikapeskoro 3acofy, 3a sKum

3minu, wo norpedyioTes HOBOI peectpamil. Jlikapceekuit zaciG 3a

BUNPOOYBAHHS, KOZOBAHHH HOMCP
KJITHIYTHOTO BUIPOOYBAHHS

nposoaugacad  ad0  TUIAHVETHCH |TOBHUM J0CHE (ABTOHOMHE AOChE), IHIIMIE Jikapcekuii 3acif, Bigoma
peecTpauis JIFOYA PEUOBHHA

HocnmimkenHsts  nopiBHsHHS  0l0JOCTYNMHOCTI Ta  MeTabonismy
5. Tlosna wHazsa  WIHIYHOTO [TPOTECTCPOHY THCAA OJHOPA30BOTO BariHaIeHOrO af0 NMEPOPATBHOTO

sactocyBanui.  Jocmimkenus 3a  yuactio 18  310poBHX  KIHOK-
100pOBOBLIE 3 HASBHOK 3AATHICTIO 10 JITOHAPOIIKCHHSL.
[MTpotoxoa Ne 98 U200 01

6. hasa kaiHiusOro BUNPoOYBaHHS

dazal

7. Mepioa npoBeacHHS KIIHIYHOTO
BUMTPOOYBAHHA

3 18 6cpesus 1998 poky no 15 sxosras 1998 poky.

8. Kpaian, zge mnpoBoamiocs
KIIHIMHE BHIPOOYyBaHHS

Gpanuis

9. KitbKicTh TOCITIIKYBAHHX

3anmanosana; 18,
DhaxTuuna: I8

10. Mera Ta BTOpHHHI wim

KJTIHIYHOrO BHTIPOOYBaHHs

Mopisusiti GlogOCTYNHICTE Ta METAOOMI3M NPOTCCTCPOHY MICIas
OJHOPA30BOr0  mepopanbHoro a0  BAriHAIBHOTO  3ACTOCYBAHHA
nporecTepory B Karcymax no 200 mr (to6to goszysanns 200 mr ado 400
MT)

1L Huzaita KIIIHIYHOTO

BUNTPOOYBaHHA

BiakpuTe KOHTPOIHOBAHE PAHIOMI30BAHE TIEPEXPecHE TOCTIIKEHHS
Ge3 TepaneBTHYHOT KOPUCTI ISl YHaCHUKIB,

12. OcHoBHI KpUTEPIT BKIIOYCHHS

310poBi kinku-100poBokLl BikoM Bl 18 10 40 pokiB, K1 HC MAKOTH
Hamipy sagaritaiti, 3 HeratusEMM Tectom Ha [(-XIJI 10 nmouwarky
JIKYBAHHA, SKIHKH  PENMpOAYKTHBHOrO  BIKY 3 PEryIsapHUM
MCHCTPYAJIBHUM  LIMKJIOM, SIKI  33CTOCOBYIOTB  IHWI1  MCTOAHM
KOHTpaLENmil, OKPiM SCTPONPOreCTAreHIB, i3 MACOI0 TiNIA TA 3POCTOM Y
mexax 15% Bia pepepentHnx 3Hauens (iHgexc Jlopenua), 3
HCrATHBHUMH PE3yJbTATaMM Ceposioriiuux gocaipxesbs Ha BUI Ta
BI'C, wmeratmeunm HBsAg y cuposartui KpoBi Ta HETATHBHUM
pesyapTaToM Tectysanna Ha aututiia [g G go BI'B.

13, Jocaimxysammii  JikapceKHit
3acid, cnoci® 3acTOCYBAHHIA, CHIA
it

Jlikysanust A: Yrtpowectan, kancyaw no 200 mpg
kancyna nepopansxo, samuti 100 M. ;
Jlikypauns B: Yrposectan, xamcyan no 20§
| xamcyna IHTPABATIHATBLHO. :

2 KancysH iIBRTPABATiHATBHO.

[TEPEKNAA 3POBAEHO
3rEAH 3 OPHl "HAAUM

AoCcTOBIPHICTD
REPEKAARY 3ACBIAYYD

Kinaypic H.B.\\




14, Tlpenapat nopisusuus, 103a,
croci® 3acTocyBakHs, cua aii

He sactocosno.

5. Cynyras Tepanis

He ao3soastiocs npuumam 6y,1§:-5{1€1 CYIYTHI mpcnapaTu NPOTATOM
NEPIoNy BiX CKPUHIHIOBOrO 0GCTEKEHH A 10 36 rommH (s TKYBaHHS
A) abo 106 roamn (ans mixysammst B i C) micas ocTaHHBOIO
30CTOCYBAHHS,

16. Kpurepii ouinku chexrusrocti

®apvakokinerwnmit  amanis:  Ilicas  KoKHOTO — 3acToCyBaHHA
npenapary YTpoKecTaH 33 A0MOMOTO HOKOMOAPTMCHTHOIO aHANIZY
pospaxoByBamu (apmaxokiHeTHusi napameTpH nmiaasMu, Cumax, Tmax,
AUCo4, T12: Ta AUCo-», XapaKTEPUCTHKH MPOrecTepony, So- ta 5p-
NPETHAHOIOH, S~ Ta SP-npernancaion.

17. Kputepii ouinku Gesneku

Hebasxani seunia, siki cnocrepiraau B yuacHHUb MiZ 4ac KIHIYHODO
AOCTIDKEHHS.

18. Cratuctuuni MeToan

[Toxasrukn konmenTpaiii, a Takoxk hapMakoKiHETHIHIX NapaMeTpiB
MPCACTABICHI OKPCMO Ta V3arajbHCHI 3a J0MOMOrOI0 OMHCOBOT
CTATHCTHKH Yy BHIVIAL CEPEIHBOTO  apH(DMETHUYHOTO 3HAYCHHS,
crapgapraoro siaxmierns (CB) ta cTaHnapTHOT moMHIKH cepeHporo
sHauenns (SEM). Takox Haseaeno memiany, gianason (MiHiManbHE Ta
MAKCHMATBHE 3HAYCHHA) Ta po3Mip Bubipku (N).

19.  Hemorpadiuni  moxazHukH
NOCTUKYBAHOT nonmyasiuii (CTaTh,
BIK, paca, TOIO)

Lle nocmimxenss rpOBOAMAM 3a  YYACTHO 3IOPOBHX  IKIHOK-
1200poBobLiB BikoM Bix 22 10 40 pokis (cepeane sHaueHus = CB: 29,3
= 5,5 poky).

20. Pesyasrarn eeKTHBHOCTI

[licas  oamopasomoro  mepopameHoro  sactocysammsi 200 Mr
nporectepony cepeani (= SEM) smasenna Cumex T2  AUCo4
nporecTepoHy  craHoBuim 8875 (:£2762)ur/ma ta 11445
(% 32,82) mr.roa/ma Bignosiaxo. [Ticns oanopaszosoro seeaecHus 200 Mr
NPOrecTEPOHyY BarlHAIBHUM UUIIXOM cepeani (£ SEM) snauenHs Coux
ta AUCo. nporecrepony cranosumu 10,12 (£ 0,62) ur/mu ta 359,96
(£ 44,26) Hr.ron/Mi1 BIAMOBIZHO, a TICHS OZHOPA30BOrO BBEICHHS
400 Mr mporecTepOHY BariHAABHEM LLIAXOM i MOKASHHKH CTAHOBHIIH
11,62 (£ 0,72) ur/vr ta 462,38 (= 52,82) Hr.roa/MiI BIIMOBILAHO,

[Micna 0AHOPA30BOTO NEPOPANTEHOTO 3ACTOCYBAHHS KOHUEHTpALIA So-
npersancaiony Haitsuma (Copax = 204,65 + 46,71 ar/mn ta AUCy, =
321,22 &+ 48,48 ur.ron/mn), a SP-npernancaiony — waiigmiua (Cpax =
9,35 £ 2,52 ur/man ta AUCox = 935 £ 233 mrroa/ma). Ilicas
OJHOPA30BOTO BArlHAJBHOTO BBCICHHS KOHLUCHTPALIL MIPOTECTCPOHY
naiterma. [licas ogHopasosoro sactocysauns 200 mr MPOrecTepory
nepopadbHO  Cmax  SO-NPETHAHOIOHY  CTAHOBHTE
98.69 ur/mu. a Cmax So-nipernaneniony — sin 8,36 10 38
K THCHs BBEACHHA Tiel sk m03u BariHanbHO O
CTAHOBHTB B1J HIKYC MEKI KLTBKICHOTO BH3HAY
Crnax So-nipernaneaiony — sig 0,82 1o 2.38 ur/m 2y

Micas omnopasoeoro mpuitomy 200 mr npor’gz
Cnax 3B- nperHaHOTOHV cTaroBHIa BIZ 2,63 1o 108
nperHadeaiony — i 0,12 a0 34,83 ur/mna, Tom
OLIBIIOCTI YYACHNHIL HIKOIH HE BH3HAYAIMCH ic

3ACTOCYBAHHA mperapaty YTposkectan. Merabomism nporemepouy €

MMEPEKNAA 3POBNEHO
3riad 3 OPNI "HAAUM

AoCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kiwaveic H.B. \
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3HAYHO BAKIUBIIMM MIC/A NCPOPATBHOTO 3aCTOCYBAHHS, HIK MIC/sI
BAriHATBHOTO 3aCTOCYBAHHS MPENApary Y TPOKEeCTaH.

21. PesyabraTn Ge3nexn

ITix gac nocimkeHHs He 5yI10 3aPEECTPOBAHO JKOIHOTO GIONOMYHOTO
HebakaHOro sBMUIA, ame Maibke y BCiX ywacHWms cmocrepiramm
Merpoparito nicss rikysanss C, a inoai it micas nikysauus B.

22. BUCHOBOK (3aK/IIOUCHHS)

ITopiBusttns  ocnoBHuX  papMakokiHeTndHMx  napaMetpiB  (Coa,
AUCqy) nporectepony Ta iforo meraSomitie micns BariHATBHOTO
3actocyBanHst | Ta 2 xancyn mnpenapaty YTpokecTaH Jae 3MOry
nobauutn  deHomen nacuueHHs Mbk  gosamu 200 Tta 400 mr
nporecTepony (HaBiTh Km0 Cmax, a Takok AUC nporectepony Ta jioro
MeTaboniTiB, sKi CNOCTCPIramy micis 3aCTOCYBAHHS ABOX KANCY IO
200 mr mpenapaTy YTposkecTaH, ACIIO BHIL, Hiv THC/IA 3aCTOCYBAHHS
omniei kancyin 200 Mr npenapaty YTpoxkecTan).

JasiBHHK

Besins Healthcare S.A. / Beacn Xeackea CA

(BITACHHK PCECTPAUIHOTO MOCBIIYCHHS)

Hannah McKenzie,
3aCTYNHUK  JUPEKTOPa 3 PEryIsTOPHHX
MUTAHb

ACHTUDIKAUiHMi Ko VLY

MEPEKNAR 3POBNEHO
3riAH 3 0Pdl "HAAM

RocToBIPHICT
NEPEKAAAY 3ACBIAYYD

Hinaypic H.B.\\



Clinical Trial Report No. 8

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

UTROGESTAN" 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4 Trials conducted

1 yes T mo  Ifnot, substantiate

l) type of the medicinal
product, by which
registration was conducted
or planned

complete dossier (stand-alone dossier), other medicinal product,
known active substance.

Changes requiring new registration. Medicinal product with

5. Full name of the Clinical
Trial, clinical trial code

micronized progesterone {Utrogestan).

Pharmacokinetic profile of a single vaginal 200 mg dose of

Protocol No: DDS 832305.

clinical trial was conducted

6. Clinical trial phase Phase I
7. Period of the clinical trial | From March 1993 till May 1993.
8. Countries where the| Scotland

objectives of the clinical trial

9. Number of study| Planned: [2 subjects.
participants Actual: 12 subjects.
The primary objective of this study was to assess pharmacokinetic
profile of a single 200 mg micronized progesterone (Pg) ovule
10. Goal and secondary|administered vaginally.

progesterone ovule.

A secondary objective was to assess tolerance to this micronized

[I. Design of the clinical
trial

A single-center, open-label study

12. Main inclusion criteria

Female

Aged 18-40 years

Spontaneous normo-ovulatory cycles (minimum 28 days)

No concomitant medication (including oral contraceptive pill)
for 3 months prior to study

5. Within 15% of ideal weight for height (Metropolitan Life
Insurance Company, 1983)

B B e

13.  The investigational
medicinal product. method|
of admimistration, strength

200 mg Utrogestan capsules vaginally

A ETEETIY

14, Comparator,  dose.
method of administration,
strength

None.

15. Concomitant therapy

16. Efficacy evaluation

criteria

1. The pharmacokinetic parameters for this

- Half life {el}2)>

- Area under the concentration-time curve {AUC)mumun
observed concentration (Cmax), CSS, time to observed Cuax
(‘Tm:lx)

- Metabolic clearance

- Volume of distribution

3r 1AHO 3 OPHT IHADOM

H.B.KINAYPIC %\
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2. Oestradiol (E2), LH and FSH levels

17. Safety evaluation criteria

1. Adverse events (AEs)
2. Acceptability of treatment

18. Statistical methods

Data from biochemistry and clinical safety parameters were grouped
as mean, standard deviation and range.

Pharmacokinetic analysis was to be carried out to determine AUC
(trapezoidal method) and terminal phase rate constant/half-life: these
values would be reported if the following criteria were met: a
terminal log-linear phase was discernible, the points used spanned
two half-lives and the coefficient of variation of the slope was less
than 20%. All pharmacokinetic parameters were expressed as
mean + SEM + SD.

19, Demographic
characteristic ~ of  study
population  (gender, age,
race, ete.)

Subjects were aged 24.7 + 4.1 years, with height of 165.9 +7.5 cm,
weight of 63.5+9.5 kg, body mass index of 23.0 2.6 and cycle
length of 28.8 + 1.1 days (mean + SD),

20. Efficacy results

Mean plasma concentrations of progesterone rose quite slowly over
12 hours, reaching mean levels of about 5 ng/mL, followed by a
mean plateau phase to the end of the measurement interval (48 h).
Some subjects reached a plateau at about 12 hours, which was
maintained up to 44 hours: other subjects showed a progressive rise
in progesterone levels throughout the collection period. The mean
time to maximum concentration (Tmax) was 27.5 h, with a range from
12-44 h. There was some inter-individual variability of maximal
progesterone concentration, with a range from 3.01 to 12.42 ng/mL
(mean 8.14 ng/mL).

This unexpected shape of plasma profiles did not allow meaningful
pharmacokinetic analysis. It was considered that calculation of AUC
would be inappropriate, because the rising and plateau profiles
indicated that absorption of progesterone was not complete in most
subjects. Half-life was similarly not possible to calculate, because
levels had not started to decline by the end of the collection period.
For similar reasons, apparent clearance could not be calculated.

On inspection of hormone data, two subjects appeared to have
prematurely ovulated. After an initial analysis including their data, a
second analysis excluded them. There were no treatment
withdrawals,

21. Safety results

Five subjects reported vaginal spotting, defined as slight blood
discharge passed per vagina, during the post-study interval; six
subjects reported irregular bleeding, defined as moderate or heavy
blood discharge during the same interval. Three of Lhese latter
subjects also had spotting. None of the subjects presentc,
regular bleeding before the end of the study.
All subjects found the application easy to ug
impression of good or excellent. All of these
been willing to comply with it if such lherapy wete:

22. Conclusion

This investigation Im shown
well mlcrazed n hnaithy tumaée sub]eux NSRS
Progesterone appears to be well absorbed by vz mna
showed a remarkably prolonged plateau plasma level profile, from 12
to 48 hours after treatment. There was some inter-individual

variability in maximal concentrations. 3r1AHO 3 OPHT 1HANO

H.B.KIHAYPIC k\
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Calculation of area under the curve and half-life proved not to be
feasible, because the rising shape of the curve during the period of
observation precluded half-life determination and meaningful AUC
measurements,

Applicant (Marketing
Authorization Holder)

— GocuSigred by

Hannah McKenzie — RA Associate Director

3F1AHO 3 OPHT IHANOM
H.B.KIHAYPIC



3BiT npo kainiune Bunpodysanns Ne 8

1. Hasea aikapeskoro 3acofy (3a
HAABHOCTI - HOMEP peecTpauiiinoro
MOCBIAUCHHS)

YTPOXKECTAH® 300 mr, xaucysn

2. 3agBHHK

besen Xenckea CA, Benbris / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinzaca @apma, CJ1, Ienaunis / Cyndea Pharma, SL, Spain

4. [IpoBeneni noCaiKEHH:

I TaK i Hi AKIIO Hi, OOIPYHTYBATH

1) T aikapeskoro zacofy, 3a akum

3minn, mwo norpedyoTe HOBOI peectpauil. Jlikapebkuil 3aciG sa

BUNPOOYBAHHA, KOZOBAHNE HOMCp
K11HIYHOrO BUMPOOyBaHHS

nposomnaacs  abo  IUIAHYETHCA [TOBHHUM JOCBE (ABTOHOMHE JOCHE), IHUIMI JKapcskuil 3aci6, Binoma
peecTpanis J1H04A PEHOBHHA
5. lHoswa wassa  xmiuiunoro| ®apmakoxineTHunuit npodine 0sHOpa30BOi BariHaTbHOL 1031 200 Mr

MIKPOHI30BAHOIO nporectepony (YTposkecTaH).
Mporokon Ne DDS 832305.

6. Daza KIHIMHOrO BUNPOOYBAHHS

daszal

7. [lepioa mposencHHs KIIHIYHOTO
BUIPOOYBAHHS

3 Gepesnst 1993 poky no tpasens 1993 poky.

3.  Kpaian, 1¢  opoBommmocs
KTIHITHE BUNTPOD YBAHHS

[Hlotnanais

9. KiTBKICTb I0CIIIKYBAHNIX

Sannanosana; 12,
haxTnuna; 12.

10, Meta Ta BrOpHHHI uimi

KJUHIMHOIO BUnpoOyBaHHs

OCHOBHOX ~ MCTOK  UbOrO  JOCHIZKCHHS — Oyaa  OWiHKA
(papMakOKIHETHHIHOTO NPOPGITKD ONHOPA30BOT IHTPABATIHAIBEHOI IO3M
200 Mr MIKpOHI30BAHOrO MPOTCCTCPOHY.

Bropunroro wimaro Oy’1a ouiHKA MEPEHOCHMOCTI MIKPOHI30BaHOrO
MPOreCTEPOHY NPH BATIHAIBHOMY 3aCTOCYBAHHI,

11, Huzaitn KJIHIMHOTO

BUMPOOYBAHHS

OXHOLIEHTPOBE BIAKPHTE JOCTI IKEHHS.

12, OcroBHI kpUTEPIT BKIIOYCHHS

. Kinkn,
. Bik 18-40 poxis.
. CrioHTaHHI HOPMOOBYISTOPHI UHKAH (MiHIMYM 28 7HIB)
BincyricTe cymyTHBOrO npHiioMy JIKiB (BKIIOUAOYM OPANbHI
KOHTPALECITUBH ) IPOTATOM 3 MICSLIB 0 NOYATKY JOCTIIKEHHA

5. Maca mima B wmexax 15% Biz imeanmsHoi 14 jJaHOTO 3pocTy
(Kommanis 31 crpaxyBanus »xuTTsS Metropolitan/Metropolitan Life
Insurance Company, 1983 pik).

A ) o

13, JocmimkyBauui 1iKapebKuii
3acid, crocld 3acTOCYBAHHS, CIJIA
it

Yrpowectan, kancyan, 200 mr
BarisaasHo

4. TMpenapar nOpiBHSIHHESL, /1032,
crioci0 3acTocyBaHMA, CHuTa il

He zacrocosHo.

L5. Cynyrust Tepanist

[liz wac usoro gocaimkeHHs He OyiI0 monepey
Tepanii.

16. Kpurepii ouiHkH eheKkTHBHOCTI

. apmakokIHCTHHHI MapaMeTPH UL LBOTO
TAKTIMH:

TEPEKNAA
3r1AH 3 OPHI "HANM

ROCTOBIPHICTD
NEPEKAAAY 3ACBIAYY

Kinaypic H.B.
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- ITepion HaniBBUBEACHHS,

- [Troma mia kpusorw «kouueHtpauis-uacy (AUC), makcumansha
cnocrepeysana koHueHTpauis (Cuax), Css, yac g0 cnocrepexypanoi
- (_Tm:tx);

- Meraboaiunnii knipeue;

- O6'em posnogiay.

2. Pisui ectpamiony (E2), JII' ta ®CT.

17. Kpurepii ouinkn 6e3nexu

1. HeGamani sBuma.
2. [IpuiHATHICTD JTIKYBAHHA,

I18. Craructiuni MeToam

Hani 3 Gioximil Ta WIHIYHEX MapaMeTpis Oesmeky rpynyBatH Ak
CCPEHE 3HAYCHHS, CTAHAAPTHE BIAXHICHHS Ta JianasoH.
QapmakokiHETUYHMIT aHATI3 NpPOBOAMIH Amt BH3Hauenus AUC
(TpaneuienoaiGuuii MeToa) Ta KOHCTAHTH WIBHAKOCTI BUBEICHHS Y
Kinuesiii asi/nepiony naniseusencuus. 11 sHaueHus nosizomasmmcs,
KO BUKOHYBAMHCS HACTYIHI KpuTepii: Oyma nmomitHa xiHuesa mor-
miniitna  asa, BHKOPHCTOBYBAHI TOMKM OXOTUTIOBAIM ABA NEPIoIH
HanmiBBHBEACHHS, a koediuienT Bapiauii Haxuty 6ys menmre 20 %. Vi
hapmakoxineTHUHI TMapaMETPH BHpPAKAAM AK CEPEAHE SHAUCHHS,
+ SEM, + CB.

19, demorpadiuai  noxaszHukm
NOCHUKYBAHOT mOmyasiuil (CTaTs,
B1K, paca, TOLIO)

Bik yuachnup cranosus 24,7 + 4,1 poky, 3pict — 165,9 £ 7.5 cuM, maca
Tiza— 63,5 £ 9,5 kr, inaexce macu tima — 23,0 = 2.6, TPHBAIICTh LUKTY
— 28,8 = 1,1 ana (cepenne 3naucHua + CB).

20. PeayasTatn eperkTHBHOCTI

Cepenni koHueHTpawii MporecTepoHy B MIasMi KPoBi 3pocTaim
JOCHTb NOBLIBHO MPOTATOM 12 TOAMH, ZOCITAIOUH CEPEIHBOTO PiBHS
Oamseko 5 Hr/ma, micas Horo Gyna daza naaTo 10 KiHUA iHTepBany
BUMIpIOBaHHS (48 roaun). Y ACIKHX YYaCHHLBL PIBEHB MPOrCCTCPOHY
J0cara naaro opudansHo uepes 12 roaud 1 yrpumysascst 10 44 roaus:
y IHIUX — PiBEHb TPOrECTCPOHY MPOTPECHBHO 3POCTAB NPOTATOM
yeboro nmepiony 3abopy 3paskis. Cepeamiit wac  nocsirHeHHs
MakeuManbHol  kouneHtpauil (Twmax) cramoBus 27,5 rozunu 3
aianmasonom 12-44 rox. Croctepirasacs meBHa MDKIHAMBIZyambHA
BapiabeabHICTh  MAKCHMANBHOI — KOHLCHTPAUil  NporecTepoHy 3
manasonoM Bia 3,01 no 12,42 ur/ma (cepeane snaucuna 8,14 mr/ma).

Taka necnozisana dopma nirazsMoBHX npodiIiB HE AaTa 3MOrH
NPOBCCTH MOBHOLIHHUE (hapMakoKiHeTHUYHHI aHani3. Byao BupimeHo,
mo po3paxyHok AUC dyae HeaouiabHUM, OCKLIbKH BHCXIAHI TA MJ1aTO
npodini BKa3yBamu Ha Te, MO BCMOKTYBAHHA IMPOTCCTCPOHY HE OyIo
NOBHMM y OilapmiocTi ywacHuib, [lepioa HamMiBBHBEACHHA TaKOW
HEMONKIMBO OVIO  pPO3paxyBaTH, OCKIABKH pIBHI HE [OYAIH
SHHAKYBATHCS IO KIHLE nepioay 300py 3paskiB. 3 aHATOTIYMHHX MPHYHH
HCMOKIMBO OY/IO PO3PaxyBaTH BHAMMUH KJAIpCHC.

[Tpu mepesipii ropMOHATBHUX AAHHX Y JBOX YYaCusPRB B i1

21. PesyabraTn 6e3neku

ICLAH 3 OPHE HAAN
AOCTOBIPHICT
NEPEKAARY 3ACB|AYY

Hinayeic H.B.
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KPOBOTE'I, SIKI BH3HAYATHCS SIK NOMIPHI a0 CHJIBHI KpOB'sHUCTI
BUII7ICHHS B TOIT camuit mepioa uacy. ¥ Tppox 3 uMX OCTAHHIX yUaCHMUIb
TakOXK 3'SBHIMCA KpOB'sHuCTI Buinenus. YKozxa 3 YYACHHIIb HE MAaa
LMKTIUH] PEryisipH KPOBOTEUI 40 KIHLI JOCTIAKCHHSL,

Bel ynacHuup BBOKATH 30CTOCYBAHHS NPOCTUM, @ 3araIbHE BPAJKCHHS
BiA HBOTO 6y710 A06puM abo siaminumm. Bei mi xinkn 6yan 6 rotosi
3ACTOCOBYBATH JIIKYBaHHS, SIKOH Taka Tepanis Oyia pekoMeHA0BAHA.

22. BHCHOBOK (3aKIHOUYCHHS)

e nocnimkenns nokasazo, w0 MIKPOHI3OBAHMI MPOrCCTCPOH HpH
IHTpaBarivaIsHOMy 3acrocysanni (VTposkectan, kancymm, 200 mr),
100pe MEePEeHOCHTRCS 3A0POBHMH HKIHKAMH.

[Tporectepon 100pe BCMOKTYETHCS CIM3OBOK 0GOIOHKOK MIXBH Ta
ACMOHCTPYE HAAIBHYAHHO TPUBAIHI MpOhiTe NMIATO PIBHA B TIasMi
kposl Biz 12 10 48 roans micas modartky mikysarns. Crioctepiratacs
AesiKa MIKIHAUBIAYAIBHA BapiabeapHICTL MAaKCHMAaJBHHX
KOHUEHTpAaii.

Po3spax yHOK 10111 i KPUBOIO Ta MEPIOAY HAMIBBHBEICHHST BISIBHBCH
HCMOMIHBHM, OCKLTBKH BHCXiZHA (OpPMA KPHBOI [POTSIrom mepioay
CTIOCTEPEIKCHHS YHEMOMCTHBITIOBAIA BH3HAYCHHA nepiony
HaMBBHBEACHHA Ta 3Ha4ywi Bumipiosauns AUC,

3asBHUK

Besins Healthcare S.A. / Besen Xenackea CA

(BTACHHK PEECTPAUIIHOTO MOCBIAYCHHS)

Hannah McKenzie,
JACTYMHHUK  JQHPCKTOpa 3 PeryJasTOPHHX
THTaHb

MEPEKNAA 3POBNEHO
arian 3 OPdi .HANUM
AoCTOBIPHICTH

NEPEKAAAY 3ACBIAYYD

20



Clinical Trial Report No. 9

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

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4 Tnals conducted

product, by which
registration was conducted
or planned

E) type Uf the medlcuml“”“

I ves T no  Ifnot, substantiate

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal product,
known active substance.

5. Full name of the Clinical
Trial, clinical trial code

UTROGESTAN. Pharmacokinetic study No. 1: 100 mg twice a day
(at 8 a.m. and 8 p.m.) for 5 consecutive days.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

A study was perfdrmed in the years 1983/84.
The study lasted five days, starting on the second day of the
menstrual cycle of each woman.

8. Countries where the
chinical trial was conducted

Germany

objectives of the clinical trial

9.  Number of study| Planned: 5 healthy women.
participants Actual: 5 healthy women.
TR Y e —— The present study was designed to assess the pharmacokinetics of

progesterone when orally administered under specific galenic
formulation of Utrogestan.

11. Design of the clinical
trial

A single center, open study

[2. Main inclusion criteria

Normal women, staff nurses, volunteered to participate in the study.
All had regular menstrual cycles, no hormonal or any other treatment
and no digestive or renal disease.

13.  The investigational
medicinal product, method
of administration, strength

One capsule of Utrogestan (100 mg of oral progesterone) was
absorbed twice daily at 8 a.m. and 8 p.m. for five consecutive days
(Day 1 to Day 5).

14,  Comparator, dose,
method of administration,
strength

Not applicable

15. Concomitant therapy

There was no concomitant therapy during this study.

16.  Efficacy
criteria

evaluation|

The changes in progesterone plasma levels and in urinary
pregnanediol have been determined during the first and the fifth days

17. Safety evaluation criteria

of ingestion of Utrogestan twice daily (200 mg progesterone; day)
Not applicable - :

18. Statistical methods

None

L3 Demographic
characteristic  of  study
population (gender. age,
race, etc.)

Five normal women, staff nurses, \-'olunteere._‘:
study. Their ages ranged from 25 to 38 vears§ e KP o
their weight from 53 to 67 kg (mean weight 59 &%

20. Efficacy results

within the normal range for e*arlv foillcuiar p Al
1.61 ng/mL, mean: 0.57 ng/mL).

3T TAHO 3 OFY
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After the first administration of 1 capsule of Utrogestan at 8 a.m.,
the time to maximum progesterone concentration in the blood (Tma)
is between 3 and 8 hours with a mean of 4.40 hours. After the second
administration at 8 p.m. on the evening of the first day of treatment,
the Tmax is 2.40 hours. On the fifth day of treatment, Tmax is 1.6 hours
in the morning and 3.4 hours in the evening,.

After the first administration of [ capsule of Utrogestan, the
maximum concentration of progesterone (Cmax) reaches a mean of
10.7 ng/mL (3.4 to 21). After the second administration at 8 p.m. in
the evening of the first day of treatment, Ciax is 21.7 ng/mL. On the
fifth day of treatment, Cma is 15.3 ng/mL in the morning and
16.1 ng/mL in the evening.

After the first administration of 1 capsule of Utrogestan, the area
under the plasma level time curve (AUC) at 12 hours is 30.8 (16.7 to
50.9). After the second administration at 8 p.m. in the evening of the
first day of treatment, the AUC is 58.8 (38.6 to 90.3). On the fifth
day of treatment, the AUC is 52.9 in the morning and 57.3 in the
evening. The AUC after the first administration is significantly lower
(p < 0.05) than the AUC after the second administration. This second
administration on the first day achieves a steady state and the AUC
show no significant change during the fifth day of treatment.

During the fifth day of treatment, the minimal concentration of
progesterone decreases to a mean of 1.17 ng/mL (0.5 to 1.5) between
8and 11 p.m.

21. Safety results | Notapplicable

Progesterone when administered orally under the specific galenic

formulation of Utrogestan induces a striking increase in plasma
progesterone levels. This increase reaches plasma levels superior to
S ng/mL several hours each day thus consistant with biological
activity,

A steady state is achieved after the second oral administration of
Utrogestan and neither Cuaux nor AUC show any significant
difference between the 2nd, 9th or 10 capsules.

During the fifth day of treatment, no significant difference appears
between the morning and evening capsules and the AUC remain
quite stable. The intake of food at dinnertime appears to have little, if
any, influence. Only Tuax is possibly slightly influenced by food
intake but there is no evident change in Ciu and AUC.

Urinary pregnanediol is higher than expected than progesterone
plasma levels. This is probably linked to the high metabolization
rates of progesterone into pregnanediol by the intestinal wall and
hepatic cells when delivered via the portal system after oral
administration.

22, Conclusion

Applicant (Marketing
Authorization Holder)

™~
N
A
v

; laenTudikauiinmii kog '\

38002596

Hannah McKenzie — RA Associate Director

3r 1GHO 3 OPHT IHADOM
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3BiT npo kainiune sBunpodysanns Ne 9

I. Hassa aikapceroro 3acofy (3a
HAABHOCTI - HOMEP PeECTPauiiiHOTO
NOCBIAYEHHS)

YTPOKECTAH® 300 mr, xancymm

2. 3a9BHUK

besen Xenckea CA, Bensria / Besins Healthcare SA, Belgium

3. BupoGHuk

Cinaca @apwma, CJ1, Icnanist / Cyndea Pharma, SL, Spain

4. [TpoBeacHI AOCAITKCHHS:

1 TaK I < AKLLO Hi, O0rpyHTYBATH

1) Tun sikapeskoro 3acody, 3a sikum

3miny, wo norpedyots HOBOI peectpauii Jlikapeskmii 3acid sa

BUNPOOYBAHHA, KOAOBAHUH HOMED
KHHIMHOTO BATIPOGYBAHHS

nposoauiaacs  ado  TMIIAHYETHCS [MOBHHM JOCHE (ABTOHOMHE JIOCHE), IHINHH JKapChKHil 3acif, Bimoma
peecTpatiis JIlHOUa PEYOBUHA
5. Ilosna wassa  wminiunoro| YTPOXKECTAH. ®apmakokisetnune pocaimxenss Ne 1: 100 mr

2 paszu Ha 700y (0 8 padky Ta 8 BeUOpa) MPOTATOM 5 JHIB MOCIILTE.

6. daza KIHIYHOrO BUNPOOYBaHHSL

dasal

7. Ilepiox mpoBeAcHHs KIIHIMHOTO
BUTIPOOYBAHHS

Hocnigaenns nposonuan B 1983/84 pokax. JlocaigmeHus TpHBAIO
H'SITh AHIB, MOYHHAIOYH 3 APYrOTO JH MCHCTPYAILHOTO LHHKITY KOKHOT
KIHKH.

8. Kpainu, ge nposoauiocs
KTHIMHE BHTPOOyBaHHs

Himeuunna

9. KiNbKICTB 10CTIKYBAHHX

3annaHoBaHa: 5 3I0POBHX JKIHOK.
DaxTHuHa: 3 310POBHX JKIHOK.

10, Mera Ta BropuHHI UL

K1HIYHOrO BUITPOOYBaHHS

Metoro  usoro gocmiukeHHs  Oyia  OUWiHKA  (hApMAKOKIHETHKH
MPOrCCTEPOHY NPH  [CPOPATIBHOMY  3aCTOCYBaHHI  crncrudignoi
rascHoBol Gopmu npenapary Y TPOIKCCTAH.

11 Hnzaiin KIIHIYTHOTO

BUIPOOYBAHHS

OAHOLCHTPOBE BIAKPUTE AOCIIKCHHSL,

12, OcHOBHI KpHTEPIi BKIKOMCHHS

3BHYAIIH] KIHKU-BOJIOHTCPH, LITATHI MCACCCTPU. YCI BOHHM Maau
PCryisipHHH MCHCTPYANBHMIT LK, HE NPHIMANH TOPMOHAIBHIX
NPenapaTis Ta He MaJM 3aXBOPIOBAHE TPABHOI CHCTEMH 200 HUPOK.

13, Jocnimkysaunil nikapcbkui
saci0, cmoci® 3acTOCYBAHHA, CHIIA
it

Opna kancyia npenapary Ytposkectad (100 mr nporectepoHy)
nepopanasHo 2 pasi Ha 100y, o 8 paHky Ta 8 BEUOpA, NMPOTIroM 5 JHIB
nocmiae (3 Jus 1 no [Iens 5).

14. [Ipenapar nopiBHsHHS, 1034,
criocif zacTocyBaHHs, cHTa dif

He sacrocosHo.

15. CynyrHs Tepamnis

[Tiz yac UBOro AOCHLIKEHHS He OYII0 CYnyTHBOI Teparii.

16. Kputepii ouinkn epeKTHBHOCT]

3MiHI PIBHIB NPOTECTCPOHY B II1a3MI KPOBI TA NPGKH
OyaM BH3HAUCHI OPOTHrOM ISITH HIB ;
npenapaty YTpoxectan 2 pasn Ha 100y (200 ]

17. Kputepii ouinkn 6esneku

He 3acTtocoBHO.

18, CrarucTiuEl METOAN

He ovno.

TEPEKNAR 3POBAEHO
3r1AH 3 OPHE  HANM

AoCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Hinaypic H B \
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19.  demorpadiuni  nokasHukH
10CTIKYBAHOT nonyanii (ctarTs,
BiK, paca, TOo)

ITI'aTe 370pOBHUX IKIHOK, MITATHHX MeacecTep, A00POBLIBHO B3SLIH
yHacTh y mocmimxeni. Ix Bik komisases Bix 25 1o 38 POKIB (ccpc,nﬂm

Bik — 29 pokis), a Maca Tima — sig 53 10 67 xr (cepenns maca Tina —
59 kr).

20. PesyaptaTi eheKTHBHOCTI

Konuentpauii g0 nikysanss (8 roauna panky (1) y Jens 1) Gymu B
MEKaX HOPMU 1A pannboi Gomikyasproi dasu (8in 0,19 mo 1,61 wr/mn,
cepente 3HaucHuA: 0,57 Hr/m).

ITicas mepuwioro npuifomy | kancynu npemapaty Vrpomectan o 8
TOAMHI  PaHKY Yac OCATHEHHS MAKCHMAIBHOI  KOHIEHTpAIii
nporectepony B KpoBl (Tmax) cranosus Bix 3 10 8 roaus i3 cepeanim
sHagcHHsM 4,40 rogunn. [Ticas apyroro mpuitomy o 8 roauri Beuopa
AEPIIOre JHS JIKYBAHHS Tmax cTanosus 240 rozmmm. Ha [ess 5
nikyBaHHs Tmax cTasoBus 1,6 roannu Bpanui ta 3,4 roamnn eseuepi.

Micns nepmoro npuiiomy 1 kancyau mnpenapaty YTposkecTad
MaKCHMaJbHa KOHUeHTpauis mnporectepoHy (Cmax) JocAraza vy
cepeansomy 10,7 ur/mn (Big 3,4 o 21). ITicns apyroro npuitomy o 8
roanni sewopa Just | nikyBau#st Cmax cranosuna 21,7 ar/mn. Ha Jeus 5
mKyBaHHS Cmax cTaHOBHNA 15,3 Hr/ma Bpanui Ta 16,1 Hr/Mu BBeuepi.

IMicas mepwioro npuitomy | kancynn npenapaty YTposkecTaH mi1oma
nia KpuBow «koruerTpauis-uac» (AUC) o 12 roausi cranosuna 30,8
(six 16,7 no 50,9). MMicna apyroro mpuiiomy o 8 roauni sewopa dua 1
mikyBanHs AUC cranosuna 58,8 (sig 38,6 zo 90.3). Ha [lens 5
nixysanas AUC cranosuna 52,9 spanui ta 57,3 seeuepi. AUC nicas
nepuoro npuiiomy sHauno Hipkya (p < 0,05), vk AUC micma apyroro
npuiiomy. Ilicmt apyroro mpuitomy B [ens | Gy gocsrayruii
piBHoBaskHui ctaH, 1 AUC He ACMOHCTPYBaia 3HAMHUX 3MIH OPOTITOM
Has 5 iKkyBaHHS.

[Mporsrom  Hus 5 JIKYBaHHA  MIHIMQJBHA  KOHUCHTpALList
OPOreCTCPOHY 3HIDKYBAIAcs 10 cepeanboro 3nakcHus 1,17 ar/mn (Bix
0,5 no 1,5) mix 8 ta 11 rogmuaamu Bevopa.

21. Pesyasratu Oe3nerH

He zactocosHo.

22. BHCHOBOK (3aKTIOUCHHA)

[TporecTepoH npu nepopaIbHOMY 3aCTOCYBaHHI Y CKIA1 CriegiaHol
rajeHosoi (opmu mipenapaty YTPOKECTaH CIPHUHMHAE Bpaskarue
MIIBHILEHHA PIBHS MPOreCTepoHy B ruiasmi kposi. Lle nigsumenns
AOCATAE PIBHA MIOHAA 5 HI/M MPOTATOM ACKINBKOX FOAMH KOKHOIO JHSI,
1O BIAMOBIZA€E GIOIOTIMHII AKTHBHOCTI.

PiBHOBaKHHIT CTAH ZOCATABCH MICIS IPYTOTO MEPOPATBHOTO NMPpHitomy
npemapaty YTpoxkecrtaH, i Hi Cmax, HI AUC He acmoscTpyBanu
CYTTEBHX BILAMIHHOCTEH Mk npuiiomamu 2-1, 9-1 aGo 10-1 karcya.

Ha n'arnit nens HEF\YBZIHH)I HE cnomeplrmam CYTTE‘Ba pUHmm MIK

HE3HAUYHMI BIUTHB, fAKIIO B3aradl sSKHil-
[puitomM ki, MOMKIMBO, HEIHAYHO BILIEY
oueBHAHNX 3MIH Cmax Ta AUC He CHOCTE’:p
PipeHb nperHaszaiony B ceul BHUMIL, HE
nporecrepony B maasmi kposi. Le, imosi il
WBHAKICTH) MeTaloIi3My  [TPOreCTePOHY B

MEPERNAA 3POBAEHO
srian 3 OPHI “HAACM

AocToBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kiuaypic H.B. [\
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KHIUICUHUKY Ta KTITHHAMH IEUiHKH IPH HATXOIKCHHI 4CpPE3 NOPTAIbHY
CHCTCMY MICIS MEPOPAIBLHOIO 3aCTOCYBAHHS.

3aABHUK Besins Healthcare S A. / Besen Xeackea CA
(BIIACHHK PEECTPALIITHOTO MOCBI {UCHHH)
Hannah McKenzie,
3ACTYMHUK  JHPEKTOPa 3 Pery.IsTOpHUX
NUTaHb

TEPEKNAA 3POBAEHO
3r1AH 3 OPHI “HAAM

ARoCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kinayeic H.B.\,\
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Clinical Trial Report No. 10

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

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

1) tvpe of the medicinal
product, by which
registration was conducted
or planned

I yes T

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal product,
known active substance.

no If not, substantiate

5. Full name of the Clinical
Trial, clinical trial code

UTROGESTAN. Pharmacokinetic study No. 2: 100 mg at 8 am. +
200 mg at 8 p.m. for 5 consecutive days.

6. Clinical trial phase

Phase I

7. Period of the clinical trial

The study lasted five days, starting on the second day of the
menstrual cycle of each woman.

8. Countries where the
clinical trial was conducted

Germany

objectives of the clinical trial

9. Number of study| Planned: 5 healthy women.
participants Actual: 5 healthy women.
T] is i 3 LS 1 i
[, Goul el seemidae his study was performed to assess the pharmacokinetics of

progesterone when varying the posology of Utrogestan and to see
whether 1t exhibits a dose proportionality.

1. Design of the clinical
trial

A single center, open study

12. Main inclusion criteria

Normal women, staff nurses, volunteered to participate in the study.
All had regular menstrual cycles, no hormonal or any other treatment
and no digestive or renal disease.

13.  The investigational
medicinal product, method
of administration, strength

One capsule of Utrogestan (100 mg of oral progesterone) was
absorbed at 8 a.m. and two capsules at 8 p.m. for five consecutive
days (Day 1 to Day 5) (300 mg/day).

14.  Comparator, dose,
method of administration,
strength

Not applicable

15. Concomitant therapy

There was no concomitant therapy during this study.

16. Efficacy evaluation|

criteria

The progesterone plasma concentrations were measured by
radioimmunoassay on Day 5 of the study. The total urine of 24 hours
was collected on Day | and Day 5 in order to determine the urinary

17. Safety evaluation criteria

pregnanediol (mg/24h).

Not applicable

| 8. Statistical methods

None

19. Demographic
characteristic  of  study
population  (gender, age,

race, etc.)

Five normal women, staff nurses, volunteeredg
study. Their ages ranged from 25 to 38 yearsg#i

their weight from 49 to 64 kg (mean weight 57 k:

20. Efficacy results

The pre-treatment values (8 a.m. (I) on the Day 1) o
normal range for early follicular phase (0.16 to 0.31 ng/mL, mean:
0.27 ng/mL).

3 IAHO 3 OPHT [HANOM
H.B.KIHAYPIC |
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Tinax (Time to maximum concentration )

After the first administration of | capsule of Utrogestan (100 mg) at
8 a.m. on Dav 1, the time to maximum progesterone concentration in
the blood (Tmx) was between 1 to 4 hours, with a mean of
1.80 hours.

After the administration of 2 capsules of Utrogestan (200 mg) at
8 p.m. on Day 1, the mean Tuax was of 2.20 hours (from 1 to
4 hours).

On Day 35, the mean Tuayx in the morning was of 1.80 hours (from 1
to 3 hours) and also of 1,80 hours (from 1 to 3 hours) in the evening.

The mean Tyay for Day 1 and Day 3, morning and evening, was of
1.90 hours.

Conax (Maximum concentration)

After the first administration of 1 capsule of Utrogestan (100 mg) at
8 a.m. on Day 1, the maximum concentration (Cua) reached a mean
of 16.03 ng/mL (from 2.81 to 29.08 ng/mL).

After the 2 capsules (200 mg) at 8 p.m. on Day I, the mean Cpux
was of 32.91 ng/mL.

On Day 5, the mean Cmax after 1 capsule (100 mg) at 8 a.m. was of
30.02 ng/mL, and after 2 capsules (200 mg) at 8 p.m. of
66.99 ng/mlL.

AUC (Area Under Curve)

After the first administration of | capsule of Utrogestan (100 mg) at
8 a.m. on Day |, the area under the plasma level time curve (AUC) at
12 hours was of 48.98.

After 2 capsules (200 mg) at 8§ p.m. on Day I, the AUC was of
119.89.

On Day 5 after 1 capsule the AUC was of 105.19 and after 2
capsules of 198.32.

CPss (The minimal concentration)

On the Fifth day, the minimal concentration of progesterone (CPss)
decreased to a mean of 2.99 ng/ml (from 1.43 to 5.23 ng/ml) between
7 and 9 p.m.

21, Safety results Not applicable

This study, designed to assess a dose proportionality in the
bioavailability of an oral micronised progesterone (Utrogestan
100 mg), shows that 2 capsules (200 mg) induce a two-fold greater
increase in plasma progesterone than 1 capsule (100 mg). This is
evident on two parameters: the mean peak concentration (Cinax ) and
the mean area under curve (AUC).

On Day 1 + Day 5. two capsules compared to one capsule, the ratio

79 Jusi ‘ .
St Of Cinax 18 2.2. With AUC the ratio between 2 and 1 capsule is also

population the AUC increases significantly
which is approximately two-fold higher ( 159.1 hs
Therefore the increase in plasma progestdiine
dependent atter oral administration of Utrogesrgi

Applicant (Marketing
Authorization Holder)

Hannah McKenzie — RA Associate Director
3riAHO 3 OPHI IHANOM

H.B.KIHAYPIC '\'\
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3BiT npo kainiune BunpoSyBanns Ne 10

[. Haspa aikapcskoro 3acofy (3a
HAABHOCTI - HOMEP PEECTPALiiHOrO
MOCBITHMCHHS)

YTPOXECTAH® 300 mr, xarcy:m

2. 3aaBHUK

besen Xeackea CA, Benbris / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinaea ®apma, CJI, Icnanis / Cyndea Pharma, SL., Spain

4. IlpoBeneHni nocimKeHHs:

1 TaK E m AKILO Hi, 0OTpyHTYBaTH

1) Tumn pikapebkoro 3acoby, 3a skum

3minn, wo norpebyoTs HOBOI peectpanii. Jlikapeskuii 3aci6 3a

BUTIPOOYBAHHA, KOAOBAHMIT HOMep
KT HIMHOIO BHITPOOYBaHHS

NpoBOAMIACS  aD0  MIAHYETBCH |TOBHEM JOCHE (ABTOHOMHE AOCHE), iHIMMf nikapeekuii 3acid, Binoma
peecTparis 111048 PEYOBUHA
5. Tlowa wasea  wiiniunoro| YTPOXKECTAH. dapmaxokiseTiune gocaimkents Ne 2: 100 mr o 8

panky Ta 200 Mr o 8 Bewopa nmpotarom 5 AHIB MOCHTITE.

6. Daza kaiHIMHOrO BUNPOOYBAHHS

Dazsal

7. [lepion mpoBeACHHS KMIHIMHOrO
BUIPOOYBAHH

Hocninkennss tpusamo n'sre nmie, noumHaroum 3 APYroro IaHs
MCHCTPYAILHOTO LHMKITY KOKHOI KIHKH.

8. Kpaiuu, 1e nposoamiocs
KTIHIMHC BUNPOOyBaHHs

Himeuunna

9. Kinbkicts nocmimkysannx

3anmanoBana: 5 370pOBHX HKIHOK.
DaxTHaHA! 5 310pOBHX KIHOK.

Llc J0CAIMKCHHS NPOBOJMIN 3 METOK OLIHKH (hapMakoKiHETHKH

BHNPOOYBaHHs

10. Mera Tta sropumHi wuim o ]
g MPOTECTCPOHY TPH 3MIHI 103YBaHHA MOpernapary YTpokecran Ta
KTIHIMHOIO BUTIPOOYBAHHSL : L o : _ 7
3UCYBAHHS NPONOPUIHHOCTI A0 TO3M.
1T, Husaiin KIIHIYHOFO

OnHOUEHTPOBE BITKPUTE HOCITIHKCHHSL.

12. OcHoBHI KpHTEPIi BKIIOYCHHS

3BHUaHHI HKIHKH-BOIOHTEPH, IITATHI MEACECTPH. Yl BOHH Maiu
PEryIPHUH MCHCTPYATBHHH LUK, HC OPUIMATH FOPMOHAIBHUX 260
HIIHX TPEMApaTiB Ta HC Maql 3aXBOPIOBAHD TpaBHOi cucremu abo
HHPOK.

3. JlocnimkyBanuii  JikapcbKuii
3acid, croci® 3acrocyBamms, cuna
3t

Onna xanmcyna npenapary YrTposkeeran (100 mr NpPOrecTepoOHY)
NCpopaneHo 0 8 roAuHl paHKy Ta aBi Kamcyas o 8 roausi Bewopa,
npotsrom 5 grie nocnins (3 dus 1 mo Jews 5) (300 Mr/no6v).

14, Tlpenapar nopisusHHA, 103a,
criocid 3acTocyBaHHs, CHa ail

He sactocosHo.

15. Cynyrnst Tepanis

[1ia uac usoro gocmimxenns ne 6yno cynyrHboi Teparii,

16. Kputepii ouinku edexTHBHOCTI

Konuentpauito nporecrepory B maaimi K
pagioiMyEEIIM MeTozoMm Ha JleHs 5 zocmimig @
s0upanu v ews | ta Jens S 118 BU3HAYCHHS BH]
i3 cexeto (Mr/24 ron).

17. Kputepii ouinku 6e3neku

He 3actocosHo.

18. CraTuctuusi Meroan

He 6yno.

TEPEKNAA 3POBAEHO
3r{An 3 O°MI "HAALM

AoctoBiPHICTb
NEPEKAARY 3ACBIAYYD

Kinayric H B.
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19.  [demorpadiuni  noka3HHKH
nocmimxysanoi nonynsmii (crare,
BIK, paca, ToLo)

II'sTh 330pOBHX KIHOK, LITATHUX MCACCCTEP, AOOPOBLIBHO B3SLIH
yuacTe y gocmimkenHl. Ix Bik cranosus Bia 25 no 38 pokis (cepenniii
Bik — 20 pokis), a maca Tima — Big 53 mo 67 xr (cepegHs maca Tina —
59 xr).

20. Pesyabrati epeKTHBHOCTI

Kouuenrpauii 1o nikysanus (8-ma roaraa pasky (1) y Jens 1) Gyau
B MEkax HOpMH it paHHBOL (omikyaspuoi dasu (six 0,16 10
0,31 ur/ma, cepeane 3naucaua; 0,27 Hr/vi).

Tnax (4ae Q0 MarcumainHoOT KOHIEHMPail)

[Micas mepworo npwiiomy | kamcyaw mnpenapary YTpoikecTaH
(100 mr) o 8-it rogusi pasky [Jdua |, 4ac AOCATHEHHS MAKCHMAIBHOL
koH1eHTpamii nporectepony B KpoBi {Tmax) cTanoBHE Bi1a 1 20 4 roaus,
cepeane 3HadeHHs 1,80 roammm.

Micas mpuitomy 2 karcyn npemapaty Yrtpoxecran (200 mr) o 8-if
roauni Bewopa y dens | cepenniil Tmax cTanoBus 2,20 rogunu (sia 1 10
4 roaun).

Y Jenn 5 cepeaniii Tuax Bparui cranosus 1,80 rogwmn (sig 1 g0 3
roauH) Ta Beeuepi —1,80 roguan (8ig 1 1o 3 roaun).

Cepeaniii Tmax a1 Jdus 1 ta [lHa 5 BpaHui Ta BBEUEpl CTAHOBHB
1,90 roauau.

Crax (MAKCUMAIBHA KORYSHMPAli)

Micas nepmworo mnpuifomy | Kancyam mnpenapary YTpOkKeCTaH
(100 mr) o 8-ii roauni pasky B Jesp | MakcnMaibHa KOHUCHTPALs
(Cmax) gOCATaAa y cepeanbomy 16,03 ur/ma (8ig 2,81 mo 29,08 ur/ma).

MMicas npuitomy 2 xancya (200 mr) o 8-it romuni sevopa y Hewnb 1
cepeansi Cmax cTaHOBIIA 32,91 BHr/Ma.

Ha Jlens 5 cepennsi Camax nicas npuiiomy | kancynn (100 mr) o 8-ii
roguHi pasky cradosmwia 30,02 ur/mu, a micas npuitomy 2 kancyn
(200 mr) o 8-ii roauni Bewopa — 66,99 ur/ma.

AUC (naouga nio kpusoio)

Micns mepmworo npuilomy | kamcyasm npemapary Y TpOKeCTaH
(100 Mr) o 8-ii roammi panky B Jlews 1 mnioma Mg KpPHBOIO
«konucHTpauis B naasmi kposi — uac» (AUC) wepes 12 roaus
cranosuia 48,98.

ITicas npuitomy 2 kancys (200 mr) o 8-if roxusi sewopa y [lens | acHb
AUC cranoeuna 119.89.

YV Jdens 35 micma npuitomy 1 kancymu AUC cranosuma 105,19, a nicas
npuiiomy 2 kancya — 198,32,

CPss (MiHIMATBHAG KOHYEHMPa i)

Y Henb 5 MiHiMaapHa 1<0Huempaum nporectepony (C Pss) SHH3NIACH
10 cepeanboro 3HaveHns 2,99 wr/vo (Bix 1,43 10 5.23 gaad) Mix 7-10
Ta 9-10 roaAMHAMI BEUOPA. '

21. PesyasraTu Oesnexn

He 3acTocoBHO.

22. BHCHOBOK (3aK/THOUCHHS )

Lle zocaimKkeHHs, TPH3IHAYCHE IS OLIHKH
A7 GIOJOCTYIMHOCTI MCPOPATBHOTO MIKPOHE
(Vrpomecran 100 Mr), nokasasno, wo 2 kancyigeH
BrBiui GiTbUIE MiABMILCHES KOHICHTPALLT TRIGHA
kposi, nisk | wancyma (100 mr). e Bnano 3a

MMEPEKNAA 3POBAEHO
3riAH 3 OPHI "HAAUM

AocToBIPHICT
NEPEKAAAY 3ACBIAYYD

Kinayeic H.B.L\



cepennst MakcumaneHa konueHtpauis (Cpax) 1 cepeans nmowa mia
kpusow (AUC).

Y Heus | + ens 5 cnispizaomwenns Cmax micas npuitomy 2 kancyn ta
1 kancyan ctanosuno 2,2, das AUC cnissigHOmeHHs Mik 2 ta |
KAncya0k Takoxk Ayske 0ansebke 10 2 (2,4 y Jens 1 ra 1,9 y Jens 5).
3aramom, [ewns 1 + Jlens S, cepeane snaucuns AUC micas npuitomy |
karmcynn  cranosute 77,09. YV T1iit ke momyasuii AUC 3maumo
36iabmryerses (p < 0,01) no 3nauenns, npuban3no y asa pazu Giasmoro
(159,11) micna npuifomy 18OX Kancys.

Taxum unHOM, NMiBHMIIEHHS PIBHA NMPOTECTEPOHY B IUIA3MI KPOBI €
A0303AIC/KHUM MICs NePOPAIbHOrO 3CTOCYBAHHS JKIHKAM Npenapaty
Y1poxecTan,

3aaBHHK Besins Healthcare S.A. / Besen Xenckea CA
(BAACHHK PCECTPALIHHOTO MOCBIUCHHS)
Hannah McKenzie,
3ACTYNHHK  JUPEKTOPA 3 PETYISTOPHHX
IUTAHb

TEPEKNAA 3POBAEHO
3riAd 3 OPHl "HANM

AoctoBiPHiCT
REPEKAAAY 3ACBIAYYD

Hinaveic H.B. |
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Clinical Trial Report No. 11

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

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

I yes C

no If not, substantiate

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

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal product,
known active substance.

5. Full name of the Clinical
Trial, clinical trial code

Randomized, 2-way crossover, bioequivalence study of
progesterone 100 mg capsules and Utrogestan® 100 mg capsules
administered as 2 x 100 mg capsules in healthy subjects under
fasting conditions.

Protocol No.: 01272

6. Clinical trial phase

Phase I (Bioequivalence)

7. Period of the clinical trial

From 02.02.2002 till 10.02.2002.

8. Countries where the
clinical trial was conducted

Canada

9.  Number of
participants

study

Planned: 64 subjects.
Actual: 64 subjects.

10. Goal and secondary
objectives of the clinical trial

To compare the rate and extent of absorption of progesterone
100 mg capsules (test) versus Utrogestan (reference) administered as
2 x 100 mg capsules (total dose of 200 mg) under fasting conditions.

11. Design of the clinical
trial

A single center, blinded, single-dose, randomized, 2-way crossover
study, performed under fasting conditions

12. Main inclusion criteria

Subjects were postmenopausal females, smokers and non-smokers,
between 35 and 65 years of age.

Post-menopausal status was recognized as one of the following:

- 12 months or more of spontaneous amenorrhea;

- hysterectomy with bilateral oophorectomy for at least 6 months;

- hysterectomy without bilateral oophorectomy for at least
6 months, for females over 50 years;

- bilateral oophorectomy for at least 6 months;

- use of hormone replacement therapy for the past 6 months (and
stopped at least 14 days prior to dosing).

Post-menopausal status was confirmed by FSH levels > 20 IU/L and

13.  The investigational
medicinal product, method
of administration, strength

estradiol concentrations < 110 pmol/L prior to the first dosing.

Name: Progesterone
Unit dose: 100 mg
Regimen: capsule/oral single dose of 2 x 100§

14.  Comparator,  dose,
method of administration,
strength

subject in accordance with the randomization schafpig

Name: Progesterone (Utrogestan®)
Unit dose: 100 mg \
Regimen: capsule/oral single dose of 2 x 100 1 X
subject in accordance with the randomization scheme %

15. Concomitant therapy

There was no scheduled prior or concomitant therapy during this

study. Subjects were requested not to use prescription mgdic?tgfgnhs‘
and over-the-counter medications from 14 *Hays" tadd” 7' days,

H.B.KINA
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respectively, prior to drug administration until after the collection of

the last blood sample of the last period (36.0-hour post-dose, Period
2}

16.  Efficacy
criteria

evaluation

Criteria for bioequivalence:

For European submission:

* The 90% geometric confidence intervals of the ratio (A/B) of
least-squares means from the ANOVA of the In-transformed AUC,.
inf Should be within 80.00% to 125.00%.

* The 90% geometric confidence intervals of the ratio (A/B) of
least-squares means from the ANOVA of the In-transformed Ciax
should be within 75.00% to 133.33%.

For TPD (Canadian) submission:

For both uncorrected and potency-corrected data of progesterone:

* The 90% geometric confidence intervals of the ratio (A/B) of
least-squares means from the ANOVA of the In-transformed AUCo.
should be within 80.00% to 125.00%.

* The ratio (A/B) of least-squares means for In-transformed Crnax
should be within 80.00% to 125.00%

17. Safety evaluation criteria

Adverse events (AEs), standard laboratory evaluation, vital signs,
BCG:

18. Statistical methods

Pharmacokinetics:

* Parametric ANOVA on AUCo., AUCo.int, Crnax, Timax, Ker and Typ
ol: geometric confidence intervals for AUCo., AUCy.incand Crmax; and
non-parametric test (Friedman's test) for Tiax.

* Covariates in the ANOVA model: sequence, subject (sequence),
period and treatment.

Ln-transformed parameters: AUCq., AUCq.inf and Cypax.

Safety: Descriptive only.

19. Demographic
characteristic =~ of
population  (gender, age,

A mean age (SD) of study population was 54 (5) years with a range

study|43-65 years, mean height was 161.1 cm, mean weight 63.5 kg.

race, etc.)

20. Efficacy results

Mean values (%CV) for AUCo. were 279088.76 pg-h/mL (36.21%)
for Treatment A and 290652.14 pg-h/mL (43.40%) for Treatment B.
ANOVA did not detect any statistically significant difference
between treatments for this parameter.

Mean values (%CV) for AUCoin¢ were 374979.82 pg-h/mL
(31.94%) for Treatment A and 373763.82 pg-h/mL (38.90%) for
Treatment B. ANOVA did not detect any statistically significant
difference between treatments for this parameter.

Mean values (%CV) for Cmax were 41823.34 pg/mL (60.53%) for
Treatment A and 50283.69 pg/mL (99.89%) for Treatment B.
ANOVA did not detect any statistically significasme==siififase
between treatments for this parameter.

Mean values (pg/mL) for Cist were 2545.59 #

Treatment A and 2553.56 pg/mL (34.34%) for freat

Mean values (%CV) for AUCuyins were 74
Treatment A and 77.26% (10.82%) for TreatmergBr

Mean values (%CV) for the percentage of ext arelated aic
the curve were 25.65% (46.67%) for Treatment
(36.77%) for Treatment B. -

Median values (interquartile ranges) for the Tmax were 2.50 h

(£ 2.50) for Treatment A and 2.50 h (+ 1.50) for Treatment B. No i

- ) AH | ] - |}
statistically significant difference was detected bétween tréatierts




for this parameter.

Mean values (%CV) for the Tin o were 25.87 h (40.26%) for
Treatment A and 22.66 h (35.34%) for Treatment B. ANOVA did not
detect any statistically significant difference between treatments for
this parameter.

Mean values (%CV) for the Kei were 0.0306 h' (34.79%) for
Treatment A and 0.0336 h' (28.42%) for Treatment B. ANOVA did
not detect any statistically significant difference between treatments
for this parameter.

The bioequivalence of the two different studied formulations was
determined based on least squares mean ratios for AUCo.. AUCq.ins
and Cpax. For european submission, the bioequivalence was evidently
true [A vs B (without potency correction): 96.02 % to 110.67 %] for
AUCq.int. The 90% confidence intervals of the mean ratio of the test
to reference product of In-transformed Cmax were also within the
acceptance range of 75.00% to 133.33% fixed in the study protocol
and even met stronger requirements (80.00% to 125.00%) [A vs B
(without potency correction): 82.90 % to 106.43 %]. For TPD
submission, bioequivalence was evidently true [A vs B (without
potency correction): 91.79 % to 106.45 % for AUCo. and 82.90 % to
106.43 % for Cmax Also, A vs B (with potency correction) 94.92% to
110.08 % for AUCo. and 85.73 % to 110.06 % for Cmax. The intra-
subject CVs for AUCot, AUCo.int and Cmax were respectively
24.52 %, 23.47 % and 42.48 %.

21. Safety results

Forty-two (42) of 64 subjects reported a total of 115 post-dose
adverse events: 33 in treatment A (test) and 49 in treatment B
(reference). The remaining 33 post-dose adverse events were
associated with a clinically significant post-study laboratory results,
and could not be assigned to a treatment group. The relationship to
the study drugs of 22 adverse events was judged as "possible", 79 as
"remote", and 14 were judged as "unrelated". The most commonly
reported adverse event were "headache" and "anemia hypochrom",
reported on 11 occasions each (9.6% of all post-dose adverse events),
and "vasodilat", reported on 10 occasions (8.7% of all post-dose
adverse events). Fifty-three (53) of the reported adverse events were
mild in intensity, 16 were graded as moderate, and 2 were graded as
severe. The intensity at onset could not be accorded to the 44
remaining adverse events (associated with a clinically significant
vital signs measurement or clinically significant post-study
laboratory result). There were no serious or significant adverse
events in this study. Upon conclusion of the clinical portion of the
study, the results from the post-study physical examinations, vital
signs, and laboratory tests confirmed the absence of significant
changes in the subjects' state of health.

22. Conclusion

the test progesterone 100 mg capsules /
Belgique, Belgique) (Treatment A) is bioequiffl
of the reference progesterone 100 mg capgid
Besins International Belgique, Belgique)

there were no serious or significant adverse cWgft
relevant differences in safety profiles were observetd™e
preparations, particularly with respect to the number and pattern of
adverse events. aup 2 AT LA
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3BiT npo kiainiyne BunpodyBanus Ne 11

1. Hasga nikapcebkoro 3acoby (3a
HAsBHOCTI - HOMEp peecTpaLiiiHoro
TMOCBITYEHHS )

YTPOXECTAH® 300 mr, kancyu

2. 3a9BHHK

besen Xenckea CA, Besnbrisi / Besins Healthcare SA, Belgium

3. BupoOuuk

Cinpea ®apwma, CJ1, Icnanis / Cyndea Pharma, SL, Spain

4. IpoBeaeHi JoCiAKEHHS:

1 Tak  Z  Hi SIKILO Hi, 0OIpyHTYyBaTH

1) Tun nikaperskoro 3acoby, 3a sxum

3MinM, wo notpebyloTh HOBOT peectpali. Jlikapcekuii 3aci6 3a

KJiHIYHOrO BHIPOGYBAHHS

npoBoauaacs  abo  MIaHYETHCS [IOBHHUM [10CKHE (aBTOHOMHE J0CKE), IHILMIA nikapceKui 3aci6, Bimoma
peecTparis Jiloua peyoBHHa

Panpomizosane 2-CTOpOHHE nepexpecHe JOCiPKSHHS
5. [llosHa mHasBa  kmiHiuHOTrO |GioeKBiBaNeHTHOCT Kancyn mnporectepony 100 mr Tta kancyn
BUINPOOYBAaHHA, KOJOBAaHMI Homep npenapary Ytpoxxectau® 100 mr, ski 3aCTOCOBYBAJIH  3JJ0POBUM

A00poBobLAM o 2 X Kancynd 100 mr HaTLeceplie.
[Tpotokon Ne: 01272

6. ®a3za KIiHIYHOrO BUNPOOYBaHHS

®aza [ (OioekBiBaneHTHICTS).

7. Ilepion npoBeaeHHs KIiHIYHOrO
BUIIPOOYBaHHs

302.02. 2002 p. no 10.02.2002 p.

8.  Kpaiuu, pe nposogunocs
KIiHIYHEe BUMPOOYBaHHS

Kanana

9. KinbkicTs gociimkysanux

3anjaHoBaHa: 64 yuacHuL.
DaktuuHa: 64 yyacHuL.

[TopiBHATH WIBMAKICTE Ta CTYMiHL BCMOKTYBaHHS MPOrecTepoHy B

0. Mera ta BropuHHi uigi|kancymax mo 100 wmr (nocaipkysanni mpenapaT) Ta npenapary

KJIIHIYHOTO BUNPOOYBaHHS Yrpokectan (pedepeHtHuii npenapar), sKkuii 3aCTOCOBYBAJM SIK 2 X
100 mr xancynu (3aransHa g03a 200 mr) HaTLIeceplie.

8 8 Huzaiin KaiHiuHoro | OQHOUEHTPOBE ciine paHIOMizoBaHe ABOCTOPOHHE MepexpecHe

BUINIPOOYBaHHS JOCTIDKEHHS 3 0/IHOPA30BOKO /103010 HaTLIECepLie.

12. OcHoBHI KpuTepil BKIIOUEHHS

Y mocnijokenni Gpanu yuacTb SKiHKM y mocTMeHomaysi, Kypui Ta
HeKypui, BikoM Bij 35 10 65 pokis.

[locTmenonaysanbHuii cratyc BUSHAYaIM K OHH 3 HACTYMHUX:

- 12 micsitia abo Gisbiue CIOHTAHHOT aMeHopeT;

- TiCTepeKTOMis 3 JABOCTOPOHHBOIO OBAPiIOEKTOMI€H MpOTAroM
LIOHaMeHILe 6 MicsLliB;

- ricrepekTomis 0e3 ABOCTOPOHHLOT OBapiOEKTOMIT MpOTAroM
LoHakMeHLIe 6 MicaLiB, A xKiHOK cTapiue 50 pokig;

- JIBOCTOPOHHS OBapiOEKTOMisl MPOTArOM LIOHANMeHLe 6 Mical(iB:

- 3aCTOCYBAHHSl 3aMICHOI rOPMOHALHOT Teparnii MpOTArom nomnepeaHix
6 wmicauiB (i npunuHeHa woHaiiMeHmwe 3a 14 aHiB 10 npuiomy
npenapary).

[loctmenonaysanbuuii  ctatyc  migrBepmkysanu  pienem ®CI
>20MO/n Ta koHuenTpauiero ectpagiony < 110 nmons/n nepen

MEPLIUM MTPUHOMOM [1pSEHps
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NEPENAAR IPOBAEHO
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13.  MocnimkyBaHuit JlikapchKHii
3aci0, croci® 3acTocyBaHHs, cuia
it

Hasga: [lporecrepon. Onunnuna no3za: 100 Mr. Pesxxum 103yRanHs:
Karcyn/nepopanbHo, 0QHOpazoBa pazopa jao3a 2 X Karcyna 100 mr
OJIHiH yuacHHILi BiJMOBIAHO 0 CXEMH paHaoMizaLil,

14. Tlpenapat nopiBHsSIHHA, /1034,
croci 3acTocyBaHHs, cunia il

Haspa: Tlporecrepod (YrtpoxkectaH®). OauuHuuHa pnosa: 100 mr.
Pexcum 3acTocyBaHHA: Karcylu/nepopansHo, OJHOpa3oBa n03a 2 X
karcyna 100 Mr oHili yyacHUL BiANOBIAHO 0 CXeMH paHmoMizaLlii.

15. CynyTHs Tepanis

ITig wac uporo gocnikenus He 0yJ10 3amniaHOBaHOT NonepeaHLEOl a6o
CyMyTHBOT Tepanii. YuacHuli NOBHHHI OynM He 3aCTOCOBYBATH
peuentypHi abo GespeuentypHi npenapartu 3a 14 i 7 guiB BianosiaHo
J0 3aCTOCYBaHHSA Mpenapary 10 MOMEHTY 3a00py OCTaHHBOIrO 3paska
KpOBi B 0OCTaHHBOMY niepioai (36,0 roauH micas npuiiomy 1034, nepios
2).

16. Kpurepii ouinku eGeKTHBHOCTI

Kpurepii 6ioekBiBasieHTHOCTI:

L nooanns 6 €sponeticvromy Coosi:

- 90 % reomeTpuuHi 10Bipui iHTepBanu BigHoueHHs (A/B) cepeHix
3a MeToZoM HalMeHwux kpajpatiB 3 ANOVA ana norapudmiuno
nepetBopeHoi AUCo.inf TOBHHHI 3HaxoauTHEA B Mexkax Big 80,00 % ao
125,00 %.

- 90% reomerpuuHuit OOBipuumit iHTepBan BigHoweHHs (A/B)
CcepeHiX 3a MeTOJOM HaiMeHUIMX KBaJpaTiB, OTPUMAaHUX 3a
aonomoroio ANOVA ang norapudmiuno nepetBopeHol Cmax, NTOBUHEH
3HaxoauTHcs B mexkax Big 75,00 % no 133,33 %.

s nooannst 0o TPD (Kanaoa, ¥Ynpaeninns nikapeekux 3acofie):

SIK 151 HEKOPMIOBAHMX, TaK i /11 KOPUTOBAHUX 32 103YBAHHAM JaHUX
JISl [IPOrecTepoHy:

- 90 % reomerpuuHuii a0Bipuwii iHTepBan BiaHomieHHs (A/B)
Cepe/HiX 3a METOJOM HaMMEHIIMX KBajpariB, OTPUMAHHX 3a
nonomoroio ANOVA sorapudpmiuno neperBopeHoi AUCo., NOBHHEH
3HaxoauTHes B Mexax Bia 80,0 0% no 125,00 %.

- Bignowenns (A/B) cepelHiX 3a METOJOM HalMEHIIMX KBaJIpaTiB
aast norapudmivydo neperBopeHol Cpax Mae 0yTu B mekax Big 80,00 %
no 125,00 %.

17. Kpurepii ouinku 6e3nexu

HebGaxani sBuma (HS), crangaptHi nabopaTopHi 0OOCTeKeHHS,
OCHOBHI MOKa3HUKH KUTTEBO BaskiMBUX QyHKuii, EKT.

18. CtaTucTUYHI METOJIH

(DapmMaKoKiHeTHKA:

- [Mlapamerpuunuii ANOVA (aucnepciiinuii ananiz) aas AUCo-,
AUC.inf, Cinax, Timax, Ker 1 Ti2e1; reomMeTpuuHi JoBipui iHTepBaIn A4
AUCo4, AUCo:inf i Cinax; HenapameTpuuHuid Tect (Tect Opigmana) ams
TII'!EU(-

- Koapiaru B wmojeni ANOVA:
(MOCJIiIOBHICTE), NEPioJL 1 J1iIKyBaHHS.

Jlorapudmiuno nepersopeni napamerpu: AUCo., AUCo.inf T2 Crnax.

Besnexa: Tinbku onucoBa CTaTUCTHKA.

MOCJIi 10BHICTb,  yYaCHHUK

19.  JlemorpadiuHi  [OKa3HUKH
J0C/IDKYBaHOT MonyJsuii (cTaTh,
BiK, paca, ToLl0)

Cepeaniii Bik (CB) pocnimkyBaHol nonynsauii ctaHoBUB 54 (5) pokH 3
nianaszoHom 43-65 pokis, cepeaniii 3pict - 161,1 cm, cepeans maca Tina

- 63,5 xr.

[TEPEHAAR 3POBAEHO
Ir{AHO 3 OPHT IHANOM

AoctogipRiCTh
REPENAAAY JACRIANYD
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20. Pesynbraty eheKTUBHOCTI

Cepenni 3nauenns (%CV) mis AUCy. cranosunu 279088,76 nr-
rog/mn (36,21 %) nns nikyeanHs A ta 290652,14 nr-rog/mn (43,40 %)
st nikyBaHHs 5. ANOVA He BUSIBUB CTATUCTUYHO 3HAUYLIOT Pi3HMLI
MIK JIKYBaHHSAMH 3a LIUM [1apaMeTpOM.

Cepenni 3HaueHHs (%CV) misg AUCo.nf cTanoBunu 374979,82 nr-
rog/mit (31,94 %) ansa nikyeanus A ta 373763,82 nr-rog/mi (38,90 %)
s nikysanHs b. ANOVA He BHABHMB CTATHCTHYHO 3HAUYYILIOT Pi3HULL
MIX JIIKyBaHHSMHU 32 [IUM MapaMeTpOM.

CepenHi 3HaueHHss (%CV) i Cmax cTaHoBunu 41823,34 nir/mn
(60,53 %) nna nikyBanHs A Ta 50283,69 nr/mn (99,89 %) a4
nikysanus b. ANOVA He BUsIBMB CTaTMCTHYHO 3HA4yLUOT PI3HUL MK
NiKyBaHHAMH 3a LM 11apaMeTpoM.

Cepenni 3uHaueHHs (nr/mm) anst Cle cTaHoBuau 2545,59 nr/mn
(32,81 %) nna nikyBanus A ta 2553,56 nir/mi (34,34 %) ans niKyBaHHS
b.

Cepenni 3nauenss (% CV) nns AUCyinr cranosunu 74,35 % (16,10 %)
ans nikyBaHHs A ta 77,26 % (10,82 %) nns nikyBaHHa b.

Cepenni snauenns (%CV) 115 BiACOTKA €KCTPanoib0BaHOI M0 Mif
KpUBOIO CTaHOBUIH 25,65 % (46,67 %) nns nikysanus A ta 22,74 %
(36,77 %) nns nikysaHHs b.

Megpianni  3HayeHHs (x MDKKBapTHIbBHUH po3max) I Timax
cranosuiu 2,50 ro (x 2,50) ans nikyBansa A Ta 2,50 rog (= 1,50) nas
nikyBanusa b. CTaTHCTHUHO 3HAYYLLOT Pi3HHMLL MiXK IpynaMu JIiKyBaHHs
3a LIKUM [apaMeTpOM HE BHABIIEHO.

Cepenni 3nauenust (%CV) anst Tip el cranorunu 25,87 roa (40,26 %)
aas nikysanus A ta 22,66 roja (35,34 %) nna nikysanHa b. ANOVA ne
BHUSIBUB CTaTHCTMYHO 3HAYYLIOl PI3HHULI MK JIKyBaHHAMM 3a LUM
napameTpoMm.

Cepenni 3HaueHHs (%CV) ana Ker cranosunu 0,0306 roa’! (34,79 %)
ans nikysanua A ta 0,0336 roa! (28,42%) ans nikyeaHua b. ANOVA
HE BHSIBUB CTATHCTHYHO 3HAYYLLOT PI3HUL MIXK JTIKyBaHHAMHM JIjIA LIOTO
napameTpa.

BioeKkBiBa/JGHTHICTE JIBOX PI3HMX JOC/I[DKYBaHHX Mpenapartis
BM3HAYAJIM HA OCHOBI BiJHOLIEHHS CEpeaHiX 3HayeHb 3a METOJ0M
naiimenux keaaparis Uit AUCo+ AUCo.inf Ta Cinax. 18 N0JaHHA B
€sponeiicbkomy Coro3i  OioekBiBajeHTHICTE Oyna jaoseleHa [A
nopisusiHO 3 B (0e3 kopekuil aktiuBHocTi): 96,02 % no 110,67 %] nns
AUCqint. 90 % posipui iHTepBaiu BiJHOIICHHS CEPEAHIX 3HAYEHD
J0Ci/UKYBaHOro Ta pe(pepeHTHOro npenapartiB s JaorapupMiuHo
nepetBopeol Cuax TAKOXK 3HAXOAMIMCA B MeXax MNPUHHATHOro
nianasony Big 75,00 % no 133,33 %, BH3HAUEHOTO MNPOTOKOIOM
JIOCITiDKEeH s, | HaBiTh Bianosizamu Ginbll CyBOpUM KpUTepiaMm (Bij
80,00 % no 125,00 %) [A nopisusno 3 B (Ge3 Kopekuii akTHBHOCTI):
82,90-106,43 %]. Jlns nopanus no TPD OioekBiBaJeHTHICTE Oyia
noBesieHa [A nopieusHo 3 B (0e3 kopekuil aktuBHocTi): Bifg 91,79 % 1o
106,45 % nns AUCop.Ta m,u 82,90 % 1o 106,43 % nns Cmax. Takox A

nopiBHsAHO 3 B (3 ]{OpeK Q) aKT]dBHOCTl) Bijg 94,92 % 1o 110,08 % s

L YKPA)

AUCy+ Ta Biat 85,78

MEPEXAAR 3POBAEHO
IFIAKO 3 OPMF IHANOM
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CV ana AUCosr, AUCo.int Ta Crax CTaHOBMAM Bignosigno 24,52 %,
23,47 % 1a 42,48 %.

21. Pesynbraty 6e3nexu

Copok nBi (42) 3 64 yyacHMLb MOBIIOMUIM 3aragom mnpo 115
HeOakaHKMX SABMLLL Mic/s 3aCTOCYBAHHS J103U: 33 — y rpyrii JiKyBaHHa A
(nocaigxysanuii npenapat) ta 49 —y rpyni Jikysauus b (pedepentuumii
npenapart). Pewra 33 nicisno30Bi HebaxkaHi sBuia Oyiau nos's3axi 3
KJIIHIYHO 3HAuylIUMK pe3yibraramMu J1adopaToOpHMX aHajiziB ricis
JIOCTIKEHHs Ta He MOrIM OyTH BiJHeceHi [0 Tiel 4M iHIIOT rpynu
niKyBaHHs. 3B'A30K i3 4OCHiHKyBaHUMH Mpernaparamu 22 HeGaKaHWX
SBHIL OYB OLIHEHUI K «MOMKIUBUI», 79 — AK «Bigganenuil», a 14 — sk
«He noB'AzaHe». HaliyacTiwe nosigomisny npo taki HebaxaHi sBuiia,
AK «OJIOBHUH OiJIb» Ta «TiMOXPOMHA aHEMis», PO AKi MOBIOMIISIIH MO
11 Bunankie (9,6 % Bix ycix HeGa)xaHuX SBMLL MIiCIA 3aCTOCYBAHHS
JI03M), Ta «Ba3oAMnIaTalis», Mpo sAKy nosizomusiiu y 10 Bunaakax
(8,7 % Bin ycix HebakaHMX sIBULL MiCJIs 3aCTOCYBaHHA A03H). [1'aTnecar
TpH (53) 3 MOBIAOMJIGHUX HEeDaKaHUX SABMILL 32 CTYINEHEM THAXKKOCTI
Oynu nerkumu, 16 — MoMipHMMHM Ta 2 — TSHKKMMHU. [HTEHCHBHICTH Ha
noyaTky He Morjia OyTH BU3HaueHa Jns pewitd 44 HebakaHMUX sSBULL
(NMOB'A13aHMX i3 KJIIHIYHO 3HAYYIIHMMH MOKA3HUKAMH KUTTEBO BaXKIMBHX
¢GyHKUil abo KIIHIYHO 3HAYYLIMMH pe3yabTaTaMH J1abopaTopHHX
aHaiziB Mic/as 3aKiHUYEHHA AOCHIMKEHHA). Y HbOMY HOCHIIKEHHI HE
Oyno cepiio3nux abo 3Hauyux HedaxaHux sisuul. [licns 3aBepuieHHs
KAIHIYHOT YacTUHMU [JOCHIKEHHS pe3yJbTaTH (I3UYHUX OrJsIIB,
MOKA3HUKIB JKMTTEBO BaxUIMBMX (DYHKLIH Ta nabopaTopHHUX aHasi3iB
[iATBEPANIIN BiACYTHICTD CYTTEBUX 3MiH Y CTaHi 3J0pOB's y4aCHHLIb.

22. BUCHOBOK (3aKIHOUEHHS)

Ha ocHoBi pe3yabTaTiB 10C/HIKEHHS MOKHA 3pOOMTH BUCHOBOK, L0
oJlHOpa3oBa 703a J0C/IKyBAaHOrO MPOrecTepoHy B Karcyjaax Mo
100 mr (Besins International Belgique, benbrisi) (nikyBaHHs A) €
OioeKBiBaJICHTHOIO OJHOPA30Bii 1031 ped)epeHTHOr0 NpPOrecTEpPOHY B
kancynax no 100 mr (Yrpoxectan® Bupobuuursa Besins International
Belgique, Besbris) (ikyBanusa B) npu 3actocyBanHi HaTieceple. Xoua
Oyno Big3HaueHo 2 TAXKI HeOa)kaHi ABMIIA, He OYJ10 MOBIIOMIEHb PO
cepiio3Hi abo 3Hauylli HeOaxkaHi ABUILA. He Oy/io BUABIEHO CYTTEBUX
BiIMiHHOCTEH y npodinax Ge3nekn Mix npenaparamu, 0co0IMBO LWOL0
KIJILKOCTI Ta Xapaktepy HedamaHux sBHIL.

3asgsBHUK

(BJJACHHMK PEECTPALIHHOIO NOCBIAYEHHS) M'ETT, oa. JokTop papmauii

Excnepm 3 Meouunux nayx
Cmapuiutl naykosuil cnispodimnuk
["nobanbHa MeauuHa komanaa besen Xesckea

EPEHAAR 3POBAERO
IrfAKO 3 OPWT IHARON
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Clinical Trial Report No. 12

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

UTROGESTAN" 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trlals conducted:

product, by which
registration was conducted
or planned

1) type of the R

I yes i no If not, substantiate

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal product,
known active substance.

5. Full name of the Clinical
Trial, clinical trial code

Efficacy, safety and tolerance of Utrogestan® compared to
medroxyprogesterone acetate in menopausal women receiving
Estraderm®

6. Clinical trial phase

No data

7. Period of the clinical trial

Approved letter was received: September 1989
Date of report: November 1994

8. Countries where the
clinical trial was conducted

Canada

objectives of the clinical trial

0.  Number of study| Planned: 40 subjects.
participants Actual: 40 subjects.

The objective of this study was to evaluate and compare the
10. Goal and secondary|efficacy, safety and tolerance of Utrogestan® and

medroxyprogesterone acetate (Provera®) in menopausal women
receiving Estraderm™ 50 for a period of at least thirteen (13) cycles.

11. Design of the clinical
trial

A prospective open randomized parallel group study

1 2. Main inclusion criteria

Healthy post-menopausal women of any age with a uterus and
who required hormone replacement therapy for menopausal
symptoms.

Women with a uterus who had been on combined estrogen and
progestogen hormone replacement therapy, had not had any
irregular menstrual bleeding in the preceding 6 months and
following a 3-month washout period.

amenorrhea who had never received hormone replacement therapy.
Menopausal status had to be confirmed by a serum FSH level
>80 U/L.

Women with more than 6 months and less than 2 vears of

13. The investigational
medicinal product, method|
of administration, strength

Group A received Estraderm 50, twice a week for 25 days and
UTROGESTAN two 100 mg tablets at bedtime {igmete b o
25" of a 28 days. Vi

14, Comparator,  dose.
method of administration.
strength

Group B received Estraderm 50 twice a we J
medroxyprogesterone acetate (Provera®) oneg
time from day 14 to day 25® of a 28 days-cy _;':.

1 5. Concomitant therapy

6. Efficacy evaluation

criteria

No data available.

- Day of onset of withdrawal bleeding.
- Duration of vaginal bleeding.

- Importance of vaginal bleeding.

- Occurrence of breakthrough bleeding.

',
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-Results of the endometrial biopsy.

17. Safety evaluation criteria

- Osteodensitometry.
- Lipid profile.
- Occurrence of adverse events.

18. Statistical methods

In all cases, the type L error was fixed at the 5% level (2.5% on
each side). Unless otherwise indicated, results are expressed as
mean + standard deviation (SD).

Onset, intensity and duration of the menses were compared
between treatment groups using the analysis of variance. These
parameters were also analyzed using the non-parametric equivalent,
the Kruskal-Wallis test.

The incidence of amenorrheic cycles was compared between the
two treatments using the Fisher's exact probability test.

The incidence of breakthrough bleeding was compared between
the two treatments using the chi square analysis and the Fisher's
exact probability test.

Plasma levels of 17-B-estradiol, progesterone and 17-o-
hydroxyprogesterone were compared at baseline using the analysis
of variance as well as the Kruskal-Wallis test. Hormone plasma
levels after one and two years were compared using the analysis of
covariance with the baseline value as the covariate. The hormone
measurements were also expressed as the number of times the
baseline value and these ratio were compared using the Kruskal-
Wallis test. Due to the large proportion of missing data, results
were also compared at one and two years with the analysis of
variance and the Kruskal-Wallis tests.

The baseline measurements of Osteodensitometry were compared
using the analysis of variance and the subsequent measurements
with an analysis of covariance using the baseline measurement as
the covariate. The percent change from baseline were calculated
and compared using the analysis of variance and the Kruskal-Wallis
test. Changes in bone density > 6% the baseline measurement were
considered clinically relevant and the proportion of patients falling
into each category was compared between the two treatment groups
using the Fisher's exact probability test.

Glucose and the following lipids were measured at baseline and
after one and two years of treatment: cholesterol, high-density and
low-density lipoproteins, and triglycerides. The baseline
comparison involved the analysis of variance and the Kruskal-
Wallis test.

The occurrence of adverse events in the two groups was compared
using the Fisher's exact probability test.

19. Demographic
characteristic ~ of  study
population  (gender, age,
race, efc.)

Utrogestan group was 52,9 £4.1 vyears, and
51.8 +6.0 years. /

20. Efficacy results

Data related to the bleeding pattern and §
amenorrheic cycles and breakthrough blecgis
during the first year of the study. Data from B\&
were available. The results have shown that §
significantly earlier in women treated with UtrogR {
23.1 224 versus 24.9+24, p=0.0001), their }
significantly less important (score 9.6 £5.9 versus

41
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p=0.0087) and was of a significantly shorter duration (4.8 £2.5
versus 6.0 £2.4 days, p=0.0001). Amenorrheic cycles occurred
significantly more often with Utrogestan® (19.5% versus 3.4%,
p=3.68 x 107) although approximately two thirds of them were
observed during the first six month of the study. No significant
differences were observed between the two treatments with regard
to the incidence of breakthrough bleeding (3.2% for Utrogestan®
versus 4.4% for Provera®, p = 0.600).

Endometrial biopsies were obtained from all patients for at least
the first two years and some patients from the Utrogestan® group
continued their treatment: 11 completed three years of treatment, 9
completed four years of treatment and, at the time of this analysis,
some of them were close to completion of the fifth year. Some
endometrial biopsy abnormalities such as simple focal hyperplasia
or adenomatous hyperplasia were reported in 3 patients treated with
Utrogestan®™ but none of them was confirmed by a second or a third
pathologist.

Hormone plasma levels measured during the first two years of
treatment were highly variable and numerous measurements were
missing. These results should be interpreted with caution. Plasma
levels of 17-B-estradiol in the two treatment groups were not
significantly different after one year but, after two years of
treatment, significantly higher levels were observed in patients
receiving Utrogestan®. These differences can probably be explained
by the small sample size and the fact that the blood samples may
have been withdrawn during the drug-free period (days 26-28 of the
cycle). Progesterone and 17-g-hydroxyprogesterone plasma levels
did not change much with Provera® whereas they significantly
increased in patients receiving Utrogestan” (after one and two
years).

Bone density was measured at the lumbar level (mean of L2-L4)
and at the femoral level (mean at the neck of the femur) during the
first two years. After one year of treatment, the lumbar bone density
had increased by 4.6 +2.7% in patients receiving Utrogestan®
versus 4.1 £ 5.4% in those receiving Provera® (p = (1.7338). After
two years, the lumbar bone density had increased by 4.9 £ 3.9% in
patients receiving Utrogestan® versus 3.3 + 6.4% in those receiving
Provera® (p = 0.4920). After one or two years of treatment, femoral
bone density did not change significantly in either treatment groups.

Except for one patient who was and remained above the upper
limit of the normal range, all blood glucose levels were within the
limits of the normal range at the outset of the study and remained
within the normal range for the following two years.

Lipid profiles measured during the first two years gisjem
any significant differences between the two groy 5
total cholesterol, high-density lipoprotein (H! {
lipoproteins (LDL). §

After one year of treatment, triglycef \
significantly increased in patients (reatedgiggat
(50.4 £ 73.4%) whereas they decreased in
Provera® (12.4£22.6%). The difference
significant (p = 0.0117).

Compared to baseline, similar results were obtained after two
years of treatment: a less pronounced increase o 33.9 + 40.0% (or

JT ITH LS U

21. Safety results
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Utrogestan® versus a decrease of 11.2+£42.7% for Provera®
(p=0.0285). Although the differences were significant, the vast
majority of the measurements were and remained within the limits
of the normal range during these two yeuars,

A total of 1179 adverse events were retrieved from various source
documents, particularly the daily diaries. Of these, 41 adverse
cvents were specifically related to the use of Estraderm® including
mostly skin irritation and allergic reactions. Based on the: 22
adverse events reported by the patients at their regular visit,
Utrogestan® and Provera® appear to share a similar tolerance
profile: 11 adverse events were reported in a total of eight patients
treated with Utrogestan® compared to 11 events in a total of ten
patients receiving Provera®. Daily diaries represented the source
documents for 1095 adverse events representing 92.9% of the total
number of adverse events. Some patients were very thorough in
reporting adverse events, particularly in those treated with
Utrogestan®: the number of events per patient varied between 1 and
330. The remaining 21 adverse events were retrieved from the
termination record although many of them were already accounted
for with the other sources of information.

22. Conclusion

Based on a limited sample size, it was concluded that:

- Patients with a uterus treated with the sequential combination of
Estraderm® and Utrogestan® will bleed less often that those treated
with the combination of Estraderm® and Provera®.

- When menses do occur, bleeding will start earlier, be less
abundant and of a shorter duration in patients treated with
Utrogestan® than in those treated with Provera®.

- No significant anomalies were detected in the endometrial
biopsies for either treatment group.

- Plasma levels of progesterone and 1 7-a-hydroxyprogesterone
significant increased with Utrogestan® which, when associated with
17-B-estradiol patches, provides a hormonal replacement therapy
that is more physiologic and comparable to the second phase of the
ovulatory cycle in premenopausal women.

- Neither of the sequential combination treatments counteracted
the preventive effect of estrogens on bone loss at the lumbar or
femoral sites for at least two years.

- Blood glucose level and lipid profiles with the exception of
triglycerides were comparable between Utrogestan® and Provera®,

- Triglyceride plasma levels decreased by approximately 11%
after one and two years of treatment with Provera whereas they
increased by approximately 50% during the first year of treatment
with Utrogestan® and approximately 34% after two years. Most of
the results were and remained within the limits of the g e
- Based on adverse event reporting, a similar tolegfiaed pa VAR

|

Applicant (Marketing
Authorization Holder)
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3BiT

npo KJIiHiuHe Bunpodysannsa Ne 12

1. Hasea aikapcekoro 3acofy (3a
HASBHOCTI - HOMED PEECTPALIIITHOTO
NMOCBIAYEHH)

YTPOXECTAH® 300 mr, xancyn

2. 3a9BHUK

besen Xeackea CA, Bensris / Besins Healthcare SA, Belgium

3. BupoOnuk

Cinzaca ®apma, CJI, Ienanist / Cyndea Pharma, SL, Spain

4. [TpoBeaeH! NOCTIHKEHHS

| TaK o owi SAKIIO Hi, OOTPYHTYBATH

1) Tun aikapcekoro 3aco0y, 3a sKuM

3minn, wo notpeOyioTe HOBOI peectpauii. Jlikapeskuit 3aci6 3a

BUTIPOOYBAHHA, KOJOBAHHH HOMED
KAIHIYHOTO BHITPOOYBAHHSI

nposoauaaca  ado  MIAHYETHCH |TOBHEM JI0ChE (ABTOHOMHE ZO0CKE), iHWHMIT Jikapcekuil 3aci6, Bizoma
peecTparis J1H04A PETOBHHA
5. Tosma wHasea  wmHiudoro| Edekrusnicts, Ge3neka ta nepeHOCHMICTh npenapary Y Tposkectan®

TOPIBHAHO 3 MEAPOKCHITPOTECTEPOHY ALETATOM Y JKIHOK Y MCHOMAY3I,
skl OTPIMYIOTE EcTpanepM®,

6. Daza KIHIYHOIO BUNPOOYBAHHSI

Hemae nannx.

7. Ilepion mpoBEACHHS KIIHIYHOTO
BHITPOOYBAHHS

Otpunmanng aHcTa 31 CXBANCHHIM: BepeceHb 1989 p.
Hara 3ity: nuctonman 1994 p.

8. Kpaian. ac¢  OpoBOIAILIOCH
KTiHIYHE BUITPOO YBAHHSI

Kanana

9. KiIbKICTh A0CTIHKYBAHIX

Samanosana: 40 y4acHMIb.
Maxtuuna: 40 yyacHUIb.

10, Mera Ta sTOpHHHI uimi

KIIHIMHOTO BUIPOOYBaHHs

MeToro  upOro  JOCALLKCHHS Oya0 OUIHMTH Ta  NOPIBHATH
ethexTHBHICTB, DE3MEKY Ta MEPEHOCHMICTE Tpenapaty Y TposkecTan® Ta
Meapokcunporectepony aueraty ([Iposepa®) y siHok y MecHOMay31, siki
orpumysaan Ectpagepm® 50 mpotsiroM IoHaiMEHIIC TPHHAAUATI
(13) unkmnis.

11. Husaitn KITIHIMHOTO

BHNPOOYBAHHS

[lpocmexTuBHe  BiakpuTe
napaie sHHX Tpyrax.

PAHIOMIZOBAHE JOCTIJUKEHHS y

12. OcHOBHI KpUTEPIl BKIKOHCHHS

310poBl KIHKH B MOCTMCHONAY3i Oyap-fKOr0 BIKY 3 MaTKOM, sKi
noTpedyroTh 3aMiCHOT FOPMOHATBHOT TEpanii 418 JIKyBaHH. CHMITTOMIB
MEHOTAY3M.

ik 3 MaTKOIO, SKI  OTPHMYBAAM  KOMOIHOBaHY  3aMICHY
rOPMOHAJIBHY TEPAMil0 ECTPOTEHAMH Ta TPOTECTATeHAMH, HE MaJu
HCPCTYISIPHIX  MCHCTPYAIbHHX KPOBOTE MPOTArOM IonepeaHix 6
MICSIIIB Ta Micas 3-MICAYHOTO Mepiony BUMHBAHHS.

JKinkn 3 aMeHOpeeio MoHag 6 MicsLis | MeHIIE 2 POKIB, AKI HIKOTH HE
OTPUMYBAIIH 3aAMICHOT FOPMOHATBHOT Teparii.
Meﬂon'lyaanbmm cTaTyc Map OyTH mzmaep-
cuposartui kposi > 80 On/x.

13, Jocnimprysasnii  JikapcbKHit
1ac1d, crocid 3acTOCYBAHHA, CHIA
il

Ipyna A orpumysana Ectpazepm 50 asa i
25 mis Ta Yrposxkecran 1o asi Tabaerkn (g
25+t newp 28-1EHHOTO KYPCY.

4. [lpemapar nopiBHAHHY,
criocid 3acToCyBAHHA, CHUIA O1T

o3a,

Tpvm B otpimysana Ectpazepm 50 asa phs@
25 [HIB TA MCAPOKCHIPOrCCTEPOHY AUCTAT
tadaerui 10 mr nepen cuom 3 14-ro o 25-it 1eHb Bz

15, CymyTas Teparis

Jaui BiacyTHI.

[TEPEKNAA 3POBNEHO
(A0 3 0Pl "HAAWN

ROCTOBIPHICTD
NEPEKAARY 3ACBIAYYD

Kisaypic H.B.
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- lenb nossu kposoTeui BiaMinH.

- Tpusanicts Barinansnoi kpoBoTeui.
16. Kpurepii ouinkn edpexrnsrocti | - 3uaunmicts sarinamsoi KpOBOTEUi,
- BuaukHeHHs npopuBHOT KpoBoTCUi.
-Pesynbratu Giomncii enzomerpio.

- Octeoaencuromerpis.

17. Kpurepii ouinkn Gesnexn - Jlminuauit npodins.

- Bunuknenus neGaxanux ssum,

Y BCIX BHIMAJKAX MOMHJIKA TICPLIOTO Tuny Oyaa 3adikcosana ua pisui
% (o 2,5 % 3 xoxwHoro Goky). SIkmo He BKazaHo 1HIIE, Pe3yabTaTH

HPCACTABICH] SIK CCPCAHE 3HAYCHHS + cranaapthe siaxuiacuus (CB).
[TouaTok, inTencusHicTs i TpHBATICTD MEHCTpYyaLili MOPIBHIOBAIN MIK
TPyNaMu  AIKYBAHHA 33  JZOMOMOrOI0 aucnepeiiinoro  amamisy. Lli
MapaMeTpu TaKom aaamsysanu 33 JONOMOrOK HCMNapaMETPHUHOTO
CKBIBAJICHTA, KpuTepito Kpyckata-Yommica,
Hactoty ameropeiinnx unkais mopisHOBAIH Mix IBOMA METOAaMM
m:{ysaﬁﬂﬂ 32 JOMOMOIOH  TOYHOIO xpu'rcpuo fblmcpa il
Biporinnocti. YactoTy npopueHix KpoBOTEY HOplBHIOB'l“[PI MDK JBOMA
METOJAMHU JTIKYBAHHS 3a J0TOMOTOM AHAMIZY Xi- KBAIPaT T4 TOYHOTO
kputepiro @imepa s Biporizsocti.

Pisni 17-B-ectpanioay, nporectepony ta 17- a—rmpoxcnnporcvrcpfmy
B MIasMi KPOBI MOPIBHIOBAIH Ha NOYATKOBOMY PIBHI 32 JOTIOMOrOK
AMCHEPCLIHOTO aHAM3Y, 4 TAKOK KPUTEPiKO Kpyckama-Yonnica. Pieni
FOPMOHIB y MasMi KpoBi 4epe3 oamH i aBa poku [OPIBHIOBAIN 132
AOTIOMOTOK0  KOBApIaUiiiHOTO AHAMi3y 3 BHKOPHCTAHHAM MOYATKOBIIX
3HAUCHD SK KOBAPIAT. BuMiprOBamHs ropMouis Takok Gyin BUPAKCHI
SIK KUIBKICTB pasiB OLIbLIC MOYATKOBOrO SHAMEHHS, 1 11i CTIBRIHOLICHHS
MOPIBHIOBAIHCS 33 10MOMOTOK KPUTEPI0 Kpyckana-Younica. Yepes
BCIIMKY YACTKY BIACYTHIX JAaHHX, PEIVABTATH TAKOK MOPIBHIOBAJIH
MCPC3 OMMH | ABA POKM 32 JOMOMOTOK) AMCHIEPCIHHOTrO aHam3ly Ta
kputepito Kpyckana-Youmrica.
[louatkoBi  pesynbTaTH  OCTCOACHCHTOMETPI HOPIBHIOBAIH 34
AOMOMOIOK0 IMCTIEPCIIiHOTO aHaTi3y, a HACTYNHI BHMIDIOBAHHA — 3a
AOMOMOTOK KOBapIaUIiiHOrO AHANIZY 3 BUKOPHCTAHHAM TOYATKOBHX
pe3yAbTATIB B siKOCTI KoBapiar. BiacoTkoBi 3minm Bia nouaTkoBOro
PiBH: PO3PaXOBYBAIH TA MOPIBHIOBATH 33 I0MOMOTOIO AUCTepcHiHoTro
aHam3y Tta I\pH’FCpHﬂ Kpyckana-Yonmica. 3minn mimsHocTi kicTkosoi
TKAHHHM > 6% BII [OMATKOBOrO pPIBHA  BBAKAIHCH  KIIHIMHO
3HATYLUMMH, @ YaCTKH MALIEHTIB, SKi MOTPAIUIAIH Y KOKHY KATETOPI0,
NOPIBHIOBATH MK IBOMA FPYHaMH JTiIKYBAHHS 34 J0TIONMQF@HITOTHOTO
kputepiro Mimepa A5 BIpOriaHOCTI. KPATHZES
[mioxo3y ra wactynmi minian smsHauamm Ha ngdari
UCPC3 OAHH 1 1BA POKH JIIKYBAHHA: XONCCTEPHH,
T2 HHU3BKOT IAbHOCTI Ta Tpuraiuepuan. Jus ngf
JHAYCHB BUKOPHCTOBYBAIM aucrepciiinmii |
Kpyexana-Yonaica.

18, CratucTiuni MeToqu

EPEKAAR 3POBAEHO
3rad 3 OPAl “HAAM

AOCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Hinaveic H.B. \|



19, Jemorpadiuni  noxazHUKH
nocTikysanoi nonynaii (cTaTs,
BIK, paca, TOLO)

CratucTiuno  3Hauymmux  BigMiHHOCTEH MK JBOMA rpynamu
MIKYBaHHS HA MOMCHT BKIFOUCHHSE 40 TOCIKCHHS HE CIOCTCPIramocsL
Cepeaniii (+ CB) sik y rpym npenapaty Y1poecrtan cranosus 52,9 =
4,1 poxy, a B rpyni npenapary [Tposepa — 51,8 + 6,0 poxky.

20. Pesyabratu edekTuBHOCTI

Jani, mo CTOCYIOTHCSI XAPAKTEPy KPOBOTCU, YACTOTH aMEHOPEIiHMX
UHKJTIB | MPOPHMBHUX KPOBOTEH, 30HPaqH WPOTATOM MEPLIONO POKY
Aocaipkerns. bynu goctynsi gani 3 393 unkmis. Pesyabratu nokasanm,
IO Y XKIHOK, SKI OTPUMYBAIHM Y TPOKCCTAH, MCHCTPYAUIT NOYHHAMCS
3HA4HO panime (aeHs mukay 23,1 + 2,4 npotu 24,9 £ 2.4, p = 0,0001),
KpoBOTEHl OyiH 3HAYHO MCHII 3HaYHEMH (OwiHKa 9,6 £ 5.9 nporu 11,3
= 35,5, p = 0,0087) i Maan 3Ha4HO McHINY TpHBanicTs (4,8 = 2.5 npotu
6,0 £ 2.4 mux, p = 0,0001). AmeHopeiiHl UHKIH BHHHKIH 3HAYHO
HACTIIIE MPM 3acTocyBaHHi mpemapaty Ytposkecrad (19,5 % mnportu
34%, p = 3,68x107), xoua npubauzHo 1BI TPeTHHH 3 HHUX
CHOCTEPIrAIN MPOTATOM MEPIINX MISCTH MICAUIB A0CIimKkeHHs. He
OyJ10 BUABJICHO CYTTEBHX BIAMIHHOCTCH MK ZBOMA MPEMAPaTAMH OO0
HACTOTH npopusﬂnx kpoBoreu (3.2 % aia mpenapary YTpoxkecTad
nopisugHo 3 4,4 % aig npenapary [poeepa, p = 0,600).

Biomncii ennomeTpiro Oyan OTPHMAHI y BCIX MALIEHTOK MPHHANMHI
NpOTATOM TEPIINX ABOX POKIB, 1 NCAKI MAUIEHTKH 3 FPYNH NPCHAPATy
YTpowecTan npoJoBKyBamH TiKyBaHHA: |l 3aBepwimmm Tpu pokH
JIKYBaHHsI, 9 3aBCPLIMAH YOTHPH POKH IIKYBAHHS, 4 HA MOMCHT
NPOBEACHHS LbOTO AHATI3Y ACsKI 3 HUX Oyau O1M3pKi 40 3aBCPLICHHS
'ATOr0 POKY JKYBaHHA. Y 3 MALIEHTOK, AKI OTPUMYBAIH Y TPOIKECTAH,
Oyau BHSIBJICHI ACsKI BinxuacHHS B Oiloncii cHAOMETPIM, TaKi sIK pocTa
BOTHHILCBA Tincpriasis abo aacHOMATO3HA TINCPIUIA3is, alc KOAHC 3
HUX He OVI0 MATBEPIKEHO APYTHM a0 TPeTiM NaToMOp(oIoroM.

PiBHI rOpMOHIB y MJIa3Mi KpOBil, BUMIPSHI NPOTArOM MEPUIHK ABOX
POKIB JIIKYBAHHS, OyJIi Ay:Ke BapiadCeIBHUMH, A THCJICHHI BHMIPIOBAHHS
Oynn BigcyrHi. Lli pesyasraT cain iHTEpnipeTyBaTH 3 00EPEKHICTIO.
Pisni | 7-B-ecTpaziony B m1asmi KpOB1 Y ABOX TPYNax JMIKYBaHHA Hepes
OQHH PIK CYTTEBO HC BIAPIZHSIIMCA, QNIC UCPE3 ABA POKM JIKYBAHHS
3HAYHO BUOI PIBHI CHOCTEPITATH V TNAUWIEHTOK, AKI OTPUMYBLIH
Yrpoxkectan. Ll BiaMiHHOCTI, IMOBIPHO, MOYKHA TTOACHITH HCBEIMKIM
posmipom BuOipkM Ta THM (aKTOM, 110 3PA3KH KpoBI Moryiu OyTH
BinibGpani y nepioa 6¢3 npuiiomy nipernapatis (26—28 aens wirkny). Pisni
nporecTepoHy Ta | 7-g-riApoKCHIPOrecTCPoOHy B IIA3MI KPOBI HC
323HAMM 3HAYHMX 3MIH npy 3acTtocysanHi npenapaty [posepa, Toai sk
Y MAUIEHTOK, AKI OTPHMYBAIM Y TPOKECTAH, BOHH 3HAYHO ITLABHILHITHCA
(r-tcpca OAMH TA ABA poxu).

21. PeaynsraTn Oesnexn

PIK JIKYBAHHS WLIBHICTh KICTKOBOI TKAHHHH Y
xpebra 36imsmmaaca Ha 4,6 = 2.7 % y nauie I
YT})OACLT‘IH noplsssmo 34,1£5 4 % y naule

HEPEHnAn 3POBNEHO
31AH 3 OPHI "HANGK

AocToBiPHICTD
NEPEKAARY 3ACBIAYYD

Kinaypic H.B.\\
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ski orpumysamu Ilposepa (p = 0,4920). Hepes oaun abo asa poxu
MKYBAHHSI WIABHICTE KICTKOBOI TKAHHHH CTETHOBOI KICTKH CYTTEBO HE
3MIHHIAcA B 060X rpynax JIKYBaHHA.

3a BUHATKOM OJHIET MALIEHTKH, Y SIKOI PIBCHB [IOKO3H B KpoBi OyB i
3QIMIIABCS BHILNM 32 BEPXHIO MEXKY HOPMH, BCI PIBHI [ITIOKO3U B KPOBI
Oymi B MEKAX HOPMH HA MOYATKY JOCTIKEHHS Ta 3aMHLIAIHCA B
MEkKaX HOPMH NPOTATOM HACTYITHIIX ABOX POKIB.

Jlinianuit npodinb, BUMIPSHMI NPOTArOM NCPLINX ABOX POKIB, HE MAaB
CYTTE€BHX BIOMIHHOCTEH MK JBOMA TPYIAMH OO 3arajbHOrO
XOJecTepuHy, mmompoTeigie  Bucokoi wmuisHocti  (JINIBII) i
mnonpoTeiaie Hu3bkol wiasHoet (JITTHILL).

[Ticma 0gHOrO POKY MIKYBAHHA PIBCHB TPHIVIILCPHIIB ¥ TUTA3MI KPOBI
3HAYHO MIIBHINNBCA Y MALIEHTOK, SKi oTpuMyBaan Y Tpoxkecrad (50,4
= 73.4%), Toml sIK Y nauieHTOK, siki oTpuMyBann [Iposepa, BiH
sansuscs (12,4 = 22,6 %). Pizsamus Gyna cTaTucTudHO 3HAMyIow (p =
0,0117).

[TopiBHAHO 3 MOYATKOBHM PIBHEM, NOAIOH] Pe3yabTaTH OYJIH OTPHUMaHI
MiCJIA BOX POKIB JIKYBAHHS: MCHII BHpaucHe 30Lpuerns Ha 33,9 =
46,0 % nna npenapaty Y TPOKECTAH MOPIBHSHO 31 3MEHIICHHESIM Ha 11,2
=427 % zas npenapaty Hposepa (p = 0,0285). Hezpaxarouu Ha Te, LIO
BLAMIHHOCTI OV/IH 3HAUHEMHE, [TEPEBAXKHA OLIBIIICTE BUMIPIOBAHE OYITH
TA 3AIHLLATHCS B MEKAX A1aNa30Hy HOPMU OPOTArOM LIMX ABOX POKIB.

3ara;oM, i3 pI3HHX NCPBHHHHX AOKYMCHTIB, 30KPEMa LIOJCHHHKIB,
Oyno orpumano 1179 nosizomieHs npo HeOaxanl seuma. 3 wvux 41
HeOwkane sBume Oyio OC3MoCcepeaAHbO MOB'3aHE 13 3aCTOCYBAHHSM
npenapary Ectpaacpm, BRIOUAK0UH NEPCBAKHO MOAPAZHCHHS IIKIPH Ta
anepriuni peakuii. Buxoasan 3 22 HebakaHuX SBUILL, NP0 SKI MALIEHTKH
MOBIAOMISIIN [ Yac peryisipHUX BIZATIB 10 JIKaps, IIPerapaTH
Yrpoxkecran Ta [IpoBepa maroTh cxoskuii npodiae nepenocumoctt: 11
HeDAKAHHX ABHIL 3aPEECTPYBAIH Y BOCEMH MALIEHTOK, SKI OTPHMYBAIIH
Vrposkecran, mopiBHSHO 3 11 HeGaKaHHMM SIBHIIAMH Y JCCITH
MAeHTOK, gKk1 otpumysanu [Iposepa. UloneHnuku dyu nepBHHHIMH
goxkymeHTaMu s 1095 nebakanux SBUIL, IO CTAHOBHTE 92,9 % Bia
saranbHOl  KinbkocTi HeOmxanux ssunl.  Jesxl DamleHTKH  yKe
peTeNBbHO TMOBIZOMISIM Npo HeGakaHi sSBHINA, OCOOMMBO TI, XTO
OTpHMYBAB YTPOKECTAH: KIMBKICTB TOAIH HA OOHY MALIEHTKY
papitoBana Bia 1 10 330. Pewrry 21 HeOaxaHe sBHIIE OTPHMAIH 13
3AMKCIB PO MPUIMHCHHA NPHIOMY Npenapary, xoua 5araTo 3 HUX BKe
OyJiu BpaxoBaHl 3a IHIWHMA JikepenaMu idopmauii.

22, BucHOBOK {3aKMHOUCHHS)

Buxogsun 3 00MeKCHOrO posMipy BUOIpKH 0yII0 3pOdICHO BHCHOBOK,
110:

MAL YEPAT

Q e

npenapatis Ectpancps Ta YTpOsKeCTaH, KPOBOTEHI
HI Yy DALIEHTOK, AKi OTPHMYBAIN KOMOIHALIIO NPCH
ta [Tposepa. :

- Koau meHctpyaiis Bce K TakM HaCTae. KPOBR
paHiie, € MCHUI IHTCHCHBHOK Ta KOPOTLIOK Y
MALIEHTOK, AKI OTPUMYBATH NMPenapat Y TPOKeCTaH, {h
siki orpumysann npenapat [Iposepa.

N«KPATIA nm»sf;_; ;

'ﬁz\ NOYHHAE THCH
XS laenTudiKaujiiHai KOA Al
A%id

TEPEKNAAR 3POBNEHO
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- Y dionTatax eHAOMCTPi0 He G0 BISIBICHO 3HAYHHX AHOMAMIH B
000X rpynax JiKyBaHHs.

- Ilrasmosi piBui mporectepony Ta | 7-a-riapokcunporectepony
3HAYHO NIABUILYBATHCS MPH 3aCTOCYBAHHI NPENapaty Y TPOKeCTaH, 1o
B noenuanui 3 17-f-ectpagionosumu naacrupamu sabesneuye samicHy
FOPMOHATBHY TEPANIiIo, AKa € Oi1bw (izioTorivuHOK Ta MOPIBHAHHOW 3
APYroi0 ($asor0 OBYIATOPHOTO LIHK/IY Y KIHOK Y MPEMEHOMAY3i.

- Kozen i3 nocnmioBHHX KOMOIHOBAHMX METOTIB TiKYBAHHS HC
NPOTHAIAB MPO(LTAKTHIHOMY BIUIHBY €CTPOTEHIB HA BTPATY KiCTKOBOT
MAacH y ToNepeKkoBoMy Biaaini xpebra abo cTerHosii kicTii npoTsrom
LIOHANMEHHIC [IBOX POKIB.

- PieeHp rmoxosm B kpoBi Ta minizEuii npodine, 3a BHHATKOM
TPUIIiLEePUAIB, GyH NOPIBHAHHUMHE Mixk iperapaTamMu Y TPOXKECTaH Ta
IIposepa.

- PiBni Tpuraiuepnnis y niaasmi kposi sumsuscs npumisno va 11 %
mic/is 0AHOTO Ta ABOX POKIB JIKYBaHHs npenapatom IIposepa, Toai sk
BOHM 3pocan npubnusno a 50 % npoTsarom nepuioro poxy AiKyBaHH:
npenapaToM YTpokecTan i npubmusHo Ha 34 % micna gBOX pPOKiB.
BiabwicTte pesyasraris Oyau Ta 3aammamHcs B MEKAX TIAnasoHy
HOPMI,

- 3rigHO0 3 MOBIZOMJICHHAMH Tpo Hebakani sBuuia, oO6HIBa
koMOIHOBaHI  7iKYBAaHHS i3 [OCAIAOBHUM  3aCTOCYBAHHAM  MAJH
n0101u i npodine nepeHoCUMOoCTi.

3asBHHK

Besins Healthcare S.A. / Besen Xeickea CA

(BIACHHK PCECTPALTHHOTO MOCBIIUCHHS)

Hannah McKenzie,
3ACTYDHMK — JHPEKTOpPa 3 PEry;IsTOpPHHX
OHTaHB

MEPEKNAA 3POBAEHO
3rian 3 Ordl HAAUM

AocToBiPHICTb
NEPEKAAAY 3ACBIAYYD

Kinaypic H,a.\\

14



Clinical Trial Report No. 13

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

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

I ves T no  Ifnot, substantiate

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

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal product,
known active substance.

5. Full name of the Clinical
Trial, clinical trial code

Factors associated with withdrawal bleeding after administration
of oral micronized progesterone in women with secondary
amenorrhea.

trial was conducted

6. Clinical trial phase Phase TI1
7. Period of the clinical trial From 31 August 1988 till 17 February 1989.
8. Countries where the clinical] USA

9. Number of study participants

Planned: 60 patients.
Actual: .40 subjects.

10.  Goal and secondary,
objectives of the clinical trial

Comparison of the efficacy and safety of Utrogestan® 200 and
300 mg with placebo in the initiation of withdrawal bleeding in
non-menopausal patients with secondary amenorrhea.

I'1. Design of the chinical trial

Single center, prospective, randomized, double blind, placebo
controlled study (3 parallel groups)

12. Main inclusion criteria

Normal, healthy women over the age of I8 years who had
secondary amenorrhea for a period of at least 60 days. Patients
were to have estradiol levels > 60 pg/mL and FSH, LH in the pre-
menopausal range of <40 MIU/mL, serum progesterone
< | ng/mL and testosterone < 200 ng/dL.

13. The investigational
medicinal product, method of
administration, strength

Micronised progesterone Utrogestan®, oral route

- Group Utrogestan® 200 mg (2 x 100 mg capsules + 1 placebo
capsule) at bedtime.

- Group Utrogestan® 300 mg (3 x 100 mg capsules) at bedtime.

Duration of treatment: 10 days

14. Comparator, dose, method
of administration, strength

Placebo (3 capsules) at bed time, oral route

I5. Concomitant therapy

Patients were allowed the use of other medications during the
study. except for exogenous hormone therapy a Sigiek
protocol. SEIRRAl

16. Efficacy evaluation criteria

The primary efficacy parameter was thed
bleeding. y

17. Safety evaluation criteria _

| 8. Statistical methods

Adverse reactions were recorded. i

Comparison of the Utrogestan™ groups to "-_ :
respect to the initiation of withdrawal bleRies
square test,

19. Demographic characteristic
of study population {gender,
age, race, etc.)

Of the 60 acceptable patients, 57% were white, and 40% black.
The average age for each group was between 25 and 29 vyears
{range 17 to 48).

20. Efficacy results

®

Analysis ot the results showed that 53% pik

H.B.KIHAYPIC \}\
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patients had withdrawal bleeding, as defined in the protocol; 90%
had withdrawal bleeding with Utrogestan® 300 mg and 24% with
placebo. The difference between Utrogestan® 300 mg and
Utrogestan® 200 mg and Utrogestan® 300 mg and placebo were
both statistically significant. The difference between Utrogestan®
200 mg and placebo was not statistically significant, even though
the difference was 53% vs 24%.

21. Safety results

The number (%) of patients, by treatment group, experiencing an
adverse reactions are shown below.

Utrogestan 200 mg — 16 (80%)

Utrogestan 300 mg — 15 (71%)

Placebo — 14 (66%)

As expected, the majority of the adverse experiences are those
resulting from the pharmacologic action of progesterone as well as
from the onset of withdrawal bleeding. This events include
cramping, nausea, abdominal pain and/or bloating and tender or
swollen breasts.

There were no serious adverse reactions and/or from the onset of
withdrawal bleeding.

22. Conclusion

Utrogestan 200 mg and Utrogestan 300 mg both were effective
in the initiation of withdrawal bleeding in patients with secondary
amenorrhea. The difference from placebo was statistically
significant for Utrogestan 200 mg. The percentage of patients
experiencing withdrawal bleeding in the three groups was
Utrogestan 200 mg 53%, Utrogestan 300 mg 90% and placebo
24%.

Applicant (Marketing
Authorization Holder)

- DocuSigned by

Bouals Kb,

Hannah McKenzie — RA Associate Director
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3BiT npo kainiune BunpodyBanna Ne 13

I. Hasea aikapcekoro 3acoby (3a
HAABHOCTI - HOMEP PeECTpauiiiHOro
MOCBIAYEHHS)

YTPOXECTAH® 300 mr, xancymm

2. 3aaBHUK

besen Xeackea CA, Benerig / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinaeca ®apwma, CJ1, Ienanis / Cyndea Pharma, SL, Spain

4. IlpoBeneHi nocnimKeHHs:

1 TaK —  HI AKIIO Hi, 00rpyHTYBaTH

1) tun aikapeskoro 3acofy, 3a skuM

3minM, WO noTpeOyrTh HOBOI peecTpalii. Jlikapebkuii 3aci6 3a

BUNPOOYBAHHS, KOAOBAHWE HOMED
KA1HIMHOrO BUMPOOYBAHHSL

nposoauaacs  ab0  MIAHYETHCS MOBHHM J0CHE (ABTOHOMHE J0CHE), THIIHI JIKApCBKHIA 3acif, Bigoma
peecTpatis J1F0ua PCUOBHHA
5. Iossa masea  kminiunoro| daxTtopn, mos'szani 3 KPOBOTCUCIO BIAMIHM MICHSL 3aCTOCYBAHHS

TIEPOPaTBHOTO MIKPOHI30BAHOTO TPOTECTEPOHY Y KIHOK 3 BTOPHHHOK
AMCHOPCEIO.

6. ®aza KAHIYHOrO BUNPOOYBaHHS

®Pasza 3.

7. Ilepioax mpoBeacHHs KaiHIYHOrO
BUNPOOyBaHHs

3 31 cepriast 1988 p. mo 17 arotoro 1989 p.

8. Kpaiuun, e nposoammocs
KI1IHIUHE BUNPOGYBaHHs

CHIA

9. KinbkicTs 10CTIIKYBAHNX

Saranoeasa; 60 nauieHTOoK.
DakTruna: 60 nanieHTok,

Hopisusnus eextusnocti Ta Geznexu npenapary Yrposecran® 200

BUNPOOYBAHHS

10. Mera Tta sBropumHi W - S . i
o - ta 300 mr 3 npaneGo npw iHiuiroBamHHI KposOTEewi BimMiHH vV
KIIHIYHOIO BUNIPOOYBaHHS . :
* HCMCHONAY3aIbHHX NALIEHTOK 13 BTOPHHHOK AMCHOPCEID.
L1 Juzaiin KniHiYHOro | ONHOUCHTPOBE NPOCHCKTHBHE pPAHIOMIZ0BAHE MOABIHO cime

1:1auc00-KOHTPOILOBAHE AOC/IKCHHSL (3 napanciabhi rpynn)

12. OcHoBHI KpHTEPIT BRIHOUCHHS

Hopwmasbhi 310poBi skinku Bikom Big 18 pokis, ski Maqn BTOPHHHY
AMCHOPCIO TpHBAMICTIO He MeHme 60 nuis. [Tauientkn nosunmi Gyan
Math  piBHI  cctpagiomy 260nrma  ta  ®CI, JII vy

nepeaMeHOnaysanbHoMy  mianasoni <40 MO/mu, nporectepony B
cuposatii kKpoBi < | ur/mn ta Tecroctepony < 200 ur/mn.

13. JocmimkyBaHuil IiKapChKuii
3acib, croci® 3acTOCYBaHHMA, CiUla
it

Mikpouizosanuii
3ACTOCYBAHH.

- Yrpoxectan® 200 mr (2 xancynu no 100 mr + | kancyna niauedo)
NCPEa CHOM.

- Yrpomxectan® 300 mr (3 kancyaun mo 100 MT) nepea cHom.
Tpusanicts nikyBanus; 10 guis

nporectepod  Yrposkectan®,  nepopanbHe

4. Tlpenapar nopiBHsiHHSL, 1034,
crioci0 3acTocyBaHHsA, crta aii

[Maanebo (3 kancynu) nepopaiabHo, nepea cH

15, Cynmyrnst Tepanist

[TautenTkaM Oya0 103BOICHO 3aCTOCOBYBELL-
M1 4aC DOCILUKCHHS, OKPIM CK30r¢HHOI
3A3HAYCHO B MPOTOKOMI.

16. Kputepii ouidky ¢)CKTHBHOCTI

OcHOBHEM eEKTHBHOCTI

BIAMIHH.

NOKA3HHKOM

1 7. Kputepii ouinky Oe3nexn

Peectpysann nebaxani sisuma.

MEPEKNAA 3POBREHO
3r{ad 3 Ofdl "HAAM

A0CTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kinayeic H.B.\\



18. Craructinuni metoau

Hopisrstaus rpyn nikysauns OpemapaToM Y Tpomectan® i3 rpynowo
mraucbo Wom0 BHHUKHCHHS KPOBOTCUI BIAMIHM 32 JONOMOTO0
KPHTEPIIO Xi-KBaApar.

BiK, paca, Towo)

19, [lemorpagiuni  nokazmmkn
10CaLLKYBAHOT monymsanii (cTate,

I3 60 BrumroueHHx f0 gociimkeHHs namienTok 57 %  Gymu
€Bponcoinkol pacy, a 40 % — nerpoianoi. Cepeaniit pik Y KOXKHIM rpymi
CTAHOBHB Bia 25 10 29 poxis (mianaszon six 17 10 48 pOKiB).

20. Pesyastatu edextupnocTi

AHani3 pe3yasTatis mokazas, mo KPOBOTEYA BiAMIHM, K BH3HAYEHO ¥
POTOKOMI, BuHmKAA Y 53 % nanientox, sixi oTpuMyBanu YrposeeTan®
200 mr; y 90 % nauienTox, sixi OTpumMyBanu Ytposkectan® 300 mrta y
24 % nauienTok, sk oTpuMyBanH manebo. PizHnus Mix TIKYBAHHAMHI
Yrpoxkectan® 300 mr ta Vipowkecran® 200 MI, & TAaKOK MDIK
YTpoxectan® 300 mr ta mwianebo Oyaa cTatmeTHYHO 3HAYYINOO.
Pisunus mixx npenaparom Yrpomecran® 200 mr ta maaue6o e oyna
CTATHCTHHO 3HAUYILOK, X04a Pi3HUUS CcTaHOBUAA 53 % npoTu 24 %,

21. Pesyasratu Oesnexn

Kinbkicts (%) nauientok y rpymax JIKYBAHHS, Y SKIX CHOCTEpiraau
HeOakaHI ABHLIA.

Yrpoxecran 200 mMr — 16 (80 %)

Yrpokectan 300 mr - 15 (71 %)

[Traneo - 14 (66 %)

Ax 1 ouikysanocs, Oimburict HeGRKAHMX ABMII € HACTLAKOM
(hapmaxosoriunoi i mporectepony, a Takoxk KpoBoTeul Bigminam. Ll
ABMIIA BRIIOYAKTE CHA3MH, HYAOTY, 0iab y skuBoTi Ta/abo 3myTrst
KHBOTA, 8 TAKOK YYTAMBICTE 200 HAGPSKAICTE MOTOYHHX 327073,
Cepitosumx  HeGakaHnx sBum Ta/a6o KPOBOTEH BiaMinm He
CHOCTEPIram.

22. BUCHOBOK (3aKJIHOUCHH)

Yrpomecran 200 mr ta Yrposecran 300 mr Syin CPCKTHBHAMH L1010
IHILIOBAHHA ~ KPOBOTEYI BiAMIHM y mauieHToK i3 BTOPIHHOIO
ameHopeero. Pisunus 3 nmaueGo Gyna cTarucTHUHO HAYYLIOK /IS
npenapaty Yrposkecran 200 mr. Bigcorok maumienTok i3 KPOBOTCUCHO
BIIMIHM y TPBOX rIpymax craHosuB: YTtpokectan 200 Mr — 53 %,
Yrpoxecran 300 mr — 90 % i nnaucBo — 24 %.

3asBHIK

Besins Healtheare S.A. / Besen Xenckea CA

(BJIACHUK pPeecTpauiiiHoro nocsiueHHs)

Hannah McKenzie,
3ACTYNHHK — AUPCKTOPA 3 PEryasSTOPHHX
MITAHE

[IEPEKNAA 3POGNEHO
3r{A0 3 OPAl "HAALM

A0CTOBIPHICTD
NEPEKAARY 3ACBIAYYD

Kinayeic H.B[\
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Clinical Trial Report No. 14

FName of the medicinal product
(number of registration certificate,
if available)

UTROGESTAN® 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Tnals conducted:

| ves T no  Ifnot, substantiate

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

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal
product, known active substance.

5. Full name of the Clinical Trial,
clinical trial code

Multinational, multicenter, open-label, parallel group trial to
evaluate efficacy and safety of micronized progesterone
(vaginal capsules) in high risk for preterm delivery women.

Protocol No.: UTRO-200-PTD (MISTERI)

6. Clinical trial phase

Phase 11

7. Period of the clinical trial

From 22 October 2012 till 18 December 2013

8. Countries where the clinical
trial was conducted

-Russia, Ukraine, the Republic of Belarus.

9. Number of study participants

Planned: 220 subjects.
Actual: 220 subjects.

10. Goal and secondary objectives
of the clinical trial

population frequency.

Primary Objective

To improve obstetric outcomes by prolonging pregnancy and
thereby reduce the rate of preterm birth (birth prior to
34+0 weeks) with prophylactic use of natural progesterone in a
dose of 200 mg per day vaginally in weeks 19-34 of gestation
in women at high risk for preterm birth compared to the

Secondary Objective

To improve neonatal outcomes and correspondingly reduce
total neonatal mortality and morbidity compared to the
population frequency.

1. Design of the clinical trial

International open-label, parallel group study.

[2. Main inclusion criteria

Patients at high risk for preterm birth should met at least one
of criteria 1-3 and all criteria 4-6.

I. Preterm birth or second trimester spontaneous abortion
(= 16 weeks and < 37 weeks of pregnancy) in medical history.

2. Premature rupture of membranes in medical history
(= 37 weeks of gestation).

3. Sonographic short cervix (> 10 and < 25 pffg);
0 to 24+0 of pregnancy.

4. Pregnancy in all the women musg

Form, L5005
6. At least 18 years of age.

[3. The investigational medicinal

Utrogestan® 200 mg, soft capsule.

3T [AHO 3 OPHT THANOM
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product, method of administration,
strength

1 capsule contains:

Active substance: 200 mg natural micronized progesterone.

Mode of administration: intravaginally, once a day, at
bedtime, daily.

Treatment duration from week 19 to 34 of pregnancy.

14. Comparator, dose. method of
administration, strength

None.

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety evaluation criteria

* Number of days on oxygen support

Concomitant therapy

Medications Number
of patients
Vitamins 178
Food  supplements  (iodine,  calcium, 36
otassium, magnesium)
[ron preparation al
Spasmolytics and tocolytics 31
Antibiotics 23
Anticoagulant 21
NSA 20
Antifungal agents (including topical) 14
Antihypertensive drug g
Local antiseptics 8
Homeopathic medicine 8

Primary endpoints:
Obstetric: delivery prior to 34 full weeks of pregnancy (Yes /
No) — outcome of treatment period of less than 34+0 weeks
Secondary endpoint:
* Gestational age at delivery
* Neonatal: total neonatal mortality rate and morbidity rate of
two neonatal diseases — bronchopulmonary dysplasia in babies
born at <32 weeks of gestation and brain damage based on
neurosonography
* Foetal and newborn death after enrolment
* Rate of individual components of primary neonatal outcome
* Other serious neonatal complications
* Number of days on respiratory support (artificial respiration)
* Administration of a surfactant

* Frequency and severity of all adverse events (AE) on the
part of the mother, including frequency and severity of drug-
related adverse events.

* Frequency and severity of all adverse events on the part of
the foetus.

I8, Statistical methods

Quantitative data were summarised using )
deviation, median, and minimum andy
Qualitative data are summarised by f requg

used to compare frequency values, ANCYES
nonparametric depending on t R TIAB IS
compare continuous parameters, and the Mann-W TR (

compare rank-order categorical parameters.

37 14HO 3 OPHT |HANOM
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The primary endpoint was evaluated by caleulating absolute
risk compared with the population parameter taken from the
literature data.

95% confidence intervals for relative risk and identified
relative risk reduction are given.

Safety evaluation included calculation of total number,
frequency and severity of AE. Safety evaluation also included
evaluation of the frequency and severity of adverse events in
newborns, the newborns’ condition, neurosonography data and
data on management of newborns in the obstetric hospital.

19. Demographic characteristic of] A total of 220 pregnant women were enrolled in the study,
study population (gender, age.|110 in each group aged 20 to 42 years (30 + 4.85) with median
race, etc.) gestation of 21 weeks and 3 days.

109 group 1 patients (cervical shortening) and 110 group 2
patients (anamnestic risk of preterm delivery) were included in
the efficacy analysis. One patient discontinued and was
unavailable for further observation due to relocation.

Gestational age at delivery was as Jfollows,

Preterm births: 23 weeks, 24 weeks, 26 weeks. 28 weeks,
29 weeks, 32 weeks (three cases), 33 weeks (4 cases). These
[2 cases, along with a miscarriage at less than 23 weeks, were
included in the primary endpoint anal ysis as a failure to prevent
preterm birth (n = 13).

In another 23 cases the delivery term was 34 to 37 weeks.

183 patients gave birth at 37 weeks or more.

In one case the patient was lost for further observation and the
delivery term is unknown.

Delivery methods.

Vaginal delivery — 151

Planned caesarean section — 42

Emergency caesarean section — 25

Miscarriage — |

No data - 1

Efficacy analysis was performed in each subgroup as well as
in the general group. A comparison was made with preterm
birth population risk, which is at least 25% according to the
literature data.

General group.

Compared with the literature data, relative risk of preterm
birth was 0.22 (95% CI 0.12-0.4), and relative risk reduction
was (.78 (95% CI 0.61-0.88).

Number needed to treat was 5 (95% intervals from 4 to 7).

Cervical shortening group. _

Compared with the literature data, relatiygr
birth was 0.22 (95% CI 0.1-0.48), and rgfés
was (0.8 (95%CI 0.52-0.9). B

Number needed to treat was 5 (95% intgry;

Anamnestic visk factors group. :
Compared with the literature data, re

20. Efficacy results

Number needed to treat was 5 (95% intervals from 4 to 8).
Statistical significance of preterm birth risk reduction prior to

3T {AHO 3 OPHI IHANOM
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34 weeks was 0.000013 in the general group, 0.003 in the
cervical shortening group, and 0.0028 in the anamnestic risk
factors group.

The newborn analysis included 218 cases (118 girls and
100 boys).

Weight was 3,163 + 538 g (840 to 4,950 g

Median 1-minute and 5-minute Apgar score was 8.

One stillbirth occurred (at 24 weeks).

The safety analysis included 220 patients.

L 10 patients (50.0%) experienced at least one AE during the
study. The AE were categorised as serious in 6 cases (walking
pneumonia, gestosis, foetal growth retardation, threatened
preterm birth, premature discharge of amniotic fluid, pruritus
gravidarum). The event was categorised in all cases as serious
because hospitalisation was required.

16 adverse events occurred in the parturients in the
postpartum period: 13 cases of anaemia, 2 cases of
21. Safety results lochiometra, and 1 case of chorioamnionitis.

There were a total of 44 adverse events in the newborns, one
serious (cavernous haemangioma).

17 newborns required oxygen; 15 of them received oxygen for
1 to 3 days, one for 10 days, and another for 39 days.

Surfactant was administered to 5 newborns.

Neurosonography was performed on 198 newborns, 194 had
normal ventricle size. 4 had increased ventricle size.
Subependymal haemorrhage was found in 2 cases and
intraventricular haemorrhage in 1.

* It can be concluded from the obtained data that the risk of
preterm birth prior to 34 weeks is effectively reduced by
treatment with Utrogestan® 200 mg, soft capsule for vaginal
use in patients with preterm birth risk factors (cervical
22. Conclusion shortening and/or medical history of preterm birth and/or
premature rupture of membranes).

* It can be concluded from the obtained data that Utrogestan®
200 mg, soft capsule for vaginal use have a favourable safety
and tolerability profile.

e DecuSkgned by

doraiment
w2023 | §37 4B AMCET
FAIEIESCDSIIAC

Applicant (Marketing L
Authorization Holder)

X laenTudikauitinmii Kog A

A

38002596
Ne1

Ir{AH0 3 OPHT IHANOM
H.B.KINAYPIC &\



3BiT npo kainiune BHOPoGyBarms N 14

I. Hassa nikapeeroro 3acofy (3a
HAABHOCTI - HOMEP peecTpaniiiHoro
MOCBIIUCHHS)

YTPOXECTAH® 300 wmr, kancyu

2. 3agBHUK

besen Xenckea CA, Bensris / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinaeca ®apma, CJ1, Ienanis / C yndea Pharma, SL, Spain

4. [IpoBeneHi aocaimKenus:

; | TaK [ Hi AKIIO Hi, OOTpYHTYBATH

1) Tun aikapeskoro 3acofy, 3a skum
nposoamgaca  abo
peecTpauis

TVIAHYETBCH [TIOBHUM JOCBE (TBTOHOMHG ,:[OCBE) IH[I]HI‘I mr\apcmmz 521(:16 BISOM&
Alr0ua peuoBHHA

3minM, wo notpedyroTe HOBOI pce:crpauii’ Jlikapebkuii 3aci6 3a

5. Tloswa wmaszea  wiimivysOro|n

KIHIMHOTO BUNPOOYBAHHS

BUNPOBYBAHHS, KOJIOBAHHH HOMED [MiKpOHiZ0BaHOro NPOreCTCPOHY (BAriHAABHI KANCYIH) Y SKIHOK 3
BHCOKIM PH3HKOM NEPEIUACHHX MOJIOTIB.

bararonauionansue 0araTOLICHTPOBC BIAKPHTE AOCTITKCHHS y
MapaIeIbHAX  TPYMAaX Aad  OuiHKM  eeKTHBHOCTI Ta Oesmeku

[potoxoa Ne: UTRO-200-PTD (MISTERI)

6. Dasa KaiHIYHOro BUNPOGYBaHHS

aza 3.

7. lepioa nposeacHHs kminiuHOrO
BUNPOOYBAHHS

3 22 womTHs 2012 p. no 18 rpymus 2013 D.

8. Kpaiau, ge
KIHIMEE BHIPOOyBaHHs

nposoamiocs |Pocis, Yrpaina, PecnyGrixa Binopycs

9. KinbKiCTh 10CI AAKYBAHHX

3anmanosana: 220 yuacHuIb.
Gaxruuna: 220 yuacHius.

OcnosHa meTa
Horcpamum AKYWCPChKI  PE3yMbTATH  IULIXOM  MPOTOHIYBAHHS
BATITHOCTI if THM CAMHM 3HH3HTH WacTOTy mNEPEIYACHMX MOOTiB

10 . [APHPOAHBLOrO NPOrecTCpony B 1031 200 Mr Ha 100y BarinaapHO Ha 19—

KITIHIYHOTO BHMPOOYBaHHs

NOPIBHAHO 3 NOMYIAUIHHOK YaCTOTOH,

HEOHATATBHY
MONYJSUIHHOK YaCTOTOO,

(momormr 70 34+0 TIKHIB) WIAXOM MPOGITAKTIHYHOTO 3ACTOCYBAHHA
34 TIoKHAX recTamii y XKIHOK 3 BUCOKHM PHIHKOM NEPEITACHHX MOJIOTIB
BropunHna mera

[oxpauuTn HeoHaTaneHi HACTIAKY TA, BIAMOBIAHO, SHIHTII 3arajibHy
CMCPTHICTE  TAa  3aXBODIOBAHICTE  MOPIBHAHO 3

1L Huzaitn KITIHITHOTO

BUTIPOOYBAHHS

MiXHapoaHE BLAKPHTE JOCTIIKCHES B NAPAICIABHUX pymnax.

[2. OcHoBHI kpHTEPIT BKTIOYSHHS

BLATIOBINATH MPHHANMHI 0AHOMY 3 KpHTCPIiB —3 T B
6.

(= 16 TiskHiB 1 < 37 TIDKHIB BariTHOCT) B
BArITHOCTI).

pariTeocTi Bin 18-0 10 2440 THXKHIB.

TTauieHTKM 3 BHCOKHM pPH3MKOM TNEPEIMACHHX MOJIOriB  NOBHHHI
K HTCp!S{\{ 4-

AT

L. Mepenuacni noaoru aéo MumosinbHuii aff
2. Mepenuacuuit po3pns nmroa0Bmx 060THfGH

3. Conorpadiuno KOpoTKa MHHKD MATKHYE

NEPEKAAA 3POBNEHO
3riAd 3 OPHI "HAALN

Aoctosipnicre
NEPEKAAAY 3ACBIAYYD

Kivayeic H.B. \,\
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4. Barithicte y BCiX KIHOK NOBHHHA OyTH niareepmkcHa
YABTPA3BYKOBHM AOCMILKCHHAM HA THxkHI < 16, mo6 NCPEKOHATHCS,
10 OYIKYBAHA JATa MONOTIB Gyi1a BrI3HAYCHA TIPABUIBHO.

5. Iiznucanuii indopmaniiiauii nucrox mauienra 3 thopmoro
iHopMOBaHOT 3roau.

6. Bix ne menme 18 pokis.

11

13. Hocrimkysanuit  Jikapcskmii P Sl — i : - 200
v . ! BHHA! IIPHPOIAHIH MIK : M
3ac10, cnoci® sactocyBamHs, cuia P  MDORHIA MIRpOSLOR A HpaEceTICpoR S

Yrtpomectan®, kancyma m ki, 200 .
| karcyna micTuTs:

Croci6 3actocysamnus: iHTpaBariHamBHO, OAMH pas Ha 100y, mepen
CHOM, MI0ACHHO.

Tpusanicts nikysanus 3 19-ro mo 34-if THXAEHD BArTHOCTI.

14. [lpenapar nopisuanms, zo3a,
criocid 3acTocyBanHs, cHaa aif

He 6yao.

Ilpenaparu Kiabkicrs
NMANIEHTOK
Bitaminn 178
Xapuosi gofasku (ifon, kaabuiii, kaiii, MAarHiii) 36
IIpenapartu 3aaisa 31
LT T — 2 na%tq.ﬂmxu TA TOKQIITHKH 31
ABTHOIOTHEH 23
AHTHKOAryIsSIHTH 21
HIT33 20
[Tporurprdkosi 3acobu (Brmouaroun Micuesi) 14
AHTHINCPTCH3MBHI IpenapaTy 9
Micuesi anTncenTHKH 8
["omconaTuuni npenaparu 8

Cynyrhs Tepanin

16. Kputepii ouinkn ¢pekTHBHOCTI

Hepeunni Kinuesi Touku:
* AKYWIEpPChKi: M010rn 10 34 NOBHUX TIKHIB BariTHOCTI (Tak/mi) —
pesymbTatT AIKyBaHHA B TCpMini MeHe 34+0 THKHIB.

BropunHi kinuesi TouKH:

* [ecrauiifamii Bik npu po3pomKkeHHi.

» Heonaranbhi: 3arajgbHa HEOHATANABHA CMCPTHICTh Ta
JOXBOPIOBAHICTb  HA  7IBA  HCOHATAIBHMX  3aXBODIOBAHHS  —
OpoHXOEreHesa AMCMIAliA y AiTel, HAPOKEHHX y TepMiHi recrauii
<32 TWwKHI, Td YPAKCHHS  rOJOBHOrO MO3KY 3@  AJHHMH
HelpocoroTpadii.

» CMEpPTHICTB 11018 TA HOBOHAPOLKEHIX THCIs 3
* JacToTa OKPCMHX KOMIOHCHTIB  ICPBIHEK
pesyasTaTy.
* Inuri cepifosHi HEOHATANBHI YCKIATHEHHES. §
* KiaekicTs auiB Ha pecripatopHiii NiATPHME B
* 3actocyBanHs cypdakTanty. R\E R Aermudikauiimg uop
» KizskicTs aHiB Ha kuCHEBII miaTpHMi. '

&

17. Kpurepii ouinku Geznexu

* Hactota Ta TKKICTE yeix HCOAKAHMX ERY A ST ST epi.
BRIIOYAIOMH YacTOTY Ta TOKKICTD HEOMKAHNX SBIHEom@@Nanux 1

MPUHOMOM JIIKAPCHKOTO 3ac00y.

[TEPERTAR 3POBNEHD
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* Hacrora i TsokkicTs yeix HeBaxanux ssum 3 00Ky mioaa.

18. Cratuctununi Mctoan

Kinbkicui nami Gyam ysaraasmeni 3 BUKOPHCTaHHAM CCPEAHBOIO
SHAUCHH, CTAHAAPTHOTO BIAXHICHHS, MCAIAHH, 2 TAKOX MiHIMAIBHOLO
Ta MAKCUMATBHOTO 3HAUCHB. SIKICHI JaHi yiaransHEH 32 9aCTOTOIO Ta
Biacotkom. Bei ctaruernuni Tecty € ABOCTOPOHHIMH [PH 3HAYYLIOCTI
0,05.

Tounmit kpuTepiit dimepa abo kputepiii Xi-KBanpat (y BiAMOBiAHKX
BHIAZKAX) BHKOPUCTOBYBAIM st mOpiBHsHHA wactor, ANOVA
(mapavetpuunuii aGo HemapaMeTPHUHMIT 3ATEKHO BiI Xapakrepy
POIMOALTY AAHHX) — 478 TIOPiBHAHHI GesmepepBHUX mapameTpis, a
KpuTepiil Manua-Yitai — 115 mopiBHsHES paHroBux KaTCropiambHUX
napamMeTpis.

[TepeueHy  KiHUEBY TOYKY OLIHIOBAIM  LITSXOM PO3PaxyHKY
abCcoMOTHOrO PH3HKY MOPIBHIHO 13 NOMyISUiiHEM  apaMeTpoM,
B3ATHM I3 JUTCPATYPHUX TaHUX.

Hasezeno 95 % nosipui imrepaam mis BigmOCHOrO PH3HKY T4
BUSBICHOIO BIAHOCHOTO 3HIDKCHHS PH3HKY.

Ouinka Gesnexn srTIOMANA POZPAXYHOK 3aralbHOl KUIBKOCTI, YACTOTH
Ta THKKOCTI HeOaKaHuX ABHII.

Ouinka Gesncku TakoK BKIOUYAIA OUIHKY ¥aCTOTH T4 THKKOCTI
HEOAKAHMX ABUIL Y HOBOHAPODKEHIX, CTAHY HOBOHAPOIKCHIIX, JIAHIX
Heiipoconorpadii Ta JaHHX MO0 BEACHHS HOBOHAPOUKCHHX B
AKYLIEPCHKOMY CTaLioHapi.

19, emorpadiuni  nokasuukn
ocTimKysaHol monymsauii (cTarTs,
BiK, paca, Towo)

Ho mocnmimkenns Bkaounan 220 saritaux skinok, no 110 Y KOXKHY
Tpyny, sikom six 20 10 42 poxis (30 = 4,85) i3 cepeanim Tepminom
BaritHocTi 21 TuskacHs 1 3 gHI

20. Pesyaptatn eexTUBHOCTI

109 nauiewrok rpynm 1 (BkopoucHns wmmiiku wmatkm) Ta 110
TALIEHTOK TPYIH 2 (AHAMHECTHHHHI PH3HK MEepeaAYacHuX TOJIOrIB)
BKIOYMIM B aHaais cexrusnocti. Oama nauientka npunuzuia
NIKYBAHHS Ta Oy/Ia HEAOCTYNHA AT MOAAIBIIONO CMOCTCPEIKCHHS Y
3B'SI3KY 3 mepeizIoMm.

Lecmayitinuit gix na stomenm nosozie 6y8 nacm VIHUAL

Hepeauacni nmomorn: 23 mwokni, 24 Tokwi, 26 Twkuis, 28 THIKHIB,
29 twxnis, 32 THEKHI (rpu Bunazku), 33 Tioxai (4 Bumaaxm). Li 12
BUIMAIKIB, 4 TAKOA BHKHMIACHb Y TCPMIH McHIC 23 TinkHiB, Oyau
BIJTIOHCHI B AHAJII3 MEPBHHHOT KIHLEBOI TOYKHM AK HEBIAY B 3an00iraHHi
nepeagacHuM nogoram (n = 13).

B inmmix 23 sinaakax TCpMiH N0AOTIB CTAHOBUB Bia 34 10 37 THKHIB,

183 nauierTkn Hapoguan y tepmin 37 THikHIB abo Ginbie.

B oanomy smmamky mauiesTka OyIa BTpadcHA A TOHAIBIIONO
CIIOCTEPEIKCHHS 1 TCPMIH ITOJIOTIB HCBIAOMMIA. :

Memoou pospooscenns.

BarinansHi nmogorn — 151

[ImanoBuit kecapis postun — 42

Excrpenuii kecapis po3ris — 25

Buxngens — |

l,nenmq:inauihnuﬁ oA /

38002596

Hemae nanux — 1

MEPEKNAA 3POBAENO
3r1A0 3 0°ul “wan M

AoctoBlpnicTy
MEPEKAARY 3ACB|AYyD

Kinayeic H B \‘\

L

O



Ananis edextuBHOCTI npoBOAHIHN Y KOMKHII mIATPYymi, a Takox y
3aranbHii rpyni. HOplBHﬂHHﬂ BUKOHYBAH 3 rzony,mumﬂlm PH3MKOM

MCPENHACHNX  IOJOTIB, SKHH 32 JAaHHMH JTITEPATYPH CTAHOBHTH
woHaiMeHe 25 %.

3aeawna epyna.

[Topisusno 3 mitepatypnvu JAQHUMH,  BIIHOCHHMI  pH3WK
nepenTacHux mosoris craosus 0,22 (95 % JI1 0,12-0,4), a BinHOCHE
SHIKCHES pu3uky — 0,78 (95 % 11 0,61-0,88).

Kinbkicts neobxiznnx nikysass cranosuma 5 (95 % iHTEepBat Big 4
Zo 7).

I'pyna eropovenns wnincu vam.

[Topisusro 3 miteparypHumm  gaHuMM,  BiZHOCHMIL PH3HK
nepeayacHnx monoris cranosms 0,22 (95 % 1 0,1-0,48), a sizHockHe
SHIGKCHHSL pusuky — 0,8 (95 % /11 0,52-0,9).

Kizbkicte HeoOxinmnX qikysans cramosima 5 (95 % iHTEpBaN Big 4
10 8).

I'pyna anavimecmuumux haxmopie pusuxy.

opisusino 3 nitepaTypuuMu — naEnMu,  BizHOCHHI] PH3HK
nepenacHux nosoris cranosus 0,22 (95 % /11 0,1-0.48), a sianocHe
3HMKCHHS pusuky — 0.8 (95 % 01 0,52-0,9).

KiabkicTs neobxiannx aikysans cramoemaa 5 (95 % iHTepBan Bix 4

a0 8).
CramneTiuna 3HaUyUIicTh 3HIDKCHHS PH3HKY NEPEAYACHUX MOIOTIB
A0 34 mwknis cranosmia 0,000013 y saranewiit rpymi, 0,003 v rpymi
BKOPOUICHH wniikn MaTkn Ta (,0028 y rpyni anaMHecTHuRMX BakTopin
PH3HKY.

AHali3 HOBOHApOLKkeHNX BKIIOUas 218 sumankis (118 aisuatox i 100
XJIOMYHKIB).

Maca tina cranosuna 3 163 + 538 r (Big 840 10 4 950 1),

Meaiana onink 3a mkanoro Anrap Ha |-i XBITHHI Ta Ha 5- XBITHHI
cTaHoBuiAa & Ganis.
byB omMH BHNAIOK MEPTBOHAPOKECHHA (Y TePMiH 24 THoKHI).

Ananiz 6esnexn Bouas 220 NaLieHTOK.
Y 110 mauientox (50,0 %) mia wac IOCHIDKEHHS BUHHKIO
LIOHANMCHIIE onHe HeDakaHe siBuwe. YV 6 Bumaakax nebaxkani ssuma
Oynu knacudikoBani ax cepitosHi (Terka mHEBMOHIs (ncpenecena «Ha
HOTax»), FecTo3, 3aTPUMKA POCTY [UIOAA, 3arpo3a NCPEIUACHHX [OJIOLB,
NCPCATACHE BIAXOMKCHHSA HABKOJIOMIILAHNX BOA, cBepGik BariTHHX ). ¥
BCIX BHMagKax Hebaxawi sBmma Gyan kiacndikosami sk cepiiosmi,
OCKLILKH BHMATAIH TOCHITANI3aIL.
21. PeayabraTu Gesnekn 16 nebamanux SBHUI BUHMKIM Yy MOPOILAL Y nlcnﬂnmorommy
nepioni: 13 Bumaakis amemii, 2 sumankm “[mlomeT ]
XOPIOAMHIOHITY,.

Y HopoHapomkeHnx Oyio saranom 44 Hebaxa
Oyma cepiio3HIM (KAaBEPHO3HA reMaHTioMa).

[7 wmosoHapommeHnx noTpebysaian okcure
OTpHMYBAAH KuccHb Bix | 10 3 auis, oaun — §
39 aHiB,

CypdaxTanT BBOZNAN 5 HOBOHAPOIKCHIIM.

%Tm?iu [Ty
38002
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Heitpoconorpadito suxonysamu 198 HOBOHapomkeHuM. 194 mamu
HOPMAIbHHUIl PO3MIp wmimyHoukiB. 4 wmMaan  30inbLICHHIL po3Mip
ULTYHOUKIB. ¥ 2 BHNAAKAX BHABITH Cy6emeHmMaTbHiIil KPOBOBILINE,
B | — BHYTpimHbOWITYHOUKOBHIT KPOBOBHTHE.

22. BucHosox (3awmoveHH)

*3 OTPHMAHMX JaHHX MOKHa 3pOCHTH  BHCHOBOK, WO pPH3HK
NEPEATACHUX MOMOTIB 70 34 THKHIB e(EKTHBHO SHIDKYETBCA TPH
mikyBaHHi npermapatom Yrposxectan®, Kancyan M'axi, 200 Mr s
BAriHATLHONO 3aCTOCYBAHHS Y NAUIEHTOK i3 daxTopamu  pusnky
NCPEAYACHHX MOJIOTIB (BKOPOYEHHS MIMHKM MaTKH Ta/a6o nepeavacHi
MOJIOTH B AHAMHE31 Ta/a60 nepeauacHuii PO3PHB MII0A0BHX 000I0HOK).
* 3 OTPHMAHHX JAHHX MOKHA 3pOOUTH BUCHOBOK, 1O Vrpokeeran®,
Kancyin  m'aki, 200 Mr  ams BariHagIbHOTO 3aCTOCYBaHHA, Mae

COPUATIHBHIT TPo(ine Hesnexn Ta NepeHOCHMOCTI.

3asBHUK

Besins Healthcare S.A. / Besen Xeackea CA

(BITACHHK PEECTPALIIHOIO NOCBI TYEHHS)

Hannah McKenzie,
JACTYMHUK ~ QHPCKTOPA 3 PErYIATOPHHX
THTAHb

< kPATI

MEPEKNAA 3POBNEHO
3r1A0 3 OPHE "HAAUM

ROCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kinayeic H.B.\
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Clinical Trial Report No. 15

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

UTROGESTAN" 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

I ves - o If not, substantiate

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

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal
product, known active substance.

5. Full name of the Clinical Trial,
clinical trial code

Prevention of endometrial hyperplasia by oral progesterone
during long-term estradiol replacement. Influence of secretory
changes and bleeding pattern

Protocol No.: FORMAT 2B604A

was conducted

6. Clinical trial phase Phase IV
7. Period of the clinical trial From 1980 till 1987,
8. Countries where the clinical trial]l USA. France.

9. Number of study participants

Planned: no data available.
Actual: selected: 236 women, analyzed: 157 women having
been treated for at least five years.

10. Goal and secondary objectives
of the clinical trial

To evaluate the endometrial situation of patients having used
regularly, for at least 5 years, different combinations of
Oestrogel * and Utrogestan®.

To determine the relative influence of:

+ induction of withdrawal bleeding

* endometrial histologic (secretory transformation, mitotic
activity) and macroscopic (hysteroscopy) characteristic on
prevention of endometrial hyperplasia during long term
hormonal replacement therapy.

['1. Design of the clinical trial

Open, non-controlled single centre study.

12. Main inclusion criteria

. non hysterectomized menopausal women

* having, before the beginning of hormone replacement
therapy. plasma levels of:

- E2 <40 pg/ml

- LH>20 mUl/ml

- FSH > 20 mUl/ml

* having used hormone replacement therapy continuously
during the survey period

* having used Oestrogel and Utrogestan only during the
survey period, excluding any other 0estrogs
preparation in addition or replacement of#

* without breast or uterine contrgy
replacement therapy

3. The investigational medicinal
product, method of administration.
strength

[nitial treatment (first three months§
* QOestrogel — Percutaneous route

sassociated  with

3 [AHO 3 OPHT IHANOM
H.B.KINAYPIC k\



The initial Oestrogel dose was eventually increased to 5 g
gel daily (3 mg E2) if improvement of climacteric Symptoms
was not obtained. The monthly duration of E2 treatment was
prolonged to 25 days/28 in the case of recurrence of clinical
symptoms during the treatment-free week.

The initial Utrogestan dose was eventually increased in
patients willing to have regular withdrawal bleedings and who
did not have it with 200 mg/day. The monthly duration of
Utrogestan treatment was shortened to 10 or 12 days in the
case of early uterine bleeding appearing before the end of the
course of each cycle of treatment.

* 4 groups

[: Oestrogel: 2.5 g (1,5 mg E2)/day, D1-21 (or [-25)/28 +
Utrogestan 2 capsules (200 mg P)/day, D8-21 (or 10-21, or
13-21) no treatment D22-28 (or 26-28)

[I: Oestrogel: 2,5 g (1,5 mg E2)/day, D1-21 (or 1-25)28 +
Utrogestan 3 capsules (300 mg P)/day, D8-2 1 (or 10-21, or
12-21) no treatment D22-28 (or 26-28)

IIL: Oestrogel: 5 g (3 mg E2)4day, D1-21 (or 1-25)/28 +
Utrogestan 2 capsules (200 mg P)/day, D8-21 (or 10-21, or
12-21) no treatment D22-28 (or 26-28)

IV: Qestrogel 5 g (3 mg E2)/Aday, DI-21 (or 1-25)28 +
Utrogestan 3 capsules (300 mg P)/day, D8-21 (or 10-21, or
12-21) not treatment 022-28 (or 26-28)

Duration of treatment: at least 5 vears (mean duration:
5.7 years)

administration, strength

14, Comparator, dose, method of

None.

[5. Concomitant therapy

No data available,

16. Efficacy evaluation criteria

Estradiol plasma levels

Estradiol plasma levels were measured by
radioimmunoassay once a year during the last 10 days of an
estrogen treatment cycle and, during the last year of the study,
within 3 days before or after the endometrial biopsy.

17. Safety evaluation criteria

*Bleeding were recorded during the one year prospective
part of the study in the 157 analyzed women

* «cyclic withdrawal bleeding» was defined as any bleeding
happening between the last two days of the treatment and the
first two days of the next treatment.

«irregular  bleeding» was defined as any bleedin g
happening after the first two days and prior the last two days
of each treatment.

* Endometrial biopsy:

- endometrial biopsy was performed duripg e one year
prospective part of the study, and schedydSdTeovaTR
14 of Utrogestan treatment. G

- the following criteria were exami

* degree of secretory transformatic

* degree of eventual hyperplasia ¥

A
N
= oG
Nz

e
NG

KPATIA NTO» § 3

each biopsy) e
* Endometrial biopsy was performed in the 153 women who

37 1AHO 3 OPHT | HANOM
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8. Statistical methods

| first biopsy attempt.

did not have a curettage

* Hysteroscopy

an ambulatory gas hysteroscopy was performed in the case
of microscopically insufficient material removed during the

Single regression analysis was used to calculate the
correlation between mitoses and the duration of P exposure

19. Demographic characteristic of]
study population (gender, age, race,
ctc.)

The ages at time of biopsy of women with or without cyclic
bleeding did not differ (58.7 + 3 and 59.3 + 4y, nor did the
years since menopause (9.3 £3 vs 8.4 + 3),

20. Efficacy results

In the 129 patients using Low E2 treatment (groups I and 1I),
mean plasma estradiol level during the last five years of
treatment was 78 £ 1.8 Pg/mL (Standard error of the mean,
SEM)

21. Safety results

[) Bleeding pattern:

During the last twelve months of the study, 4 out of
157 women (2%) presented at least two episodes of irregular
bleeding, 34 (21%) presented regular cyclic bleedings, 119
(77%) experienced no bleeding

*Among the 34 women with regular cyclic bleeding, 21
(61,7 %) used a high E2 dose and 13 (38,2 %) used a low E2
dose. 26 out of these 34 women (76,4 %) used a high P dose.

*The highest incidence of cyclic bleedings (83 %) was
observed in the high E2/high P group.

* The highest incidence of amenorrhea (88 %) was observed
in the Low E/Low P group.

2) Endometrial biopsy:

* 4 women developed irregular bleeding. A curettage was
performed. The tissue morphology showed benign
endometrial polyp in three of them, and a sub mucosal
leiomyoma in the fourth patient.

* In the 153 remaining women:

- 53 biopsy attempts produced adequate amount of
endometrial tissue for histologic examination

- 13 biopsy attempts produced inadequate tissue for
histologic examination

- in 87 women, biopsy was not successfull, and they had a
hysteroscopy

- there was 100 % recovery of endometrial tissue in the High
E2/High P group, but only 18 % in the low E2/low P group.

- in the 53 biopsies with adequate amount of endometrium:

*None showed a late progestational (secretory) maturation

- 24 (45.2 %) showed minimal progestational (secretory)
maturation !

- 17 (32 %) showed marginal progestag :
maturation &)

- 12 (22,6 %) showed sub progesgiiighal (Sﬁclrﬁl
maturation i (KPATI

“the level of progestational maturation cige
presence an absence of endometrial bleedii -_ 3

- 84 % of women with minimal progestaBgab i A
and only 20 % of women with sub progestation Hremase s
experienced cyclic withdrawal bleedings

3T [AHO 3 OPHT [HANOM
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- the women who had no tissue available at biopsy had the
lowest incidence of bleedings (2 %).

* the 53 endometrial samples showed glandular epithelium
with a mean of 1,7 mitoses (0 to 21) per 1000 epithelial cells

- The women having received 9 days or more of
progesterone therapy at the time of biopsy had lower mitotic
activity:

0.28/1000 (0 to 2) than the women having received 8 or less
days of progesterone therapy at the time of biopsy: 4,27/1000
(Oto21)

- There was a significant negative correlation (r = -0,52)
between duration of P exposure and mitotic activity,

- No correlation was found between mitotic activity and
stages of progestational maturation,

3) Hysteroscopy:

* In those 87 women in whom the first endometrial biopsy
was not successtull, the hysteroscopy showed macroscopic
atrophy of endometrial mucosa. None of them showed
endometrial hyperplasia nor adenocarcinoma.

22. Conclusion

None of the women receiving any of the combined
estradiol/progesterone  regimens  showed  endometrial
hyperplasia in the biopsy or hysteroscopy procedure.

This long term study does not support the concept that
complete secretory changes and cyclic withdrawal bleedings
are necessary to prevent endometrial hyperplasia during
replacement therapy in menopausal women.

Applicant (Marketing
Authorization Holder)

o DocuGigniad by.

Hokarisp,

Nemae Harnan McKencs
Reayern | approy oy
ma 4 cacsmbeg 20

IESCAZSBATFAIBIEECDSIDAL

Hannah McKenzie — RA Associate Director

IaeHTUdikauiiHuil Kog A

38002556
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3BiT npo kainiune BunpoGysamus No 15

I. Haspa nikapcpkoro 3aco6y (3a
HAABHOCTI - HOMED peecTpauiiiHoro
MOCBLAUCHHY)

YTPOXKECTAH" 300 mr, xancyau

2. 3agBHUK

besen Xenckea CA, Bensris / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinaea ®apma, CJ1, Icnanis / Cyndea Pharma, SL, Spain

4. IIposexeni nocmimxeHus:

I Tax B Hi AKWO Hi, 00rpyHTYBATH

1) Tun aikapeskoro 3acoby, 3a axum

3MiHH, WO nOTPEOYIOTH HOBOI pcacrpaui‘f JMikapeekuii 3aci6 3a

BUTIPOOYBAHHS, KOZOBAHHIT HOMEp
KIIHITHOTO BHMIPOOYBaHHS

MPOBOAMAACH  ad0  MIAHYETHCS [MOBHUM IOCBE (ABTOHOMEHE A0CBE), IHWMIT mikapeskuit 3aciG, sizoma
peecTpatiis A1104a PCUOBHHA

. Hpoditaxruka rineprnasii ¢HAOMCTPIs HEPOPATBHIM MPOreCTeDOROM
5. Tlosna wmasea  xaimiumoro| . P bl P RS e POIEOTCPOHO

13 9ac TPHBATOT 3amicHoi Tepanii ectpajionom. Brius Ha CEeKPETOPHI
3MIHH Ta XapaKkTCp KPOBOTCUL.
ITpotokoa Ne: FORMAT 2B604A

6. Daza kaiHivHOrO BUNPOGYBAHHS

Mdaza IV.

7. Tlepioa npoBencHHs KIIHIMHOTO
BHIPOOYBAHHS

3 1980 p. mo 1987 p.

8.  Kpaiun, ae¢  nposoamiocs
KIHIYHE BUNPOOyBaHHS

CHIA, ®panuis

9. Kinexicts nocaiakysanmnx

3annaxosaHa: Aawi BIACYTHI.
@akTnuna: Biaibparo — 236 xisok; npoanamizosano — 157 JKIHOK, s1ici
OTPHMYBRIH JIKYBAHHS NPHHAIMHI 5 POKiB.

10, Mera Ta Bropunsi uini

KIIHIMHOTO BUNPOGYBaHHA

Ouinurra cTan CH,’IO\iCTpi}i Y MAUIEHTOK, SIKI PEryAsSPHO, NMPOTAroM
LioHafiMeHIe 5 POKIB, 3aCTOCOBYBAMM pisHi KomGinauii npenaparis
Ectpoxems® ta Yrpomectan®,

Bushaunts BigHocHuil BUTHB Ha:

* IHAYKUIIO KPOBOTCHI BigMiHK

* TiCTONOTiuHI (CekpeTopHa TparchopMmaris, MiTOTHYHA AKTHBHICTB)
Ta MAKPOCKOMIUHI (rictepockonis) XaPAKTEPHCTHKH CHAOMETPIS MO0
npodinakTHKu rlncpnnasn CHAOMCTpIA MMiA 4ac TPWBaIoi 3amicHoi
rOPMOHATIBHOT Teparii.

1. Huzaiin KITIHIYHOrO

BUIPOOYBAHHS

Biakpute HeKOHTPOIBOBAHE OIHOUCHTPOBE 10CTIIKCHHS.

12. OcuoBHI KpuTepii BEIOUEHHES

* JKIHKH B MCHOTIAY31, SIKHM HE BHKOHYBAITH TICTEPEKTOMIIO

* 710 TOUATKY 3aMICHOT rOPMOHATBHOT Tepanii piBHI B mAasMi kposi:

- E2 <40 nr/ma

- I > 20 MMO/Ma

- ®CT > 20 MMO/ma )

* OeanepepBHUil MPHHOM 3aMicHOT ropmoHg#
repiony o0CTeREHHS 2

* IPOTATOM TICPIOAY 06cmmen§x 3aCTOCYR ﬁm;m ng;ﬂmwagg
Ecrpowenr T1a Yrpowkectan, Ges sactocRRs 385025851
MPEnapaTis cCTPOreHy ab0 MPOrCCTHHY K [0 TH S

npenaparis

MEPEKNAA 3POBNEHO
3rLAN 3 OPHE "HAAGK

RoCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kivayeic H.B.

0

b



* BIACYTHICTb NMPOTHMOKA3aHB A0 3amMicHOT rOpMOHaIbHOT Tepamii 3
DOKy MOIOUHMX 321103 a60 MaTKI

13, Hocaimxysanuii nikapcskuii
3acid, cnocib sacrocysaHms, cuia
mii

IMouarkose nikysanmst (nepui Tpu micswi):

- Ectpowxens — HEPEIWKIPHO — 2.5 T reso Ha 200y (1,5 mr E2/n06y)
npoTsarom 21 aus y 28-acuuux mukiaax (Jai 1-21)

- MOEAHAHO 3 mpenapatoM YTpoxkectan® (KancyIm MiKpOHI30BAHOTO
nporectepory no 100 mr) — nepopassho — 2 xarcy:um Ha 700y (200 mr
P) nepen caom npotsrom 14 nuis y 28-acnBnx wukmax (Jui 8-21)

[Touarkosa 03a mpemapary Ectposxens Gyaa sronom 36iasmena 10
5 r remto Ha 106y (3 mr E2), axmo He Oy710 A0CATHYTO TOKpaIeHHS
KIMaKTCPHYHIX CHMATOMIB. [Homicauny tpusamicts mikysanns E2
TIOAOBKYBAH 10 25 AHIB/28 y pasi peunanBy KAIHITHUX CHMITOMIB
NPOTATOM TIXKHSA, BIIBHOTO Bif JIKYBAHHSL.

[TouatkoBy no3y mpemapaty Yipomectan 3 wacon 30LnbLIy BasIH
NALIEHTRAM, SKi Gakaan MaTH perynapHi KPOBOTEHI BIAMIHH Ta HE MAIH
TAKHX KPOBOTEY HA Tl MOYaTKOBOI 031 200 Mr/zoby. [lomicsuny
TPHBANICTL AiKyBaHHA npemaparom YrposkeceTam CKOpOYyBaIH 10 10
ado 12 gmiB y pasi pannboi MaTkoBOI KPOBOTEYI, 1O 3'ABIsIacH 710
BAKIHYEHHS! KyPCY KOMKHOTO LIMKIY TiKYBAHHA.

* 4 rpynu

[: Ectpoxens: 2,51 (1,5 mr E2)/nody, Ini 1-21 (abo 1-25)/28 +
Yrpomeertan 2 kancyau (200 mr P)/no6y. Jlui 8-21 (abo 10-21, abo 12—
21), 6e3 aikysanms [Ini 22-28 (abo 26-28).

[I: Ecrpoxens: 2,51 (1,5 mr E2)/noGy, dni 1-21 (abo 1-25)/28 +
Yrpoxecran 3 kancysu (300 mr P)/no6y, Jui 8-21 (ao 10-21, aGo 12~
21), bes aikysamss [Iui 22-28 (abo 26-28).

ITI: Ectpowens: 5 r (3 mr E2) 06y, Oui 1-21 (abo 1-25)/28 +
Vrpoxectan 2 kancyau (200 mr P)/noGy, dui 8-21 (ao 10-21, abo 12—
21), Ge3 mikysauns [Tui 22-28 (abo 26-28).

[V: Ecrpoxens: 5 r (3 mr E2) no6y, dui 1-21 (aGo 1-25)/28 +
Yrpoxectan 3 kancyau (300 mr P)/ 106y, [Tui 8-21 (a6o 10-2 1, abo 12—
21}, 6e3 mixysannst Jui 22-28 (a6o 26-28).

Tpupanicts nikysanns mowuaiimenme 5 POKIB (CepenHs TPHBAMICTH:
5,7 poxy).

4. Tlpenapar nopieusuus, 103a.
criocid 3aCTOCYBAHHA, CIUTA i1

He Gyao.

15. Cynyrua Tepanis

Hani BigcyTHi,

16. Kputepii ouinkn edexTusHocTi

Pisni ectpagiony B maasmi kposi
PiBHl ectpagiony B miasmi BHMIDIOBATH PAaZioiMYHHHM METOZOM
OIMH pPa3 Ha pPIK NPOTArOM ocTamhix 10 HI B ol 00 i, 11 KKy BAH H L
CCTPOrCHAMM TA NPOTITOM OCTAHHBOTO POKY St
AHIB 10 abo micms Giorncii enzoMeTpis.

17. Kputepii ouinkn 6e3neku

* KposoTeui peectpyBanu npotsarom on
HACTHHH J0CTiKeHHA v 157 npoanaizosal :
* «llukmiuHa  KpoBOTCUA  BIAMIHNY B

[IEPEKAAA 3POBAEHO
3rian 3 O°dl HAAM

A0CTOBIPHICTD
NEPEKAARY 3ACBIAYYD

Hiwaveic H.B. |
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* «Heperymsipui kpoBoTedi» BuaHAYaTHOS 31K Oyap-siKi KpoBoTEUi, 1110
BUHMKATH MICS NCPIUNX ABOX ZHIB i 10 OCTAHHIX ABOX JHIB KOMKHOIO
KYPCY JIKYBAHHL,

* bioncis enaomerpis:

- bionciro  cHnomerpis  nposomman OPOTATOM  OAHOrO  POKY
MPOCNEKTHBHOT YaCTHHH JOCHIUKEHHS Ta npHsHAYan MoK Jaavm 2 1
14 nixyBanus npemapartom Yrpoxecran.

- Hocaimkysanu nactynsi KPUTCPIT:

* eTyminb cexperopHoi TpacQopmarnii

* CTyniEe KiHUeBoi rimepnaasii

*CTyniHb MITOTHYHOT aKTHEHOCTI, BHPAKCHUH SIK MITOTHYHHIT iHACKC:
KIABKICTE  MiTO3iB/1000 KiTHH, (4000 waitun niapaxoBysamm mis
KoxkHOT Hlomeir),

* bioncis ennomerpin Gyma nposencHa y 153 kiHok, skuM He
NPOBOANIH BHIIKPIOAHHS
* lictepockonis
AmCynatopuy  rasosy FICTEPOCKONII  MpoBOAMIH ¥y  pasi
MIKPOCKOMIYHO HEAOCTATHLOTO 00cary Matepiany, BHIANCHOrO i uac
nepuoi cnpobu Gioncii.

18. Crarucruuni metoau

Hast pospaxyHky kopensuii misk mMitosamu Ta TPUBATICTIO CKCMO3HUI]
TIPOTCCTCPOHOM  BHKOPHCTOBYBAIM  OXHO(AKTOPHMIi perpeciitamii
aHaumis, '

19, Jemorpadiuni  noxasumnku
nocaimkyBaHol nonymsiii (crars,
BIK, paca, Tomo)

Ha momenT Gioneii Bik sisoK 3 upkmivnmvin KPOBOTCYAMH Ta GC3 HUX
HE BlapisHsBes (58,7 +3 1a 59.3 + 4), Tak camo sk uac (y pokax), mo
MHUHYB 3 MOMEHTY MeHonaysH (9,3 = 3 npotn 8,4 + 3).

20. Pesyabratn edpextnrnocti

¥ 129 nauientox, siki oTpumyBamu JUKYBAHHS CCTPATIONOM Y HH3bKIl
a03i (rpynu I i II), cepeaniii pisenb eCTpaniony B maasmi Kposi
NPOTATOM OCTAHHIX M'ATH POKIB JKYBAHHS CTAHOBMB 78 + 1.8 nr/ma
(CTAHIAPTHA MOMIIKA CCPEAHBOIO 3HAYCHHS, SEM).

21. Pezympratn 6esnexn

1) Xapakrep kposoreui:
[TpoTsaroM ocrawmix ABAHAZUATH MicAMIB TOCITiKeHHS y 4 3157
KIHOK (2 %) cmoctepiranu monaiiMenue 18a enizoau HCPCTYIAPHIX
kpoBoTey, y 34 (21 %) — peryastpri umkaiuui kposoreul, y 119 (77 %)
— KpoBoTed He Oyino

* Cepen 34 KiHOK i3 PEryIIpHHMH HHENIUHHMH KpoBoTeuamn 21
(61,7 %) sactocoByBaau Bucoky Ao3y ccrpaaiony 1 13 (38,2%) -
HH3BKY 103y ectpaziony. 26 3 unx 34 wxinok (76,4 %) 3aCTOCOBYBALIH
BHCOKY 03y MPOTECTEPOHY.

* Haiipumy wactoty mmxiiummx kposoteu (83 %) CIIOCTEPITANH B
PYMi BUCOKOT I03H €CTPaAioay Ta BHCOKOT 103H TIPOTECTCPOHY.

* Haifsuuty wacrory amenopei (88 %) cnocrepiramu kel 3B KOT
AQ3M €CTPAIIONY Ta HU3BKOT T03H MPOTECTEPOHY. g

2) bioncis enzomeTpis: :

*V 4 xiHOK BHHHKTA HCPCTYMAPHA KPOBOTEHY
suwkpidanns. Mopdomnoris Tkaung TTOKA3ATH K
CHIOMETPIA y TPBOX 3 HHX | MiACTH30BY JICHE
NALIEHTKH.

* V pewrtn 153 kinok;

[IEPEKNAR 3POBAEHO
3riAn 3 OPHI "HANGM

BocToBIPHICT
NEPEKAARY 3ACBIAYYD

Hivaveic H.B. |



- 53 cnpobu Gioneii Aanu OCTATHIO KiNbKICTD TKAMIAMN CHAOMETpIs
A58 TICTONOTIMHOTO NOCTITKCHHS;

- 13 cnpo6 Gioncii me aamu AOCTATHBOT KIMBKOCTI TKAHUHH /1%
TICTONOTTYHOTO A0CAKCHHS:

- ¥ 87 xinok Giomeis me Gyma yeniwmmow, i im Oy10 MpoBCAECHO
TICTEPOCKOMIIO;

- ¥ TPYNi BHCOKOI 703H CCTpamiony Ta BUCOKOT 103H TIPOTCCTEPORY
cnocrepiraan 100 % BizHOBACHHS TKaHuHU CHAOMCTpisi, a B rpyni
HU3BKOI JO3H €CTPAZIONY Ta HH3BKOT 4031 nmporecrepony — aume 18 %.

- ¥ 53 Glomcisix i3 Z0CTATHBOO KiABKiCTIO CHIOMETPIA:

*Y KOAHIN HEe BMSIBHANM Ni3HBOTO NPOrecTauiiinoro (cekpeTopHOro)
A03pIBAHHS
-24 (452%) nokazaam MiHiMaTbHE nporecrauiiine (cekperopme)
JO3PIBAHHSL
-17 (32%) wmamu maprinansme nporecrauiiine  (cexperopue)
J03PIBAHHSL;

- 12 (22,6 %) — cybnporecrauiiine (cexpeTopHe) Ho3piBaHHs;

*PiBeHb nporecTauiiiHOro N0O3PIBAKKS YITKO BUNBAB HA HAABHICTS Il
BIACYTHICTB CHAOMETPIAILHIX KPOBOTEY

- 84 % KiHOK i3 MIHIMAJIBHUM TTpOrecTamiitsm A03PIBAHHIM | AHIIC
20% okiHOK i3 cyGmporectaniiiHMM I03pIBAHHAM MATH  UHKITITHI
KPOBOTCHI BIAMIHM;

- Y KIHOK, y SKHX npu Gioneii e Gya0 goctynnof TKAHHHH, 4acTOTa
KpoBOTEY Oyna HaitHmK1010 (2 %).

* 53 3paski CHAOMCTPIA MamH 3amo3MCTHl eniTemii i3 CepeaHiM
noxazuukom 1.7 mitosis (8ix 0 10 21) va 1000 crmiteaianbHuX KIITHH.

- Kinkn, sKi OTPHMYBAIIH NPOTCCTEPOHOBY TEPANIo NpoTaroM 9 IHir
00 Binblae HA MOMCHT Giomcii, Mamn Hipkuy MITOTHUHY AKTHBHICTb:

0,28/1000 (Bia 0 10 2), Hik y KIHOK, siKi OTPHMYBAIH IPOTCCTCPOHOBY
Tepanito 8 abo MeHuIe HiB Ha MOMEHT Gioncii: 4,27/1000 (six 0 1o 21 ).

- IenyBana 3nauna weratusna Kopessiist (r = -0,52) ik TPHBAIIICTIO
CKCTIO3HUIT IPOTECTEPOHOM | MITOTHYHO AKTHBHICTIO.

- Kopeasauii wmix  MiToTHYHOM  akTHBHICTIO Ta  crazismu
NPOrecTaulifHoro 103piBaHHs HE BHABHIIN.

3) licrepockomis:

*Y tix 87 kiHOK, y skux mepwa Gioncis CHAOMETpIN He Oyiia
YCHIIIHO, TICTCPOCKOTTIS NOKA3a1a MAKPOCKOMIYHY aTpodito cim3oB0l
ODO/IOHKH CHAOMETPIA. Y 3KOAHOI 3 HHMX HC OYI0 BHABICHO Hi
rineprniasii CHAOMETPisA, Hi a1eHOKAPLIHHOMIL,

22, BUCHOBOK (3aK/THOUCHHS )

Y koamoi 3 kiHOK, sk OTPUMYBAIM KOMOIHOBAaHI  CXEMII
CCTPAAIONY/NPOTECTCPOHY, HE BYII0 BUSABICHO FINCPNIIg i wmnay CTDis
3a pesyapratamu Gioncii ado ricrepockonii, & e A

Lle 1oBroTpusane nocnimkeHHs HE NiTTBEPIK '
3anodiraHus rinepniasii cHAOMETPIs mig wac 3ay
B MEHOMAy31 HCOOXIAHI TOBHI CCKPETOPHI 3MiHH
BIAMIHH,

<
5
ke
8

T Tepanii y KIRGRE

Hi ATy
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(BmacHuK peecTpauiiinoro [OCBLIYCHH)

Hannah McKenzie,
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Clinical Trial Report No. 16

FName of the medicinal product
(number of registration certificate, ifl
available)

UTROGESTAN" 300 mg capsule

2. Applicant

Besins Healthcare SA, Belgium

3. Manufacturer

Cyndea Pharma, SL, Spain

4. Trials conducted:

I ves C no 1f not, substantiate

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

Changes requiring new registration. Medicinal product with
complete dossier (stand-alone dossier), other medicinal
product, known active substance.

5. Full name of the Clinical Trial,
clinical trial code

In-vivo effects of transdermal Estradiol + oral Progesterone
vs oral Conjugated Equine Estrogens + Medroxyprogesterone
Acetate on normal human breast cells proliferation: a
randomized comparative study.

Protocol No.: 05 - UTROGEL - 0]

was conducted

6. Clinical trial phase Phase [V
7. Period of the clinical trial From 12 May 2006 till 11 Mar 2008.
8. Countries where the clinical triall Sweden

9. Number of study participants

Planned: 80 subjects (minimum 70 evaluable subjects).
Actual: 77 subjects.

10. Goal and secondary objectives
of the clinical trial

The primary objectives of this study were to compare the
proliferation and apoptosis markers in mammary biopsies
before and after 2 cycles of two different HRT.

The secondary objectives were evaluation of mammographic
density and vascularization and measurement of VEGF

expression in mammary biopsies before and after 2 cycles of
HRT.

I'1. Design of the clinical trial

1 2. Main inclusion criteria

|study.

Monocentric, 2 ways, open (observer-blinded) randomized

Healthy postmenopausal women, without known breast
pathology and with normal mammary X-ray, between 40 and
66 years of age, not taking hormone therapy for at least three
months before inclusion.

Post-menopausal status is recognized as one of the
following: 12 months or more of spontaneous amenorrhea or
I month after bilateral oophorectomy.

3. The investigational medicinal
product, method of administration,
strength

Oestrogel” and Utrogestan™: 2 cycles of 28 days.

Qestrogel 2.5 g/day 14 days. topical application + 14 days
Oestrogel 2.5 g/day, topical application associated with 200
mg Utrogestan per day, oral route.

14, Comparator, dose, method of
administration, strength

Premelle cycle® (2 cycles of 28 days of '
CEE alone 0.625 mg/day and 14 days gf3ss

15. Concomitant therapy

16. Efficacy evaluation criteria

17. Safety evaluation criteria

baselme and at the end

H.B.KIHAYPIC

3r1AHO 3 OPHIr IHM{ON
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immunohistochemical analysis of apoptosis markers: Bel-2,
caspase-3, Proliferation markers: (Ki-67), and receptors:
(ERa, ERB, PRA, PRB, VEGF).

2. Mammographic density of the left breast at baseline and at
the end of treatment classified according to Bi-RAD and
digitized assessment of the dense area of the left cranio-
caudal view image was measured by using a computer-
assisted program (Cumulus, Sierra plus, Systems Corporation,
Medical Imaging, Herndon, VA)

3. Abnormalities on mammography of both breasts were
evaluated at baseline and after 2 months of treatment (54-56)
days. No women with abnormalities at baseline were included
in the study.

4. Physical and gynaecological examinations were
performed at screening before inclusion. After 2 months of
treatment there was a new physical examination.

5. Laboratory assessments were performed at screening
before inclusion at baseline and after 2 months of treatment
(54-56 days).

6. During treatment subject recorded subjective AEs on a
diary card. Elicited reports of AEs were recorded on end of
treatment visit. A telephone contact was performed after half
time (1 month) of treatment.

Compliance assessments: Comparison of serum levels of
estradiol before and at the end of treatment. Empty packages
of used drugs were collected at endpoint of treatment visit.

18, Statistical methods

The null hypothesis of no change in the proportion of Ki- 67
positive cells from baseline to end of treatment was tested
against the alternative hypothesis using the Wilcoxon Signed
Rank test.

The null hypothesis of no change in breast density from
bascline to end of treatment was tested against the alternative
hypothesis using the Wilcoxon Signed Rank test.

The null hypothesis of no difference in increase from
baseline to end of treatment of the proportion of Ki-67
positive cells between the Test product and the Reference
therapy was tested using the Mann-Whitney U-test.

The null hypothesis of no difference in increase/decrease
from baseline to end of treatment of the proportion of bel-2
positive cells between the Test product and the Reference
therapy was tested using the Mann-Whitney U-test.

The significance of possible correlations between serum
hormone levels on the one hand and the proportion of Ki-67
or bel-2 positive cells on the other was tested using the
Spearman’s rank correlation test.

The null hypothesis of no change j T boratory
parameter has been tested using the ; R
test.

The null hypotheses of no diffe i

laboratory parameter between treaBien

difference of any of the above paran§ SR '0. i o’ 0
months between treatment groups hRiBe: -4 A9 the
Mann-Whitney U-test, Ll -y OV 2

The adverse events are presented by subjeCmer (he listing

4 1AHO 3 OPHT IHANOM
H.B.KIHIYPIC\\



-

includes detailed information according to the evaluations
collected and stored in the database.

19. Demographic characteristic of
study population (gender, age, race,
etc, )

No data available

20. Efficacy results

Not applicable

21. Safety results

Primary and secondary endpoints:

The null hypothesis was rejected for the reference therapy
oral CEE/MPA which induced a highly significant increase in
breast cell proliferation (proportion of Ki-67 positive cells)
(p=0.003). In contrast the null hypothesis could not be
rejected  for the test product  percutaneous E2/oral
progesterone (n.s). For difference between treatments the null
hypothesis was rejected at borderline significance (p = 0.05).

The null hypothesis was rejected for the anti-apoptotic
protein bel-2 in the total material where it decreased
(p=0.01). Among CEE/MPA users anti-apoptotic protein
bel-2 there was a numeric insignificant decrease in the
percentage of positive cells and for women on
E2/progesterone  the decrease in  bel-2 approached
significance (p = 0.06).

A significant negative correlation was found between the
serum levels of free testosterone and proliferation of the
breast epithelium (p < 0.05),

An evaluation of the feasibility for use in healthy women of
Core needle biopsy (CNB) in this study in comparison to Fine
needle aspiration (FNA) biopsy in earlier studies by our
group: 56% of the women had assessable epithelial samples at
50 cell level at baseline, 75% at two months of treatment and
49% both at baseline and after two months of treatment.
Mean number of cells per section in assessable women was
around 400 for this method compared to around 180
cells/sample by FNA earlier. Every CNB can be sectioned in
approximately 10 sections thus allowing for more parameters
possible to analyse. However, the proportion of women with
assessable epithelial samples by FNA has been around 80%
per biopsy in earlier studies.

No women developed any mammographic abnormalities
during the study.

No SAEs occurred during the study. Only a few AEs were
assessed as probably related to study drug: dysmenorrhea,
vaginal discharge, tender nipples, swollen abdomen, and as
possibly related: headache, tender breasts, tender labia,
moodless in progestogen phase, migraine. oo,

Compliance results: There were highlfien
in estradiol levels during medicagB
groups. - /

22. Conclusion

Sequential oral CEE/MPA indi e

Anti-apoptotic bel-2 decreased in the total THEreRE

Core needle biopsy is a feasible method for the assessment

37 1AHO 3 OPHT |HANOM
H.B.KIHAYPIC [
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of important biomarkers in the breasts of healthy
postmenopausal women although the percent of women with
yield of assessable breast epithelium appears to be somewhat
lower than for FNA-biopsy in earlier studies. There were no
complications from the CNBs in any of the women.

Applicant (Marketing
Authorization Holder)

- Docubigned by,
I/ Bneall, Rt g
= Hamna Mok ene

500 | appres ths document
Tiime 04 oboenbrs 2023 © 37 53 AMCET
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Hannah McKenzie — RA Associate Director
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3BiT npo kainiune Bunpodysaunsa Ne 16

1. Ha3ea mikapeeroro sacoBy (za
HAABHOCTI -~ HOMED PeECTpauiiiHoTo
MOCBIAUCHHA)

YTPOXECTAH® 300 mr, kancymm

2. 3a9BHUK

besen Xenckea CA, Benbris / Besins Healthcare SA, Belgium

3. Bupobuuk

Cinaca ®apma, CJI, Icnasis / Cyndea Pharma, SL, Spain

4. [poseneHi nocaimkenns:

| TaK C Hi SIKIO Hi, 00rpyHTYBaTH

1) tun aikapeskoro 3aco6y, 3a skum

3MinH, WO noTpebyIOTH HOBOL peectpamii. Jlikapebkuit 3acié 3a

BUMPOOYBAHHS, KOJOBAHHH HOMep
KIIHIYHOIO BUOPOOYBaHHS

MpoBOAMTACA  ad0  MIAHYETHCH [TOBHHM 0ChHE (ABTOHOMHE 0CHE), IHIIMIT mKAapchkuii 3aci6, BigoMma
peecTpauis A1104a PEHOBHHA

[opisusinust in  vivo-cdextis TPAHCACPMAIBHOrO ecTpagiony +
" - TNEPOPATBHONO MPOTSCTEPOHY TIPOTH e JBHUX  KOH'IOrOBAHHX
5. Iloswa massa  wiiniumoro | CPOP P POHy wp bopa SRCHLCRR

KIHCBKMX ~ €CTPOreHiB -+ MCAPOKCHIIPOr¢CTEPOHY  QueTaTy  Ha
npom(epanio HOPMATBHIX KAITHH MOSOYHOI 3am03U JKOINHIL
PaHIOMI30BAHE TOPIBHATBHE Z0CTIIKEHHSL.

[Tpotokoa Ne: 05 - UTROGEL — 01

6. Paza kiinivHOro BUNPOGYBaHHS

PaszalV.

7. Tlepioa npoBeseHHS KIHIYHOrO
BUNPOOYBAHHA

3 12 tpasus 2006 p. no 11 Gepesus 2008 p.

8.  Kpainu, me OPOBOANIOCS
KI1HIMHE BUMTPOGYBaHHs

Ulsewis

9. Kinekicts nocaimxysanmx

3anmanoana: 80 yuacHuub (MiHiMysM 70 yuacHuUIb, SKi NiATIrAIOTH
OL{IHLI).
@axtnuna: 77 yuacHni.

OCHOBHOIO METOW IBOTO JOCITKEHHS Oy;10 MopiBHATH Mapkepy
npomidepanii Ta anonTosy B GionTaTax MOSOUHOI 301031 70 Ta mcas 2
WHKITIB ABOX PI3HHX CXCM 3aMiCHOT FOPMOHATbHOT tepanii (30T).

10. Mera rta sropussi wini i - ; s E
n . Broprmasamn wimavim Gyam ominka mamorpadigmoi wimsHOCTI Ta

KITTHIYHOTO BHITPOOYBaHHSA ;
BACKY/IpH3AWNI, a TaKOXK BUMIDIOBAHHA cKcmpecii dakropy pocry
cugorenito cyaun (VEGF) y GionTatax mMonousoi 321031 10 i micas 2
s 30T,

1] Huzaiin KJTiHI9HOTO | ONHOLEHTPOBE TBOCTOPOHHE BLAKPUTC (3aCIiNiCHE AT JOCTIAHHKA)

BHITPOOYBAHHS PAHIOMI30BAHC TOCIAKCHHSL.

12. OcHoBHI KpUTEPIT BKTIOYSHHS

310poBi sKiHKH B TOCTMEHOMAY3I, 6&3 BLIOMOI NATOTOrT MOTOYHNX
327103 1 3 HOPMAIBHOIO PEHTICHOTPAMOKO MOJIOYHHX 34103, BikoMm Big 40
10 06 pOKIB, SIKI HE OTPHMYBAIH FOPMOHAJIBHY TEPAMII0 MPOTHrOM
IOHATIMEHIIE TPBOX MICALIB Mepe BKITIOYCHHSIM, ;

[ToctvenonaysansHuit crarye sisHagami s ,.-—..;n 12

* % = ~ o AN - s -
MICSUIB 200 OLIBIIC COOHTAHHOI AMEHO #00 | micamp2Hcms
ABOOITHOT 0oopexToMmil. Rty

13, MocnimxyBannii  nikapcekmii
3acib, cnoci6 sactocyBaHH, ciia
it

Ectpowens® ta Vrpoxecran®: 2 unkin a
Ecrpomens 2.5 /106y 14 amie, micuese @
Ectpoxeas 2.5 r/a00y, micuese zactocys®

NEPEKNAR 3POBNEHO
ArTAN 3 Ofdl "HAAUNM

AOCTOBIPHICTD
NEPEKAAAY 3ACBIAYYD

Kinaypic H.B.k



14. TIpenapar nopisusams, 7034,
cnocid zacTocyBarus, ciia ail

[pemens uuka (Premelle cyclctm) (2 unxan no 28 guis aikysanns: 14
adiB Tinbkn CEE (koH'torosami xincski ccrporenn) 0.625 mr/aoby ta
14 nnis rombinosanoro dicysauns CEE 0,625 mr/ a0y + MPA
(MEIPOKCHIPOrecTepony auctar) 5 Mry /106y, nepopaabHo).

15, Cynytas tepamis

Hani igcyrai.

16. Kpurepii ouinku epexrusnocti

EdektuBHicTs ne ouinrosams.

17. Kpurepii oninkn Gesnexu

1. Crepeotakcuuna Gioneis momounoi samosm roakorw 2,0 mm 3
HOPMAIBHOI  TKAHHHM  BCPXHBOJIATEPAIBHOrO KBAZPAHTY AiBoi
MOMOYHOT 3a/1031 HA MOYATKOBOMY cTami Ta HANPHKIHUI NiKyBaHHS 3
IMYHOTICTOXIMIYHIIM aHATI20M Mapkepis anontosy: Bel-2, kacnasa-3,
mapkepu nposipepauii: (Ki-67) ta peucnropu: (ERa, ERf, PRA, PRB,
VEGF).

2. Mamorpadiura mizsmicTs 1iBOT MOTOYHOT 321031 Ha NOYaTKy Ta
HATIPUKIHLL  TIKYBAHHSA, wacH(ikoBaHa 3a cucTeMON0 amamizy Ta
MPOTOKOMIOBAHHS NAHHX Bi3yamisauil MoaouHHX 3a7103 (Bi- RAD), 1a
OUH(pPOBAHA OWIHKA WIIBHOI AiJSHKH 300paskeHHs JiBOI KpaHio-
KayZaIbHOI TPOCKIIT BUMIDIOBATACH 33 AOTIOMOTOK KOMIT HOTCPHOT
nporpamu (Cumulus, Sierra plus, Systems Corporation, Medical
Imaging, Herndon, VA).

. AHoManil Ha \-muorpa(piﬂx 000X MOJOUHHX 327103 OLIHIOBAIN Ha
nomrxosomy erani ta uepes 2 Micsui mikysauus (54-56 auie). Kinok
3 BIAXMIIGHHSMH BiJ HOPMH Ha NOYaTKOBOMY €TAIll HE BKIIOUAIM 10
AOCTI K CHHSI.

4. DizukagbHe TA TiHCKOMOrIYHE OGCTEKCHHS NPOBOAMWIN NiJ vac
CKpHHIHI‘} [CPCA BKIOHYEHHAM 10 ZOCIUDKEHHA. Yepes 2 micsui
ﬂleBHHH}i NPOBOANIH HOBE DI3HKANBHE OOCTC/KCHHS.

5. Jlabopatophi nocnigkenns nporoanan mig uac cxpumﬂry nepex
BRJTFOYCHHAM JI0 A0CTIIUKCHHS, HA TOYATKOBOMY €Tari Ta uepes 2 Micsaui
nikyBaHHs (54-56 uis).

6. Ilin yac JikyBaHHsS yuacHULs sanucyBana cy®'extusni Hebaxkani
ABHILA Y WOACHHHK. Bussaeni nosizomienns mpo weGaskani ssuma
peeCTpyBaIH M Yac BisuTy B Kikui aikysanns. Teaedonuuit koHTAKT
JaiiicHIOBaBCA uepes nispoky (1 micans) mikysanms,

Oyinka kosmaaency: Hoplsﬂxﬂﬁa PiBHIB ecTpaziony B cuposaTui
KPOBI 10 Ta micis 3aKiHUCHHS JIKYBaHHSL HOpO.rKHl YHOAKOBKH Bij
BIKODHCTAHWX TNpenapatis 30MpaiM Ha BI3UTI KiHUEBOT TOUKH
JIKYBAHHA,

8. CratueTHuH MeTO I

Hynwosa rimoresza npo lecym]c'rs 3Min y gactid Ki-67-no3ntusHix
KHTHH BLA NOYATKOBOTO PiBHA 10 KiHWA TiKyBaHHS Gyia nepeBipeHa Ha
BUINOBIAHICTE AIBTCPHATHBHIE TNOTE 30 JiQiebig 010 KpHUTEpifO
3HAKOBHX paHris Binkokcona. : H
HysiboBa rinotesa npo siacyTHICTB 3MiH 48
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NOCHKYBAHUM  NpenapaToM  Ta pebepenTHO  Tepaniero Oyaa
fncpesipena 3a ponomorow U-kpurepiro Manna-Yirwi.,

Hysbosa rinotesa mpo BIACYTHICTE PisHMII y 3611buIeHHI/ SV CHIIEH K
Bi/l MOYATKOBOrO PIiBHA 10 KiHL MKYBAHHS 4aCTKH bel-2-no3uTnsHmnX
KIITHH MK 20CaimKkyBaHM MPCHapaToM Ta PePEpeHTHO Tepamico
Oyna mepeBipena 3a 10moOMOTroR U-xprrepito Manrna-Yitsi,

3HAUYIMICTE  MOKIMBMX  KOPETAWiH  Mis PIBHAME rOpMOHiB Y
CHPOBATUI KPOBI, 3 0AHOrO Ooky, Ta uactkoro Ki-67 a6o bel-2-
MOSHTHBHUX KIIITHH, 3 iHLIOrO, MCPEBIPAIH 32 JONMOMOrO TeCTy
panroeoi kopemauii Cripmena.

Hynwoga rinoresa npo BLICYTHICTh 3MIH y KOKHOMY nadopatopHOMYy
NOKA3HUKY Oy.1a Mepesipena 3a 0MOMOTO0 KPHTEPI0 3HAKOBHX PAHTIB
Binkokcona,

Hynbosi rinotesu npo sizcyraicts PI3HHLI Y 3MiHI KOKHOTO
1abopaToOPHOTO MOKAZHNKA MiK rpymaMu TIKYBAHHS TA PO BIACYTHICTD
PizHHLI GYAb-9KOr0 3 BHINC3A3HAYCHHX MOKA3HIKIB Ha HOYaTKOBOMY
CTarmi TA Yepes ABa Micsiui Mix rpymamu nikysanss 6y10 nepesipeno 3a
Aonomorowo U-kputepiro Manna-VYirsi.

HebGaxani sBnma npeacrasneni 3a YUACHHLIAIMH, a8 MCPEAiK MICTHTB
AeTaabHy 1HQOPMALIKO BiANOBIAHO 10 OLIHOK, 3ibpanmx 1 36epekeHnx
y 0azi nanux.

19, Jemorpadiuni  nokasuuxu
OCaLKYBAHOT nonymsuii (ctaTh,
BIK, paca, TOmO)

Hani BiacyTsi.

20. PesyabTaTi ehekTHBHOCTI

He sactocosHo.

21. PesyasTatn Gesnexn

HeppunHi Ta BTOpHAHI KiHUCB] TOUKNK:
Hyneosa rinoteza Gyma siaxunenma s pedeperThoi  Tepanii
nepopatenumn  CEE/MPA, mo  inayxysama BHCOKO3HAYYILE
MOCHACHHs nposidepauil wiiTuH MomouHol 3amo3m (uactka Ki-67-
NosuUTHBHUX KaiTHH) (p = 0,003). Ha NPOTHBATY UBOMY, HYJIbOBY
FINOTE3y HE BAAMOCA BiAXHIHTH A7 JOCHIKYBAHOrO Npenapary -
YCPC3LIKIPHOTO  CCTPIONY/NepopaisHOro nporectepony.  Has
BIAMIHHOCTEIl MiX MeToamu JIKYBaHHS HyIbOBA rimoTesa Oyaa
BIAXHMJICHA HA PiBHI rPAHHYHOT 3HATYILOCTI ( p = 0,05).

Hyusbosa rinotesa Gyna BiaxnicHa 11 aHTHADONTOTHYHOTO Gika bel-
2 B 3aralbHOMY Martepiai, ne Horo piseHs sHIKyBases (p = 0,01).
Cepen xinok, sxi orpumysamn CEE/MPA, CIOCTEPIrA/IH YHCETRHO
HC3HAYYLIC 3SHHMKCHHS BICOTKA MO3MTHBHMX KITITHH, 4 AN KIHOK, SIKI
OTPHMYBAITH ECTPARION/ TIPOTecTepOH, 3HM ke s bel-2 Habamsnaocs 10
sHauymocti (p = 0,06).

Busisneno 1octoBiphmii  HeraTHsHMI KOPEALIHHNIIT 3B'A30K  MiK
PIBHEM BITBHOTO TCCTOCTEPOHY B CHPOBATUI KPOBI Ta [ypecmemg. i
EeMITEiI0 MOI0UHOT 321031 (p < 0,05), oDt

OuiHka I0UIIBHOCT] 30CTOCYBAHHS Y 310POBUX KIFARA
blomell  y ubOMYy J0CTIKEHHI MOPIBHSIHO §

/

MoYaTKOBOMY eTari, 75 % — wgepes a8a micaui miky
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MOUATKOBOMY eTami, Tak i 4uepe3 asa Micsiwi aikyBanus. Cepenns
KITBKICTD KMITHH Ha 3pi3 y KIHOK, ¥ SIKMX MOMKHA Oy10 BuKOHATH
OUiHKY, cTaHoBMIa Gin3bko 400 MPH BHKOPHCTAHHI LBOTO METOIY
NOPIBHSHO 31 180 kaituHamm wa 3Pa3s0K NpH  BHKOPHCTAHHI
TOHKOTONIKOBOI acnipaniitHoi Gioncii panime. Kosna TOBCTOrOJIKOBA
Oionicis Moske SyTi posainena npudausno Ha 10 3pizie, wo 1ae IMOTY
MPOAHATI3YBATH OiibIie mapametpis. Onnak wacTka KiHOK, y SKHX
MOJKHA Gy10 OUIHHTH 3paskil COITENII0 32 10MOMOrO0 TOHKOTOJIKOBOT
acnipauitinoi Gioncii, cranosma Gamasko 80 % Ha omHy Oiomncio B
MOTIEPEAHIX JOCTITKCHHSIX,

iz uac nocmimkennst y sxoanoi wiHku e Oyno BUSBICHO kKOAHMX
MamorpadiHHIX aHOMATIii,

iz wac nocnmimkenna we Gysmo CTOCTEPIragn HKOIHOTO CePHO3HOTO
nebakanoro sisuma. JInme sekinbka HeGaskanmnx ABHIL OUIHHAM SK
fiMoBIpHO mOB'w3ami 3  mpmilomom JOCHIUKYBAHOTO  TIPETIAPATY:
AMCMCHOPEs, BariHANbHI BUALTCHHS, GOMOYICTL COCKIB, HaOpsK
KHBOTA, & TAKOXK SK MOMKIMBO MOB'M3aHi 3 mpmiiomom npenapary:
TONMOBHHI OB, YYTIHBICTD MOIOUHIIX 34103, YyTJIUBICTh CTATEBHX Ty,
anaTist y NporecTarcHoBii dasi, MITPCHb.

Kommiaenmuicms: B obox TPYHAaX JIKYBAaHHS CIOCTCPIraIH AYiKe
SHAYHE MUABHILICHHA PIBHIB CTPAMiony i yac TIKYBaHHs.

22. BucHoBoK (3akmoucHns)

[Tocainosunit nepopansuuii npuiiom CEE/MPA HIyKYBaB AyxkKe
3HAYMHE NOCUICHHS nponiepauii KIITHH MOIOYHOT 3471031 Ha BIAMiHY
Bil 4ePe3WKIPHOro ECTPATIONY/MEPOPATBHOTO  MIKPOHIZ0BAHOTO
POTCCTCPOHY B MPOCNCKTHBHOMY PAHOMI30BAHOMY HOCITiIKCHHEI 32
yuactio 77 310poBHX  KiHOK vy nocTMeHonaysi.  Piscub
AHTHARONTOTHYHOrO bel-2 sHu3uBes B 3aransHOMY marepiasi.
Toscroronkosa Gioncis € npuilHTHEM  MeTOIOM A18 OUIHKH
BAKIUBHX OIOMAPKCPIB y MOTOUHHX 32703aX 3Z0POBHX JKIHOK VY
MOCTMEHOMAY3l, XOMa BIICOTOK KIHOK, y sKHX Oyao oTpumMaHo
OLIHIOBAHUIT €MiTeIil MOIOUHOT 3a7103H, BHSIBHBCS IO HHKYNM, HIM
A5l TORKOT0.IKOBOT acnipauiiinoi Gi0mcii B norepeanix A0CaimKeH X,
Y sxoamroi 3 xiHok He Oymo KOmHEX YCKIaJHEHb, MOB'M3aHHX 13
TOBCTOIOJIKOBOK Oiomcielo.

JasBHUK

Besins Healthcare S.A. / Besen Xeackea CA

(BJIACHUK PEECTPALIITHOIO MOCBITUYCHHS)

Hannah McKenzie,
30CTYMHUK  JHPCKTOpa 3
MHTAHB
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