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10 Ilopsiiky npoBeieHHs €KCIIEpTH3H
peecTpaliifHuX MaTepialiB Ha JiKapehKi
3ac00H, 0 NMOAOTECS HA JIePIKaBHY
peecTpallilo (epepeecTpariiio), a TaKoxK
EKCIIEPTU3U MaTEePIaTiB MMPO BHECEHHS
3MIH JI0 PeecTpaIiifHuX Marepiais
NPOTArOM Jii peecTpariiinoro
MOCBIYEHHS (IIYHKT 4 po3xiny IV)

3BiT mpo JokJiHiYHI JocaigKeHHS

1. Ha3pa nixapcskoro 3aco0y (3a
HasBHOCTI - HOMep peecTpariiinoro
[OCBIYCHHS):

Eckaren, Tab1eTku, 10 AUCIEPryIOThHCS B POTOBIi
MMOPOXKHHUHI, 110 1,5 Mr

1) Tun nikapeekoro 3aco0y, 3a SKUM
[IpOBOMIACS 200 THIAHYEThLCS
peecTparis

ITOBHHUM IOCBE

3Minu, 1o noTpebyIoTh HOBOT peecTpamii (101aBaHH
HOBOT JlikaperKol GpopMIr) 10 iKapchkoro 3acoly 3a

2) IpOBEEHI TOCITIKEHHS

O rax M ui

OCKIIBKH JIEBOHOPTECTpeE € 100pe
BIJIOMOIO PEYOBUHOIO, KA ITHPOKO
BUIIPOOOBYBAJIach y psii
NOCTIKeHB: Ha IPH3YHAX, cobakax
i MaBMax, I 3asBKa HA OTPUMAHHS
peecTparifHoro MOCBiI4EHHS He
BKJIFOYAE PE3YJILTATH KO THHX
JOKJIIHIYHHX JTOCHIJDKEHD, SKi
IPOBOHIINCE 3asSBHUKOM. Bci
4acTUHU (BapMakoIOridHux i
TOKCHKOJIOTYHHX JIOCIKEHE
IpecTaBieHi y (hopMi HAYKOBHX
orAAiB abo HayKOBUX IMyOIIiKalii.

2. ®apmaxooris:

JIaHl BiICYTHI

1) nepBuHHa hapmMakoaHHaMIKa

J1aHi BiJICyTHI

2) BTOpHHHA (hapMaKoauHAMIKa

TTaHi BiJICYTHI

3) dapmaxostoris Ge3nexku

TaHl BIACYTHI

4) dapmakomuHaMiyni B3aeMomii

JlaHi BiICYTHI

3. GapmakoKiHeTHKA:

JlaH1 BIICYTHI

1) aHANITHYHI METOIMKH Ta 3BiTH
1010 1X BasTifamii

TaHi BiJICYTHI

2) BCMOKTYBaHHS

1aHi BimCyTHI

3) pozmoin

aHi BiJICyTHI

4) metabotism

TaHi BiJICYTHI

5) BUBEJIEHHS

aHi BicyTHI

6) GapmaxokiHeTHYHI B3aeMOIiT
(mOKITiHIYHI)

JTaHi BiICYTHI

7) inmi hapMaKoKiHETHUHI
TOCIIKEHHS

TaHi BiACYTHI

4. Toxcuxomoris:

JTaHi BiACyTHI

1) TOKCHYHICTE y pa3i 0JIHOPa30BOr0O
BBEJICHHS

JlaH1 BIACYTHI

2) TOKCHYHICTB Y pa3i MOBTOPHUX
BBEJICHb

maHi BigcyTHi




3) reHOTOKCHYHICTE!
in vitro

maHl BIACYTHI

in vivo (BKJIIOYAIOYH JI0JIATKOBY
OLIIHKY 3 TOKCHKOKIHETHKH)

TaHi BiICYTHI

4) KaHIIEPOT€HHICTh:

nmaHi BifCyTHI

JIOBCOCTPOKOBI JOCJIDKEHHS

naHi BiJICYTHI

KOPOTKOCTPOKOBI JOCIIKECHHS ab0
NOCTIJPKEHHST CEPETHBOT TPUBAJIOCTI

aHi BiICyTHI

TOIATKOBI JTOCII/KEHHS

1aHi BiACyTHI

5) penpoayKTHBHA TOKCHIHICTE Ta
TOKCUYHHUH BILUIUB HAa PO3BUTOK
[IOTOMCTBA:

aHi BIICYTHI

BIUIMB Ha (DEPTUIIBHICTS 1 paHHii
eMOpiOHaIEHHH PO3BHTOK

JlaHl BIICYTHI

eMOpIOTOKCHYHICTh

naHi BiACyTHI

[IpeHaTalbHa i HOCTHATAILHA
TOKCHYHICTE

NaHl BIICYTHI

TOCTIDKSHHSL, TIPH SKUX TIpernapaT
YBOIHTECS TIOTOMCTBY
(HecraTeBO3piIMM TBapHHAM) Ta/abo
OLIHIOETHCS BifaJIeHa Mist

TTaHi BiICYTHI

6) MiCIeBa IEPEHOCUMICTh

naHi BiJICYTHI

7) DOJATKOBI JOCIIIPKEHHS

MaHi BiJICyTHI

TOKCHYHOCTI:

AHTUI'€HHICTh (YTBOPEHHS aHTHUTLI)  |naHi BifcyTHi
IMYHOTOKCHYHICTB J1aH1 BiJICYTHI
TOCTIKEHHST MEXAHI3MIB [TiT J1aHi BiicyTHI
TiKapchKa 3aleKHICTh naHi BiACyTHI

TOKCHYHICTL MeTaOOoMiTIB

TaHi BigCyTHI

TOKCHYHICTH JOMIIIIOK

JTaHl BiICYTHI

iHIIEe

JlaHi BIICYTHI

5. BHCHOBKH 11010 AOKJIIHIYHUX
JOCIHIDKEeHD

Ockinpku neBoHOprecTpen € 100pe BiIoMom
PEYOBHHOIO, KA MIMPOKO BUIIPOOOBYBATIACh Y Psii
JIOCIIIJKeHb: Ha IPU3yHaX, coOaKax i MaBmax, I(sl 3a9BKa
Ha OTPHMaHHS PeecTPaLifHOr0 [IOCBIIYEHHS HE
BKJTIOYAE PE3YJILTATH JKOIHUX JOKJIIHIYHUX JOCIIIKEHb,
K1 IIPOBO/HIINCH 3asBHUKOM. Bcei yacTunu
(apMakoJIOriYHHUX 1 TOKCHKOJOTIYHHX JOC/TiKEHb
IIPEICTaBICH] Y (boplvn HayKOBHx ormsaiB abo HAyKOBHX
myOmikartii. aini

3assuuk (BoacHuk
peecTpauifHOro MOCEiT4eHHs)

BAT «I'eneon Pixtep»,
YropmuHa

a J=i

o ~'\(rriimn&'%'é)';-.o"'5 ¢ c%r?")’,‘
I'masa Hpeﬂc:TaBHHmBa «le:ep’l“ é,zreOH Hpr.»
B Ykpaini 1

ITepernao cknadeno gipno boonapuyk 10.0. %/




Annex 29

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are Submitted
for State Registration (Re-Registration),
as well as the Expert Evaluation of
Materials about Introduction of Changes
to the Registration Documents during the
Validity Period of Registration Certificate
(paragraph 4, section [V)

Non-Clinical Study Report

(Registration certificate number, if
any):

registration of which was conducted
or planned

1) type of the medicinal product,

%ESCAPELLE 1,5 mg, orodispersible tablet

|

%Changes that require a new registration (addition of a new |

§medicinal form) to the medicinal product according to the

‘complete dossier

i

As levonorgestrel is a well-known substance
that has been widely tested in a number of
studies: in rodents, dogs and monkeys, this
n marketing authorisation application does not

Lo S hEe = o include any non-clinical studies performed by

the applicant.
All  parts of pharmacological and
toxicological studies are available in form of

5 scientific reviews or scientific publications.

2. Pharmacology: m n.a . | o

1) primary pharmacodynamics ‘n.a

5) secondary pharmacodynamics in.a

3) safety pharmacology ina o

§4) pharmacodynamic interactions na

§3. Pharmacokinetic propertiesm:" ~ na

1) analytical procedures and reports |

| : (o n.a

oon their validation ;

32) absorption 7 ‘n.a

3) distribution na

4) metabolism ‘n.a

5) excretion n.a

26) pharmacokinetic interactions (non- ‘ -

clinical) il

7) other pharmacokinetic studies na

4. Toxicology: " na




1) single dose toxicity

n.a.
2) repeated dose t0x101ty na.
3) genotoxwlty i
n.a
in vitro !
in vitro (including additional |
| = = . ‘n.a
toxicokinetics assessment)
4) carcinogenicity: ‘na
long-term studies ‘na

short—term studies or mid-term studies | n.a.

addltlonal studies

na
S) reproductive and developmental gn.a
Tox1c1ty |
;effect on fertility and early embryonic §n 5
development |
embryotoxicity o ‘n.a.
prenatal and postnatal toxicity na.
|

studies in which the drug is

administered to the offspring (juvenile n.a.
animals) and/or late effect i is assessed E

6) local tolerance En.a

7) additional toxicity studies: na

antigenicity (antibody production) 'n.a T
immunotoxicity In.a

mechanistic study n.a

T e e v

toxicity of metabolites n.a

toxicity of impurities na ] -

others n.a.

5. Conclusions on non-clinical study

publications.

As levonorgestrel is a well-known substance that has been
widely tested in a number of studies: in rodents, dogs and
monkeys, this marketing authorisation application does not
include any non-clinical studies performed by the applicant.
All parts of pharmacological and toxicological studies are
available in form of smentlﬁc reviews or sc1ent1ﬁc

Applicant (Registration
certificate Holder)

Gedeon Richter Plc. Hungary

Head of Representative ofﬁeeﬂ-le

(Full name)

| RN 70
R r’@édeon Nirt. in Ukraine
Jakubovies Istéan
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10 Iopsaaxky npoBeieHHsI €KCIIEPTU3H PEECTPAIHHIX
MaTepiaiiB Ha JTiKapchKi 3aco0u, 110 MOAI0ThHCS Ha
JIEpPIKABHY peecTpallilo (IlepepeccTpariio), a Takox

EKCIIEPTU3U MaTepialliB PO BHECCHHS 3MiH JI0
peecTpanifHiX MatepiaiiB IpoTsrom il
peecTpaniifHoro moceiT4eHHs

(nynkt 4 posainy [V)

3BiT npo KJainiuHe BUNpoOyBaHHSs

1. Ha3sga nikapcbkoro 3acody (3a
HasBHOCTI - HOMep peecTpaiiifHoro

ECKAIIEJL, TABJIETKH, IIO TUCIIEPTYIOTBHCA B
POTOBIV [TOPOXHUHI, ITO 1,5 MI”

MOCBITUCHHS)
2. 3asBHUK BAT «I'eneon Pixtep», Yropmuna
3. Bupobuuk BAT «I'eneon Pixtep», Yropmuna

4. [TpoBeneHi qOCIiKEHHS:

M tak O i, sikuio Hi, 06IrpyHTYBaTH

1) Tun nikapcbkoro 3aco0y, 3a sIKHM
poBOHIacs abo MIaHyEThCS
peecTparris

3MiHH, 110 IOTPeOYIOTH HOBOI peecTpail (1oaaBaHHs
HOBOI JTiKapchkoi GOpMH) 10 JIKapChKOro 3aco0y 3a
TIOBHHM JIOCBE

5. IloBHa HaA3Ba KITiHIYHOIO
BHIIPOOYBaHHs, KOJIOBAHU HOMED
KITIHIYHOIO BUIIPOOYBaHHS

[lopiBHABHE NEpeXpecHe TOCIiHKeH s 61010CTYIHOCTI
npenapaty JleBonoprectpen, TabeTKH, 1110
VIHCIIEPTYIOTBCS B POTOBIM MOpOXKHUHI, 110 1,5 M,
IOPIBHSHO 3 npenaparoM Eckanen®, Tabnerku no 1,5 wmr,
33 y4acTIO 3J0POBHX JIOOPOBOIBINB TIPH OAHOPA30BOMY
puifoMi HaTLIECepie

Jlocmimkenas Ne

GDO-P5-545 (TIpoekr criorcopa Ne EU-KKO-LNG-01-
2018)

6. ®aza KIIHIYHOTO BUIIPOOYBAHHSI

®aza | (bioexsiBaneHTHICTD)

7. Ilepion nmpoBeIeHHS KIIHIYHOTO
BUIIPOOYBAHHS

316.10.2018 p. mo 21.12.2018 p.

8. Kpainu, ne mpoBoauIocs KiiHidyHe
BUNIPOOYBaHHS

Kanana

9. KinbKicTh JOCTIIKYBaHUX

3aruiaHoBana: 44
daxTuuna: 44

10. Meta Ta BTOpUHHI 1ii KJIHIYHOIO
BUIIPOOYBaHHS

MeTol0 € orinka 610€KBIBaIEHTHOCTI ABOX PisHHX GopM
npenapary JIeBoHOprecTpel miciis 0HOPa3oBOro
[IPHIOMY HaTLIeceplIe.

BTOpHHHOIO METOIO LLOTO JOCIKeHHs OyIIa OIiHKa
Oe3nexn Ta NepeHoCUMOCTI JOCIIKYBAHOTO Ta
ped)epeHTHOTO NpenapaTiB 3a y4acTio 3M0POBHX HKiHOK-
TOOPOBOJIBITIB.

11. Tuzaitd kIiHIYHOTO BUIPOOYBaHH

OnHoueHTpoBe, paHIOMi30BaHe, lIepeXpecHe
JIOCITIIYKEHHS 3 BHBYCHHSI IBOX ITOCIIIOBHOCTEMN
OJIHOKPAaTHOTO BBEJCHHS Ta JIBOMA IIepioIaMu 3
MacKyBaHHAM JIaHUX JUIs CiBpOOITHHKIB 1abopartopii 3a
y4acTiO 44 3/I0pOBHX KIHOK

12. OcHoBHi KpuTepil BKIKOYEHHS

1. Hapanug nianucanoi ta natoBanol inopMoBaHoOi
3TOJIM MAallieHTa

2. 3asBa PO TOTOBHICTE JOTPUMYBATHCS BCIX [IPOLIEAYD




ITOCITIIPKEHHS 1 ITPO TOTOBHICTE /10 HOTO MPOBE/ICHHS
[IPOTATOM BCHOTO IEPIOAY JIOCII IKEHHS

3.310poBI XKIHKH-100POBOJIBII

4. Xinka-100poBosiens, o BiAOBIga€ OJHOMY 3 TAKUX
KpUTepiiB: a) YuacHuLg Oyna pernpoayKTHBHOIO BiKy Ta
[10I'0/PKYBaJIaCh BUKOPUCTOBYBATH OJIMH 3 MPHHHITHX
METOJIIB KOHTpANEMNIil moHaiMeHIne 3a 28 qHiB 10
PUHOMY IEPNIOT JO3U TOCIIIKYBAHOTO Ipenapary Ta
poTsroM ImoHaiiMenme 30 qHIB micas npuitoMmy
OCTaHHLOT JO3H JIOCTIPKYBaHOTO Tpenapaty. OjHuM i3
[IPUAHATHUX METO/IB KOHTPALICHIIIT €:

* YTpUMaHHS BiJl TeTePOCEKCYATEHHX CTOCYHKIB

* BayTpimnromarkosi npotusamiiani 3acobu (BII3) (Ge3
TOPMOHIB)

* YostoBiunit mpe3epBartuB 3i criepMinuaoM abo 4onoBiunii
[Ipe3epBaTHB 3 BariHANBLHUM CIIEPMILUIOM (Telb, iHa abo
CBIUKH)

* BazexTomist napTHepa-4010Bika HE MEHII HiX 34 6
MiCSILIB IO IPUHOMY TIEPIIOT 03M JIOCIIKYBAHOTO
mpenapary

13. JocmipkyBaHHit TikapchbKHii 3acif,
crioci 3acTocyBaHHs, cHma il

JlesoHOprecTpert, TabiIeTKH, 10 AUCIEPIYIOTHCS B
POTOBIH IOPOKHHUHI, 110 1,5 MT, MepopaibHO, 0JHOKPATHA
03a

14. Ilpenapar nopiBHsHHS, /1034, CIIOCIO
3acTOCYBaHHsl, CHJIa Jil

Eckanen® (Jleponoprecrpern, Tabnerku mo 1,5 mr)

15. CynyTus Teparis

[1in gac nporo JocimKeHHs TPy namieHTH (7%)
OTPUMYBAJIHA CYIYTHIH JiKapchKuil 3aci0.

16. Kpurepii oninku e)eKTHBHOCTI

Jluzalin nocnipkeHHS He nepei0avas OIiHKY
eeKkTUBHOCTI.

17. Kpurepii ominku 6e3neku

Indopmanis npo HSI 36upanacs mix gac mociipkedss Ta
POIOBIKYBaJa 30MpaTHCs MICIIs HOTo 3aBepiueHHs. Y ci
H* 6ynu 3akomoBani Ta KiaacupikyBaaues 3ri1Ho 3i
CJIOBHHKOM CTaH/IapPTH30BaHOI MEIHYHOT TepMiHOJIOTI]
MedDRA (Bepcii 21.0 [6a3a ganux Medrio]). Bei HS, mo
BUHHMKAOTB ITIC/Is IOYATKY JIKYBaHHSI, BKa3yIOTLCS Y
bOMY 3BiTi ik HeOa)kaHi ABUINE, 1[0 BUHUKAKOTH B X0l
JIIKYBaHHSI.

18. Craructuuni MeToau

CratucTuunuii ananiz Jlesonoprectpeny 6a3yBaTHMETHCA
Ha I111X0/1 10 G10€KBiBAICHTHOCTI 3 BAKOPHCTAHHSM
TaKWX CTaHJapTiB: TCOMETPHYHI CepeIHbOKBAAPATHYHI
CepeHi 3HAYEeHHs CITIBBIHOLIEHHS 3 BIAMOB THUM 90%-
HUM JIOBIPYUM 1HTEPBAIOM, PO3PaXOBAHKUM 3
EKCIIOHEHIIAIBHOT 3aIeKHOCT] MM JIOCTIKYBaHUM Ta
pedepeHTHUM IIpenapaTaMi Juis Jiorapudmivuao
nepeTBOpeHux napameTpiB Cpax T2 AUC .72, MatoTh OyTH

B JMiana3zoHi Bu3HaHHA OioeksisanenTHocTi Big 80,00 no
125,00%.

19. JlemorpadiuHi NoKa3HUKH
NOCTIKYBaHOT MOMyIALii (cTaTh, BiK,
paca, TOIIo)

JloGposonbiamu Oynu skinku. CepeHiii Bik ctaHoBUB 36
POKIB.

Paca: esponeoinna (40), monronoinna (1) ta Herpoinna
abo appoamepukanii (3). Cepenniit IMT cranoBus 24,6




20. Pesynpratu eheKTHBHOCTI

Jlu3alin nociKeHHS He repea0avyaB OliHKy
e()eKTHBHOCTI.

21. Pesynbraru Oesneku

B pamkax nboro J0ciipKeHHs JOCTiIKYBaHUHA Ta
pedepeHTHUI npenapaTH Ui 310POBUX JOOPOBOIIBIIIB
Gy 6e3neuHEME Ta J0Ope IepPeHOCHIIHCS.

B xo/i nocnijukeHHs He 0yJ10 3apeecTpOBaHO KOIHOTO
Buna Ky cMepti abo CHS. Kpim Toro, jxozieH narienT He
[IPUIIMHUB YYaCTh y JOCILDKEHHI 32 pillleHHAM
[Hocinuuka depes HebaxaHi SBUINA, 10 BUHAKAIOTH B
X0/l IIKyBaHHS (3 MipKyBaHb Oe31eKH)

HacTtoTta HeOakaHUX SBUII, 1110 BUHUKAIOTE B X0/
TiKyBaHHsI, OyJia IeI0 HUIKYOK Y HAIi€HTIB, SKi
IpUIMaIi JOCTIDKYBaHHUH IIpernapar, HiXK y HaI[ieHTiB,
o npuitmanu pedepentauii npenapar (31% ta 44%).
[Ipo HeGaxani sBUINA, 1[0 BHHUKAIOTH B XO/Ii JIIKYBaHHSI
[IpenapaToM, IMOBiIOMIISUIOCH i3 0JIHAKOBOK) YaCTOTO ¥
rpynax NamieHTiB, SKi IpUAMay K JOCiPKYBaHUH, TaK
i pedepenTuuii npenapar (29% rta 35%).

HebGasxani sBHINA, 110 BUHUKAIOTH B XO/1 JTIKYBaHH, SKi
CIIOCTEpPIraIucs i 9ac JOCHiIKeHHs, OYJIH JIerkoro
(31/42; 74%) ta nomipuoro (11/42; 26%) crymnewnst
TspKKocCTi. 11 wac mocipkenns y soaHOro naiieHTa
TsDKKI HebajkaHi IBHINA, 1110 BUHUKAKOTH B X0
ITIKYBaHHSI, HE CIIOCTEPIraIiCh.

42 nebaXkaHUX SBUINA, 10 BHHUKAKOTH B X0 JIKyBaHHS,
criocrepiranucs y 24 3 44 nanienris (55%), siki Opanu
YUaCTh Yy LIbOMY JOCHIDKEHHI. 3 1ux HeOaXkaHux SBUIIL,
[110 BUHHKAIOTH B XOJi JTiKyBaHHs, 16 criocTepiraiuch
ITicyIs IPHHOMY JIOCIIIZKYBAHOTO Iperapary, a 26 - miciis
npuitomy pedeperTHoro npenapary. BinpuiicTs
HeOa)KaHUX SBHUIN, 110 BUHUKAIOTE B XOIi JIKYBaHHS, sIKi
criocTepiraimcs IiJT yac JOCHipKeH s, Oyiu moB’13aHi i3
mikysaHHsM (33/42; 79%). HeGaxani siBuina, 1mo
BUHUKAIOTH B X011 JIIKyBaHHS, SIKI HaifyacTime
CIIOCTepiracs IiJi 4ac HbOro JOCIIPKEHHS, BKIIOYAIN
roJIOBHUI 6111k, sikuit Bifmivases y 3 mamienTis (7%)
Iiciis IpUHOMY JOCIHIIKYBaHOTO TIpenapary iy 5
manienTis (12%) micns npuitomy pedepeHTHOrO
npenapary. [l HeGakani SIBUINA, 10 BHHUKAIOTE B XO/Ii
ITIIKYBaHHS, SIKI CIIOCTEPITATHCSA MEHII YacTO, BKIKYAIIN
HEperyJapHHui MEHCTpYyanbHuM K (7% Juist
TOCIILIPKYBAHOTO Tpenapaty Ta 5% i pedepeHTHOro
[Ipenapary), fucMeHopero (5% TLIbKH s
ITOCJTIKYBAHOTO Mpenapary), HyIoTy, O1is y micui
BBEIICHHSA KaTeTepa Ta ApaTiBIuBicTh (5% TimbKH [1s
pedepeHTHOTO Ipenapary), a TAKOK METPOpariio, 0i1b y
PKUBOTI Ta 3aIlaMOpOYeHHs if yac npoueaypu (2% ua
KOJKeH Kypc JikyBaHHs). [Ipo inmi HeOaxkani sBuIa, mo
BUHHUKAIOTH B X0 JIIKyBaHHs, ITOBIIOMIISIIOCE HE OiJIbIIE,
Hik y 1 marienTa (2%) Ha Kypc JTiKyBaHHS.

22. BucHOBOK (3aKITIOUeHHST)

Pesyneratn @K cBiguats mpo Te, 1m0 reomeTpryHi




CepeIHbOKBAIPATHYHI CEPE/IHi 3HAUCHHS CITiBBiTHOIICHHS
Cmax Ta@ AUCy.7; neBoHOprecrpeny cranosmiu 98,32% ta
97,42%. Jlna Beix napamerpis Bianosigui 90% JII Oynu
BKIIOYeH] B miana3oni Bix 80,00% mo 125,00%.
Pesynb"ra"m LLOT'O JIOCIIIJKCHHS CBiq4aTh 1PO Te, IO
KpUTEpil GloeKBlBa.HeHTHO.CTl ngn JOTPUMAHI, SIKIIO
moCTimKyBanuii Ta pegfé H‘rﬁmwgnapam
3aCTOCOBYBAHCS qung

-

e
Baspuuk (BracHux - ‘%W
peecTpauiffnoro }{, Hc)
MOCBiTICHHS) I'nasa IpencraBuunrea <Zﬁx\fep~lfs&ed’kr }Ipr »
) B Ykpaini 1-p L HKy60§'11L_- 2"
BAT «I'egcon Pixtep»,
YropumHa
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Annex 30

to Procedure for Conducting Expert
Evaluation of Materials Pertinent to
Medicinal Products, which are Submitted for
State Registration (Re-Registration), as well
as the Expert Evaluation of Materials about
Introduction of Changes to the Registration
Documents during the Validity Period of
Registration Certificate (paragraph 4, section
V)

Clinical Trial Report

l Name of the medicinal prod'Lllmc.:'tw(ﬁééis'tra‘t'ion '
certificate number, if any)

5[2. Applicant

ESCAPELLE 1.5 mg, ORODISPERSIBLE TABLET

Gedeon Richter Ple. Hungary

3. Manufacturer

' Gedeon Richter Plc., Hungary

4. Conducted studies;

H
H
H
H

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

X yes L no if no, justify

- Changes that requ1rea new regfétration (addition of a new

émedicinal form) to the medicinal product according to the
complete dossier

5. Full title of the clinical trial, code number of the
clinical trial

6. Phase of the clinical trial

"ESingle Dose Crossover 'éanparative Bioavailability Stﬁdy of

Levonorgestrel 1.5 mg Orodispersible Tablet Versus
Escapelle® 1.5 mg Tablet in Healthy Female Volunteers /
?F‘asting

Study No.

GDO-P5-545 (Sponsor Project No EU-KKO-LNG-01-2018)

Phase I (Bioequivalence)

77. Time frame of the clinical trial

From 16.10.2018. t0 21.122018.

8. Countries where the clinical trial was conducted

Canada

9. Number of subjects

10. Purpose and secondary objectives of the clinical
trial

planned: 44
actual: 44

i T'h'ém()"fjjective“;)""‘r‘"" this study was to determine the

bioequivalence of two different formulations of
levonorgestrel after a single oral dose administration under
fasting conditions.

The secondary objective of this study was to evaluate the
safety and tolerability of the Test and Reference formulations
in healthy female volunteers.

11. Clinical trial design

The study was a single c‘eVn"t'er', randb'{;{'fzed, si‘ﬁ‘éllue dose,
laboratory-blinded, 2-period, 2-sequence, crossover design in
44 healthy female subjects.

12. Key inclusion criteria

1. Provision of signed and dated ICF

2. Stated willingness to comply with all study procedures and
availability for the duration of the study

3. Healthy female adult volunteer

4. A female volunteer meeting one of the following criteria:
éa) Participant was of childbearing potential and agreed to use
one of the accepted contraceptive regimens from at least 28

days prior to the first study drug administration through to at

1



least 30 days after the last dose of the study drug. An
Qacceptable method of contraception included one of the
following:

* Abstinence from heterosexual intercourse

« Intrauterine device (IUD) (without hormones)

» Male condom with spermicide or male condom with a
z'vaginal spermicide (gel, foam, or suppository)

» Male partner vasectomized at least 6 months prior to the
first study drug admlmstratlon

;T?fnvestlgétional medicinal product, method of

administration, strength

;Levonorgestrel 1.5 mg orodlspersible tablet per os, sinélem
dose

4. Comparator method of administration, strength

Escapelle@ (levonorgestrel 1.5 mg tablet)

15. Concomitant therapy

16 Eff cacy evaluation crlterla

Three subjects (7%) received concomitant medication durmg
this study.

~ Efficacy was not a part of the study design.

|
|
|
!

17 Safety evaluation criteria

a
|
s

18. Statistical methods

~ Information on AEs was collected during the study and

continued through the completion of the study. All AEs were
coded and classified according to MedDRA dictionary
(version 21.0 [Medrio database]). All AEs occurring after the
initiation of the treatment are referred to as TEAEs in this
i'report

 Statistical inference of levonorgestrel will be based on a
bioequivalence approach using the following standards: The
ratio of geometric LSmeans with corresponding 90%
confidence interval calculated from the exponential of the
difference between the Test and the Reference for the In-
transformed parameters Cmax and AUCO0-72 should all be
within the 80.00 to 125.00% bloequwalence range.

age, race, etc.)

19. Demograpluc data of the study population (gender, |

Volunteers were females. Mean age was 36 years.
> Race: white (40), asian (1) and black or african american (3).
‘Mean BMI was 24.6

3)50. Efficacy outcomes

§Eff' icacy was not a part of the studyde51gn w

21. Safety outcomes

Admmlstratlon of the Test and Reference products to healthy
Lsub}eets in this study was safe and well tolerated.

No deaths or SAEs occurred in the study. Also, no subject
was withdrawn by the Investigator due to a TEAE (safety
reasons)* The incidence of TEAEs was slightly lower for
subjects dosed with the Test than for the ones dosed with the
Reference (31% and 44%, respectively). Drug-related TEAEs
were reported with a similar incidence for subjects dosed
w1th the Test and the Reference (29% and 35%, respectively).
The TEAEs experienced during the study were deemed mild
{31/42 74%) and moderate (11/42; 26%) in intensity. None
of the subjects experienced a severe TEAE during the study.
A total of 42 TEAEs were experienced by 24 of the 44
subjects (55%) who participated in this study. Of these
TEAEs, 16 occurred after administration of the Test and 26
occurred after administration of the Reference. Most of the
TEAEs experienced during the study were considered drug-
related (33/42; 79%). The TEAE experienced most
commonly in this study was headache, reported by 3 subjects
(7%) after administration of the Test and 5 subjects (12%)
after administration of the Reference. Other TEAEs
experienced less frequently included menstruation irregular
(7% for the Test and 5% for the Reference), dysmenorrhoea
(5% for the Test only), nausea, catheter site pain and
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22. Conclusion (summary)

71

girritability (5% for the Reference only each), and
metrorrhagia, abdominal pain and procedural dizziness (2%
i)er treatment, each). The remaining TEAEs were experienced
by no more than 1 subject (2%) per treatment

The PK results demonstrate that the geometrlc ‘LSmeans

ratios of Cmax and AUCO0-72 of levonorgestrel were 98.32%
and 97.42%, respectively. For all parameters, the
corresponding 90% CIs were included within the range of
80.00% to 125.00%. The results of this study indicate that
bioequivalence criteria were met when the Test formulation
and the Reference” prod mire administered under fasted
conditions. / rﬁ/ .
I
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