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1o [lopsaxky npoBeJieHHs EKCIIEPTH3H
peecTpaniiiuX MarepiaiiB Ha JiKapchKi
3aco0H, 10 MOJAKTHCA Ha AEPIKaBHY
peecTpariiio (mepepeecTpailtiio), a TAKoxK
€KCIIEPTH3H MaTepialliB PO BHECEHH
3MiH JI0 PEECTpalliiiHIX MaTepiatiB
MPOTATOM [Iil peecTpariifHoro
IIOCBiYCHHS

(nyHKT 4 po3miny IV)

3BiT npo KjIiHiYHEe BHNIPOOYBaHHSA

KJIIMEI[HKC TabJIeTKH, BKPUTI MITIIBKOBOIO 000JIOHKO0, 2 MI/1 Mr
(I.[pOCl'IlpBHOH + ectpazion 2 Mr/1 Mr TabneTkH, BKPUTI IUTIBKOBOIO
000JI0HKOIO)

['enepux

PanjoMizoBaHe, BiIKPHTE, JBOCTOPOHHE [IEPEXPECHE JOCIKEHHS
0ioeKBiBaICHTHOCTI APOCHipeHOHY + ecTpationy 2 Mr/1 Mr, TabIeTKH, BKPHTI
ITIBKOBOIO 000MOHKOI0 Ta AHKeNiK (pedepenTHuit) y no3i 2 mMr/1 Mr, gky
MpHiMaTH 3M0POBi JOGPOBOIEIL HATIIE
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T iy a— i,upocmpeHOHy *+ ectpamiony 2 mr/1 mr, TabJIeTKH, BKPUTI ILTiBKOBOIO

i 000I10HKOTO (mocmimkyBanmit), Ta Amxerix (pepepentnuit), 1 x 2 mr/1 wr,
TabJIeTKH, BKPHTI IUTiBKOIO 000MIORKOK0, IIpu MpHifomi HaTie

BHIIPOGYBAHHS

1. Jlusaits kninivroro Ile 6yn0 OZHOLICHTPOBE, paHIOMi30BaHe, OTHONO30BE, BIAKPUTE, JBOCTOPOHHE
BUIIPOOYBaHHs TICPEXPECHE NOCIIi/DKEHHA Gi0eKBiBaICHTHOCT],

1 ir[(ocni;rmcylaaﬂi HOBHHHI Gy GyTH 370pOBHMH, AOPOCIHMH KiHKaMH y

12. OcuoBHi kpuTepii MOCTMEHOMAY31, SIKi He MAATH (He BXHBAH TIOTIOHOB] BHPOOH IIPOTATrOM
BKIIOYCHHS [TPEOX MiCSALIB 10 CKPHHIHTY), BikoM > 35 Ta < 65 pokis; innekc Macu Tina |
;' (IMT)  >18,51 <30,0 kr/m? npu maci Tina > 45,0 kr.
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iJIiKapCBKHﬁ 3acio, KJIIMETUKC, TalbJIeTKH, BKPUTI IIBKOBOIO 000I10HKOF0, 2 Mr/1 Mr
fcnociﬁ 3aCTOCYBaHHs, (IpocripeHoH + ecTpazion (mepopaabHo) 2 mr/1 MT)
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Amkenik (apocniperon + ecTpaznion) (mepopansno) 2 mr/1 mMr
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]1 5 Cympuprmsnaie IIporsirom Bchoro TOCHipKeHHs Gyno 3a60poHEHO IpuiMaTe JiKy, 1o
| e P BIOIIYCKAIOTECS 33 pelentoM Ta Ges penenra.
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L[l“irm’resa TPO Bi0EKBiBATEHTHICTS MOPIBHIOBAHIX JTKapchKHX 3ac06iB
iBBamaeTch HHHHOIO AKIO 90 % reoMeTpuummx JOBipuMX iHTepRaiB 115

5 pisHuLi ToTapHpMiHO [IEPETBOPEHUX NaPaMETPiB Mix pedepentanM Ta

16. Kpurepii ouiske JIOCITi Ky BaHIM JKapCEKUM 3aco6amu (mepetBopernx AUC .y (IT0ma i
edexTHBHOCTI bapmakoxieTHaHOIO KPHBOIO) 1 Crax (MakcuMaTbHA KOHUEHTpALis) 11

| jcrcopexTOBaHoro 010 6a30BOro piBHA 3aragbHOr0 ectpoHy ta AUCj.72 Ta

; §Cmax AU APOCIPEHOHY) 3HAXOMATHCA B AOCIYCTUMHUX Mexax — Big 80 % no 125
% |
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[Io6ivHi edextu Ta Hi KNiHivHi 1a6opaTopHi omimky, |
I ' 6 (bexTH Ta cranmaprHi knigivEi 146 PaToOpHI OMiHKK ,
;‘18. Craructuyni !HapameTquHa ANOVA, reomerpuuni noBipui iHTepBayH TA ;
MeToIu HemapaMeTpHYHHI TecT (Binskokcon). J
f 19, I{emo}pa(biqni' l . __....‘__. B i - T
jHOKa?.HI/IKH {Y UBOMY IOCIIIKEHH] ABANISTE Bicim (28 6imux) AOCTiHKYBAHUX BIKOM Bif
JIOCII Ky BaHOT i41 1o 75 pokiB Gynu panmoMizoBani Ta IpUHMaNTy BKa3aHi 1031 IIpenapary;
momyauii (crars, Bik, {Bci BOHH 3aBEPIINITH JOCIiIKEHHS,
paca Toro) [
| Sy Ouitka GioeKBiBATCHTHOCT] 3aranBHOr ecrpony T
E IIapamerp Cepenue reomerpnune HoBipui Koedinient
bapmaxoxineruxu | cnisBigHOmenns inTepBann | Bapiamiy, |
g HMocnimxypanuii/Pedepentunii % ’
:20 P AUCO-qac 100,01 % Bi,ﬂ' 1 I, 1 1 %
2V. Pesynpratu (rox*nr/ma) 95,09 % i
‘—C(I)GKTHBHOCTI 1o J
[ 105,19 %
; AUC.ins 99,52 % VI Big 11,29 %
3 (rop*nr/mu) 94,55 %
,f RO
g 104,76 %
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21. Pe?;'};iﬁfram- )
Oe3meKH

22. BucHoBoK
(3aKITFOYECHHS)

3asBHHK (BJIACHHK

peecTpaltiitnoro
TIOCBITUCHHS )

Chaxe (IT/MJT) 91,80 % Bif 17,46 %
84,83 %
bilo)
99,35 %

OuiHka GioeKBiBaJIEHTHOCTI ApOCITipeHOHY 3
ITapamertp Cepenne reomeTpu1He Hosipui KoedinienT ‘
tapmakokiHeTHKH | cniBBiIHOIIEHHS iHTepBayin | Bapiaumii, !

Hocaimkysannii/Pedepentanii %o ‘
AUCo.n2 102,22 % BiA 8,83 % (
(rox*nr/mn) 98,19 % ‘;
1o
106,41 % %
Chaxe (Ir/m1) 104,33 % Bill 12,18 %
98,72 %
pi(o]
110,26 %

|
O0uaBa npenaparu 100pe MePeHOCUITHCH, 6€3 ICTOTHHX MOOIYHUX €(EKTIB. l
|
| |

Ha mizgcTaBi muX pe3ynapTaTiB MOKHA 3pOOHTH BHCHOBOK, IO JTOCTIDKYBaHHUH |
JIPOCIipeHoH + ecTpamion 2 Mr/1 Mr, TaGIeTKH, BKPUTI IIIBKOBOK 000I0HKOIO |
(nixypaHHsS A), GioexpiBaneHTHHH pedepeHTHOMY IiKapchkoMmy 3acoby |
EAH}I{eJ'[iK 2 Mr/1 mr, TabneTkH, BKPHUTI TUTIBKOBOKO 000JIOHKOO, (JTIKYBaHHS |
B) npu npuitomi y no3ysanni 1 x 2 mr/1 Mr Harmie. \
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Annpea Tot, mokTop papmaresTrunux Hayk (Andrea Toth PharmD)
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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 IV)

Clinical Trial Report
I. Name of the medicinal product - :
: . . Klimedix* 2 mg/ 1 mg film-coated tablet (Drospirenone + Estradiol 2
Ll:;)glstrauon certificate number, if mg/1 mg Film-Costed Tablet)
2. Apphcant Gedeon Richter Plc. Hungary
3. Manufacturer Gedeon Richter Plc., Hungary
4. Conducted studies: X ves 8 mo if no, justify
1) type of the medicinal product,
registration of which was conducted Genenc
or planned
Randomized, Open-Label, 2-Way Crossover Bioequivalence Study Of
Drospirenone +
5. Full title of the climcal tral, code Estradiol 2 mg/1 mg Film-Coated Tablet and Angeliq (Reference)
number of the clinical trial Following a 2 mg/1 mg

Dose in Healthy Subjects Under Fasting Conditions
Project No.: 160291

6. Phase of the chnical trial Phase | (Bioequivalence)
7. Time frame of the clinical tral From 20.10.2017. to 04.01.2018.
8. Countries where the clinical trial

was conducted Caneda
; planned: 28

9. Number of subjects I 78
The objective of this study was to compare the rate and extent of

10. Purpose and secondary absorption of Drospirenone + Estradiol 2 mg/1 mg film-coated tablet

objectives of the chinical tnal (Test) versus Angeliq (Reference), administered as | x 2 mg/1 mg film-
coated tablet under fasting conditions.

- . : Thus was a single centre, randomized, single-dose, open-label, 2-way
11. Clinical trial design crossover BE stady.

Subjects had to be healthy, adult, post-menopausal female non-smoker (no
use of tobacco products within three months prior to screening) subjects,
aged 235 and <65 years. body mass index (BMI) >18.5 and <30.0 kg/m2
with body weight > 45 0 kg.

12. Key inclusion cniteria



13. Investigational medicinal
product, method of administration,
strength

14. Comparator, method of
administration, strength

15. Concomitant therapy

16. Efficacy evaluation critena

1 7. Safety evaluation criteria

18. Statistical methods

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

20. Efficacy outcomes

21. Safety outcomes

22. Conclusion (summary)

Applicant (Registration

Klimedix* 2 mg / 1 mg film-coated tablet
(Drospirenone + Estradiol (Oral) 2 mg/l mg)

Angelig (Drospirenone + Estradiol) (Oral) 2 mg/1 mg

Prescription and over-the-counter medications was prohibited throughout
the study.

The hypothesis of BE of the formulations is accepted if the 90%

geometnic C 1. of the ratio of LSM of the Test to Reference product of In-
transformed AUC, and Cye, for baseline-corrected total estrone and In-
transformed AUC..7 and C for drospirenone are within the acceptance
range of 80.00% 1o 125.00%.

Adverse events and standard climcal laboratory evaluations.

Parametric ANOVA, geometric confidence intervals and non-parametric
test (Wilcoxon).

Twenty-cight (28 White) subjects between 41 and 75 years were
randomized and dosed m this study; all these subjects completed the
study.

Bioequivalence evaluation of Total Estrone:

Pharmacokinetics =~ Geometric
parameter Mean Ratio ﬁm CV%
| Test/Ref
AUCo. (h*pg/mL) | opis | 25.09%w 4 Tl
L L 105.19% p i
AUC g.in ! o, | 9455%t0 | =
 (h*pg/mL) ﬁ 99.5_2_?__ L 10476% 11.29%
’ P 84 83% to
Comas (pg/mL) 91.80% 993 5:/.. 1 17.46%
Bioequivalence evaluation of Drospirenone:
Pharmacokinetics = Geometric fid
parameter Mean Ratio Chm als CV%
Test/Ref
AUCen | 102.22% 98.19% to 8. 83%
(h*pg/mL) | 10641% |
|
104 .33% 98.72% to | 12.18%
Conas (pg/mL) | 110.26% | |

Both formulations were well tolerated, with no major side effects.

Based on these results, it can be concluded that the Test Drospirenone +
Estradiol 2 mg/1 mg film-coated tablet (Treatment A) 1s bioequivalent to
the Reference Angeliq 2 mg/l mg film-coated tablet (Treatment B)
following a | x 2 mg/l mg dose under fasting conditions.

¢ f‘ m (dn'\j: 2.£

certificate Holder)

Andrea Toth PharmD
Medical expert



Hopartok 29

no Tlopsaaxy npoBeieHHs EKCIEPTH3H
peecTpauifiHUX MaTepiajlie Ha Jlikapebki
3aco0u, 1110 MOAAKOTHCS HA JAEPKABHY
peecTpatito (epepeecTpariio), a TaKoX
eKCIIEPTU3H MaTepialliB PO BHECEHHS
3MiH JI0 peecTpaliiiHux Martepianis
MPOTATOM Jii peecTpaliiiHoro
TIOCBIAYEHHS

(mynkT 4 posainy IV)

3BiT npo AokaiHIYHI JocaiKeHH

I Haspa nikapcekoro 3acoby  JIpocnipeHon/Ectpagion MHH apocnipenon + ectpaziony
(3a HAsIBHOCTI - HOMEP TreMiriapar, MikpoHizoBaHuit) 2 mr/1 mr, TabneTkH, BKPHTI
:pecn:'rpauiﬁl-{oro MOCBI/TUEHHS): UIIBKOBOKO 060I0HKOIO

1) T JikapebKoro 3acoby. 3a

SIKUM [1poBoAMiacs abo | —

MIaHYETHCA peecTpartis |
!

[

]_[C 3asiBa 4JiA reHEpHuKa.

26

OCKINBKH AKTUBHI |

| peyoBHHH a00pe BigOMi
* Ta LIMPOKO
MpOTECTOBaHi, Ls 3asBa

i Ha OTPUMAHHS |

peecTpalliiiHoro

MOCBiUYEHHS HE BKIIIOYAE |

| 2) npoBeeHi JOCTiIKEHHS L Tax X Hi .

. NOCIAKEeHHS,

[IPOBE/IEHOTO

i 3a9BHUKAMH. Orxe, |
ornsiy JOKJITHIYHHX

KOIHOr0  JOKJIiHIYHOTO

JAHUX [PYHTYETbCS Ha
ornsal  JAaHMX 1040
i AKTHBHHX pEeYOBMH,

! HasgBHHX Y IEKIIBKOX

| HaykoBHX 0a3zax HaHuX

abo onybnikoBaHUX.

2. dapmakonoris: | -
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2) BTOPHHHA (bapmalcojmuamma | —
13) (bapmaxonm ist 663[]6!(14 -
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5) BUBCICHHS | —
6) q)apMai{omnequi B3acMoil | —
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7) inti papmakoKiHeTHUHI -
fHOCJll,Ll)[\CHHSI
4 Toxcukonorm

l) TOKCHUHICTh y pasi =
o,n,nopasoﬁoro BBE/ICHHS
2) TOKCHHHICTD y pasi 2
MOBTOPHHUX BBE/ICHE 1
3) reHOTOKCHYHICTh: =

in vitro |
in vivo (BKJTIOYAIOYH JIOJATKOBY | —
OLIRKY 3 Toxcmoxmemw)
A) KaﬂueporeHHICTb | =~
ﬂosrocmoxom zzocmnmemm | —
'KOpOTKOCTpOKOBl JOCHiUKeH S | —
a60 20CHiKEHHS CepetHbOT
Tpnsanocn
,H,O,HaTKOB! JOCITIDKEHHS -
3) penpojayKTHBHA TOKCHYHICTB | —
|
Ta TOKCHUHUH BILIKB Ha
pO?BHTOI\ MOTOMCTBA:
fBl"IJ“[PIB Ha QepTHILHICTD | -
Lpamnu eMOpioHaIbHHIA '
‘po3BldT01<
.EMSpIOTOKCHHmCTb | —

S e e e = T

}l‘[pGHdTaHbHaI HOCTHATANbHA | —
TOKCHYHICTh
JIOCITJUKEHHS, TIPH SKHX -

’npenapaT YBOJUTHCH }
;n()Tc)McTBy (HecTaTeBO3PIIUM

‘TRapMHAM) Ta/abo OLIHIOETHCA .
BiganeHa ais '
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;6) Mmicliena nepeﬁocuwm b

7) JIOJATKOBI JOCTTIKEHHS
TOKCHUYHOCTI:
AHTUTEHHICTb (YTBOPEHHS
AHTHTLI)

'1 M}’HOTO KCHYHICTD

jJ,OCﬂlﬂ)l(EHHSI Mexaﬂ 13MEB ,ﬂll

_ﬂu{apcbxa 3a1EKHICTD
rFOKcuquTb M€T&6BEi’Ei§
TOKLHLIHIC'lb uomuuom
nnuc '

5 'BHCHOBKH LI.LO,Z[O
O KJIHIYHOIO BUBYEHHS

3asBHHUK (BIACHHUK

28

Le 3as1Ba Jlﬂﬁ‘!‘e]-lepl-ﬁ{a. OckiNbKH aKTHBHI pe4yOBHHU A00pe |
BiZIOMi Ta IIHMPOKO MPOTECTOBaHI, L 3adBa Ha OTPUMAaHHA |
peecTpaliiHOro  MOCBIMYEHHS HE  BKJIOYAE  JKOJHOTO
JOKJIHIYHOTO  JOCHIDKEHHS, TMPOBEACHOr0  3asiBHUKAMH.
OTKe, oriax MOKTIHIYHMX J@HUX TIPYHTYEThCA Ha OTIAdi |

JAHUX I0I0 AKTHBHUX PEYOBHWH, HAsBHHUX Y uemnmcox
HayKOBHX Gazax ganux abo onyOIiKOBaHHX.

peecTpauiiHoro
MOCBiAYeHHs)
|

[[mignuc] '
ToxTop €Ba Maryi (Dr Eva Matucz)

[[IToBHe im’s]



