Annex 30 to the Procedure for Conducting
Expert Evaluation of Registration Materials
Pertinent to Medicinal Products Submitted for
the State Registration (Re-Registration) and
for Expert Evaluation of Materials about
Introduction of Changes to Registration
Materials during the Validity Period of
Registration Certificate (item 4 section V)

Clinical study report

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

PolaRing (Etonogestrel + Ethinylestradiol) vaginal
delivery system 0.120 mg/ 0.015 mg/ 24 h

|2. Applicant

||fharmaceutical Works «Polpharma» S. A., Poland

IiManufacturer

ILLaboratorios Leon Farma S.A., Spain T

4. Trials conducted:

X yes C No If not, substantiate

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

Generic drug. Vaginal delivery system

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

SINGLE DOSE, TWO-STAGE, CROSSOVER
COMPARATIVE BIOAVAILABILITY

STUDY OF
ETHINYLESTRADIOL/ETONOGESTREL
VAGINAL RING
(DELIVERING 0.015 mg/0.12 mg PER DAY) WORN
FOR 28 DAYS IN HEALTHY

FEMALE VOLUNTEERS

CEO-P9-825
l6. Clinical trial phase |iPhase [ (Bioequivalence) 1
7. Period of the clinical trial [2015/05/29 t0 2015/09/03 |
8. Countries where the clinical trial was

Canada
conducted
9. Number of study participants —”40 subjects —'

10. Goal and secondary objectives of the clinical
trial

The primary objective of this study is to evaluate and
compare the bioavailability and therefore to assess the
bioequivalence of two different formulations of
ethinylestradiol/etonogestrel vaginal delivery system
after a single dose administration.

The secondary objectives of the study are:

* To evaluate the user friendliness of the vaginal

delivery system (based on the questionnaire presented in
appendix 1)
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WLTO assess the tolerance of the vaginal rings —|

11. Design of the clinical trial

Single center, randomized, single dose, laboratory-
blinded, 2-period, 2-sequence, 2-stage crossover design.

12. Main inclusion criteria

Female volunteers, non- or ex-smokers, of at least 18
years of age but not older than 45 years with a body
mass index (BMI) greater than or equal to 18.50 and
below 30.00 kg/m2 will be selected according to the
inclusion and exclusion criteria. They will be healthy
according to medical history, complete physical
examination (including vital signs, breast and
gynecological examinations), Pap smear (if not
performed at Algorithme Pharma in the past 12 months)
and laboratory tests (general biochemistry, hematology,
urinalysis), including negative Human
Immunodeficiency Virus (HIV), Hepatitis B and
Hepatitis C tests as well as negative urine drug
screening of alcohol, cotinine and drugs of abuse. A 12-
lead Electrocardiogram (ECG) will be performed and
must be without clinically significant abnormality. A
beta Human Chorionic Gonadotropin (HCG) qualitative
serum pregnancy test must be negative.

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

PolaRing (Etonogestrel + Ethinylestradiol) vaginal
delivery system 0.120 mg/ 0.015 mg/ 24 h

14. Comparator, dose, method of administration,
strength

Nuvaring® (Ethinylestradiol/Etonogestrel) Vaginal ring
that delivers 0.015 mg/0.120 mg per day

|£5. Concomitant therapy ||NA I
|16. Efficacy evaluation criteria INA ’

17. Safety evaluation criteria

Safety will be evaluated through the assessment of
adverse events (AE), laboratory tests, vaginal
examination and vital signs.

18. Statistical methods

Statistical analysis of Tmax will be based on a non-
parametric approach. Statistical analysis of all other
pharmacokinetic parameters will be based on a
parametric ANOVA model.

A two-stage methodology with a Pocock correction for
the alpha level will be used. A first group of subjects will
be dosed. Bioequivalence after the first stage will be
evaluated using an alpha level of 0.0294.

If bioequivalence is met, the study will be stopped. If]
bioequivalence is not met, the number of subjects to be
included in a second stage will be evaluated based on the
stage 1 intra-subject variability, a Test/Reference

ratio of 0.90, and an alpha level of 0.0294.
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Using the Cochran-Armitage Test for Trend, irritation
scores and results from the product questionnaire will be
compared between the Test and Reference products in
order to determine similarity between the two products.
Descriptive statistics will be provided for the irritation
scores and the results from the product questionnaire.

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

Female volunteers, non- or ex-smokers, of at least 18
years of age but not older than 45 years with a body
mass index (BMI) greater than or equal to 18.50 and
below 30.00 kg/m>

20. Efficacy results

Clinical experience with the use of
ethynilestradiol/etonogestrel is very broad. Numerous
clinical studies on thousands of adult women who were
in need of birth control demonstrated that
Ethynilestradiol/etonogestrel combined contraceptive
vaginal ring demonstrates good results with respect to
contraceptive efficacy, cycle control, tolerability, and
acceptability.

21. Safety results

A total of 40 subjects were included in this study and,
after randomization, 35 subjects (88%) received the Test
(Ethinylestradiol/Etonogestrel) and all subjects received
the Reference (Nuvaring®).

The vaginal delivery system was user-friendly and well
tolerated. Most subjects strongly agreed that they felt
comfortable using the ring and that it did not interfere
with their daily activities. Most subjects showed no signs
of vaginal mucosa irritation after ring removal. Only 2
subjects (6%) that were administered only the Test
showed mild vaginal mucosa irritation.

No serious adverse events (SAE) and no deaths were
reported for any of the subjects enrolled in this study.
One subject (3%) was withdrawn from the study by the
investigator for safety reasons: subject 003 was
discontinued before dosinf of period 2 due to anaemia of]
mild severity judged not related to the administration of
Nuvaring®.

Thirty subjects (75%) reported a total of 166 AEs over
the course of the study. Of these events, 77 occurred after
administration of the Test and the other 89 after
administration of the Reference.

The incidence of AEs was similar for the subjects dosed
with the Test (57%) and the Reference (63%). The
incidence of drug-related AEs was also similar between
the groups (Test: 54%, Reference: 53%). ' {
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The AEs experienced during the study were deemed mild
(138/166, 83%), moderate (27/166, 16%) and severe
(1/166, 1%) in intensity. Following the administration of
the Test in period 2, subject 037 experienced a severe AE
dysmenorrhea that was judged drug-related by the
investigator. The AE was not resolved at the end of the
study but was judged not clinically significant.

The AEs most commonly experienced during the study
were vessel puncture site bruise (Test: 14%, Reference:
15%), nausea (Test: 11%, Reference: 15%), headache
(Test: 14%, Reference: 10%), abdominal pain (Test: 6%,
Reference: 15%), menstruation delayed (Test: 11%,
Reference: 8%), dizziness (Test: 9%, Reference: 10%),
and fatigue (Test: 9%, Reference: 10%).

Generally, the subjects showed laboratory values within
normal range in both treatment groups. Two subjects
(5%) in this study showed abnormal laboratory values
that were considered clinically significant by the
investigator and included decreased hematocrit,
hemoglobin and MCV values which were reported as the
AE anemia as well as traces of blood and leukocytes in
urine which were reported as the AE urinary tract
infection. These AEs were all mild in severity and were
resolved by the end of the study.

Generally, the vaginal examination findings to assess the
irritation of the vaginal mucosa were considered normal
or the changes observed were considered not clinically
significant.

All physical examinations and vital signs were judged
normal or not clinically significant.

22. Conclusion

The results presented herein for the first stage show that
the criteria used to assess bioequivalence between the
Test and Reference formulations were all fulfilled.

For ethinylestradiol and etonogestrel, the Test to
Reference ratio of geometric LSmeans and
corresponding 94.12% confidence interval for the Cmax
after day 1, AUCO0-504 and AUCO-T were all within the
acceptance range of 80.00 to 125.00%.

Therefore, the Test formulation
(Ethinylestradiol/Etonogestrel Vaginal delivery system
that delivers 0.015 mg/0.12 mg per day for 28 days,
Laboratorios Leon Farma S.A., Spain) is judged to be
bioequivalent to the Reference formulation (Nuvaring®
[Ethinylestradiol/Etonogestrel] ~ Vaginal Ring that

delivers 0.015ymg/@. h3mg per gqypf@q-%&qﬁyq, Organon
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Ltd.) following a single dose (vaginal ring worn for 28
days) administration under fasting conditions.

As bioequivalence was demonstrated in the first stage,
the study was stopped without dosing an additional group
of subjects,

Overall, the drugs tested were generally safe and well
tolerated by the subjects included in this study even
though a high incidence of adverse events possibly
related to the study drugs was observed during the study.
The vaginal rings were well tolerated and considered
user-friendly by study participants. Similarity of the Test
and Reference was confirmed since the two-sided p-
value of the exact Cochran-Armitage Test for Trend
comparing vaginal irritation scores and results from the
product questionnaire were all above the 5% significance
level.
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Honmarok 30 no Ilopsiaky npopeneHHs
€KCIIePTH3H PEECTpaliifHiX Marepiais Ha
JiKapcbKi  3aco0M, W0 TOZAIOTECH Ha
ACPIKaBHY peecTpalio (mepepeectpaliio), a
TaKO} eKCHEePTH3M MarepianiB Npo BHECEHHS
3MiH JI0 peecTpaniiiHux marepianis mpoTsrom
All peecTpauilinoro moceiguenHs (myHkT 4
pozainy [V

3BiT npo kainiune BUNPOGYBaHHs

1. Hasga nikapcrkoro 3aco6y (3a HasBHOCTI
- HOMEp peecTpauifHoro nocsigueHHs)

HonaPinr (eToHorecTpen+ etuninecrpaaion) cucrema
AocraBku BarinanbHa 0,120 Mr + 0,015 Mr/24 rogunu

B 3asBHUK *” ®apmaueptuynuii 3aBoz «Ilonsdapma» C.A., [Mosbia —J|
|3. Bupobuuk —IulaﬁopaTopioc Jleon ®apma C.A., Icnanis ]
4. HPOBeﬂeHi JOCITI KEHHS l TaK O wHi AKIIO Hi, 06rpyHTYBaTH

1) Tun nikapcekoro 3acoby, 3a sKuM
npoBojuIacs abo njaHyeTbCs peecTpallis

l'enepuunuii  nikapcekuit  3aci6. Barinamsua  cucrema

JOCTaBKHU

5. INona Haspa kniniuHOrO BUNpo6GyBaHHs,
KOJIOBaHHH HOMEp KJIHIYHOrO
BUNIpoOyBaHHSA

OnHomosoBe,  1BOeTanHe,  MepeXpecHe  MOPIBHSNLHE
AOCHi/KEHHs  GioJocTymHOCTi  BariHANBHOrO  KiNbis
eTHHinecTpaniony/eronorectpeny (0,015 Mr/0,12 mr Ha
n00y), AKe 3aCTOCOBYBalM MpoTAroMm 28 anis Y 3/10pOBHUX
’KIHOK-/100pOBOJIBLIB

CEO-P9-825

6. ®asa KIiHIYHOro BUNIPOOYBAHHS

Hocninxenns 6iokeisanentHocri, ®asa |

7. Ilepion npoBeeHHs KiHIYHOTO
BUIIPOOYBaHHS

29.05.2015 no 03.09.2015

8. Kpainu, ne npoBoaunocs kiiniuxe
BUNpoOyBaHHS

Kanana

9. Kinbkicts nochimkyBanux

40 cy6'exTiB mociKeHHs

10. Mera ta BTOpHHBI 11iAi KIiHiyHOTO
BUIIPOOYBaHHS

OCHOBHOIO METOI0 LLOr0 AOCHIMKEHHS Oyno ouiuuTH Ta
NOpiBHATH  GiOAOCTYNHICTTE Ta, BiAMOBifHO OLIIHHTH
GloekBiBaneHTHICTE JBOX pI3HMX CKIAdiB JiKapcLKOro
3aco0y, o  wmictuTe  eroHorectpen  (EHI) Ta
eruninecrpanion (EE), parinanwHe Kinbue micas BBEJIEHHS
OJHOPAa30BOI JO3H.

BropuHoio MeToro gocnimkenns e:

*  OUuiHMTH 3py4HICTH BUKOPHCTAHHS Bar‘iﬁjftmdx Kineub

gi\

(Ha ocHOBI NTHEBER a PEEIE&L?A‘ TABJICHOI B
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Honarky 1).
*  OuiHuTH NepeHOCHMICTh BariHanbHUX KileLlb.

1'1. JTnzaiin kniniuHOro BUIpoGyBaHHs:

OxnuouenTpoeuit, pansomizopanuii nepexpecuuii auzaitn 3
OJHOKPATHAM  BBEJAEHHSAM  JI03M, 3  «3aclirNjIeHHIM
AHaNiTUYHOTO eTamy, IO BKIOYAE JBa nepioan Ta Bl
110CJTiIOBHOCTI.

12. OcHoBHi KpuTepii BKIIOUEHHS

CyG'ekt pocnmimkeHHs - 3710poBi 10GPOBOMBLI, IKIHKM
AITOPOAHOro BiKy, sIKi HiKOMM He MamwiM a6o maiid B
munynomy. Cy6'ektn focTimkeHHs MaloTs 6yTH y Biui Bia
18 1o 45 pokie; nepeBaxkHo MaTH iHIEKc MacH Tina (IMT)
Bix 18,5 mo 30 . xr/M® Ta BiamoBimati Kputepism
BKIIOUCHHS/BUKIIOUEHHS. Yci 310poBi 106posonsii Gyin
BH3HAHI NPUAATHUMH Ul Y4YacTi B UBOMY JOCII/UKEHH] 3a
AaHUMM PETEeNbHOI MepeBipkM icTopii XBOpoG, MOBHOrO
(pizukannHOro oGcTexeHHA (BKIIOYAIOUH JKUTTEBO BAYyK/IHB]
MOKA3HMKH, 0OCTEIKEHHS MOJIOYHHX 3aJ103 Ta THEKOJIOriuHe
obcrexxenHs), [TATI-rect (Masok [lananikonay) (skwo Tect
He TmpoBoauBes B naborapopii  «Algorithme Pharma»
NpoTArOM OCTanHiX 12 micswis) Ta naGopatopHux Tectis
(3aranbHa Gioximis, remarosoris, awmaniz ceui), B TOMY
YHCI HeraTMBHI TecTH Ha Bipyc iMyHomediumTy moaunu
(BLJI), renatur B i renatut C, a Tako HeraTuBHMii TecT Ha
aJKOTOJIb, KOTHHIH T4 BUABJIEHHA HapKOTHYHMX 3acoGiB y
ceui. Ananiz EKT' y 12 BinBeneHHAX He BHABME 3KOAHMUX
BiJ(XWJIEHB Bill  HOpMH. Pesynrraru AKICHOTO
CHPOBATKOBOI'O TECTy Ha BariTHicThH Ha Geta-X[JI mac 6yTu
HEraTHBHHM.

13. JlocnimkyBaHuii nikapeskuii 3aci6,
croci 3acTocyBaHHsl, cua il

HonaPiur  (etonorecrpen+ eruninectpamion) cucrema
noctasku BariHanbia 0,120 mr + 0,015 mMr/24 roamnm

14. Tpenapar nopisHsAHHS, 1033, CrOCi6
3acTOCYBaHHs, CHa il

HoeaPuur® (Nuvaring®) (eTonorectpen/eruninecrpanion)
0,120 mr/0,015 mr, BarinaneHe Kinble.

LIS. CynyTHs Tepanis

H/3 B

16. Kpurepii ouinku eekTHBHOCTI

| 173

17. Kpurepii ouinku 6e3nexn

Outinky Gesneku MpOBeIEHO Ha OCHOBI aHaNi3y MOGIMHHX
apuny  (II5), pesynbraris  maGopatopHux —ofcTekeHb,
BariHaJbHOTO OGCTEXEHHA a TaKoX aHajizy OCHOBHHX
¢isukanbTHUX (BITANLHMX) MOKA3HUKIE.

18. Cratuctuuni metonu

Tmax rpynTyBaBcs Ha HemapameTpHYHOMY — amanisi.
Crarucruunuit ananiz BeiX iHWHMX  (apMakOKiHETHUHUX

napamMeTpia rpyHTYBaBCs Ha mNapaMeTpuuHiii  Moxeni
ANOVA,
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BuxopucroBysanu JjBoxeranHuii musaitn JIOCTIPKEHHS 3
KPUTEPIEM  JOCTPOKOBOrO  MPHUIMHEHHS  J0CHiDKeHHS
llokoka mns piBHa 3Hauywocti (o). Jocaimkenns Oyne
MpPOBEACHO ISl NOYATKOBOI rpynu cy6 eKTiB moCIiKeH s,
Ta ix AaHi 6yayTh aHanizysatucs. BioeksiBaneHTHicTb mics
MEPLIOro eTally OLIHIOBATUMETHCS 3a PIBHS 3HAUYIIOCT] (o)
- 0,0294,

Axmo 6GioekniBaneHTHICTE Oyne noBeneHa, AOCHiIKEHHS
npunuuseTsed.  flkmo  GioekpiBanenricte me  Gyxe
AOBCLCHA, JOJATKOBY TIpymy cy0’eKTiB mociijpkeHHs,
BIJIFOYCHHX 110 JIPYroro erany, OLiHIOBATHMYTh Ha OCHOBI
BapiabensnocTi Mix cy6’extamu eramy 1, criBpianomeHHs
mocnimkysanuii  n3/pedepenthnit 13 - 0,90 Ta piBHA
3Havywuocri (o) - 0,0294.,

Tenpenuii  BiamiHHOCTEH Mk  rpynamu NiKyBaHHS
JOCTIKYBAHOTO Ta pepepeHTHOro JiKApCHKHX 3acobiB
MOJO OUIHKH NEepPeHOCHMOCTI (OLiHKAa BariHanbHOTO
NOApa3HEeHHs Ta pe3ynbTaTH ONUTYBaTbHUKA)
JOCNIAHMKAMH  Ta  MalieHTaMu aHanisyBajach  3a
Aonomoroio Tecty Koxpana-Apwmiraxy (Cochran Armitage
t'est). OnucoBi cratvcTHuHi  JaHi HaJaBaTUMyTbCs  Juls
MOKa3HUKIB  mepeHocuMocTi  (OIiHKA  BariHaJbHOIO
TMOJPA3HEHHA Ta pPE3YJLTATH ONUTYBAIbHMKA) HIOL0
JIOCHIKYBAHOTO Ta ped)epPeHTHOrO JiKapehKHX 3aco0iB.

19. lemorpadiuxi nokasuuku
JOCHiJKYBAHOT MOy NSLIT (cTarh, BiK, paca,
TOIIO)

310poBi I06POBONKLL, KiHKH AITOPOAHOTO BIKY, siKi HiKOMH
He nanuiad abo maauMnM B MUHyJoMy, y Bini Big 18 mo 45
poKiB 3 inexcoM Macu Tina (IMT) Bix 18,5 10 30 kr/m>.

20. Pesynbrat eeKTHBHOCTI

Kniniuuuii JOCBij1 3aCTOCYBaHHs
eTHHLIECTPa/liony/eToHOrecTpety AyKe BEJTUKHIA.
YUncneuni kniHiuHI JocHimKeHHS Ha TUCSYax A0POCIUX
KIHOK, sKi moTpeGyBain KOHTpaLeNuii, Mokasamd, o
KOMOiHOBaHe . BariHaabHe KinbLie
CTUHIIECTpaioN/eToHOreCTpeNl  IeMOHCTpye Xopoti
pe3ynpTaTh 1100  KOHTPALENTHBHOT  e()eKTHBHOCTI,
KOHTPOJIO LIHKITY, IEPEHOCHMOCT] Ta MPUHHATHOCTI.

21. Pesynbratu Ge3nexu

3arajaom y Ue JOCIiuKeHH: Oyno BkmoueHo 40 cy6’exriB

JOCHIKEHHs, i micna  pammomisauil 35  cy6’exris
pocnifkeHHs (88%) orpumanu 10cimKyBaHHit NiKapcbKUii
3aci® (eTmninectpamion/eronorectpen), i Bei cy6’exTH

MOCHIIKEHHsT OTpuManu pedepeHTHHii NiKapchKuii 3aci
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(HosaPuur® (Nuvaring®)).

Barinansue kinbue 6ymo spyunum y sacrocysanui Ta nobpe
nepeHocunocs.  Binbwicts  cyG’ekTie  gocnimkeHHs
MOBHICTIO MOrOAMIHCA 3 THM, L0 BOHH BiguyBanu cebe
KOMDOPTHO TNpH 3acTOCyBaHHI Kinblsl, i W0 BOHO He
3ABAKANO IXHIM MNOBCAKAECHHUM 3aHATTAM, Y OLIBIIOCTI
Cy6’eKTiB MOCHIUKEHHS BifMiHA 3acCTOCYBAaHHS Kinblg He
CYNPOBOIKYBANOCA MMOAPA3HEHHSAM CJM30BOT OGONOHKH
mixpu. Tinekn y 2 cy6'ekriB  mociimkeHHs (6%), saAxi
3aCTOCOBYBa/lM JIMINE JOCTiKyBaHHH Jlikapchkuii 3aci6,
CHOCTEpiranocss Jerke MOAPasHEHHs CIM30BOI OBONOHKH
MiXBU.

B xozi nocnimxeHHs He Gyno 3apeecTpoBaHO KOMHMX
cepiio3Hux mobiunux seum (I15) Ta neTansHUX BUNAAKIB y
YYaCHHMKIB  LBOr0  JOCHiKeHHS.  Oaun cy0’eKT
pocnipkenus (3%) OyB BHBENEHWH i3 JOCHUUKCHHS 3
MipKyBaHb Gesrexu: cy6’ekt pocnimkenns 003 NPUNUHUB
YUacTb y NOCHIIKEHHI TiepeJ] BBEACHHAM Mpenapaty y 2
Nepiofly 4epes aHeMilo JIerkoro CTYIIEHS TSAXKKOCTI, 1110, 3a
ouiHkamy, He Oyna noB’szaHa i3 3aCTOCY BAaHHIM
nikapckoro 3aco6y HosaPuur® (Nuvaring®).

Tpunusars cy6’exris gocnimxenus (75%) nosigomuu npo
166 noGiunnx ssum (IT51) npotsrom mocnimmenna. 3 1ux
IIA 77 Binbynnes micna BBeAeHHs A0CTimKyBaHOTO
NiKapeHKoro 3acoby, a iHmi 89 — nmicia Beeaenns
pediepeHTHOro MikapcsKoro 3acoby.

Hacrora 15 y cy6’ektiB jgocnimpkeHHs, micias BoeneHHs
JOCTIIKYBAHOTO  Nikapchkoro — 3acoby  (57%) Oyna
noniGHo 1o yactotu IS y cy6’extis pocnimkens, micus
BBC/ICHHSI pehepEeHTHOr0 JIiKapchKOro 3aco0y (63%).
Yacrora BuHMKHeHHA TSI, mom'a3aHux i3 3aCTOCY BAHHAM
JI3, rakox Gyna 0JHAaKOBOIO B rpymax (IOCIiIKyBaHOro
nmikapchkoro 3acoby: 54%, pedepeHTHOrO miKapChKOro
3acoby: 53%). _

Binbiicts noGiuHMX SBUL 32 iHTEHCHBHICTIO Oy Bin
nerkux (138/166, 83%) mo nomipro Bupaxkenux (27/166,
16%), soxki (1/166, 1%). Ha mapyromy erani mociimkenus
y cy6’exra nocimrenns 037 BUHHKIA TSKKA JHCMEHOpe,
OLiHEeHa JI0CIiIHUKOM — JIiKapeM, fK MOKIHBO, non’ﬂsagm
i3 3actocysanusm JI3. Tlofiune sBuMINE He 3HHUKIO
HANpPUKIHNI  JocHimKkeHHs, ane #Horo Oyno BH3HAHO
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HE3HAYHHUM 3 KIIIHIYHOT TOUKH 30py.

[loGiunrmMy sBUINAMH, O HafuacTile BHHUKAIH mijg yac
HOCIiKEHHs, Oyl  yTBOPEHHS IeMaTOMH (cuHLs)
(mocnimxysannit JI3: 14%, pedepenthuii J3: 15%), nynora
(nocnimkysannii  JI3: 11%, pedepentnuii JI3: 15%),
ronopHuii 6inb (nocnimiysannit JI3: 14%, pedepenthuii
JI3: 10%) , Gine y skuBoTi (mocnmimxysammit JI3: 6%,
pedepenrnnit  JI3:  15%), sarpumka MEHCTpyauii
(nocnimkysanmii  JI3: 11%, pedepentauii JI3: 8%),
3anamMopoueHHs (nocnipkysannii JI3: 9%, pedepentHuii
JI3: 10%) Ta Broma (nocnimkysauuit JI3: 9%, pedepenTruit
J13: 10%).

3aranom, 1aGopaTopHi MOKa3sHUKHM Cy6'eKTiB 10CHiAMKeHH s B
060X rpymax nikyBaHHS 3HAXOJMIHCh ¥ MEkKax HOpMHU. Y
ABoX cyb'exriB pociimkeHHs (5%) B UBOMY JOCIiKEHHi
Oynu BuUABNEHI KIIHIYHO 3HAUyLL aHOMAIbHI naboparopHi
3HAYCHHSA NPH 1ab0paTOPHUX JOCIIIHKEHHSX, 110 BKIIOYATH
SHIDKEHHS TOKa3sHMKIB IeMaTOKpHUTY, reMornofiHy Ta
CEPeaHbLOr0  KOPMYCKYJISIPHOTO  00'eMy  epUTpOLMTIB
(MCV), wo 6ymu sapeectposani sk moGiune sBUIE -
aHeMis, a TAKOX HAasABHICTL KpOBi Ta mifBMIICHHH piBeHb
NeHKOUMTIB B cedi, o Oynu 3apeectpoBaHi sk nobiune
SBULUE - iH(DEKLis cedoBHBiAHOT cuctemu. Vei ui no6iumi
ABHINA Gy JIETKOrO CTYMEHs TAKKOCTI Ta y Ginbuiocri
MalieHTiB BOHN TIOBHICTIO 3HUKIIH JIO KIHLU JOCTi IKSHHS.
Ak npasuno, pesynbTaTH BariHaIbHOrO OGCTEXKEHHS LIOI0
OL(HKH M0/IPA3HEHHS CIIM30BOT 0GOIOHKH MiXBH BBAYKATHCA
HOpPMalbHAMH 800 crocTepeskyBaHi 3MiHH He BBaKajIucs
KJIHIUHO éHatlymHMH.

Bei ¢isnuni o6cTekeHHs Ta KHTTEBO BaYKIUBI NMOKA3HUKHU
Oynu  BusHaWi HopManbHUMH 260 TAKHUMH, MO He
BBaXaJIUCA KITIHIYHO 3HAYYLUMH.

22. BHCHOBOK (3aK/II04Y€HHSs)

3a pesynbTaTamMu MepLIOro eTany NOCHIIKEHHs, OLiHKa
GioekBiBaneHTHOCTI MK AOCHIIKYBaHHM i pedepenTHIM
CKJlaJlaMi JiKapchKuX 3acobiB BiaGynacs i3 noTpumanusm
KpUTepiiB OLiHKH GioeKBiBaTEHTHOCTI.

CriBBiJHOIIEHHS ~ reoMeTpHYHMX  cepeinix LS 3
Bignosinuum  94,12%  gosipunM  inTepsanom (aD,
pO3paxoBaHe 3a CKCIIOHEHLIEI MiX OCHiKyBaHAM Ta
pedepeHtHuM  JikapcbkuMH  3acobGamu o In-
TEPETBOPEHUX. NAPamMeTpiB Crax michs 1-ro nust, AUCo.s04 i
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AUCoT 3HAXOASThCA B MeXaX iHTepBany NpPUHHSITHOCTI
GioexeiranentHocTi Bix 80,00% o 125,00%.

Ha nixcragi Bumesasnadennx pesynsrarie 6yno 3po6iero
BUCHOBOK, 1110 JOCTi/KyBaHUi Nlikapchkuii 3aci6 [TonaPinr
(eromorectpenterHHinecTpasion) — cucTeMa  JOCTABKH
BarinanpHa 0,120 mr + 0,015 Mr/24 roguuu, npotarom 28
NHiB, BUpoOHHITBa JlaGopartopioc Jleon Qapma C.A.
(Laboratorios Leon Farma S.A), Icnanis)
OioekeiBanenTHul pedepeHTHOMY NiKapchkomy 3aco0y
(Barinanbue xinbue HosaPuur® (Nuvaring®), ske mictuts
eronorectpen (EHI) Ta eruninecrpagion (EE)) 0,12
mr/0,015 mr na peus, nporarom 28 nHiB, BHPOOHHUIITBA
Opranon JIta. (Organon Ltd. nicns BBeneHus oaHOpazoBoi
Z03H (Kiiblle Mae 3aJIMIINTHCA Y MiXBi MOCTiHHO MPOTSITOM
28 muie).

Ockinpku GioekpiBaneHTHicTs Gyna goBejeHa Ha nepuomy
eTari, nociimpkeHHs Gy10 NpUNMHEHO, 6e3 BBeACHHS N03M
AOJATKOBIH rpymi ¢cy6’eKTiB qoCTiaKeH S,

3aranoMm  pocnikyBaHi  sikapebku  3acobu  Gysm
OesneunuMu  Ta  jio6pe  nepeHocHIHMCs  CyB’eKTamy
JOCIIIKEHHs!, HABITh HE3BAKAIOUM HA Te, WO Mij yac
JOCHIUKEHHs ~ criocTepiranacsis BUcOoka uyacrota [1S1,
MOJK/IMBO TIOB’si3aHKX i3 JikapchkiMu 3acobamu. Cy6’extn
NOCHiIKEHH N00pe MEepeHOCHNM BariHaibHi Kinslsl Ta
BinMiuamu ix 3py4HIiCTh 3acTocyBaHHs., Byino poBeaeHo
KJIiHIYHY noAiGHiCTs moCHiuKyBaHOro Ta pedeperTHoro
JKapchbKUX 3acobiB  3a  ONMOMOrol  TecTy Koxpana-
Apmitaxy (Cochran Armitage test) om0 owuinku
MEePeHOCUMOCTI  (OLliHKA BariHaIbHOrO HOJPA3HEHHSA Ta
pe3ynbTaTH  ONMHUTYBAallbHWKA), OCKIJIBKM  JBOCTOPOHHE

3Ha4eHHs OyJo BUile 5% piBHSA 3HAYYILOCTI.
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Annex 29 to the Procedure for Conducting
Expert Evaluation of Registration Materials
Pertinent to Medicinal Products Submitted for
the State Registration (Re-Registration) and
for Expert Evaluation of Materials about
Introduction of Changes to Registration
Materials during the Validity Period of
Registration Certificate (item 4 section V)

Preclinical study report

available):

1. Name of the medicinal product PolaRing (Etonogestrel + Ethinylestradiol) vaginal delivery system
(number of registration certificate, if [0.120 mg/ 0.015 mg/ 24 h

1) type of the medicinal product, by

planned

which registration was conducted or  ||Generic drug. Vaginal delivery system

2) Trials conducted

been conducted for this product.

| no

PolaRing is a generic version of the original product: Nuvaring® (Ethinylestradiol/Etonogestrel) Vaginal
ring that delivers 0.015 mg/0.120 mg per day N.V. Organon No 64.570) so no non-clinical studies have

4) pharmacodynamic interactions IINA

3. Pharmacokinetics:

EPharmacology: H f
1) primary pharmacodynamics ”M 1
[2) secondary pharmacodynamics J|NA J
13) safety pharmacology [NA |

f

1) analytical procedures and reports NA |
on their validation

2) absorption ]LNA ]
3) distribution INA |
|4) metabolism “M ]
|5) excretion HM '
6) pharmacokinetic interactions (non- NA

clinical)

[7) other pharmacokinetic studies HM

L4. Toxicology:

Ll) Single dose toxicity —|B\IA

|2) Repeated dose toxicity 1 NA

708 “NONbOAPMA A"
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|5. Conclusions on non-clinical study |[NA

-3) Qenotox1c1ty: NA
n vitro
in vivo (including additional
TR T NA
assessment on toxicokinetics)
lil) Carcinogenicity: ”NA |
llong-term studies [@A ]
[short-term studies or mid-term studies |@A ’
ladditional studies INA |
5) Reproductive and developmental NA
toxicity:
effects on fertility and early
5 NA
embryonic development
Iembryotoxicity WINA "
[prenata[ and postnatal toxicity HNA |
studies in which medication is
administered to the offspring
. : NA
(immature animals) and/or long-term
effects are assessed
J6) local tolerance 'E\JA —[
|7) additional toxicity studies: TDIA i
|antigenicity (antibody response) HNA |
limmunotoxicity HNA ]
|study of the mechanisms of action ”NA |
drug dependence |LNA —|
ltoxicity of metabolites —”ﬁA ]
toxicity of impurities ‘HNA —|
[other —HNA l

A
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Honatok 29

JI0 [Mopsiaky NPOBEACHHS eKCMepTH3H
peecTpauiiinux MaTepialis Ha nikapcbki 3aco6H, 1o
NOAaK0THCSA Ha JlepaKaBHY peecTparliio
(nepepeecTpaliiio), a TaKOXK eKCNEPTH3H MaTepiaiis
PO BHECEHHS 3MiH J10 peecTpaliifiHuX Marepiais
MPOTArOM Ail peecTpauifHoro nocsiguenus (myHKT
4 posuiny IV)

3BiT npo aokainiuni gocTiTKeHHS

1. Hasga nixapcbioro 3acofy (3a
HasBHOCTI — HOMep peecTpalliiiHoro
MOCBiTYE€HH):

[TonaPiHr (eToHOrecTpesn+ eTuHinecTpanion) cucrema 10cTaBKK

BariHaneHa 0,120 mMr + 0,015 Mr/24 roguuu

1) Tun nikapebkoro 3acofy, 3a kUM
npoBoauaacs abo riaHyeThes
peectpaitis

["enepnunnii nikapcekuii 3aci6. Barinanpua cucrema JIOCTABKH,

2) mpoBeJieHi JoCIIi ke HHS

JIOKJTiHIYH] JlOCJ'[l,E[}KCHHH

TaK

JJ1A IbOoro

X wmi

NiKapchKOTo 3ac06y He MPOBOANIINCE,

[onaPinr € GioekBiBaneHTHUM 10 OpHTiHATBEHOTO npoxykry: HoBapuur® (etuninecrpanion/eronorecrper)
BariHanbHe Kinble, mo gocrasnse 0,015 mr/0,120 mr ua 100y BupoGHuirBa Opranon N.V. Ne 64.570), Tomy

[2. @apmakosoris: Tl

[1) nepBUHHa GapMaKo MHaMiKa

He 3acrocoryeThcsl.

-

2) BTOpHHHA (hapMaKoAMHAMIKA

lEIe 3aCTOCOBYETHCH.

|

3) dapmakomnoris Ge3nexku

rHe 38CTOCOBYETHCH,

4) dapmakonuHamiuHi B3aeMoil

He 3acTocoByerses.

E MapmakokiHeTHKa:

1) aHaniTHYHI METOJUKH Ta 3BiTH
1010 TX BaiaaLil

He 3acrocoByerhes.

2) BCMOKTYBaHHs

He 3actocoByethest.

E) posnoain ||He 3aCTOCOBYETHCS. I
4) metaboizm He 3acrocoByernes.

5) BUBeJIEHHS

lee 38CTOCOBYETHCS.

6) papmakokiHeTHuHI B3aemouil
(DOKTiHiIuHI)

He 3acrocoByersces,

7) inwi gapMakokineTnuHi
JOCI1JUKEHHS

He 3acrocosyerses.
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4. Tokcukonoris:

1) TokcuunicTs y pasi ogHopasoBoro
BBE/ICHHS

He 3actrocoByernest.

2) TOKCHYHICTb Y pasi MoBTOpHUX
BBEJICHE

He 3acrocoByernes.

3) N'eHoTOKCHYHICTD:
in vitro

He 3acrocoByeThcs.

in vivo (BKIIOYal0un 10J1aTKOBY
OLHKY 3 TOKCHKOKIHETHKH)

He 3acrocoByerbes.

|4) KanueporenHicrs:

—

EIE 3aCTOCOBYETLCH.

JIOBTOCTPOKOBI JOCIIMKEHHS 1

E—Ie 3aCTOCOBYEThCH.

KOPOTKOCTPOKORBI H0CHIIKeHHs a6o
JOCTIKEHHS CepeIHbOT TPUBANIOCT]

He 3acrocoByerhes.

Elonamcoai NochimKeHHs I

He 3acrocoByeTnes.

5) penponyKTHBHA TOKCHUYHICTD Ta
TOKCHYHHH BIUIMB Ha PO3BUTOK
NOTOMCTBA:

He 3actocoByeThes.

BIUTMB Ha (PEPTUIILHICTD | paHHiii
eMOpioHanbHUI PO3BUTOK

He 3actocoByethest.

eMOpIOTOKCHYHICTD

He 3acTocoByeTnes.

MpeHaralbHa Ta MOoCTHATANILHA
TOKCHYHICTB

He 3actocoByeThes.

JOCHIJUKEHHS, IPU SIKKMX Mpenapar
YBOJIUThCS IOTOMCTBY
(HecTaTeBO3pinnuM TBapHHaM) Ta/a6o
OLIIHIOETHCS BigaIeHa Ais

He 3acrocoByeTnes.-

|6) MiCLIEBa NePEeHOCHMICTh

He 3actocoByerbes.

7) nonaTKoBi mocHiIKEeHHS
TOKCHYHOCTI;

He 3actocoByetbes.

{aHTHreHHiCTb (YTBOpEHHS aHTHTIJ) ’

IE‘IG 3aCTOCOBYETBCH.

IMYHOTOKCHYHICTE

He 3acrocoByeTbes.

S | —

@cnimxenm MeXaHi3MiB aii

lHe 3aCTOCOBYETHLCS.

niKapchKa 3aJ1eXkKHICTh

He 3acTocoByerses.

TOKCHUYHICTE MeTaboJIiTiB

He 3acTocoByetnes.

TOKCHUYHICTH JOMIIIIOK

He 3acTocoByerhest.




S,

iHIIEe He 3actocoByeThes.
5. BUCHOBKH 111010 IOKIIHIYHOTO

He 3acTocoByerthes.
BUBYEHHS
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