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 IV)

Non-Clinical Study Report

1. Name of the medicinal product

(Registration certificate number, if ' Sawis® (INN dienogest) 2 mg tablets
any): I

1) type of the medicinal product,
registration of which was conducted | n.a.
or planned

This is a generic application.
As the active substance,
dienogest is well-known and
widely tested, this Marketing
Authorisation  Application
does not include any non-

2) conducted studies L yes X no clinical study that has been
conducted by the applicants.
Therefore, the non-clinical
overview is based on a
review of data available in
several scientific databases
or published in relation to
dienogest.

2. Pharmacology: n.a.

1) primary pharmacodynamics  na. e

2) secondary pharmaé'odyr_lamics n.a. - e
3) safety pharmacology "~ na —— — -

Ptj pharmacodynémic interactions n.a.




3. Pharmacokinetic propérﬁes: n.a. ' o — - = |

1) analytical brocedures and repo_rts

on their validation , a

2)absorpion  [na - B -

3) distribution ‘n.a.

Iﬂ metabolism na. - o : |

5) excretion In.a. |

6) pharmacokinetic interactions (non- ’;1_ S _ |

clinical) |

7) other pharmacokinetic studies |n.a. o

4. Toxicology: n.a. o

1) single dose toxicity |n.a. - -

2) repeated dose toxicity n.a. )

.3 DV . - A

; ) g'enotoxwlty " |

in vitro | |

in vitro (including additional 3 ) '
i i n.a |

toxicokinetics assessment)

:ﬂ c?rcinogenicity: - ‘n.a. -

long-term studies ‘n.a.

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

ladditional studies n.a.

|3)?‘eproducﬁve_aﬁde_velopmental ) i"n.a. - o : -
toxicity:

effect on fertility and early embryonic _7_ - o -
idevelopment na

embryotoxicity |na. - - -
ﬁ:;féhétal and postnatal toxicity =~ rnai - | S

studies in which the drug is
administered to the offspring (juvenile | n.a. |
animals) and/or late effect is assessed

6) local tolerance na.

7) additional toxicity studies: na. - -

antigenicity (antibody production)  |na. ) o -
immunotoxicity - - In.a.

mechanistic study - |na - . N
drug dependence [na - -
toxicity of metabolites  |na. B

toxicity of impurities ‘na. o -
others ~ na - - - -

- ~ Thisisa ger_leric applicationf As the active substance, _dienogest_is
s Conclusions on non-clinical stud well-known and widely tested, this Marketing Authorisation
' v Y Application does not include any non-clinical study that has been

conducted by the applicants. Therefore, the non-clinical overview is




| based on a review of data available in several scientific databases or|
’pubiished in relation to dienogest.

Applicant (Registration
certificate Holder)
| He

ta g'é}élfﬁce «Richter Gedeon Nyrt» in Ukraine

A N .
:3‘th riﬂ._&*\'%'/;

et
-



Honaroxk 29

10 TTopsimky pOBEASHHS €KCIIEPTH3H
peecTpauiiiHixX MaTepialliB Ha JiKapchbki
3ac0o0H, [0 MOJAIOTHCS Ha ACPIKaBHY
peecTpallilo (epepeecTpalito), a TAKOXK
€KCIIePTH3H MaTepialliB PO BHECEHHS
3MiH 0 peecTpaliiiHiuX MartepiaiiB
TPOTAroM il peectpariifiHoro
NOCBiAYEHHS

(ryskr 4 pozginy IV)

3BIT
Npo AOKJIiHITHI JOCTiNKeHHS

1. Hassa nikapcbkoro 3acoby (3a HasBHOCTI -
HOMEp peecTpalifHoOro MOCBIYEHHS):

CABIC® (MHH gienorect) Tabierku mo 2
ML

1) T JlikapceKoro 3acofy, 3a IKUM
1poBoAMIIacs abo IIIaHyeThCs peecTpallis

2) mpoBeieHi MOCIipKeHHs 0 Tak B Hi, sKkmo Hi, o6IpyHTyBaTH

Lle 3asiBa Ha TeHEpUYHKH JTiKapchKuii 3aci6. Jliroda pedoBruHa JieHOTeCT 0OpE BioMa i
IIHPOKO IIPOTECTOBAHA, 3asBa Ha OTPUMAHHS PeeCTpaliffHOTO MOCBIIYEHHS HE BKIIIOYAE B
cebe HISKHX DOKITIHIYHUX JOCIIIKEHb, SKi Oyl MpOBEeH] 3aIBHUKOM. TakuM YMHOM, OTJISL
JOKJIIHIYHHX AaHuX 0a3yeThCs Ha OIJIAl JaHUX, HASBHUX B JICKIIEKOX HAYKOBHX a00
omy6rikoBaHUX 6a3ax JaHUX CTOCOBHO JIIEHOTECTA.

2. ®apMaKoJIoTis:

1) mepBuHHA hapMaKkogHHAMIKA

2) BTOpHHHA (hapMakoArHaMiKa

3) dapmaxostorist 6e3nekn

4) hapmakoauHaMiYHi B3aeMOii

3. ®apMaKOKIHETHKA:

1) anamiTHYHI METOAWKY Ta 3BITH LIOJO iX
BaTigamii

2) BCMOKTYBaHHS

3) po3nozin

4) meTaboJi3mM

5) BUBeICHHA

6) dapMaKoKiHETHYHI B3acMOIii (TOKIiHiUHi)

7) inmi hapMakOKiHETHYHI JOCHIPKEHHS

4. TOKCHKOJIOTIS:

1) TOKCHYHICTE Y pa3i 0IHOPA30BOIO
BBEJICHHS

2) TOKCHYHICTh Y pa3i TOBTOPHHX BBEIACHD

3) reHOTOKCHYHICTB;
in vitro

in vivo (BKIIIOYAIOUH JOAATKOBY OIUHKY 3
TOKCUKOKIHETHUKN)

4) KaHIEPOTCHHICTB!

JIOBLOCTPOKOBI TOCIIiKEHHS

KOPOTKOCTPOKOBI JOCIIKEHHS




a0 JOCIiIKeHHS CepeTHLOT TPUBAJIOCTI
JIOJTATKOBI JTOCJI1IKECHHSI

5) penpoAyKTHBHA TOKCHYHICT Ta
TOKCHYHHUI BIUIMB Ha PO3BUTOK IOTOMCTBA:

BIUTMB Ha QEPTWIBHICTD 1 paHHIH
eMOpioHAJIEHUM PO3BUTOK

eMOPIOTOKCHYHICTB

npeHaTajbHa 1 MOCTHATATbHA TOKCHYHICTD
JIOCITIKEHHS, [IPH AKUX IIpenapaT yBOAUTHCA
MIOTOMCTBY (HECTATEBO3PiIHM TBAPHHAM)
Ta/ab0 ONIHIOETHCA BimaneHa ais

6) MicIieBa IEPEHOCUMICTh

7) HOMATKOBI HOCTIHKEHHS TOKCHYHOCTI:

AHTUTEHHICTH (YTBOPEHHA aHTUTLN)

IMYHOTOKCHYHICTh

JOCTIKEHH MeXaHI3MIB il

JKapChKa 3aJICXKHICTD

TOKCHUYHICTh METa0O0JIITIB

TOKCHUYHICTH JOMIIIOK

135018

5. BUCHOBKY MO10 NOKIIHIYHOTO BHBYCHHS

- =~
diHg =

Ile 3as1Ba Ha reHepUYHUH JTiKapChKui 3aci6.
Jliroua peyoBuHa IieHorecT nobpe Bimoma i
IIHPOKO MPOTECTOBAHA, 3asiBKa HA OTPUMAaHHS
PEECTpaIiifHOTO TTOCBIAYECHHS HE BKIIIOYAE B
cebe HisKUX JOKJIIHIYHUX JOCIIiKEHbD, IKI
Oy IpOBENCHI 3assBHUKOM. TakuM YHHOM,
OIS JOKTIHIYHHAX TaHuX 06a3yeThes Ha
OIVISIZi IaHWX, HASBHUX B IEKUIBKOX
HayKoBHX abo omyOiikoBaHUX 0a3ax JaHMX

3agBHUK (BJACHUK
peecTpaniifHOro MOCBiT4eHH)

.CTOCOBHO JIEHOTECTA.
Sk




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 IV)

Clinical Trial Report

1. Name of the medicinal produdt (Regist_rat_ion

certificate number, if any)
2. Applicant -

3, Manufacturer

4. Conducted studies;

ll)_type of the medicinal p"roduct regigﬁ‘aﬁonof

|whlch was conducted or planned

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

the clinical trial

6. Phase of the clinical trial

7. Time frame of the clinical trial

8. Countries where the clinical trial was
iconducted

9. Number of subjects

10. Purpose and secondary objectives of the
clinical trial

11. Clinical trial design

12. Key inclusion criteria

'Sawis® (INN dienogest) 2 mg tablets

I' Gedeon Richter Plc. | I_{ungary

| Gedeon Richter Ple., Hungary

X yes C no if no, justify

Generic

RANDOMIZED, OPEN-LABEL, 2-WAY CROSSOVER
BIOEQUIVALENCE STUDY OF DIENOGEST 2 mg
‘TABLET AND VISANNE (REFERENCE) FOLLOWING
A 2 mg DOSE IN HEALTHY SUBJECTS UNDER
FASTING CONDITIONS

‘ inVentiv Project No.: 50113

' Phase I (Bioequivalence)
[From 16 06 2015. to 29 07.2015.

Canada

planned: 24
actual: 24 |

The objective of this study was to compare the rate and
extent of absorption of dienogest 2 mg tablet (Test) versus
Visanne (Reference), administered as 1 x 2 mg tablet
under fasting conditions. ‘

Single centre, randomized, single-dose, open-label, 2-way
crossover BE study

Subjects had to be hea]thy adult non-smoker females, >18
and <65 years of age; body mass index (BMI) >18.5 and

<30. 0 kg/m2 and body weight 2 45.0 kg




13. Investigational medicinal product, method of
administration, strength

‘14 Comparator method of administration,
strength

15. Concomitant therapy

16. Efficacy evaluation criteria

i17. Safety evaluation criteria

18. Statistical methods

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

| :
' Dienogest (Oral) 2 mg

Visanne (Oral) 2 mg
Prescription  and " over-the-counter medications

was|
prohibited throughout the study.

Effi icacy was not a part t of the study de51gn

/Adverse events and standard clinical laboratory
evaluations.

|
Paramelnc ANOVA, geometric ¢ confidence intervals and ‘
|
|

§non parametric test (Wilcoxon).

Twenty-four (23 White and 1 Asian) subjects between 27 |
and 60 years were randomized and dosed in this study; all
these subjects completed the study.

20. Efficacy outcomes

221. Safety outcomes

22. Conclusion (summary)

Applicant (Registration
certificate Holder)

-!Bascd on the résults,_

— AT
/ ‘*1*“ ‘/7

\Efﬂcacy was not a part of the study design.

\Both formulations were well tolerated, with no major side

effects.

it can be concluded that the test!
Dienogest (Treatment A) is bioequivalent to the reference |
Visanne (Treatment B) following a 2 mg dose under fasting
conditions. Therefore Dienogest 2 mg tablets by Gedeon
Richter Plc. are expected to produce essentially similar
clinical effects to those of Visanne tablets.

I[n summary, the benefit-risk ratio of dienogest is favourable
when used provided that the wusual precautions
!rccommended for the original product are followed with the
product of Gedeon Rlchter Plc

entative office «Richter Gedeon Nyrt» in Ukralne




Homnatok 30

1o IopsaKy MpoBeneHHs eKCIEPTH3H
peecTpalilfHiX MaTepianiB Ha JiKapchki
3aco0H, 110 [TOJAIOTHCS Ha JCPXKABHY
peecTpaliio (epepeecTpaliio), a TAKOX
€KCNePTH3H MaTepialliB PO BHECEHHA
3MiH 0O peecTpalliiiHuX MaTepialiB
MpOTATOM Iil peecTpalifiHoro
MOCBiTYEHHS

(mysKT 4 pozniny IV)

3BIT
npo KJiHiYHe BUNPOOyBaHHS

1. Ha3pa nikapchkoro 3aco0y (3a HasBHOCTI -
HOMEp PEECTPAIIHHOr0 OCBITUCHHS)

Casic, Ta0JeTKH MO 2 MI'
(MHH nienorect)

2. 3agBHUK

BAT «I'emeon PixTepy», Yropiuna

3. BupoOHuk

BAT «I"eneon Pixtep», Yropumsaa

4. TIpoBeneni gociimkerns: B Tak o Hi Ko Hi, 00IPYHTYBaTH

1) Tum nikapchKOro 3acoby, 3a SIKUM
npoBopiacst ab0 IIAHYETHCS PEECTPAILis

reHepHyHMi JTIKapChKUi 3aci6

5. IloBHa Ha3Ba KITHIYHOTO BUNIPOOYBaHHS,
KOJOBaHUI HOMep KJIIHIYHOTO BUIIPOOYBaHH:

BinkpuTe, panxoMi3zoBaHe, TOABIHHE
TepeXpecHe TOCIIKEHHS
6ioekBiBaeHTHOCTI Ipemapary JlieHorect 1o
2 Mr (tectyemuit) i Bizan, TabmeTky 2 Mr
(mpemapaT MOPiBHAHHS) HATILE Y 3M0POBUX
JIOOPOBOJIBIIIB.

Kon gocmixenns: 150113

6. ®a3a KIiHIYHOrO BUIIPOOYBAHHS

Kniniuna daza I (nocnimkeHHs
610eXBiBAIEHTHOCTI)

7. Ilepion mpoBeIcHHS KITIHIYHOTO
BUIIPOOYBaHHSA

3 16.06.2015 o 29.07.2015

8. Kpaiuu, ne mpoBoamiocs KiIiHiuHe
BUNPOOYBaHHS

Kanana

9. KiibKIiCTh AOCTIKYBAaHUX

3amragoBaHa: 24
daxtuuHa: 24

10. MeTa Ta BTOPHMHHI IIiJIi KIIHIYHOTO
BUIIPOOYBaHHS

Mera 11500 TOCTiDKEHHS ITOJISTaNa B
TIOPIBHSIHHI IIBUAKOCTI Ta CTyHeHs abcopOmii
JlienorecTy TaGyeToK 2 MT (TECTyeMUI)
NOpiBHAHO 3 Bi3aH, (Ipenapar nopiBHAHHSA)
KU IprHMalTi y J03yBaHHI 1x2 Mry ¢opmi
TabJIETOK HATIIE.

11. Qu3aiis KIiHIYHOTO BUIPOOYBaHHS

OHOLIEHTPOBE, PaHAOMI30BaHe, OXHOJ030BE,
BiJIKpHTE, MO/IBIHE IIEpeXpecHe
JOCHiIKeHHs 610€KBiBAJIEHTHOCTI

12. OcHOBHI KpHUTEpil BIIIIOYEHHS

Cy6’eKTH HOCIiKEHD TOBUHHI 6yTH
3IOPOBMMH, TOPOCTMMH JKiHKaMH, SKI HE
HasTh y Bini >18 i <65 pokiB; iHAEKC MacH
tina (IMT) >18,5 1 <30,0 xr/M” i maca Tina >
45,0 kr.

13, TocmiaKyBaHuii TiKapChKHif 3acib, crmoci6
3aCTOCYBaHHS, CHIa Aii

HMienorect, Tabmetku 2 Mr (MHH nienorecr),
crocib 3aCTOCYBaHHS - IEPOPAILHUH,




14. Ilpenapar nopiBHAHHS, 1033, CIIOCIO
3aCTOCYBaHHs, CUIa Jii

Bizan, tabnerku 2 mr (MHH mienorect),
CII0ci6 3acTOCYBaHHSA-IIEPOPATILHUN

15. CymyTHs Tepanis

Penenrtypui Ta 6e3 penenTypHi Jiku Oynm
3a00pOHEH] MPOTITOM YCHOTO AOCIIIKEHHS.

16. Kputepii ominku epeKTUBHOCTI

EdexrusHicTs He Oyila 4aCTHHOIO JU3AWHY
BUNPOOYBaHHS

17. Kpurepii ominku 6e3nexu

[To6iuni peakrii i cTaHAaPTHI KITiHIUHI
71ab0paTOpHi OIIHKH

18. CraTucTU4Hi METOIHU

[MapameTpudHuit fucIepciiHui aHami3
(ANOVA), reoMeTpU4HHU#H JOBIpIUH
inrepsai, HemapameTpuuHuii TecT (Wilcoxon)

19. TemorpadiuHi MOKa3HUKH AOCTILAXKYBAHOL
HONyJNALIT (CTaTh, BiK, paca, TOILIO)

B nisoMy Ao mkeHH] 6yIIH paHIoMi30BaH] Ta
BiniGpani 24 (23 eBpomeoinHoi i 1 asiaTcekoi
pacu) cy6’ekti 3 27 mo 60 poki; Bci I
cy06'eKTH 3aBEPINMIN JIOCIIKEHHS

20. PesynbTaTit €peKTUBHOCTI

EdexTuBHicTh He Oyiia 4aCTUHOIO AM3aHHY
BUIIPOOYBaHHS

21. PesynpTaTu 6€31€KH

O6upa npenapaty 0y Jo6pe NepeHoCHM,
6e3 OyIb-AKMX CEpPHO3HUX MOOIYHMX ePEKTIB

22. BHCHOBOK (3aKJIIOYEHHS)

Ha miacraBi OTpHMaHUX pPe3yNbTaTiB MOKHA
3poOUTH BUCHOBOK, IO TecTyeMuii JlieHorect
(JlixyBauus A) € OIiOKBIBAJICHTHUM [0
pedepentroro Bizany (JlikyBanns B) micis
npuiioMmy Harie 103 2 Mr. Tomy odikyeTbes
mo Jlienorect TabjeTku 2 MI BHPOOHHUIITBA
BAT «I'eneon Pixtep» namyTe IpaKkTHYHO
Taki % KIiHiYHi eeKTH, sk i TabneTku Bisan.

Taxum YHHOM, CHIiBBITHOIIECHHS

KOpuCTh/pu3uKk  JlieHorecta  BHPOOHHIITBA

BAT «I'eneon Pixtep» € COpHATIHBUM IIpH

BUKOPHCTaHHI 3a  yYMOBH  JOTPHMAaHHS

3BHYAHHUX 3amo0KHIX 3aXO0/IiB,

PEKOMEHIOBAHUX hi0) OpUTIHATHFHOTO
i MPOJYKTY.

273 @waHa o~
- .

3agBHUK (BJIACHUK
peECTpalifHOTO MMOCBi 4

a1 E LA Y
CTARHIIELED,

['naBa

an SIkyOoBiu
«Pixtep leneon Hpt.» B Yipaini

oy 257




