Cyndea

IIpousBoauren
Cunpea @apma C.J1., (oOmuit
MIPOM3BOJUTEIIB)

Anpec

[Tonurono Munactpuan Omunuano Pesuibs,
Asennpa ne Arpena 31, Onssera 42110,
Copust, Ucnanus

POCCusl

Cepruduxar ananuza Ne 210111 ot 26 SIus 2021

Toproeoe HanMeHOBaHHe MpenapaTa, popMa BBINYCKa, 103HPOBKA, pa3Mep YHAKOBKH M THII
JIESI (Tabnerku, MOKPHITHIE IIIEHOYHOH 060m0ukol, 3 mr + 0,02 mr ((24+4) x1) PYC

Howmep Perucrpaunonnoro ynocroepenus: JII-003298

Homep cepun Tabiertok ¢ aeiicTByronmm BemiectsoMm: 205823
Howmep cepun tabnerok miane6o: 206062

Homep cepun rorosoro npoaykra: 210111

KonuuectBo enqunun B naptuu: 24096

IIpousseneno: 19/11/2020 (205823)
18/11/2020 (206062)

Tonmen mo: 10/2022

TABJIETKH

HoxasaTeJm, METO/1bI

Hopmbl

PesynbTatsl

Kpyriisie, TBOSIKOBBIMYKITbIE TAOIETKH,

1. Omnucanune . 9 Kpyriible, A1BOSKOBBIYKIIbIE TAOIETKH, TIOKPHITHIE
HOKPBITHIE IEHOYHOH 0007104K0i PO30BOrO " N
(BU3ya/IbHAs OLICHKA) lBeTa. IUIEHOYHOH 000JI0YKOH PO30BOTO 1IBETA.
Bpems yaepKUBaHUS OJHOTO U3 OCHOBHBIX Bpemst ynepkuBaHUS OXHOTO U3 OCHOBHEIX IINKOB
2. IopauHHOCTH IIHKOB Ha XPOMATOTPaMMe HUCIBITYEMOTO Ha XpOMAaTOIPaMMe HCIIBITYEeMOTrO PaCTBOPA JOJLKHO
ITHHWIICTPAHO pacTBoOpa JOKHO COOTBETCTBOBATH BPEMEHHU COOTBETCTBOBATH BPEMEHHU yICP)KUBAHUS TTUKA
(BKX) YAEPKUBAHUS MTUKA STHHUICTPAJNOIa Ha STHHHUIICTPAANOIIA HA XpOMATOTpaMMe
XpoMaTorpaMMe CTaHIApTHOTO PacTBOpa CTaHJAPTHOTO PacTBOPA
Y®-crnekTp 0HOTO U3 OCHOBHBIX IIMKOB Ha Y ®-crieKTp 0JJHOTO U3 OCHOBHBIX ITHKOB Ha
3. HopauHHOCTH XpOMaTorpaMMme HCIIBITyeMOTro pacTBOpa XpPOMaTOrpaMMe HCIIBITYEMOTO PacTBOPa JI0JKEH
ITHHWIICTPAANO JIOJDKEH COOTBETCTBOBATH ITOJIOKEHUIO ITHKA COOTBETCTBOBATH ITOJIOXKCHUIO ITUKA
Yo) STHHIIICTPAINOIIA HAa XpPOMaTOrpaMMe STHHIIICTPAINOIIA HAa XpPOMaTOrpaMMe
CTaHJAPTHOTO PacTBOPa CTaHJAPTHOTO PacTBOPa
Bpems yaepkuBaHuUs OHOTO U3 OCHOBHBIX Bpems ynepkuBaHuUs OHOTO U3 OCHOBHBIX IIUKOB
4 T IIHKOB Ha XPOMATOTPaMMe HUCIBITYEMOTO Ha XpOMAaTOIPaMMe HCIIBITYeMOTrO PacCTBOPA JOJLKHO
: H;g?::::::: (BIKX) pacTBopa JAOJKHO COOTBETCTBOBATH BPEMEHH COOTBETCTBOBATH BPEMEHH yIEPKUBAHUS ITUKA
yJepKUBaHUs NUKa POCITHPEHOHA Ha JPOCIHMPEHOHA HAa XPOMATOTrpaMMe CTaHAapTHOTO
XpoMaTorpaMme CTaHAapTHOTO PacTBOpa pacTBopa
Y®-crnekTp 0HOT0 U3 OCHOBHBIX IIMKOB Ha Y ®-crieKTp 0JJHOTO U3 OCHOBHBIX ITHKOB Ha
5. IlopaumHHOCTH XpPOMaTOrpaMMe HCIIBITYeMOTO PacTBOpa XpOMaTorpaMMe HCIIBITYeMOTO PacTBOpPa JOIDKEH
Jlpocniupenon (Y®) JIOJDKEH COOTBETCTBOBATH MUKY APOCIUPEHOHA COOTBETCTBOBATh MUKY JPOCIHUPEHOHA HA
Ha XpoMaTorpaMMe CTaHJapTHOTO pacTBOpa XpoMaTorpaMme CTaHIapTHOIO PacTBOpa
6. Cpeansst macca 82,0 Mr+ 10 % 83,2 M
Ta0/1eTOK
7. PacrBopenne (BIKX) He menee 80% (Q) oT 3asiBICHHOTO KOJIMYECTBA 101 %
ITHHWCTPATHOJI STUHUIdCTpauona yepes 30 MUH
8. PacrBopenne (BIXKX) He meHee 70 % (Q) oT 3asgBICHHOTO KOJINYECTBA 84 %
JPOCIHPEHOH JpocniupeHoHa yepe3 30 MuH
9. IlocTopoHHHEe MpUMecH 17-B-actpaauon (Ilpumecs D) <1,0 % 17-B-actpaguon (Ilpumecs D) = H/O*
(B2KX) IMpumecs B <1,0 % IMpumecs B = H/O*
3THHUIICTPAZHOJI JIro601t HeUeHTUOUIHPOBAHHON IPIMECH JIro60i HenaeHTHGHUIMPOBaHHOU puMecH = H/O*
<0,5% Cymma npumeceit = H/O*
Cymma npumeceii< 3,0 %
10. MocToponHue MpuMecH IIpumecs E < 0,5 % IMpumecs E = H/O*
(B97KX) apocnupeHon JIro601t HeneHTUOUIUPOBAHHON IPIMECH JIro6oit HeunenTUdUIEPoBaHHON mpuMecH = 0,1 %
<0,5% Cymma npumeceit = 0,2%
Cymma npumeceii< 1,0 %
11. OcraToyHble
OpraHuvecKme
pactBoputesu (I'KX)

AneroHn — He 6onee 2500 ppm
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Kateropus 3A.
-OO0111ee KOJINYECTBO adpOOHBIX MUKPOOPTaHU3MOB
-O011ee KOTMYECTBO adPOOHBIX (TAMC) <10 KOE/r
12. MukpoGuoiornyecKkast mukpoopranusmos (TAMC)<10> KOE/r
-O611ee KOMMYECTBO IIECHEBBIX M IPOATIKEBBIX
YHUCTOTA -OO0I1ee KOJIMYECTBO TUIECHEBBIX U JIPOIKEBBIX
S rpubos <10 KOE/r
rpuos <10°KOE/r -OrcyrctBue Escherichia coli (1 1)
-OrcyrctBue Escherichia coli (1 1) Y

13. OnnHopoaHOCTH

no3uposanus (BIXKX) AV <150 3,8

ITHHWIICTPAAHOJI
14. OnHopoaHOCTH

no3upoBanus (BIXKX) AV <15,0 2,9

JPOCHHPEHOH
15. KoinyecTBeHHOE

onpenenenue (BIXKX) 90-110 % 100 %

THHHIICTPAAHOJI
16. KommuecTBeHHOE

onpenenenue (BIXKX) 95-105% 100 %

JPOCHHPEHOH

TABJIETKU IVIAIIEBO
1. Onucanue Kpyrisle, IBOSIKOBBITYKIIbIE TaOIETKH, TOKPHITHIC Kpyrare, nBOHKOBl{HyKﬂme TaQHeTKH’
N . HOKPBITHIE TIIGHOUHOH 000104K0H Genoro

(BU3ya/IbHAs OLICHKA) IJIEHOYHOM 000JI0YKOM OEIoro 1BeTa. IBeta
2. Cpepusst macea 82,0 Mr+ 10 % 82,1 mr

Ta0J1eTOK
3. PacnapgaemocThb He Gonee 15 mun 2 MuH

Kareropus 3A.
-OO0111ee KOJINYECTBO adpOOHBIX MUKPOOPTaHH3MOB ~Obinee KomtiecTso a3posHbix
4. Mukpoduoornyeckas (TAMC)<10° KOE/r Muipoopranu3mos (TAMC) <10 KOE/r
-OO0111ee KOINYECTBO IIECHEBBIX U IPOKIKEBBIX
YUCTOTA -O011ee KOJIMYECTBO MIIECHEBBIX U IPOIIKEBBIX
5 rpu6oB <10 KOE/r
rpuos <10°KOE/r -OrcyrtcrBue Escherichia coli (1 1)
-OrcyrctBue Escherichia coli (1 1) CYTCTBHC £
TIPUMEYAHUA:

*H/O — He 0OHapyKeHO

JlaHHas cepust JeKapCTBEHHOTO NperapaTa Npou3BeieHa B COOTBETCTBHIH C TpeboBanmsMu Hammexarei npon3BoacTBEHHOH
npaktukd (GMP). Bemmymeno s ncrions3oBanus B Poccun.

Cepruduxar GMP:

Cunjea ®@apma C.J1., Ucnanus — 6358/19

Haspanue, axpec ¥ HOMEp JMIEH3UH AT BCEX MPOU3BOJCTBEHHBIX IUIOMIAN0K U KOHTPOJIS KauecTBa:

Cunpea ®apma C.JI., Vcnanus (o0muii mpou3BOAUTENb)

Howmep nunensun: 6358

Jexaapanus o cepruuKanuu

HacrosimumM noarsepskaaro, 9To HHGOpMAIHs, IPEACTABICHHAs BHIIIE, JOCTOBEpHA M TOUHA. J[aHHAs cepHst JIeKapCTBEHHOTO
TpernapaTa Ipou3Be/ieHa, BKIIIOUas yIIAaKOBKY M MapKHPOBKY M KOHTPOJIb Ka4eCTBa Ha IMPEANPUSITHH B IIOJTHOM COOTBETCTBUH
¢ TpeboBanusiMu Hapnexareii npoussoactBeHHol npaktuku (GMP) MecTHoro Perynmupyiorniero oprana u cnieuupukanusimu
PerucTpalMoHHOTO YA0CTOBEPEHHS CTPAHBI-UMIIOPTEPa WK Creln(UKalUU Ha pa3pabaThiBaeMblii MEIUIIMHCKUHA MPOIYKT.
OTyeTsl MO NMPOU3BOJACTBY, YNAKOBKE M KOHTPOJIIO KauecTBa MPOBEPEHBI U NPHU3HAHBI COOTBETCTBYIOUIMMH TPEOOBAHUIM
GMP.

PEIIEHUE JATA YTBEPXJIEHUA VYI0JIHOMOYEHHOE JIUIIO:
OAOBPEHO 28.01.2021 Mar Sanchez Montoro
([IOAIIHUCH/TIEYATE)
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Manufacturers

Cyndea

Cyndea Pharma, SL (total manufacturer)

Address

Poligono Industrial Emiliano Revilla Sanz. Avenida de Agreda,
31, Olvega 42110 (Soria), Spain

RUSSIA

Batch Certificate Ne 210111 dated 26 Jan 2021

NAME OF PRODUCT, DOSAGE FORM, STRENGTH, PACKAGE SIZE AND TYPE

LEYA (drsp 3 mg /EE 0,02 mg) ((24+4) x 1) RUS

Marketing Authorization number: JITI-003298

Bulk Active Batch No. : 205823
Bulk Placebo Batch No.: 206062

Finished Product Batch No.: 210111

Number of units in lot : 24096

Manufacturing Date: 19/11/2020 (205823)
18/11/2020 (206062)

Expiry Date: 10/2022

ACTIVE

TESTS

NORMS

RESULTS

1. DESCRIPTION

(Visual examination)

Round, pink colored biconvex film-
coated tablets.

Round, pink colored biconvex film-
coated tablets.

2. IDENTIFICATION ETHINYLESTRADIOL

(HPLC)

Retention time of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of ethinylestradiol in the
chromatogram of the reference solution.

Retention time of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of ethinylestradiol in the
chromatogram of the reference solution.

3. IDENTIFICATION ETHINYLESTRADIOL

uv)

UV spectrum of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of ethinylestradiol in the
chromatogram of the reference solution.

UV spectrum of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of ethinylestradiol in the
chromatogram of the reference solution.

4. IDENTIFICATION DROSPIRENONE
(HPLC)

Retention time of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of drospirenone in the
chromatogram of the reference solution.

Retention time of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of drospirenone in the
chromatogram of the reference solution.

5. IDENTIFICATION DROSPIRENONE (UV)

UV spectrum of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of drospirenone in the
chromatogram of the reference solution.

UV spectrum of one of the principal
peaks in the chromatogram of the test
solution should be similar to that of the
peak of drospirenone in the
chromatogram of the reference solution.

6. AVERAGE TABLET MASS 82.0 mg +10% 83.2 mg
7. DISSOLUTION ETHINYLESTRADIOL -Not less than 80% (Q) of the o
. . . \ 101%
(HPLC) ethinylestradiol label claim at 30 minutes
-Not less than 70% (Q) of the -
8. DISSOLUTION DROSPIRENONE (HPLC) 84%

drospirenone label claim at 30 minutes.

9. IMPURITIES ETHINYLESTRADIOL
(HPLC)

-17-B-estradiol (Impurity D) <1.0%
-Impurity B <1.0%
-Any unknown impurity < 0.5%
-Total impurities < 3.0%

-17-B-estradiol (Impurity D) = ND*
-Impurity B =ND*
-Any unknown impurity = ND*
-Total impurities = ND*
B ottt

10. IMPURITIES DROSPIRENONE (HPLC)

-Impurity E <0.5%
-Any unknown impurity < 0.5%
-Total impurities < 1.0%

-Any unkng/wn Zapu

o iSY/4

-Total ¥np/irities
‘:r;}?/ g

11. RESISUAL SOLVENTS (GC)

-Acetone <2500 ppm

=
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Category 3A.
-Total Aerobic Microbial Count (TAMC)
<10° CFU/g

-Total Aerobic Microbial Count (TAMC)
<10 CFU/g
-Total Combined Yeast and Mould Count

12. MICROBIAL CONTAMINATION -Total Combined Yeast and Mould Count (TYMC) < 10 CFU/g
(TYMC) <102 CFU/g B L .
-Escherichia coli (absence /g) EshemicHiaEolL(EbsEnce g

13. UNIFORMITY OF DOSAGE AV <15.0 AV=13.8

ETHINYLESTRADIOL (HPLC)
14. UNIFORMITY OF DOSAGE AV < 15.0 AV=12.9

DROSPIRENONE (HPLC)
15. ASSAY ETHINYLESTRADIOL (HPLC) 90% - 110% 100%
16. ASSAY DROSPIRENONE (HPLC) 95% - 105% 100%

PLACEBO TABLETS

1. DESCRIPTION Round, biconvex, white film-coated Round, biconvex, white film-coated

(Visual examination) tablets. tablets.
2. AVERAGE TABLET MASS 82.0 mg + 10% 82.1 mg
3. DISINTEGRATION TIME <15 min 2 min

Category 3A. — .
-Total Aerobic Microbial Count (TAMC) = ot Aeroblci\/{lgrgglgl/;jount ({HMC)
<10° CFU/g .
4. MICROBIAL CONTAMINATION -Total Combined Yeast and Mould Count -Total Corzl]P;l&(i(:\)(iait()aggll}//Iguld Count
(TYMC) <102 CFU/g i W .
-Escherichia coli (absence /g) Eschirichia coli (@bsence {g)

REMARKS:

*ND: Not Detected

This batch of product has been manufactured in compliance with GMP. Released for use in Russia.
GMP certificate:
Cyndea Pharma SL, Spain - 6358/19

Name, address and number of license for all sites of manufacture and quality control:

Cyndea Pharma SL, Spain (total manufacturer)

Number of license: 6358

Declaration of certification
I hereby certify that the above information is authentic and accurate. This batch of product has been manufactured, including packaging/
labeling and quality control at the above mentioned site(s) in full compliance with the GMP requirements of the local Regulatory Authority and
with the specifications in the Marketing Authorization of the importing country or product specification file for Investigational Medicinal
Products. The batch processing, packaging and analysis records were reviewed and found to be in compliance with GMP,

DECISION
ACCEPTED

Visa of Qualified Person/
Mar Sénchez
Release date
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