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Report on pre-clinical studies

1. Product trade name
(marketing authorizarion
number if available)

OESTRACLIN
Gel, 0.6 mg/g, 80 g of gel in a tube

1) Type of Application used or
will be used for registration

Pharmaceutical product with well known medical use

2) Conducted studies

yes » no to be justified if no

The medicine is a pharmaceutical product with well known use
according to the point 1.4, chapter 11l of Procedure for
Conducting Expert Evaluation of Registration Materials (with
amendments) adopted on 26.08.2006 by the Order of the MoH
of Ukraine No. 426 and the article 10(a) of EU Directive
2001/83/EC, for which it is not necessary to conduct own pre-

clinical studies.

2. Pharmacology

1) Primary pharmacodynamics

Not applicable

2) Secondary
pharmacodynamics

Not applicable

3) Safety pharmacology

Not applicable

4) Pharmacodynamic
interactions

Not applicable

3. Pharmacokinetics

1) Analytical methods and
validation reports

Not applicable

2) Absorption

Not applicable

3) Distribution

Not applicable

4) Metabolism

Not applicable

5) Elimination

Not applicable

6) Pharmacokinetic interactions
(pre-clinical)

Not applicable

7) Other pharmacokinetic
studies

Not applicable

4. Toxicology

1) Single-dose toxicity

Not applicable

2) Repeat-dose toxicity

Not applicable




3) Genotoxicity:
- Invitro
- Invivo (including
additional evaluation of
toxicokinetcs)

Not applicable

4) Cancerogenicity:
- Long-term studies
- Short- or medium-term
studies
- Other studies

Not applicable

5) Reproductive and
developmental toxicity:

- Influence on fertility and
early embryonic
development

- Embryotoxicity

- Pre- and postnatal toxicity

- Studies in which the
offspring (juvenile
animals) are dosed and/or
further evaluated

Not applicable

6) Local tolerance

Not applicable

7) Other toxicity studies:
- Antigenicity (antibody
formation)
- Immunotoxicity
- Mechanistic studies
- Drug dependence
- Toxicity of metabolites
- Toxicity of impurities
- Other

Not applicable

5. Conclusions regarding pre-
clinical development program

Pharmacodynamic,  pharmacokinetic — and  toxicological
properties of the pharmaceutical product are well established,
thus no additional pre-clinical studies are required.

Overview of pharmacodynamic, pharmacokinetic and
toxicological properties of the pharmaceutical product is
provided which is based on scientific literature publications.

Applicant

Irina Diaz

Regulatory Affairs Manager
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3ATBEPJI’)KEHO

Haxka3 MinictepctBa 0xoponn
30pOB’d YKpaiHu

BiJT « » 20
Ne

3BiT NMpo HoKIiHIYHI JOCTIIKEHHS

1. Hazea nikapcokozo 3acooy (3a
HasaeHoCmi HOMep
peecmpayiiinezo noceioyeHHA)

ECTPAKJIIH
I'ean, 0,6 mr/r, mo 80 r resro y Ty6i

1) mun nikapcvkozo 3acoéy, 3a
AKUM HpOeoouUnaca avo
RIAAHYEMbCA peccmparis

Jlikapcbkuii 3aci6 3 100pe BHBYEHHAM MeIHYHHM
3aCTOCYBAHHAM

2) nposeoeni docnioxnceHHA

TaK » Hi AKImO Hi, 00rpyHTYBATH

IIpenapart € nikapcbkum 3aco00M 3 100pe BUBYEHHM
MEIHYHUM 3aCTOCYBaHHSAM 3TiAHO 10 MyHKTY 1.4 po3zainy III
llopsiky mpoBe/IeHHs eKCepTH3H peecTpaliifHux MaTepiaiis,
3arBepKkennx Hakaszom MO3 Vipainu Ne 426 Big 26.08.2005
p. (31 3mMinamu), a trakox ctarti 10(a) Jupextusu €C
2001/83/EC, s sIKMX TIPOBECHHS BJIACHUX JOKIIHIYHMX
JOCJIIUKEHb He MOTPe0yEThCS.

2. Dapmaxonozia

1) lleppunna
(apmakoanHaMiKa

He 3aCTOCOBYETHCH

2) Bropunna
hapmakoanHamika

He 3actocoByeThes

3) ®apmako.oris Ge3nexkn

He 3acTocoByeThes

4) ®apmakoaHHAMIYHI
B3a€MOIil

He 3acTtocoByeThes

3. Dapmakokinemuka

1) AnaniTH4yHi MeTOANKH Ta
3BITH 00 IX BaJTimamii

He 3acrocoByetbes

2) BeMoKkTYBaHHSA

He 3acTocoByeThes

3) Posmoain

He 3acTocoByeThes

4) MeTtabo.izm

He 3acTocoByeThes

5) BupeaeHusn

He 3acTocoBy€eThCH

6) ®apmakokiHeTHYHI
B3aeMOoil (10K TiHiYHi)

He 3acTocoByeThCs

7) Inmi papmakokiHeTHYHI
AOCTiKEHHA

He 3aCTOCOBYETLCA

4. Toxkcukonozia

1) TokcHuHiCTHL IPH
0JHOPA30BOMY BBeJ€eHHI

He 3actocoByeTbes

2) ToxcHYHiCTH NPH NOBTOPHHX
BBeJeHHSX

He 3acTocoByeThes

3) N'eHOTOKCHYHICTB:
- Invitro
- Invivo (BKJIIOUAIOYH
JI0OJIaTKOBY OLIIHKY 3
TOKCUKOKIHETHKH)

He 3acTocoByeThes




4) KanneporeHHicts:

- JloBrocTpoxosi
JOCIT/IKEHHS

- KopotkocTpokogi
JIOCIIIPKEHHS 400
JOCTIKEHHS cepe/THBOT
TPUBAJIOCTI

- JlojaTkoRi JIociHKeHHS

He 3acTocoByeThCst

S) PennpoayKTHBHA TOKCHYHICTH
T4 TOKCHYHHI BILJIUB HA
PO3BHTOK MOTOMCTBA:

- BrumB Ha epTHIBHICTS i
paHHiil eMOpioHaILHUN
PO3BUTOK

- Em0OpioTokcnuHicTh

- IlpenaranpHa i
NOCTHATAIbHA
TOKCHUYHICTh

- JlocnipKeHHsA, TPU AKHX
npenapaT yBOJUThCA
OTOMCTBY
(HecTaTeBO3PLIHM
TBapuHaM) Ta/abo
OIIHIOETEHCS Bigmaiena Jiis

He 3acTocoByeThCs

6) MicueBa nepeHoCHMICTH

He 3acTocoByeThCS

7) HogaTkoBi qocaizKeHHs
TOKCHYHOCTI:
- AHTUIeHHiCcTh (YTBOPEHHS
AQHTHTLN)
-  IMyHOTOKCHYHICTB
- JocmimxeHHS MeXaHi3MiB
bish)
- Jlixapceka 3ajIe:)KHICTh
- ToxcuyHicTh MeTabOJIITIB
- TokcHYHICTH JOMIIIOK
- Iume

He 3actocoByeThes

5. Bucnosxku w000 00KniHIYHO20
BUBYEHHA

®apmaxkoguHaMivyHi, hapMaKOKiHETHYHI Ta TOKCHKOIOTIYHI
BJIIACTUBOCTI JIIKAPCHKOTO 3aco0y A00pe BUBYEHI, TOMY
MPOBEACHHSA JOAATKOBUX JOKIIHIYHUX JOCIi/KEHb He
noTpedyeThes.

Hanaetses ormsin dapmakoauHaMigyHuX, papMakOKiHETHUHIX
Ta TOKCHKOJIOTIYHUX BIACTHBOCTEH JIIKAPCHKOTO 3aC00y, AKuit
Oa3yeThesl Ha HAYKOBHX JIITEpaTYPHUX NyOTiKaIlisIX.
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Ctra. Sabadell-Granollers, km. 15 APPROVED

08185 Lliga de Vall (Barcelona) Order by the Ministry of

Tfno.: +34 938 445 730 FAX: +34 938 438 135 Health of Ukraine

www.lab-seid.com No dated
Registration Certificate

Ne

Report on Clinical Study

1. Product trade name (marketing
authorizarion number if available)

OESTRACLIN
Gel, 0.6 mg/g, 80 g of gel in a tube

2. Applicant

SEID S.A., Spain

3. Manufacturer

SEID S.A., Spain

4, Conducted studies

yes » no to be justified if no

The medicine is a pharmaceutical product with well
known use according to the point 1.4, chapter III of
Procedure for Conducting Expert Evaluation of
Registration Materials (with amendments) adopted on
26.08.2006 by the Order of the MoH of Ukraine No. 426
and the article 10(a) of EU Directive 2001/83/EC, for
which it is not necessary to conduct own clinical studies.

1) Type of Application used or will be
used for registration

Pharmaceutical product with well known medical use

5. Full name of the clinical study,
clinical study code

Not applicable

6. Phase of clinical study

Not applicable

7. Period when clinical study was
carried out

Not applicable

8. Countries where clinical study
was carried out

Not applicable

9. Number of studied persons

Not applicable

10. Aim and secondary outcomes of
clinical study

Not applicable

11. Clinical study design

Not applicable

12. Main criteria for inclusion

Not applicable

13. Studied product, administration
route, strength

Not applicable

14. Comparator, dose,
administration route, strength

Not applicable

15. Concomitant therapy

Not applicable

16. Criteria for efficacy evaluation

Not applicable

17. Criteria for safety evaluation

Not applicable




18. Statistical methods

Not applicable

19. Demographics of studied
population (gender, age, race etc.)

Not applicable

20. Efficacy results

Not applicable

21. Safety results

Not applicable

22. Conclusion

Efficacy and safety of the pharmaceutical product are
well established, thus no additional clinical studies are
required.

Overview of efficacy and safety of the pharmaceutical
product is provided which is based on scientific literature
publications.

Applicant
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3ATBEPIDKEHO

Hakaz MinicrepcTBa 0XopoHu
3J10poB’s1 YKpaiHu

BIJT « » 20
Ne

3BIT Npo KJIiHiYHe BUNPOOYBaHHA

1. Hasga Jiikapcbkoro 3aco0y
(32 HasiBHOCTI HOMep

ECTPAKJIIH
I'eas, 0,6 mr/r, no 80 r resmo y Ty6i

peecTpaniiiHoro

NOCBii4eH )

2. 3asiBHHK CEM/JI C.A., Icnanis

3. Bupoounk CEW/JI C.A., Icnanis

4. IIpoBeaeni qociaiKents TaK P ni  AKWo Hi, 00rpyHTYBaTH

IIpenapar € nikapcbkuM 3aco6oM 3 100pe BUBYEHHM MEIHYHUM
3aCTOCYBAaHHAM 3riHO 10 nyHKTY 1.4 posainy II ITopsaxy
IIPOBE/ICHHS EKCIIEPTH3H peecTpalliiiHuX MaTepialis,
sarBepkenux Hakazom MO3 Ykpainu Ne 426 Big 26.08.2005 p.
(31 3miHaMu), a Takox crarti 10(a) dupextusu €C 2001/83/EC,
JUIS IKUX IIPOBEJCHHS BJIACHUX KIIIHIYHUX JOCIIDKEHD HE
noTpedyeThCs.

1) mun aikapcvrozo 3acoby,
30 AKUM RPOGOOUNACA aDo
JLAHYCIMLCA peccmpayin

Jlikapebkuii 3aci0 3 100pe BHBYMEHHM MeIHYHHM
32CTOCYBAHHAM

5. [losua Ha3Ba KJIIHIYHOTO
BHIPOOYBAHHS, KONOBAHUH
HOMep KJIIHiYHOro
BHIIPOOYBaHHSI

He 3acrocoByetbes

6. ®asza KiiHIYHOIO
BHIIPOOYBAHHS

He 3acTocoByeTbest

7. llepion npoBeneHus
KJIIHIYHOI'0 BHIIPOOYBAHHS

He 3acTocoByeTbes

8. Kpaiuun, 1e nposouiocs
KJiHIMHe BHIPOOYBaHHS

He 3aCTOCOBYETLCAH

9. KisibkicTs JociijRyBaHux

He 3acTocoBy€eThCS

10. Mera Ta BTOpUHHI Wi
KJIIHIYHOro BHIPoOOYBaHis

He 3aCTOCOBYETLCA

11. Jmzaiin kaigiynoro
BHIIPOOYBAHHS

He 3acrocoByeTbes

12. OcHoBHi KpuTEpil
BKJ/IIOYEHHS

He 3aCTOCOBYCTLCA

13. locaixxyBanmii
Jgikapebkuii 3acib, cuocid
3aCTOCY BAHHH, CHJIA [Tl

He 3actocoByeThest

14. llpenapaT nopiBusHmsI,
1032, ¢1ocid 3acToCcyBAHH,
cuJIa aif

He 3actocoByerbes

15. Cynyrus repanis

He 3acTtocoByeThes

16. Kpurepii ouinku
eeKTHBHOCTI

He 3acTtocoByeThes




17. Kpurepii oninkn 6e3nexn | He 3acTocoByeThes
18. Crarucrisini MmeToan He 3acT0oCOBYETHCS
19. Aemorpadiuni He 3acrocoByeTbest
HOKA3ZHHAKH /10CKY BANOT

nonyJasuii (crareb, BiK, paca,

TOILO)

20. PesyabTaTn He 3acrocoByeThcst
epexTBHOCTI

21. PesyabTaTi He3neku He 3acTocoBy€eThCs

22. Bucnosok (3akmouenns) | Edextusnicts Ta 6e3nexa jikapcbkoro 3acoby 106pe BUBYEHI,
TOMY NPOBEIAECHHS JI0/IATKOBUX KJIIHIYHHAX JOCHIIKEHE He
noTpedyeThCs.

Hanaerecs ornsn eekTHBHOCTI Ta Oe31exH JikapcsKoro 3acoly,
AKUH 6a3yeThesl Ha HAYKOBHX JIITEpaTyPHHUX 11y OJIKAIsX.

3asBHUK
(BJ1aCHMK peecTpaniiiHOro NocBiTYeHHs)

Ipuna [liaz
Menekep pery/isiTopHOro Bigiay
CEUJ C.A.

REPERAAA Birnni




