Jonatox 29

Ao llopsaaxky npoBeJeHHs eKCEPTH3H
peecTpauiiHuX MaTepiaiB Ha JiKapChbKi
3ac00M, 110 NOJAI0THCS HA JIEPKABHY
peecTpauiio (mepepeecTpaiio), a TAKoXK
EKCIEPTH3H MaTepialiR MPO BHECEHHS
3MiH 10 peecTpauiiHUX MaTepiais
HPOTATOM Aii peecTpamiiioro
NOCBIAYEHHS

(nyHkT 4 pozpuiny IV)

3BIT

PO AOKJIHIYHI JoCaiIKeHHs

1. Hasea nikapcpkoro 3acofy (3a
HasABHOCTI - HOMEp PeeCTPaIiiiHOro
MOCBITYCHHS ):

CIOD®OP® XR 1000

1) Tun nikapceKoro 3acoby, 3a SIKUM
[poBoaunacs abo MaHyeThes
peecTpauis

EHEPUYHWI JIIKAPCLKUI 3ACIE

2) mpoBeeHi JA0CTIIKEHHS

TaK X HI

AKLIO Hi, 0OTPYHTYBATH

Howniniuni docrioxcenns ne nposodunucs, ockiioru
peccmpayis 1ikapcorko2o 3acofy nPoeoOUmMbCsL 3d MUHOM

TEHEPUYHHH JIIKAPCHKHI 34CIP.

2. dapmakostoris:

1) nepeunHa hapmakoauHaMika

\He zacmocosno

2) BTOpHHHA (hapMaKoAuHamiKa

\He zacmocoeno

3) apmakonoris Gesnexn

He sacmocoerno

4) papmakouHaMituHI B3aeMoii

\He zacmocoeno

3. ®apMakoKiHeTHKa:

1) aHaITHYHI METOIMKH TA 3BITH 1100
ix Bamiganii

\He 3acmocoeno




2) BCMOKTYBaHHs

\He zacmocoeno

3) posnoain

He 3acmocoeno

4) meTabosizm

\He 3acmocoeno

5) BUBEJICHHS

He 3acmocogrno

6) hapMaKOKiHETHYHI B3aeMOIii
(IOKIIHIYHI)

\He 3acmocoeHo

7) iH11 (hapMaKOKIHETHYHI
UTOCIT1IKEHHS

\He sacmocosno

4. TokcHKOJIOTISN:

1) TokcH4HICTB ¥ pasi 0IHOPa30BOro
BBC/ICHHS

\He zacmocosgno

2) TOKCHYHICTB Y pa3i MOBTOPHUX
BBE/ICHD

He zacmocosno

3) rEeHOTOKCHYHICTB:
in vitro

He 3acmocogrno

3 TOKCUKOKIHETHKH)

In vivo (BKIIOYAIOYH JI0ATKOBY OLIHKY

\He zacmocoeno

4) KaHIIEPOrCHHICTh:

\He sacmocoeno

UTOBIOCTPOKOBI JIOCITI IPKEHHS

He 3acmocoeno

KOPOTKOCTPOKOB1 HOCTIIKEeHHsI
a00 I0CITiKEHHS cepeHbOi
TPUBAJIOCTI

\He zacmocoeno

IMOJIaTKOBI TOCTIIKEHHS

He zacmocoeno

5) penpoayKTHBHA TOKCHYHICTh Ta
TOKCHYHHHI BIUIMB HA PO3BUTOK
MOTOMCTRA:

\He 3acmocoeHno

BILIMB Ha (DEPTHILHICTS 1 paHHiii
eMOpiOHAIbHUI PO3BHTOK

\He 3acmocoeHo




eMOPIOTOKCHYHICTh

He 3acmocoeno

NpeHaTajlbHa 1 MOCTHATAIbHA
TOKCUUHICTE

He 3acmocosgno

TOCIIIIKEHHS, NPU AKUX Tpenapar
IYBOIUTBCA MMOTOMCTBY

OLIHIOETHCS BiA1a/IeHa Ois

(HecTaTeBO3pIIHM TBapHHAM) Ta/abo

He 3acmocoeno

6) MicLIeBa IIEPEHOCHMICTB

\He 3acmocoeno

7) 10JIATKOBI JIOCITIJIKEHHS
TOKCHYHOCTI:

\He 3acmocoeHo

AHTUI'€HHICTb (YTBOPEHHS aHTHTLI)

\He 3acmocoeno

IMYHOTOKCUYHICTh

He 3acmocosno

TOCHIJIDKEHHS MEXaHI3MIB i1

He 3acmocoeno

TiKapchKa 3a1eKHICTh

\He 3acmocogno

TOKCHUYHICTE MeTabO0MiTIR

\He 3acmocoeHno

TOKCHYHICTH JOMILIOK

\He 3acmocoeno

IHLIEe

\He 3acmocosro

5. BUCHOBKH 111010 JOKJIIHIYHOTO
BUBYEHHS

\He sacmocosno

3asgBHUK (BIACHHK
PEECTPALIIHHOTO

~

e

TIOCBITYCHH)

(miammc)

[IpencraBHuK 3asBHHKA ABneenko T. JI.

.1.5)

(mianuc)

[Ipencrasunk 3assHuka Jlamackina A. B.

(. 1. B.)



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 IV)

Clinical study report Nel

1. Name of medicinal product SIOFOR® XR 1000
(registration certificate No, if available

)

2. Applicant Berlin-Chemie AG

3. Manufacturer Manufacturing “in bulk™:

Centaur Pharmaceuticals Private Limited, India
Manufacturing “in bulk” and batch control:
BERLIN-CHEMIE AG

Tempelhofer Weg 83, 12347 Berlin, Germany

Packaging, batch control and batch release:
BERLIN-CHEMIE AG, Germany
Glienicker Weg 125, 12489 Berlin, Germany
4. Studies conducted: yes no  ifno, please justify

1) type of medicinal product. which ~ |Metformin hydrochloride extended release 1000 mg — generic
[has been or will be registered product

5. Title of clinical trial, code number |[An open-label, randomized, single-dose, two-treatment, two-

of clinical trial sequence, two-way crossover bioequivalence study of Metformin
hydrochloride extended release 1000 mg tablets manufactured by
Centaur Pharmaceuticals Pvt. Ltd., India [Test] with
GLUCOPHAGE* SR 1000 mg prolonged release tablets [containing
metformin hydrochloride 1000 mg as a sustained release]
manufactured by Merck KGaA, Frankfurter Strasse 250, Darmstadt,
ID-63293, Germany [Reference], with at least 07 days washout
period between each administration, in healthy, adult, male, human
subjects under fasting condition.

Study code: LSB-007-13

6. Phase of clinical trial Phase I — bioequivalence study
7. Period of clinical trial from 08.05.2013 till 17.05.2013
8. Countries, where clinical trial has |India

been conducted

9. Number of trial subjects planned: 36 subjects

actual: 33 subject completed as per protocol

10. Objective and secondary endpoints [Primary objective:

of clinical trial To evaluate, whether there exists any bioequivalence between two
formulations, i.e. metformin hydrochloride extended release 1000
mg tablets manufactured by Centaur Pharmaceuticals Pvt. Ltd.,
India [Test] and GLUCOPHAGE* SR 1000 mg prolonged release
tablets [containing metformin hydrochloride 1000 mg as a sustained
release] manufactured by Merck KGaA, Frankfurter Strasse 250,
Darmstadt, 0-63293, Germany [Reference], following single-dose
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dministration of one oral tablet each of test and reference
formulation in healthy, adult, male, human subjects under fasting
condition with a washout period of at least 07 days between each
administration by means of rate and extent of absorption.
Secondary endpoint
To monitor the safety of the participating subjects in this
bioequivalence study determined by means of clinical biochemistry,
physical examination, and AE/S4E monitoring.

11. Clinical trial design

Open-label, randomized, single-dose, two-treatment, two-sequence,
two-way crossover design with a washout period of at least 07 days,
bioequivalence study, in healthy adult, male human subjects under
fasting condition,

12. Main inclusion criteria

= Sex: male.

» Age: 18-45 years.

* Healthy. as justified by normal or clinically insignificant findings
in clinical and laboratory investigations.

* BMI: 18.0-25.0 kg/m?

* Informed consent given voluntarily in written form.

13. Investigational medicinal product,
mode of administration and strength

Metformin hydrochloride extended release 1000 mg tablets
Oral administration of one tablet with 240 mL of 20% glucose
solution

14. Reference product, dose, mode of
administration and strength

GLUCOPHAGE® SR 1000 mg (Metformin hydrochloride prolonged
release tablets 1000 mg)

Oral administration of one tablet with 240 mL of 20% glucose
solution

15. Concomitant therapy

Concomitant medication was not allowed in general as it may
influence the pharmacokinetic profile of the study drug. 1lowever,
subject no. S-14, S-28 and S-17 had suffered from adverse events,
for which, concomitant medications were used. Subject no.S-28 was
withdrawn from the study on account of AE. This was documented
in the adverse event recording form and respective follow-up sheets,
specifYing the name, route, dosage and specific indication and in
withdrawal dropout form.

16. Criteria for evaluation efficacy

Efficacy is not part of study, since this a bioequivalence study:
Primay parameters

ILog-transformed C...., AUCy, and AUC.ix¢

Secondary parameters

tree Kgand ty,

17. Criteria for evaluation safety

> Clinical investigations will be performed at the time of screening
and post-study safety evaluation.

» Vital examination and well-being assessment will be performed at
the time of admission, discharge, throughout the study conduct
during scheduled vital time points and post-study safety
assessment.

* Blood glucose examination will be done at 3.00, 7.00, 12.00 and
30.00 hours after IMP administration in both periods using in-house
glucometer.

» AE/SAE/SUSAR profiles of both test and reference formulations
will be recorded during the conduct of the study.

18. Statistical methods

Statistical software: Statistical analysis was done using SAS,
version 9.2.

Log-transformed data was used for Analysis of Variance [ANOVA]
for AUCqand Cmax. The primary pharmacokinetic parameters after

logarithmic transformation were subjected to an analysis of variance
[ANOVA] using the SAS GLM procedure. ANOVA was applied on
the log-transformed values of all the primary target parameters for

variation due to TREATMENT, PERIOD, SEQUENCE and
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SUBJECT within SEQUENCE as fixed effects. Using the
ESTIMATE statement of the GLM procedure, contrasts were
constructed between the test and the reference treatments to obtain
the P-value, the estimated mean difference, and the 90% CT for the
log-scale test-reference difference. The anti-logs of the estimated
mean difference and the 90% CI constitute the ratio of geometric
means and the 90% CI for the true test-reference ratio.

Probability [P] values were derived from the Type 101 sums of
squares. For all analyses, effects were considered to be statistically
significant if the probability associated with "F" was less than

0.05 for all the effects. The 90% confidence interval of the ratio of
geometric means of test/reference for C,,,, and AUCy, of Metformin
was calculated using Ln-transformed data of Cmax, and AUC, of
metformin.

As tmax was discrete variable it was evaluated using non-parametric
Wilcoxon-Mann-Whitney test.

Confidence Interval [CI]: The 90% confidence interval of the ratio of
the geometric means of test/reference for Cyyay and AUC,, of metformin
was calculated using Ln-transformed data of C,,,,, and AUCqy, of
metformin,

Bioequivalence criteria [Metformin]:

LnCopax 180 -125%

LnAUCq: :80-125%

19. Demographic indices of studied
population (sex, age, race, etc.)

36 enrolled male subjects
Average age: 30,42 years
Average height: 168,14 cm
Average weight: 65,38 kg
Average BMI: 23,10 kg/m’

20. Efficacy results

Efficacy is not part of study, since this a bioequivalence study

Summary of PK parameters [metformin] [N=33] — Untransformed
data:

Table 1: Stll_ﬂnl&ry of PK parameters [metformin] (N=33] — Untransformed data

Parnmeters Metformin|mean + SD|
T B P Test {T} _____ Reference [R] N
Coming/mb] 116645 £ 270.160 752 174260
AUCq [ng.himL]| BIT2803 £ 256,130 | 7348335 130361
AUCpdngimL] | 8590427 + 3356.415 T769.071 == 1409,148
[ 40040612 [ 39740808
tyalbl 4191 % 1.402 40231302 |
K] 0.1823 + 0.0530 01890 0.0538

21. Safety results

Ten [n=10] adverse events were documented during the entire study
including post-study safety assessment. As stated earlier, five [n=35]
AEs were recorded during the confinement period and five [n=5]
AEs noted as clinically relevant abnormal laboratory values of
PSSA.The AEs[n=5] in the clinical conduct were managed
appropriately and had resolved completely without any sequel. In
case of adverse events noted in post study safety assessment,
outcome of all five [n=5] adverse events could not be elicited, as the
subjects could not be contacted after repeated efforts..

22. Conclusion (summary)

* The study was performed according to the protocol and the ICH-GCP
guidelines.

* As per the regulations of CPMP/EWP/QWP/1401/98, REV. 1,
CORR** COMMITEE JANUARY 2010 guidelines laid down by the
EMAL," the 90% CI for log-transformed Crmax and AUCy,, for
metformin were within the acceptance limits of 80-125%.
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* Hence, it can be concluded that the "Test" formulation, i.e.
Metformin Hydrochloride extended release 1000 mg tablets [each
tablet contains metformin 1000 mg| manufactured by Centaur
Pharmaceuticals Pvt. Ltd, India is bioequivalent with the reference
formulation i.e. GLUCOPHAGE* SR 1000 mg prolonged release
tablets [containing metformin hydrochloride 1000 mg as a
sustained release] manufactured by Merck KGaA, Frankfurter
Strasse 250, Darmstadt, D-63293, Germany in terms of the primary
target parameters of Cmax, and AUCo-t following single dose
administration in fasting condition.

* No new safety related finding could be elicited, as all the drug-related
adverse events were in concurrence with the available published

literature.

* The statistical comparison of the AE between test and reference
drug could not be elicited. and this was not the objective of this

study.

Applicant (registration certificate
holder)

(signature)
___ AnjaPagenkopf
i(full name)

| \-ch,r@(("\

{Procedure amended by new annex 30 according to MoH Ukraine Order Mo 1528 of 27.06.2019 )
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Honarok 30

no Iopanky npoBeseHHs eKCHIEPTH3H
peecTpauiiinux MaTepianis Ha JikapcbKi
3aco0u, 110 MOAAIOTHCA Ha JEPIKABHY
peecTpalito (nepepeecTpario), a Takox
eKCMePTU3H MaTepialiB po BHECEHHS
3MiH JI0 peecTpauiiiHnx marepianis
NpOTATOM Ail peecTpaliifiHoro
MOCBiTUeHHA

{myHKT 4 posniny IV)

3siT npo kniniuHe Bunpodysanns Ne 1

1. HasBa nikapcekoro 3acofy
(3a HaABHOCTI - HOMEp
€€CTpaLifiHOro NoCBiTIeHH )

CIO®OP® XR 1000

2. 3agBHUK

bepain-Xemi Al

3. BupobHuk

Bupobruymeo “in bulk”:
Cenrayp ®@apmaueyrikans [paiiser Jlimiten, Inais

Bupobuuymeo “in bulk™ ma xonmpone cepiii:
BEPJIIH-XEMI AT, Himeuunna
Temnensxodep Ber 83, 12347 Bepain, Himeuunna

[laxysanna, konmpons ma eunyck cepiii:
BEPJIIH-XEMI AT, Himeuunna
[ninikep Ber 125, 12489 Bepuin, HiMeuunna

4, IIpoBeaeHi KoCIi KEHHS:

X TaK O Hi__AIKUIO Hi, HABECTH OBTPYHTYBaHHS

1) Tun nikapcekoro 3acofy, 3a
AKHM IpoBoJHnacs abo
NIAHYETBCA peecTpaltis

I'enepuyHMit TiKapceKuii 3aci6

5. IoBHa Ha3Ba KJIiHIYHOTO
BUNpoOyBaHHs, KOJOBaHMIA
HOMep KIiHi4HOro
BUNPOOYBaHHA

Binkpure, paHnomi3oBaHe, 3 OIHOKDATHMM NpPHHOMOM IBOX npenaparis, 3 IBOMa
TMOC/AOBHOCTAMH, B /Ba TMepionH, TOABilHE NepexpecHe NOCTIIKEHHS M1 OLHKH
GioeksiBaneHTHOCTI Mpenapaty MeTdopMiny riapoxiopma, TaGneTkn HPOIIOHTOBAHOT Jii
no 1000 wmr, supoOmuk  Centayp ®apmaueyrtikans Ilpaitser Jlimiten, Iumis
(mocnimxysanwuii npenapar) Ta npenapary

CIIIOKO®AX® SR 1000 Mr, rtabnerku TNIPOJIOHIOBaHOT 1il (MicTATH MeTdopMmiHy
rigpoxnopun 1000 mr, nponosrosasoi aii), BupobHuk Mepk KlaA (Merck KGaA),
®pankdyprep Iltpace 250, Japmmranr (Frankfurter Strasse 250, Darmstadt), D-
63293, Himeuunna (penapat nopiBHAHHA), IPH NPHHOMI 31 IOHANMEHIIe CeMUIEHHIM
nepioZioM BHBENEHHS MiCIA MPHIiOMy KOXKHOTO 3 MPEnapaTiB, 3MOPOBHMH JOPOCIUMH
BOJIOHTEPaMH Y0JIOBIHOT cTaTi HATILE.

Kon mocnimxennsa: LSB-007-13.

6. ®aza kniniyHoro
BUNPOOyBaHHs

@aza | - mocnimkenns 6ioekBiBaIeHTHOCTI

7. Ilepion npoBeneHHs
KJIiHI{YHOTO BHMPOGYBaHHS

3 08.05.2013 no 17.05.2013

8. Kpainu, ne nposoauiocs
KIIHIYHE BHIPOOYBaHHs

Innis

9. KibKicTh HOCTIIKYBAHHX

3aIIaHoBaHo: 36 yUacHHKIB
takTHuHO: 33 y4ACHUKH 3aBEPUIMIH YUACTh BiNOBIHO 10 BUMOT NPOTOKOITY

10. MeTa Ta BropunHi mini
KITiHIYHOTO BHTIPOOYBaHHA

IlepBuHHa 3a1a4a:
Ouninka HasBHOCTI GioekBiBajJeHTHOCTI JBOX mpemapaTiB, a cawme, MeThopminy
rigpoxnopuny, Tabnerkd mnposoHroBaHoi Aii mo 1000 wmr ansa HePOPaTLHOTO
3acTocyBaHHd, BHUpoOHMK  Centayp @apmaueytikans Ilpaiiser Jlimiten, Imnis
(nocnimkysanuit npenapar) Ta npemapary T'JTFOKO®AX® SR 1000 wmr, Tabnerku
MpONOHroBaHoi Aii (MicTaTe MethopMminy rizpoxnopun 1000 mr, nponoroBanoi aji),
BrpoOHuk Mepk KI'aA (Merck KGaA), ®paukdyprep Illtpace 250, HMapMmranT
(Frankfurter Strasse 250, Darmstadt), D-63293, Himeuunna (npenapat mopiBHAHHLA),
IpH OIHOPa3oBOMY MpHHOMi Mo onHil TabmeTui s NepopambHOTO 3aCTOCYBaHHS,
HaTIE,  3JI0POBMMH JOPOCIMMH BOJIOHTEpAMH YOJIOBiYOi cTaTi, 3 woHaliMeHIe
CEMUIEHHMM TepiofOM /s BUBEJEHHA paHillle OTPUMAHOTO Mpenapary,

3a

MOKa3HUKaM K IIBMIKOCTI Ta 06’ eMy abcopourii. I D r-isri
”PCHCTfBHHK 7 ﬂLl’_Lnle £
3AGBHAKA BIPHUW

RAMACK iHA A, B




Bropuuni kinuesi Toukn

MoniTopunr Gesnekd 1S y4acHHKIB A0CHiHKeHHSA GioeKBiBaNTeHTHOCTI, OLIHKA 3a
pesyibTataMu  KIiHiYHMX ~ GioXimiummx aHanizis, nikapchkHx oOCTekeHb Ta
MoHiTopunry HA/CHA.

11. Nwu3aitn kninigsOroO
BHIIPOOYBaHHS

Binkpute, pannomiszoBane, 3 NpUiloMOM OIHi€HO 03010, 3 NPUHOMOM HATIIE IBOX
npenaparis, JIBOMa TIOCHIJOBHOCTAMH, TNOABiliHE TNEpeXpecHe NOCITIKEHHS 3
LOHAMEHIIe CEMUASHHIM NEPiOZoM [UIf BHBECHHA PaHillle OTPHMAHOTO Mperapary,
JOPOCITHMH BOJIOHTEPAMH 40JI0BIY0 cTaTi

12. OcHoBHi kpuTepii
BKJIOUEHHS

e Crarb: 40JI0BiYa.

e Bix: 18 — 45 poxis.

® 310pOBi BOJIOHTEPM, WIO TIATBEPIDKEHE HOPMAIBHHMM De3yJIbTaTAMH (MOXK/IHBI
KJIiHIYHO He3HAYYIi BIAXMICHHS) KIiHIYHOTO Ta nabopaTtopHoro 06CTeKEeHH s,

o IMT: 18,0 - 25,0 kr/m

* Jlo6poBiibHO HafaHa MOiHGOPMOBAHA 3rofia, JOKYMEHT, [TiAnHcanuii 6e3 [PUMYCY.

13. Nocnimxyranuii
nikapcekuii 3aci6, cnoci6
3aCTOCYBaHHS, CHIa JIii

Merdopminy riapoxmopun, TaGnetku nposonrosasoi ii no 1000 mr.
IMepopanbuuii npuiiom mo onxiit Tabnerwi 3 240 M 20% PO3YHHOM TIFOKO3H.

14. Tlpenapat nopiBHsHHS,
1034, crocib 3acTocyBaHHs,
cuna fii

TJIFOKO®AXK® SR 1000 mr, Tabnerkn npononrosanoi mii (Mictare Mmetdopminy
rinpoxnopuzn 1000 Mr, nponoxrosasoi mir).
IlepopanbHuii npuiiom no oauil Tabuerui 3 240 Myt 20% PO3THHOM FIIOKO3H.

15. CynyTHs Teparmis

OnHOuacHe 3acTOCYBAHHA iHINMX JIKAPCBKHX [pPeNapaTis, SK MNpPaBWIO, Oyl10 He
M03BOJICHE, Y€Pe3 MOXKIMBICTh BIUIMBY Ha (DapMakOKiHETHUHI XapakTepHCTHKH
NOCHIIKYBAHMX MNpenapaTiB. MeHIle 3 THM, y Y4YacHHKIB, 3apEeeCTPOBAHMX  Iif
HOoMepamMu S-14, S-28 Ta S-17 BuHMKIM HeOakaHi ABHINA B 3B’A3KY 3 SIKUMH BOHH
OTpUMYBATH iHWI Jikapceki mpenapatH. YuacHuk S-28 6yB BimcTopoHeHui Bin
noxanemwol yyacti B jpocnimkenni saciinox HS. Lle Gyno 3apeectpoBaHo B KapTiLi
HeOaKaHMX ABHII Ta XKyPHAII HACTYNHONO CHOCTEPEXKEHHA, i3 3a3HAYEHHAM Ha3BH,
Croco0y 3acTOCyBaHHs, T03H Ta NMOKA3aHk /0 3aCTOCYBaHHS; 1 iHbOpMaLis HaBeaeHa
TAKOXK i B KapTLi BiICTOPOHEHHs! Bi/l M0AANBINOI yUacTi B AOCTIUKEHH.

16. Kpurepii owiinku
e(EeKTUBHOCTI

Ouinka e(exkTHBHOCTI He BXOmWNA B 3ajadi NOCIIKeHHS, OCKIIbKH [POBOAMIH
JOCHiIKeHHsA Gi0eKBiBaIeHTHOCTI:

IlepeaHRi napamerpu

Jlorapugmiuno TpanchopmoBani sHauenHs Cpyy, AUC,, T2 AUCq s

Bropuuni napamerpu

tmax, Ko T2ty

17. Kpurepii oninku Gesnekn

® Kuiniuni ofcTexenns GyoyTh NpoBejeHi Ha eTami CKPHHIHTY Ta OLIHKH Ge3neku
nicJ1sl 3aBePIIeHHs YYaCTi B A0CHiIKEHHI.

e OuiHKY TONOBHMX MOKA3HHKIB IKHTTEMIsSIBHOCTI OprafisMy Ta CaMOIOYyTTS
31iHCHIOBATMMYTh Ha €Talli BKIIOYEHHA B JOC/iIKEHHS, IPH BHIHCL, B nepion yuacri
B JIOCIi/UKEHHI, B 3aIUIaHOBaHi 4acOBI TOYKM Ta TIPH TPOBENCHHI OLIHKH Oe3mekwu
TicIs 3aBepIIeHHs YuacTi B JOCHKEHHI.

® OuiHKy BMICTY TIFOKO3H B KPOBi 31ilicHIOBATHMYTH yepes 3,00; 7,00, 12,00 Ta 30,00
TOMIMH TiCJI4 NPHIHOMY A0CITiKYBaHOTO JTiKAPCHKOro Npenapary, B 061IBa mepioa , 3
BHKOPUCTAHHAM BJIACHOTO IIIIOKOMETpA.

* [podine HS/CH/mino3proBanix HeodikyBaHHX cepHO3HMX HebakaHux peaxiii
micas  TpulioMy  AOCHIIKYBAHOrO — mpemapatry  Ta npenapary  [OpiBHAHHSA
PEECTPYBATHMYTh B MEPI0J YHACTI B JAOCIIIIHKEHHI.

18. CraTHCcTHYHI METOIH

Iporpamue 3aGesneyeHns 1151 CTATHCTHYHOTO AHATI3Y

CrarucTnaHuii ananis 6yB npoBeneHMi 3 BUKOPHCTAHHIM nporpaMHoro 3adesrneyeHHs
SAS, Bepcin 9.2,

Amanis  Bapiauii (ANOVA) Oys nposeneHuit 3 BHKOPHCTAHHAM JorapupmMivyHO
TpancdopmoBanux aanux mono AUCq,ta Cpa. AHanis sapiawii (ANOVA) nanux 3a
NEePBHHHMMH (apPMAKOKIHETHIHHMH TAPaMETPaMH, 3 BHKOPHCTAHHAM JorapupMivHO
TPaHC(OPMOBAHUX 3HAueHb, OYB NpOBENEHMX 3a mpouedypod SAS GLM. Amanis
Bapiauii (ANOVA) ©Oys mpoBegeHuii 3  BHKOPHCTAHHIM JorapaMiuHO
TPaHC(OPMOBAHHX 3HAYEHb 3a yCiMa TEPBHHHUMH ITEOBHME napamMeTpaMu, s
ONiHKM Bapiauii, 3 ypaxysauusm IIPEITAPATY, MEPIOLY, IMNOCIIOAOBHOCTI Ta
[TAIUEHTA B koxmiit 3 [IOCHAITOBHOCTEH, B sxocti dikcosanmx edexrie. 3
BrKOprcTanHaM oneparopa ESTIMATE npouenypu GLM Gyna pospaxoBaHa pi3HuLs
NPH NpUHOMI IOCHIKyBaHOTO MpenapaTy Ta Npenapary TOpPiBHAHHA, U1 BH3HAYEHHS
P-piHs, pospaxyHkoBoi cepemHsoi pisuumi  Ta  90% I norapumivHo
TPAHC(OPMOBAHMX 3HAYEHb PIHMLI [PM NpHifOMi MOCHIIKYBAHOTO MpenapaTy Ta
Tpenapary nopiBHAHHS. 3HaueHHs, MCIs 380pOTHOT TpaHchopMaLii, cepeaHbol pizHHL
ta_90% JI, OymH BHKOPMCTaHi Ui PO3PAaxyHKY CIBBiZHOWIEHHS TeOMETPHYHHX
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cepepix Ta 90% JII icTHHHOrO criBBimHOWeHHS mpu npuioMi  JOCTiKYBaHOTO
npenapary Ta npenapaty nopiBHAHHS.

3uadyenns iimMoipHOCcTi (P) 6yau Bu3HaueHi 3a cymoro kBaapatis tumy III. [lpu
NpoBefieHH aWanizy edexkTd knacudiKyBaad, fK CTATHCTHIHO Biporioni, sk
iiMoBipHicTs, acomiiioBana 3 «F», cranosuna mermwe 0,05 w11 KOXKHOTO 3 etekTi. 90%
nopipunit intepsan ([]) cniBBizHOWEHHS FEOMETPHYHHX cepelHiX 3HaueHb Cp,, Ta
AUC,, wmerpopminy Oye pospaxopammii 3 BHKOPHCTaHHAM  Jorapu(pMidno
TPaHCHOPMOBAHUX 3HaYeHb Cp Ta AUC,, MeThopMiny.

OCKiIBKH gy € JMCKDETHOIO 3MIHHOK, BiXMORiHY OLHKY 3IiNCHIOBaNH 3
BUKOPHCTAHHAM HeNapaMeTpuuHoro kputepieM Manwa-Vithi-Binkokcona.

HMosipunii inteppan ([I): 3uadenns 90% nopipyoro iHTepRaNy CHiBBigHOIEHHS
TEOMETPHYHMX  cepefiHiX 3HaueHb Cpec Ta AUCy, Merdopminy mnpu mpuiiomi
MOCMIUKYBaHOTO  Tpenapaty / Npenapaty TNODIBHAHHS GyJo pospaxoBaHe 3

BUKOPHUCTAaHHAM  jiorapumiubo  TpaHcdopmoBanux 3HaueHb Cp Ta  AUC,
MeT(hOopMiHy.

Kpurepii 6ioexpiranentnocti (Merdopmin):

LnC s 1 80— 125%

LnAUCy; :80-125%

19. Ilemorpadiuni nokasHuku
JOCTiPKYBAHOT MOy IALT
(cTats, BiK, paca, TOMIO)

BxmoueHo 36 yuyacHuKiB 4onoBiuof craTi
Cepenniif Bik: 30,42 pokis

Cepenniii 3pict: 168,14 cm

Cepenns Maca Tina: 65,38 kr

Cepenniit IMT: 23,10 kr/m?

20. PesynbTaTu edeKTUBHOCTI

EdeKkTHBHICTS B 1IbOMY IOCHIIKEHHI He OLIHIOBAIM, OCKLIBKH 3a/aueio JOCTiIKEeHHS
0yna ouinka GioekBiBaIEHTHOCTI.

Pesiome K napamerpis (Merdopmin) (n = 33) - ne TpancdopMoBaHi sHauEHHS:

Tabanus 1: pesrome OK napametpis (Merdopmin) (n = 33) - ue TpaHchopmoBani
3HAYCHHS

Tapamerpn Metdopmin (cepeane + cranaapTHa noxmubKa)
Mocaipxysanuii npenapar (T) IIpenapat nopipnsinus (R)

Cinax (HT/MIT) 1166.45 +270160,02092 1127,52 &+ 174,260

AUC,; (Hr*rom./mi) 8172,803 = 2256,130 7348,755 + 1370,364

AUCq. ¢ (H*rom./mim) 8590,427 + 2356,415 7709,071 + 1409,148

tmax (TOIL.) 4,00+ 0,612 3,97 + 0,808

ty7 (ron.) 4,191+ 1,402 4,023 + 1,342

K, (ron.™) 0,1823 + 0,0530 0,1890 + 0,0538

21. PesynbraTu Oe3nexu

Hecste (n = 10) Hebaxanux ABHI OyJi0 3apeecTPOBAHO 3a BeCh nepion JAOCTiKeHHs,
BKJIIOYHO 3 €TATOM OLiHKH Ge3neKu Micis 3aBepIieHHs yuacTi B 1ocTimkenni. Sk Gyi1o
3a3HaYeHo paHiwe, n'ath (n = 5) HA Gymm 3apeectposami B mepion nepe0dyBaHHs
YUACHUKIB B KIiHiLi, Ta n’ate (n = 5) H Gyanm 3apeectpoBai, sk KIiHiuHO 3HAYYIIi
AHOMaNBHI pe3ynbTaTH 1afOpaTOpHMX aHANi3iB Ha eTami OWHKM Oe3Nek Imicias
3aBEpUICHHs y4acTi B jocnimkenni. B 38’asky 3 HS (n = 5) B mepiox yuacti B
KIiHIYHOMY JociiikeHHi Oyno HajaHe HanexHe INIKYBaHHSA, BOHH MuHyiu 6e3
Hacninkis. logo HebakaHMX SBWIL, BHMSBIEHMX 3a Pe3YJIbTATAMH OLIHKH Ge3mexH
MIC/IA 3aBEPUICHHSA YJacTi B AOCHiMkeHHi, indopMaLis Wwoxo Hacmiakin yeix m’aTeox (n
= 5) neGaxaHuX SBHMUI OTpHMaHa He Oyma, OCKiIbKH BCTAHOBMTH KOHTAKT 3
YYaCHHUKaMH, Nonpu 6araTopa3oBi HAMAaraHHs, He BIANOCH.

22. BHCHOBOK (3aK/TIOUEHHS)

e JlocaimkenHs OyJo NpoOBeleHe BiAMOBIZHO 4O BUMOT IpOTOKONY Ta HactaHoB ICH-
GCP (MixHnapoanoi koHdepeHuii 3 rapMoHisauii BUMOr 10 HanexHOT KTiHIMHOI

NPaKTHKH).
*3rizHo 3 pumoramu  HactamoBu  CPMP/EWP/QWP/1401/98, PEJ.1,
BHIIPABJIEHE**

KOMITETY, sin ciuua 2010, cxsanenoi EMA (€Bponeiicbka areHuis 3 KOHTPOJTIO
JikapcbKuX 3acobis), 90% JII norapudmiuno TpaHCOPMOBaHMX 3HAUEHH Chax T2
AUC,. meThopminy Bianosigae Mexam AianasoHy npuiiHaTHOCTI, 80 — 125%. OmKe,
MO’kHA 3pOOMTH BMCHOBOK, IIO NOCIIZXKYBaHuii mpenapar, a caMe, meThopminy
ripoxsiopun, TabieTku mpomoHrosaHoi i no 1000 Mr (koxHa TableTka MicTHTH
1000 mr metopmiHy rizpoxnopuay), Bupobuuk Cenrtayp MapmaueyTikais ITpaiiBer
Jlimiren, Iunis, € GioekpiBaneHTHUM Mpenapary nopiBHAHHS, a came, TTTIOKODAX®
SR 1000 mr, TabneTku nposoHroBaHoi il (MicTATH meThopminy rigpoxiopun 1000
MT, MpOJIOHroBaHoi if), BupoOHuk Mepk KIaA (Merck KGaA), ®@pankdyprep

UlTpace 250, Tapmwtaar (Frankfurter Strasse 250, Darmstadt), D-63293, HiMeuuuna,
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32 NMEPBHHHUMH UUTHOBHMH napameTpamu, Cp, T1a AUC,, MpH  OJIHOPA30BOMY
npuioMi HaTie.

 Hosa inopmariis 3 Gesnekn BusiBneHa He OyJa, OCKINBKH MOB’A3aHi 3 JKapCEKUMU
npenapataMi  HeOakaHi sBMINA BIIMOBITANM ONMCAHAM B  OMyGIiKOBAHMX
JiTepaTypHUX JKepenax.

* Crarictnune nopiBHAnHs HS, mo BuHMKIM mpH NpuiAoOMi  TOCHiIKYBaHOTO
npenapary Ta npenapary nopiBHAHHA, TIpoBejicHe He Oyilo, i Takuii aHasi3 He BXOIHB
B 3a[a4i IOTO JOCIIIKEHH,

3aABHUK (BIACHUK
peecTpauifiHoro mocsiguens)

(migmuc)
(Ans ITarenkond)

(L1B)

{Ilopsoox donosneno noeum Jodamxom 30 3ziono 3 Haxazom Minicmepcmea oxoponu 300pos’s Ne 1528 io

27.06.2019}

(xpyrna nesarka komnanii BEPJITH-XEMI AT MEHAPIHI)
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Annex 30

Evaluation of Registration Materials
Pertinent to Medicinal Products
Submitted for the State Registration (Re-

of Materials about Introduction of
Changes to Registration Materials during
the Validity Period of Registration
Certificate (item 4 section IV)

Clinical study report Ne2

1. Name of medicinal product
(registration certificate No, if available

)

SIOFOR® XR 1000

2. Applicant

Berlin-Chemie AG

3. Manufacturer

Manufacturing “in bulk”;

Centaur Pharmaceuticals Private Limited, India
Manufacturing “in bulk™ and batch control:
BERLIN-CHEMIE AG

Tempelhofer Weg 83, 12347 Berlin, Germany

Packaging, batch control and batch release:
BERLIN-CHEMIE AG, Germany
Glienicker Weg 125, 12489 Berlin, Germany

4. Studies conducted:

yes no

if no, please justify

1) type of medicinal product, which
has been or will be registered

Metformin hydrochloride extended release 1000 mg — generic
product

S. Title of clinical trial, code number
of clinical trial

An open-label, randomized, single-dose, two-treatment, two-
sequence, two-way crossover bioequivalence study of Metformin
hydrochloride extended release 1000 mg tablets manufactured by
Centaur Pharmaceuticals Pvt. Ltd., India (Test) with
(GLUCOPHAGE* SR 500 mg prolonged release tablets (containing
metformin hydrochloride 500 mg as a sustained release)
manufactured of Merck KGaG, Frankfurter StraBe 250, Darmstadt,
D-63293, Germany (Reference), with at least 07 days washout
period between each administration, in healthy, adult, male, human
subjects under fed conditions.

Study code: LSB-009-13

6. Phase of clinical trial

[Phase I — bioequivalence study

7. Period of clinical trial

from 23.05.2013 till 01.06.2013

8. Countries, where clinical trial has
been conducted

India

9. Number of trial subjects

planned: 36 subjects
actual: 32 subject completed as per protocol

10. Objective and secondary endpoints
of clinical trial

‘Primary objective:

To evaluate, whether there exists any bioequivalence between two
formulations i.e. metformin hydrochloride extended release 1000 mg
tablets manufactured by Centaur Pharmaceuticals Pvt. Ltd., India
[Test] and GLUCOPHAGE* SR 1000 mg prolonged release tablets
[containing metformin hydrochloride 1000 mg as a sustained

release] manufactured by Merck KGaA, Frankfurter Strasse 250,

{Darmstadt, D-63293, Germany [Reference] following single-dose

NPEACT/ uHAK HFE ICTABHUK (
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administration of one oral tablet each of test and reference
formulation in healthy, adult, male, human subjects under fed
condition with a whashout period of at least 07 days between each
administration by means of rate and extend of absorption.
Secondary endpoint

To monitor the safety of the participating subjects in this
bioequivalence study determined by means of clinical biochemistry,
physical examination, and AE/SAE monitoring.

11. Clinical trial design

Open-label, randomized, single-dose, two-period, two-treatment,
two-sequence, two-way crossover design with a washout period of at
least 07 days, bioequivalence study, in healthy adult, male human
subjects under fed condition.

12. Main inclusion criteria

* Sex: male.

» Age: 18-45 years,

* Healthy. as justified by normal or clinically insignificant findings
in clinical and laboratory investigations.

 BML: 18.0-25.00 kg/m’

* Informed consent given voluntarily in written form.

13. Investigational medicinal product,
mode of administration and strength

Metformin hydrochloride extended release 1000 mg tablets
Oral administration of one tablet with 240 mL of 20% glucose
solution

14. Reference product, dose, mode of
administration and strength

GLLUCOPHAGE® SR 1000 mg (Metformin hydrochloride prolonged
release tablets 1000 mg)

Oral administration of one tablet with 240 mL of 20% glucose
solution

15. Concomitant therapy

Concomitant medications were generally not allowed from the
viewpoint of pharmacokinetic interference with the study drug.
However, if necessary, such as part of adverse event management,
they were allowed, but had to be documented in the adverse event
form and informed to the bioanalytical department.

16. Criteria for evaluation efficacy

Efficacy is not part of study, since this a bioequivalence study:
Primay parameters

Log-transformed C,...and AUCy,

Secondary parameters

AUCqing, tmy Korand ty,

17. Criteria for evaluation safety

* Clinical investigations will be performed at the time of screening
and post-study safety evaluation.

« Vital examination and well-being assessment will be performed at
the time of admission, discharge, throughout the study conduct
during scheduled vital time points and post-study safety
assessment.

* Blood glucose examination will be done at 3.00, 7.00, 12.00 and
30.00 hours after IMP administration in both periods using in-house|
glucometer.

» AE/SAE/SUSAR profiles of both test and reference formulations
will be recorded during the conduct of the study

18. Statistical methods

Statistical software:

Statistical analysis was done using SAS, version 9.2.

E)escriptive statistics: Following pharmacokinetic parameters of
etformin were computed using plasma concentration values of

imetformin - Cmax 9 AUCU.g, AUC{)_inf, tiaxs b, Kci and AUC(H! A.UCG-

int. Geometric mean, LSM ratio and intra-subject CV were calculated

Ln-transformed data of primary target parameters of metformin, i.e.

|Cmax s AUCO-l- AUCD-inf-

ANOVA: The primary pharmacokinetic parameters of metformin

after logarithmic transformation were subjected to an analysis of

variance [ANOVA] using the SAS GLM procedure.

IANOVA was applied on the log-transformed values of all the

2]
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primary target parameters for variation due to treatment, period,
sequence and subject within sequence as fixed effects. Using the
ESTIMATE statement of the GLM procedure, contrasts are
constructed between the test and the reference treatments to obtain
the P-value, the estimated mean difference, and the 90% CT for the
log-scale test-reference difference. The anti-logs of the estimated
mean difference and the 90% CI constitute the ratio of geometric
means and the 90% CI for the true test-reference ratio.

Probability /P values were derived from the Type IIT sums of
squares. For all analyses, effects were considered to be statistically
significant if the probability associated with "F" was less than 0.05
for all effects. As t,,, was discrete variable it was evaluated using
non-parametric Wilcoxon-Mann-Whitney test.

Confidence Interval [CI]: The 90% confidence interval of the ratio of
the geometric means of test/reference for Cp,, and AUC, of metformin
was calculated using Ln-transformed data of C,,,y, and AUCq of
metformin.

Bioequivalence criteria [Metformin]:

LnCax 1 80-125%

LnAUCy, :80-125%

19. Demographic indices of studied
population (sex, age, race, ete.)

36 enrolled male subjects
Average age: 28,889 years
Average height: 168,936 cm
Average weight: 65,972 kg
Average BMI: 22,102 kg/m’

20. Efficacy results

Efficacy is not part of study, since this a bioequivalence study

Summary of PK parameters [metformin] [N=32] - Untransformed
data:

Parameters Metformin {mean + SD|
[ i e 7T¢_STTT] T e :“LECPEI'CF-IC.! lRl =
Coudngmi] | 920.98 + 220,740 , 93117210246
| AUC,,ng/mL T1960.855 + 3490.292 ) 12073.773 £ 2884.962
AUCq.x|ng.h/mL)] 12487.871 + 3411 848 12637485 + 2842.066
Couns [ ] 6.67%2.143 _ 713 +1.988
tyalh _4.457 £ 0.899 _4552%0878
Kalh'| 0.1623 + 0.0370 0.1574 £ 0.0284

21. Safety results

One [n=1] AE was recorded during the clinical conduct of the study.
Three [n=3] more AEs were documented considering abnormal clinical
laboratory values of post-study safety assessment with clinical
significance.

22, Conclusion (summary)

* The study was performed according to the protocol and the ICH-GCP
guidelines.

* As per the regulations of CPMP/EWP/QWP/1401/98, REV. 1,
CORR** COMMITEE JANUARY 2010 guidelines laid down by the
EMA]," the 90% CI for log-transformed Cmax and AUC,, for
metformin were within the acceptance limits of 80-125%.

» Hence, it can be concluded that the "Test" formulation, i.e. Metformin
Hydrochloride extended release 1000 mg tablets [each tablet contains
metformin 1000 mg] manufactured by Centaur Pharmaceuticals Pvt.
Litd, India is bioeguivalent with the reference formulation i.e.
GLUCOPHAGE" SR 1000 mg prolonged release tablets [containing
metformin hydrochloride 1000 mg as a sustained release]
manufactured by Merck KGaA, Frankfurter Strasse 250, Darmstadt,
D-63293, Germany in terms of the primary target parameters of Crmax,
and AUC, following single dose administration in fed condition.

* The non-parametric analysis done on the tmax parameter by Mann-

Whitney Wilcoxon test concluded no statistical significance between
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treatments as, the P value obtained was 0.5217.

* No new safety related finding could be elicited, as all the drug-related
adverse events were in concurrence with the available published
literature.

* The statistical comparison of the AE between test and reference drug
could not be elicited, as there was only one AE noted in the
confinement period, which has definite relationship with the study
drug. This AE occurred after consumption of the Reference

formulation. As such statistical comparison was not the objective of

this study:.
Applicant (registration certificate ;
holder) . FPC\-—- \ N\]
' (signature) N\ LA
. AnjaPagenkopf -
| |(full name)

{Procedure amended by new annex 30 according to MoH Ukraine Order Ne 1528 of 27.06.2019 }
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Homatox 30

10 TTopanKy NpoBeNeHHs eKCIepTH3U
peecTpauifiHiX MaTepianis Ha JikapchKi
3ac00H, 10 TOJAKOTLCS Ha AEPHKABHY
peecTparito (mepepeecTpaniio), a TAKOXK
SKCHEPTU3H MaTepialiB PO BHECEHHS
3MiH JI0 peecTpatiifHix Marepianis
NpOTAroM Aii peectpariiinoro
MOCBiNYEHHS

(nyHKT 4 posminy [V)

3BiT npo kiiHiYHe BUNpoOyBanus Ne 2

1. HasBa nikapcbkoro 3acofy
(3a HaABHOCTI - HOMEp
e€CTpalifHOro NoCBifYeHHs)

CIO®OP® XR 1000

2. 3asBHUK

Bepnin-Xemi AT’

3. Bupobuuk

Bupobnuymso “in bulk’:
Cenrayp @apmaueytikans [paiiser Jliviten, Iuais

Bupobruymeo “in bulk” ma xonmpons cepiii:
BEPJIIH-XEMI AT, Himeuunna
Temnensxodep Ber 83, 12347 Bepuin, Himeuunna

llakysanus, koumpone ma eunyck cepiii:
BEPJIIH-XEMI AT, HiMmeuuuna
[ninikep Ber 125, 12489 Bepnin, Himeuunna

4. IlpoBeneHi nocmimxeHHs:

X TaK OHi  AKNIO Hi, HABECTH OGIPYHTYBAHHS

1) Tun nikapceskoro 3acoby, 3a
AKHM NpoBoaMIaca ato
IUIAHYEThCS peecTpartis

TeHeprunuii NikapcbKuit 3aci6

5. IoBHa Ha3Ba KIiHIYHOTO
BUNPOOYBaHHsA, KOIOBaHUI
HOMeEp KJIHIYHOTO
BHIPOOYBaHH:A

Binkpure, paujnomizoBaHe, 3 OIHOKDATHHM NpPHUHOMOM IBOX npenaparis, 3 aIBOMa
T0C/IiI0BHOCTSMH, NIOJIBiiHE TIEpeXpecHe N0CTiIKeHHs JUTS OLiHKY GioeKRiBaieHTHOCTI
npenapaty MeT(hopMiHy Trinpoxiaopui, TaGneTku npononroBaHoi aii mo 1000 MT,
BupoOnuk  CeHrayp ®apmaueyTikans Ilpaiteer Jlimiten, Immis (mocnimkysanuit
npenapat) Ta npenapary TJTIOKO®AX® SR 1000 mr, tabnerku MPONIOHIOBaHOT Jii
(micTaTe Merdopminy rigpoxisopun 1000 Mr, mpososrosaroi nif), BupoSHHK Mepk
KI'aA (Merck KGaA), ®pankdyprep Illtpace 250, Hapmmranr (Frankfurter Strasse
250, Darmstadt), D-63293, Himeuuuna, (npenapar NOPIBHAHHA), 3 MOHAlMEHIIe
CEMUIEHHHM TIepio/loM BHBEIEHHS paHillle OTPHMAHOro NpenapaTy, NpH npuiiomi mics
i3i 3/l0pPOBMMH JIOPOCIHMH BOJOHTEPAMH YOJIOBIOT CTaTi.

Kox nocnimkenus; LSB-009-13,

6. ®aza KIiHiYHOTO
BUNPOOYBaHHA

®azal - nocnimkenHs 6ioeKBiBaIEHTHOCTI

7. Ilepiox npoBepeHHs
KJIiHiYHOTO BUNPOGYBaHHs!

323.05.2013 mo 01.06.2013

8. Kpaiuu, ne nposoannocs
KIliHiuHe BUPOGyBaHHs

[Hais

9. KinskicTs nocnimxyBaHux
HalieHTiB

3aIlaHoBaHo: 36 y4acHHKIB
hakTuuHO: 32 yHaCHHMKH 3aBEPIIMIN YIaCTh BiANIOBIZHO 10 BUMOT MpOTOKOJTY

10. MeTa ta Bropunni mimi
KJIHIYHOTO BHIIPOOYBAHH

IepBunHa 3axaua:

Ouinka HasgBHOCTI OioeKBIBAIEHTHOCTI HBOX npenapatis, a came, MeThopMiHy
rigpoxnopuny, Tabnerku mnpomonrosamoi mii mo 1000 Mr s MepOpaTbHOTO
3acTocyBaHHs, BHpoOHMK — Centayp ®apmaueyrtikans [lpaiieer Jlimiten, Inmis
(mocnimxyBanmii npenapar) Ta npenapary [JIIOKO®AX® SR 1000 mr, tabneTku
TpoJioHroBaHol mii (MicTaTe Merdopminy rigpoxmopua 1000 Mr, mponoHroBaHoT mif),
BUpoOHUK Mepk KI'aA (Merck KGaA), ®pauxdyprep LlItpace 250, Hapmmraar
(Frankfurter Strasse 250, Darmstadt), D-63293, Himeuunna (npenapat nopieHsHHS),
NP OZHOPa30BOMY MPHHOMI 1O onHill TabueTui WM MepopanbHOrO 3aCTOCYBAHHS
JOCTZ)KYBAHOTO TIpETNapaty Ta TPENapaty NOPiBHAHHA, Micas DKi 310POBUMH
AOPOCIIMMH BOJIOHTEPAMM YOJIOBIYOT CTaTi, 3 MOHANMEHIIE CEMHIEHHEM NepiosoM s

BHBE/ICHHS paHille OTPUMAHOTO Mpemapary, 3a MOKA3HHKAMH LIBHAKOCTI Ta 00’eMy
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3AABHHUKA BIPHUN

o
OAMACKIHA A.B

.




abcopouii.

Bropuusi kinuesi Touku

Mouitopusr 6Gesnexkn mns ygacHukisB mOCHIIKEHHS OioexBiBaNeHTHOCTI, OWiHKa 3a
pe3yIbTaTaMH  KIiHIYHEX  GioXiMiunmx — ananisis, NiKapcbKux — 0GCTE)KEHb Ta
MoHiTopurry HSI/CHS.

11. Tuzaiin k1inigHOTO
BUNPOOYBaHHS

Binkpure, pannomizoBare, 3 npuitoMoM oaHiero 703010, B JIBa nepionu, 3 npuifoMom
ABOX TpemapaTiB, B ABi MOCHiZOBHOCTI, mnomBiiiue NEPEXPECHE  MOCHiIKEHHA
OioeKBiBaNEHTHOCTI, 3 mOHaiiMeHIIe CEMHUJICHHHM TIEPIONIOM MUl BUBENEHHA paHilue
OTPUMAHOTO Tpenapary, Npu NpuHOMI micns ki 310poBHMHU T0pOCTHMH BOJIOHTEpaMH
401081407 cTaTi.

12. OcHoBHi kpurepii
BKJIIOUCHHS

® CTaTh: 40JI0BiYa.

® Bik: 18 — 45 pokis.

® 310pOBi BOJNIOHTEPH, WO MiATBEpIKEHE HOPMaJIbHUMH  pe3yNbTaTaMH  (MOMJIUBI
KITiHIYHO He3Ha4ywi BiIXHIeHHS) KT HIYHOro Ta n1abopaTopHOTo 0GCTEKEHHS.

* IMT: 18,0 — 25,00 kr/m>

* JloOpoBiibHO HaJaHa noiHGOpPMOBaHa 3roja, JIOKYMEHT, MiANHcaHuii 6e3 npumycy.

13. Mocnimkysanuit
NikapceKHii 3acid, crnoci
34CTOCYBaHHS, cuaa mif

Mergopminy rinpoxnopuz, Tabiietku mpooHrosaqoi aii mo 1000 mr.
Tlepopanbhuit npuiiom mo oawiit Tabnerwi 3 240 M 20% PO3YHHOM TITHOKO3H,

14, TIpenapar nopiBHAHHS,
no3a, crocib 3acTocyBaHHs,
cuna mii

TJIFIOKO®AX® SR 1000 Mr, TaOIeTKW nposoHroBaHoi aii (MicTaTs metdopminy
rizpoxnopuz 1000 mr, nposorroBaHoi ii).
Ilepopanbruii npuitom o owiii Tabrermi 3 240 ma 20% PO3YMHOM TITHOKO3H.

15. CynyTtHs Teparis

OnHouacHe 3acTOCYBAaHHS iHIIMX JIKAPCHKMX mpenaparis, AK npasuio, Oyno He
AO3BONICHE, 4epe3 MOMKIMBICTh BILIHBY Ha (apMakoKiHeTHdHi XapaKTepPHCTHKH
JOCIIIKyBaHMX Tpenaparis. Menme 3 TuM, 1pu HeoOXiJHOCTI, B Mexkax NiKyBaHHI
HeOaxaHuX sBUII iXHil npuifom 6yB no3BoneHuii, wo cin Oyno 3apeecTpyBaTH B
KapTui HebakaHHX ABMLL T4 MOBiAOMUTH Gi0aHATITHY HHIi BTN,

16. Kputepii ouinkn
edexTuBHOCTI

Ouinka edexTHBHOCTI He BXomWna B 3amadi HOCHIKEHHS, OCKUILKH TIPOBOAMIN
JOCTiKeHHA 010€KBiBAJIEHTHOCTI:

Iepsunni napamerpn

Jlorapudmiuno TpaHchopmoBani 3HaueHHs Cppyy Ta AUC,, Ta AUCq ¢

Bropunni napamerpu

AUConf, tmae Ke1 T2ty

17. Kpurepii oninku 6e3nexn

e Kniniuni obcTexenns GymyTh npoBeieHi Ha erami CKPHHIHTY Ta OLIHKK Ge3mexu
TCIIst 3aBEPIIEHHs YUacTi B JOCIIKEHH.

® OUiHKY TONOBHUX TNOKA3HHKIB JKHTTEXIANBLHOCT OprafisMmy Ta CaMOIOYyTTH
3NIHCHIOBATMYTh Ha €TaIli BKIIOUEHHS B I0CTIHKEHHS, IPH BHIHCII, B nepion y4acTi
B JIOCTI/DKeHHI, B 3aIUIaHOBaHi YacOBi TOYKM Ta NpH NPOBEACHHI OWIHKH Gesneknu
MiC/Isl 3aBEPIUEHHS YUacTi B 1OCHiIKEeHH.

® OuiHKy BMICTy IJIOKO3H B KPOBi 31il{CHIOBATHMYTh uepes 3,00; 7,00, 12,00 Ta 30,00
FOJIMH MiCHIA NPUIOMY JOCIIIKyBaHOTO NiKapChLKOro npenapary, B 06H1Ba repioay, 3
BHKOPHCTAHHSM BJIACHOTO IIIIOKOMETPA.

* [Ipodine H5I/CHS/ninospioBaHnx HeouikyBaHHX cepifo3HuX HeGakaHux peakiiit
micas  TmpHHOMY  IOCIIIKYBAaHOTO npenaparty Ta  Npernapaty nopiBHAHHS
PEECTPYBATHMYTh B NEPIOA YHACTI B NOCHTiIKEHH],

18. CrarucTruHi MeToau

Iporpamue 3a6e3neveHns A8 CTATHCTHYHOTO aHamizy

CratucTnunuii aHani3 6ys npoBeneHMil 3 BUKOPHUCTaHHAM MPOrpaMHOro 3adesnedyeHHs
SAS, Bepcis 9.2.

Onmucosa craTucrnka: Gynu pospaxopai HacTynmi (apmakokiHeTHIHI napamMeTpu
MeTHOpMiHy 3a MOKA3HHKAMH KOHIeHTpauii MeTdopMiny B mnasmi KpoBi: Cpay, AUC,
AUCqine s tians timy K T8 AUCq / AUCs. 6 By pospaxosani reometpuuni cepensi
SHaY€HHs, CIIBBiIHOLIEHHs HalIMEHINMX CepelHiX KBanpaTie Ta THIUBI Ly AT U
Kkoe(illieHT Bapiartii 3a norapuMiuHO TpaHCHOPMOBAHMMH TAHHMMU OO TIEPBUHHUX
LIUIBOBHX TAapaMeTpiB MeThopMiHy, T06T0, Cpg, AUC,., AUCine. Ananis sapianif
(ANOVA) 6yB mpoBenenuii 3 BHKOPHCTAHHAM JorapuMiuHO TpaHCHOPMOBAHUX
3HAUCHb YCiX MEPBUHHUX UIIBOBHX NApaMETPiB, IS OLIHKH Bapialil, 3 ypaxyBaHHAM
npenapary, nepiofy, NOCIiZOBHOCTI Ta MALICHTA B KOXKHIil 3 NOCNiIOBHOCTEH, B AKOCTI
(ikcosannx edexris. 3 Bukopuctanuam oneparopa ESTIMATE npoueaypu GLM 6yna
PO3paxoBaHa pI3HHIA Npu Mpuifomi poCTiIKyBaHoro mpenapary Ta npemnapary
TOPIBHSHHS, 18 BH3HAYEHHS P-piBHA, PO3pPaxyHKOBOT cepenHboi pisHuui Ta 90% JII
JOTapH(MIvHO TPaHCHOPMOBAHNX 3HAYeHb Pi3HHUI TpH mpHiiomi AOCTIPKYBaHOTO
Tpenapaty Ta mpenapary NOpiBHAHHS. 3HAUEHHd, MiCIs 3BOPOTHOI TpaHChOpMaLii,
cepenHbol pisuuLi ta 90% I, Gyma BukopucTami LIS PO3PaXyHKY CHiBBiIHOMIEHHS

TeOMETpHYHUX cepenHix Ta 90% JII icTMHHOTO CHiBBiZHOLICHHS IpH  nipuiiomi

C1i-rdc JIEPEKITAL
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J0CITi1KYBAHOTO Nperapary Ta npenapary NOPiBHAHHS.

3uauenHs fiMoBipHocTi (P) GymM Bu3HaueHi 3a cymoro xBaapatie Tumy III. Ilpu
MpOBE/IeHH]  aHanisy edekTd knacudikyBaam, AK CTATHCTHYHO Biporigni, #Akmo
AMOBIpHicTB, acormifioBana 3 «F», cTaHoRMIa MeHIIE 0,05 nna koxuOro 3 edexris.
OCKINBKH  th, € JIHCKPETHOI 3MiHHOO, BiIMOBIAHY oOUIHKY 3pificHIOBAIM 3
BHKOPUCTaHHAM HENapamMeTpHYHOro kputepieM ManHa-ViTHi-Binkokcona.

Hosipunii inTepsan (I): 3uauenns 90% noeipuoro inTepeamy criBBizHOmeHHs
TEOMETPHYHUX CEpe/HIX 3HaueHb Cpa Ta AUCy, Merdopminy mnpu nputiomi

JOCHIUKYBAHOTO npenapaTry / npenapaty NOpiBHAHHA GyNo  pospaxopade 3
BUKODHCTAHHAM  JiorapudmidHo TpaHcopMoBaHuX 3HaueHb Cn 1@ AUC,
MeThopMiHy.

Kpurepii 6ioexsiBanentHocti (Merdopmin):

INnCon 180 -125%

LnAUC,; :80-125%

19. lemorpadivni noxazHuku
AOCIKYBAHOT MOy sl
(cTats, BiK, paca, TOMmO)

36 yyacHUKIB 40JI0BIUO] cTATI
Cepenniii Bik: 29,889 pokis
CepenHiii 3pict: 168,936 cm
Cepenus maca Tina: 65,972 kr
Cepenuiit IMT: 22,102 kr/m*

20. Pe3ynbTaty eeKTHBHOCTI

EdekTHBHICTL B LIbOMY NOCIIIKEHHI He ONIHIOBATH, OCKLIbKA 3aauer0 J0CHIDKeHHS
Oyna ouinka 6ioekBiBaNEHTHOCTI.

Pesiome OK napamerpis (MeTopmin) (n = 32) - He TpaHCcHOPMOBAHI 3HAUEHHS:

Metdopmin (cepenne + cranaapTHa noxuoKa)
THapasexpy Mocnimkysannii npenapat (T) |[Tpenapat nopisusinms (R)
Cinax (H/MIT) 920,98 + 220,740 931,17 + 210,246
AUC (ar¥*ros./mi) 11960,855 + 3490,292 12073,773 + 2884,962
AUC.ins (HT*rom./mu) 12487,871 + 3411,868 12637,485 + 2842,066
tmax (TOJ1.) 6,67 + 2,143 3,97+ 0,808
ty» (rom.) 4,191 + 1,402 7,13 = 1,988
K (ron.D) 0,1623 + 0,0370 0,1574 + 0,0284

21. PezynwraTtu Oeznexn

Onne (n = 1) nebaxane aBume GyJi0 3apeccTPOBAHO B TePiO MPOBEACHHS KIIHITHONO
nociimkenns. e tpu (n = 3) HS Gynu 3apeectpoBani, SIK aHOMANBHI pe3yJbTaTu
nabOpaTOpHUX aHanizie Ha erani OUIHKM Ge3NeKkd mMicnA 3aBepuICHH: y4acTi B
AOCIiUKEHHI, 11i aHoManii Gy knacudikoBasi, sk KIiHIYHO 3HAUYII.

22. BUCHOBOK (3aKJTIOYeHHS)

e JlocnimkeHHs OyJa0 NpoBeleHe BiIMOBIMHO IO BUMOT npoToKony Ta HactaHoe ICH-
GCP (MixnapoaHoi kongepeHuii 3 rapMoHizauii BUMOr 10 HamekHOT KiHiuHOT

NPaKTHUKH).
e3rizHo 3 BuMoramu  HactaHoBu  CPMP/EWP/QWP/1401/98, PE/NL1,
BHITPABJIEHE**

KOMITETY, sin ciuna 2010, cxsanenoi EMA (€poneiicbka areHuis 3 KOHTPOJIIO

nikapcbkux 3aco6is), 90% JII norapudmiuHO TpaHCHOPMOBAHHX 3HAYEHD Conax T8

AUC,. Merpopminy Binmosinae Mexam aianazony npuiiasTHOCTI, 80 — 125%.
Omke, MoXHAa 3pOGHTH BHCHOBOK, IO JOCHIIKyBaHHH npenapar, a came,
meTdopMminy rinpoxmopun, Tabnetku nponmonroparoi aif mo 1000 Mr (koxHa
TabneTka MicTute 1000 Mr merdopMiHy rigpoxnopumy), BHPOGHHK Cenrayp
®apmaueytikans Ilpaiieer Jlimiten, Iamis, e GioeksiraneHTHUM npenapary
nopiBHAHHA, a came, [JIFOKO®AK® SR 1000 Mr, TabJleTKH TPOJNOHroBaHOI Aiil
(micTaTs MeThopminy rinpoxaopua 1000 mr, npooHroBaroi aii), BUPOOHHK Mepk
KI'aA (Merck KGaA), ®pauxdyprep Llitpace 250, apmmrrant (Frankfurter Strasse
250, Darmstadt), D-63293, HimeuunHa, 3a NEePBUHHHAMH LiTbOBHMH TIAPAMETPAMH,
Chax T2 AUC,, mpu 0/IHOPa30BOMY IPpHHOMI micis DKi.

* PesynbraTi He MapaMeTPUYHOrO aHAI3y 3HAYEHD 33 APAMETPOM gy, POBEAECHOTO
3a KpurepieM ManHa-ViTHi-BinkokcoHa, cBifuaTh mpo BiACYTHICTH CTATHCTHUHO
BiporiaHoi pisuuumi mpu npuifomi  mocaimKyBaHOro npenapary Ta [penapary
TNOPIBHSHHS, OCKIIbKH OTPUMaHe 3HaueHHs P cranoBmio 0,5217.

* Hoga in(opmauis 3 Ge3neku BusiBiena He Oyna, OCKiNbKH 110B’si3aHi 3 JIKapChbKUMH
npenapataMu  HeOakaHi SBWINA BiANOBiZamM OMMCAaHAM B OMyGTiKOBAHHX
JiTepaTypHHX JuKepenax.

o CraTHCTHYHe nopiBHAHEA HS, wo BHHWKIM npu  npuitomi JOCTIi ZKYBaHOTO
lpenapaty Ta mnpenapaty MOPIBHAHHA, NpoBeneHe He Gyino, OCKinbku Gymno
3apeecTpoBane nuiie ogHo HA B mepioa mepeGyBaHHs y4acHHKIB B KJiHiLN, SBHINE
Man0  ABHAH  NPHYHHHO-HACHIIKOBHH  3B'A30K 3  mpuiloMoM npernapary
nocmimKyBarHs. Lle siBuile BUHMKIO michs npmifoMy mpenapaty MopiBHAHEHS. STk

nPENCT/ hAk  TEPEKJTAJT
31—\.'C|Di"inf(le\ B,IPHWM t;/))/,
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[ | Taxe, cratncriune NOPIBHAHHA HE BXOHIIO B 3a/1a4i LIbOTO OC/iKEHHS.
3asBHUK (BIACHUK
peecTpauiiiHoro mocsigyeHHs)

(miamic)

(Ans ITarenxond)

(IL I.B.)
{[lopadox donosneno nosum Jodamxom 30 szidno 2 Hakazom Minicmepcmea oxoponu 300pos's Ne 1528 sid)

27.06.2019}
(kpyrna nevatka xomnanii BEPJIIH-XEMI AI' MEHAPIHI)
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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 IV)

Clinical study report Ne3

1. Name of medicinal product
(registration certificate Ne, if available

)

SIOFOR® XR 1000

2. Applicant

Berlin-Chemie AG

3. Manufacturer

Manufacturing “in bulk™:

Centaur Pharmaceuticals Private Limited, India
Manufacturing “in bulk and batch control:
BERLIN-CHEMIE AG

[Tempelhofer Weg 83, 12347 Berlin, Germany

Packaging, batch control and batch release:
ERLIN-CHEMIE AG, Germany
Glienicker Weg 125, 12489 Berlin, Germany

4. Studies conducted:

yes no  ifno, please justify

1) type of medicinal product, which
has been or will be registered

Metformin hydrochloride extended release 1000 mg — generic
product

5. Title of clinical trial, code number
of clinical trial

/An open-label, randomized, multiple-dose, two-treatment, two-
|sequence, two-way crossover bioequivalence study of Metformin
hydrochloride extended release 1000 mg tablets manufactured by
Centaur Pharmaceuticals Pvt. Ltd., India (Test) with
GLUCOPHAGE* SR 1000 mg prolonged release tablets (containing
metformin hydrochloride 1000 mg as a sustained release)
manufactured by Merck KGaA, Frankfurter Strasse 250, Darmstadt,
D-64293, Germany (Reference) with at least 14 days washout period
between each period oft he study, in healthy, adult, male, human
subjects under fasting conditions

Study code: LSB-018-13

6. Phase of clinical trial

Phase I - bioequivalence study

7. Period of clinical trial

from 16.08.2013 till 05.09.2013

8. Countries, where clinical trial has
been conducted

India

9. Number of trial subjects

planned: 36 subjects
actual: 33 subject completed as per protocol

10. Objective and secondary endpoints
of clinical trial

[Primary objective:

To evaluate, bioequivalence between test formulation i.e. Metformin
hydrochloride extended release 1000 mg tablets manufactured by
Centaur Pharmaceuticals Pvt. Ltd., India (Test) and reference
fformulation i.e. GLUCOPHAGE * SR 1000 mg prolonged release
tablets (containing metformin hydrochloride 1000 mg as a sustained
release) manufactured by Merck KGaA, Frankfurter Strasse 250,
Darmstadt, D-64293, Germany following multiple dose
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administration of one tablet of test or reference formulation in
healthy, adult, male, human subjects under fasting condition with at
least 14 days washout period by means of rate and extent of
absorption.

Secondary endpoint

To monitor the safety of the participating subjects in this
bioequivalence study determined by means of clinical biochemistry,
physical examination, and AE/SAE monitoring.

11. Clinical trial design

Open-label, randomized, mutiple dose, two-treatment, two-sequence,
two-way crossover design with a washout period of at least 14 days,
bioequivalence study, in healthy adult, male human subjects under
fasting condition.

12. Main inclusion criteria

* Sex: male.

» Age: 18-45 years.

» Healthy. as justified by normal or clinically insignificant findings
in clinical and laboratory investigations.

» BMI: 18.0-25.0 kg/m”

* Informed consent given voluntarily in written form.

13. Investigational medicinal product,
mode of administration and strength

Metformin hydrochloride extended release 1000 mg tablets
Oral administration of one tablet with 240 mL of 20% glucose
solution

14. Reference product, dose, mode of
administration and strength

IGLUCOPHAGE® SR 1000 mg (Metformin hydrochloride prolonged
release tablets 1000 mg)

Oral administration of one tablet with 240 mL of 20% glucose
solution

15. Concomitant therapy

Concomitant medication was not allowed in general as it may influence
the pharmacokinetic profile of the study drug. However, Subjects S-9,
S-28 and S-4 had suffered from adverse events, for which, concomitant
medications were used. All these Subjects were withdrawn from the
study on account of AE. This was documented in the adverse event
recording form and respective follow-up sheets, specifying the name,
route, dosage and specific indication and in withdrawal-dropout form.
This information was provided to the bioanalytical department too.

16. Criteria for evaluation efficacy

Efficacy is not part of study, since this a bioequivalence study:
Primay parameters

Log-transformed Cus. Ciss and AUC 4

Secondary parameters

Cuninss tooxsy Koy tie, PTF % and Cavg 55

17. Criteria for evaluation safety

* Clinical investigations will be performed at the time of screening
and post-study safety evaluation.

* Vital examination and well-being assessment will be performed at
the time of admission, discharge, throughout the study conduct
during scheduled vital time points and post-study safety
assessment.

* Blood glucose examination will be done at -93.00, -89.00, -84.00,
-69.00, -65.00, -60.00, -45.00, -41.00, -36.00, -21.00, -17.00,
-12.00, 3.00, 7.00,12.00 and 30.00 hours after IMP administration
in both periods using in-house glucometer.

* AE/SAE/SUSAR profiles of both test and reference formulations
will be recorded during the conduct of the study.

18. Statistical methods

Statistical software: Statistical analysis was done using SAS,
version 9.2.

Log-transformed data of primary target parameters [L.nCyay¢s and
LnAUC,...] and additional target parameters [LnAUC g, LnAUCy. 1,
and LnAUC,.4] were used for Analysis of

Variance [ANOVA] using the SAS GLM procedure for variation due

to TREATMENT, PERIOD, SEQUENCE and SUBJECT within

MPELCTAsHAK .
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SEQUENCE as fixed effects. Using the ESTIMATE statement of the
(GL.M procedure, contrasts were constructed between the test and the
eference treatments to obtain the P-value, the estimated mean
ifference, and the 90% CI for the log-scale test-reference
difference. The anti-logs of the estimated mean difference and the
0% CT constitute the ratio of geometric means and the 90% CI for the
rue test-reference ratio. Probability [P] values were derived from the
ype 111 sums of squares. For all analyses, effects were considered to be
statistically significant if the probability associated with "F" was less
han 0.05 for all the effects. The 90% confidence interval of the ratio
[test/reference metformin] of geometric least square means was
alculated using data of LnCiax,ss, LNAUCs., LNAUC.ins LnNAUC.5

d LnAUC;;.24 for the assessment of bicequivalence.

onfidence Interval [CI]: The 90% confidence interval of the ratio
[test/reference metformin] of geometric least square means was
calculated using data of LnC gy s, LNAUCqins. LNAUC .15, LnAUCg s
and LnAUC; .4 for the assessment of bioequivalence.
Bioequivalence criteria [Metformin]:

As per protocol] following parameters were aa

LnCyacse  : 80-125%

LnC, 5 180 -125%

LnAUCy, :80-125%

19. Demographic indices of studied
population (sex, age, race, etc.)

36 enrolled male subjects
/Average age: 29,83 years
Average height: 167,36 cm
Average weight: 64,02 kg
Average BMI: 22,80 kg/m*

20. Efficacy results

Efficacy is not part of study, since this a bioequivalence study

Summary of PK parameters [metformin] [N=33] — Untransformed
data:

— Untransformed data
Parameters Meiformin|mean + SD|
' i Test |T] = Reforence [R]
Cpoaca (0g/mL) 1264.97+386.712 1180.61:£457.855
AUC,., (ng.VmL) 8603.21£2232.602 8414.01:3045.818
N - T D R 3.790.696
i (h) T agmgss | 45321422
Kath™ 0.16+0.050 0.17£0,051
| Comstng/mL) 10.3 1220452 1620+37365
PTI% 348.83:45.610 33820464825
Cugng/ml) 358.47+93.025 350.58£126.909
Cry(ng/mL)* 29.47:35.104 277242 578

*-QOut of 66 [33 Subjects X 2 periods] possible values, only 27 values were plausible, rest were BL|
and therefore C, ., was not acceplable.

21. Safety results

There were 6 cases, which had abnormal values noted in the clinical
laboratory investigations of poststudy safety assessment having
clinical significance and hence, classified as "AE". Referring the
available information of metformin hydrochloride, we concluded
that out of six, five AEs had no relationship with metformin
hydrochloride, while one AE of raised SGOT and SGPT had
"possible" relationship. In compliance with ICH-GCP E6 guidelines,
repeated attempts were made to establish contacts with the subjects,
but in all six [n=6] cases, the Subjects remained non-contactable. It
was noteworthy that none of these subjects had any symptoms at the
time of post-study safety assessment. In all the cases, the final
outcome of the AE could not be elicited and these cases were closed

on account of "lost to follow-up". The general heitlth status at final
ITPEOLTFDAAN :
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clinical examination of all subjects was good and there were no
abnormal or clinical significant findings during the physical
cxamination. Three subjects [S-9. S-4 and S-28] were withdrawn
from the study on account of AL.

22. Conclusion (summary)

* The study was performed according to the protocol and the ICH-GCP
guidelines.

* It can be concluded as per the regulations of
"CPMP/EWP/QWP/1401198. REV. I, CORR** COMMITEE
JANUARY 2010 guidelines laid down by the EMA" that the "Test"
formulation, i.e. Metformin hydrochloride extended release 1000 mg
tablets manufactured by Centaur Pharmaceuticals Pvt. Ltd. is proven as
bioequivalent with "Reference"” formulation, i.e GLUCOPHAGE* SR
1000 mg prolonged release tablets (containing metformin
hydrochloride 1000 mg as a sustained release) manufactured by Merck
KGaA, Frankfurter Strasse 250, Darmstadt, D-64293, Germany, in
terms of the primary target parameter of C,5 55 and AUC,, and also on
the additional parameters AUC ;¢ and early [AUCq.12] and terminal
[AUC2.24) partial AUCSs following multiple dose administration in
fasting condition.

* No new safety related finding could be elicited. as all the drug-related

adverse events were in concurrence with the available published

literature,

e The statistical comparison of the AE between test and reference

drug could not be elicited, and this was not the objective of this

study.
Applicant (reglstratlon certificate
holder) | /-Pak - - < M
(signature) O
Anja Pagenkopf
' (fuli name)

{Procedure amended by new annex 30 accordma 1o MoH Ukraine Order Ne 1528 of 27.06.2019 }




Honartok 30

no IMopanky npoBeeHHs eKCIepTHIH
peecTpauiiiHiX Marepianis Ha mikapehbki
3ac00H, 10 MOAIOTECS HA JEPHKaBHY
peecTpalito (repepeecTpariio), a TakoxK
EKCTIEPTH3H MaTepiaiiB PO BHECEHHS
3MiH [0 peecTpauiiiHux MaTepiaiis
NpOTAroM Jii peecTpaliiHoro
NOCBIMYEHHA

(mynxkT 4 posainy V)

3BiT npo kniniune BunpodyBanusa Ne 3

1. Ha3sBa nikapcekoro 3acody
(3a HasABHOCTI - HOMEp
peecTpaLlifHOro NoCBigueHHs)

CIO®OP® XR 1000

2. 3asBHUK

Bepnin-Xemi A’

3. Bupobuuk

Bupobruymeo “in bulk”:
Cenrayp ®apmaueyrikans [Ipaiier Jlimiten, [uais

Bupobruymeso “in bulk” ma xonmpons cepiii:
BEPJIIH-XEMI AT, Himeuuuna
Temnensxodep Ber 83, 12347 Bepnin, HiMeuunna

Takysanns, konmpons ma sunyck cepiii:
BEPJIIH-XEMI AT, Himeuunna
Ininikep Ber 125, 12489 Bepunin, HiMequnna

4. TlpoBeseHi DoCHiIKeHH:

X TaK O ui

AKILO Hi, HABECTH 0OTPYHTYBaHHS

1) Tun nikapcekoro 3acoby, 3a
SIKMM MPOBOIHNACH abo
TUTAHYEThCS PeECTpallis

Ienepuunmii nikapebkuii 3acio

5. IloBHa Ha3Ba KIiHIYHOTO
BHITPOOYBaHHS, KOJOBAHHH
HOMep KJIiHi4YHOro
BHIIPOOYBaHHSs

Binkpure, panmomizoBane, 3 GaraTopa3oBHM NpUIAOMOM JIBOX TpeNapaTis, 3 ABOMa
TOCTiIOBHOCTAMH, TIO/BiliHE TIepexpecHe JOCiIKeHHs T OLIHKH Gi0eKBiBaeHTHOCTI
npenapary MeThopmiHy riapoxsopun, TabneTku mnposnonropaHoi mii mo 1000 wmr,
BipoOHuK  Centayp @apmaueytikans [lpaiiser Jlimiten, Immis (mocnmimiysammii
npenapar) Ta npemapatry I'JTIOKO®AX® SR 1000 mr, Tabnetku TPOJNIOHrOBaHOT il
(mictaTs Merdopminy rinpoxnopun 1000 mr, mposnoHrosasoi mii), BHPoGHHK Mepk
KI'aA (Merck KGaA), ®pankdyprep Llltpace 250, Japmmranr (Frankfurter Strasse
250, Darmstadt), D-63293, Himeuunna (npemaparT mopiBHsHHA), TpH npuiomi 3i
moHaHMeHIIe 14-1eHHAM TepioioM BUBEEHHS TTC/IA MPUHOMY KOKHOTO 3 Mpenaparis,
3I0POBUMH JOPOCIHMH BOJIOHTEPAMHU YOJIOBIUOT CTATi HATLIE.

Koj nocnimxernns: LSB-018-13.

6. ®asza kiHiuHOTO
BUNPOOYBAHHSI

®Dazal - gocmimkeHHs G10EKBIBANEHTHOCTI

7. Ilepion npoBeneHHs
KIiHIIHOTO BUIPOOYBaHHS

3 16.08.2013 no 05.09.2013

8. Kpainu, ne nposojunocs
KIliHiYHe BHIPOOYBaHHs

Innis

9. KinbkicTb mocmimxyBaHux

3ariaHoBaHo: 36 y4YacHUKIB
(axTuyHO: 33 YYaCHUKHM 3aBEPIIHIIN YYACTh BiATIOBIHO 10 BUMOT IIPOTOKOITY

10. MeTa Ta BTOpHHHI Lisi
KIIHIYHOTO BHIIPOOYBAHHA

Ilepsunna 3anaua:

Oninka HasBHOCTI GioeKBiBANEHTHOCTI [BOX mpenapaTie, a came, MOCHIIKYBaHOTO
npenapaty, metrdopminy rizpoxmopuay, TabieTkd npononrosaHoi aii mo 1000 wr,
BupobHuKk  Cenrayp ®apmaueyrikans Ipaiiser Jlimiten, Iugis (mocaimxysanmit
npenapar) Ta npemapary nopisnsmus, DJIIOKO®AX® SR 1000 mr, Tabmerku
TNPOJIOHroBaHol Aii (MicTaTh mMeTdopminy rizpoxnopua 1000 mr, npononrosanoi aif),
BHpoOHuK Mepk KI'aA (Merck KGaA), ®paukdyprep Illtpace 250, Jlapmmrrant
(Frankfurter Strasse 250, Darmstadt), D-63293, Himeuuuna, npu Garatopa3oBoMy
NpHHOMI 110 OAHIH TabeTwi MOCHimkyBaHOro Npenapaty uW Npenapary MOpiBHAHHS,
HaTIIE, 3A0POBHMMH JOPOCHHMH BOIIOHTEPAMM 4YOJIOBIYOi cTati, 3 IoHaliMeHme 14-
ACHHUM [EPioJoM /i BUBEJEHHs paHillle OTPUMAHOTO Npenaparty, 3a MOKA3HHKAMH

IIBHAKOCTI Ta 06’ eMy aGcopOui. R
e P = NI T
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BTopunHi KiHuesi Toukn

MowriTopunr Gesneku s YyacHHKIE IOCTimKeHHS GioekBiBaneHTHOCTI, OLiHKA 3a
Pe3yNbTaTaMu  KIiHiYHMX ~ GioXiMiuwux amanmizis, ;ikapcekux obcTexens Ta
MOHITOpUHTY HA/CHA.

11. Mu3aiin xninivHOTO
BHUIIPOOYBaHHSA

Binkpure, pannomizoBate, 3 Gararopasosum mpuiiomMoM, 3 MPHIOMOM BOX TIperaparis,
ABOMA MOCHIJOBHOCTAMH, MOJBINiHE NepexpecHe NOCTIKEHHS 3 MOHaliMeHwe 14-
ACHHMM TePiOJOM JUIsi BUBEIEHHS paHillle OTPHMAHOrO npenapary, 3I0pOBHMH,
[OPOCIMMH BOJIOHTEPAMH Y0JI0BIU0T CTATI, HATLLIE.

12. OcHoRHi kpuTepii
BKITIOYEHHS

e CraTtb: yonosiya.

e Bik: 18 — 45 poxis.

® 3710pOBi BOJIOHTEPH, IO MiATBEpIKEHE HOPMATLHHMH pe3ynbTaTaMH  (MOMKIIHBI
KJIiHIYHO He3HAYYII] Bi AXMIEHHA) KIiHIYHOTO Ta NabopaTopHOro 06CTeKEHHA.

o IMT: 18,0 — 25,0 kr/m?

* Jlo6poBiibHO HagaHa noiHdopMoBaHa 3roaa, AOKYMEHT, Tianucanuii 6e3 mpumyey.

13. Jocnimkysanuii
JliKapchKuii 3acid, cmocif
3aCTOCYBAaHHS, cHiIa il

Merdopminy rinpoxnopun, Tabnerku npomoHroBaHoi aii mo 1000 mr.
ITepopanbhuii npuitom o oHiit Tabuerid 3 240 M 20% PO34YHHOM TJIHOKO3H.

14. TIpenapaT nopiBHAHHS,
1034, c1ocib 3acTocyBauHs,
cunia mii

TITFOKO®AX® SR 1000 MT, TaJeTKH TPONOHroBaHOT il (MicTATH MeT(hopMiHy
rigpoxsnopun 1000 Mr, npononrosanof air).
TlepopansHuii ipuiioM mo oxwiit Tabnetwi 3 240 M 20% PO3YHHOM TIIFOKO3H.

15. CynyTH# Teparmis

OnHovacHe 3acTOCYBaHHS iHUIMX ITKAPCHKHX TpenapaTis, fK mOpasBwiIo, OYyI0 He
JI03BOJICHE, HYepe3 MOMKIMBICTh BIUIHBY Ha (papMakoKiHeTHYHi XapaKTepUCTHKH
JOCHIKYBAaHUX Tpemapatis. MeHmle 3 THM, y Y9YacHHKIB, 3apeECTPOBAHMX Mif
HoMepamu S-9, S-28 ta S-4 BuHUKIM HeDaxaHi sBHIIA B 3B’A3KY 3 SKHMH BOHH
OTPHMYBaH iHmi Jikapchki mpemapatu. Vei mi yuacHukm 6ynu Bincroposeni Bin
NoJayikIIOi y4acTi B jociimkenHi BHachigok HSL. Lle Gyno 3apeECTPOBAHO B KapTIi
HeGakaHWX ABHII Ta XKYPHAM HACTYIHOIrO CTIOCTEPEKEHHS, 13 3a3HAYECHHAM HAa3BH,
criocoby 3acToCyBaHHS, /1034 Ta TI0Ka3aHb 0 3aCTOCYBAHHS; 11 iHPOPMALLs HABEIeHA
TAKOX i B KapTIli BiICTOPOHEHH S BiA MOAATBIIOL yHacTi B 10C/imKeHHi.

L1s indopmauis Gyna nanana Takox i ioananiTmanomy Bimziny.

16. Kpurepii ouigku
e(heKTHBHOCTI

Ominka e(eKTHBHOCTI He BXONMNA B 3a7aui JOCTIIKEHHS, OCKUIbKH MPOBOHIIH
JocHigKeHHs 6i0eKBiBAIEHTHOCTI:

IepBunHi napamerpu

Jlorapugmiuno TpancdopmoBani 3HaueHHS Cyyy, Cpis TA AUCq,

Bropunui napamerpu

Crnins tnaxsss Ko, t12 PTF% Ta Cavg.ss

17. Kpurepii ouinku 6e3nekn

* Kniniyni ofctexenns GymyTh npoBefeHi Ha eTani CKPHMHIHTY Ta OLIHKH Oe3neku
Nicy1s 3aBepIleHHs Y9acTi B JOCHiDKEHHI.

¢ OUiHKY TONOBHMX TMOKAa3HHKIB IKUTTEIISUTLHOCT OpraHisMy Ta CcaMOIOYyTTS
3IHCHIOBATHMYTh Ha €Talli BKIKOYEHHSA B I0CiIKCHHS, NpH BHNKCLI, B Iepiof yvacTi
B JIOCIIDKCHHI, B 3aIIaHOBaHi YacoBi TOYKH Ta NPH MPOBEACHHI OLIHKH Ge3meKn
TiCJ1st 3aBEPIICHHS YYacTi B OCiKEHHI.

® OuUiHKy BMIiCTY IIIIOKO3H B KPOBI 3ailicHIoBaTUMYTH 3a -93,00; -89,00; -84,00; -69,00;
-65,00; -60,00; -45,00; -41,00; -36,00; -21,00; -17,00; -12,00 ta uepes 3,00; 7,00,
12,00 Ta 30,00 romun nicas mpuifomy AOCTimKYBaHOIO NiKapchKOro Ipemnapary, B
00H/IBa NEPiOaM, 3 BUKOPHUCTAHHSM BIACHOIO MIIOKOMETPA.

® [Ipodine HS/CHSI/minospiopanux HeouikyBaHuX CepHOZHHX HeBGakKaHHX peaxuii
MCIA  NpuiOMY  JOCTiIKYBaHOrO mperapaty Ta NpenapaTy  MOpiBHAHHA
PEECTPYBATUMYTh B MIEPioJl yYACTi B JOCIIKEHHI.

18. CratucTHyHi MeToaM

IIporpamue 3abe3neuenns: 418 CTATHCTHYHOIO aHANI3Y: CTATUCTHYHHM aHali3 6yB
TIPOBE/ICHUH 3 BHKOPHCTAHHAM MporpamMHoro 3abesneverns SAS, Bepcis 9.2.

Amnaniz papiauii (ANOVA) 6y mnpoBenenmii 3 BUKOPHCTaHHAM JiorapHdMiuHO
TpaHC(OPMOBAHUX 3HAYEHb MEPBUHHUX MiTBOBHX napametpiB  (LnAUC,. . Ta
LnAUC,.) 3a mnpomenyporo SAS GLM mns owinke Bapiauii, 3 ypaxyBaHHIM
[IPENAPATY, TIEPIOZY, TNOCIIIOBHOCTI Tta MALJEHTA B KoxHill 3
[NIOCIIAOBHOCTEH, B sxocri (ikcoBaHmx edekTiB. 3 BHKOPHCTaHHAM OmepaTopa
ESTIMATE mpouenypu GLM 6Gyna pospaxoBaHa — pisHHIs npu  mpuiomi
AOCHIUKYBAHOTO TIpenapary Ta MNpenapaTty MOPIBHAHHS, 1A BH3HAYEHHS P-piBHs,
PO3paxyHKoBol cepennboi pisHuni ta 90% JII norapudmideo TpancdopMOBaHHX
3HaYeHb Pi3HALI MPH NPHAOMI JOCTIIKYBAHOrO Tpenapary Ta TIpenapary NOpPiBHIHHS.
3HaueHHs, micaA 3BOPOTHOI TpaHcdopmalii, cepemHboi pisHuni Ta 90% I, Gyan
BUKOPUCTAHI /s PO3PaxyHKy CHiBBIIHOIICHHA TE€OMETPHYHHX Cepeinix ta 90% Al
ICTHHHOTO CTiBBiHOIIEHHS [PH NpUifoMi 10CTiTKYBaHOTO mpenapary Ta npemnapary

nopiBnanns, | SHaukiig fivioRiHocTi (P) Oymu Brsaueni 33 cymoro ksaaparis Tumy 111,
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llpu nposenenni aHanisy edextn kiacubikyBanu, Sk CTaTHCTHIHO BipOTiHi, sKIIO
#iMOBIpHiCTb, acouiliosana 3 «F», CTAaHOBMIA MEHIIE 0,05 s koxkHOTO 3 edextie. 90%
HoBipumii  iHTepRan  cHiBBigHOIIEHH: (mocnimmysammit mpemapar / npenapat
TOPIBHAHHA) T€OMETPUYHHMX CEPENHIX HAHMEHIIHX KBajpariB OyB po3paxoBaHuii 3
BUKOPUCTAHHAM 3HaY€Hb Liysy s, LNAUC. LnAUCq.ing, LnAUC,. ; ta LnAUC,.,4 mnst
OuiHKK Gi0eKBiBaTeHTHOCTI,

HMoBipumii inTepsan ([I): Gyno pospaxosame 3mauenns 90% AOBRIpUOro iHTEpBALY
CIBBIIHOWEHHS (1OCHimKyBaunii mpenapar / NIPENapar MopiBHAHHA) IeOMETPHYHHX
CePeNHiX 3HAYEHD L . LnAUC, LnAUC,;;, LnAUC,, Ta LnAUC,4 mns
OniHKH Gi0eKBiBAIEHTHOCTI.

Kpurepil 6ioexsiBanentaocti (MeTdopmin):

3riZHO 3 NPOTOKONOM, HACTYIIHI NapaMeTpH MOBHHHI Oynu BinnoigaTy:

LG s :80-125%
LGy 1 80— 125%
LnAUC,, :80-125%

19. lemorpacdiuni nokaznuku
AOCIIiIKYBAHOT TOMYJISILiT
(crars, BiK, paca, ToLO)

BriitoueHo 36 yuacHHKIB 4010Bi40T cTaTi
Cepenniii Bik: 29,83 poxis

Cepenniit 3pict: 167,36 cm

Cepennst Maca Tina: 64,02 kr

Cepenniit IMT: 22,80 kr/m

20. PesynbTath edekTHBHOCTI

EQeKTUBHICTE B LBOMY OCHIIKEHHI He OUIHIOBANH, OCKIMTBKM 33/[a9€K0 NOCTIKEHHS
Oyna orfiHKa Gi0EKBIBANTEHTHOCTI,

Pestome DK napamerpis (merdopmin) (n = 33) - ne TpaHchopMOBaHi 3HAYECHHS:

He tpancdopmoBani 3navenns

Tapamerpu Metdopmin (cepeane + cranaapTua noxuéxa)
JMocaimkysaunii npenapar (T) [lipenapaT nopisusinns (R)
Cinax,ss (HT/MIT) 1264,97 + 386,712 1189.61 = 457,855
AUC, (Hr*ron./min) 8603,21 + 2232,602 8414,01 +3045,818
tmax (TOI.) 3,73+0,674 3,79 + 0,696
ty2 (ron.) 4,72 + 1,853 4,53+ 1,422
K (ron.™) 0,16 + 0,050 0,17 = 0,051
Conin,ss (HI/MII) 10,31 + 20,452 16,20 + 37,365
PTF% 348,83 £45,619 338,20 + 64,825
Cavgss (1r/mum) 358,47+ 93,025 350,58 + 126,909
Crs (HI/Mn)* 29,47 + 35,104 27,72 + 42,528

* 3 66 (33 yuacnukd X 2 niepioan) MOKIHBHX 3HAYEHb JTHIIE 27 Oynu NpUHATHAMHA
Anst aHanisy, pemra 6yan BL, oTKe 41st po3paxyHKy 3HAYEHHS Css Oymu
HENPUITHATHUMM.

21. Pe3ynbraTi Oe3nexu

Byno  3apeecTpoBaHO INICTh BHNAJAKIE aHOMAJBHHX Pe3yJbTaTiB  KITiHIYHHX
nabopaTopHyX 00CTeHeHb PH NPOBEIEHH] OLIHKA Ge3neKu mic/s 3aBepIICHHS y4acTi B
HOCIi/KeHH], AKi GyJIH KJIIHI9HO 3HAYYIIUMH, OTKe, Oynu knacudikosani, sk «Hy. 3
ypaxyBaHHsiM HasBHOI indopmauii mono merpopmiHy rigpoxmopmay, Hamu 6yB
3po0ieHuii BUCHOBOK, 10 3 UMX MICTBOX ABMII 1T HS He manm MIPUYHHHO-
HACJTIIKOBOTO 3B’ A3KY 3 TIpHIHOMOM MeTdOpPMiHY TiApoXIopHILy, B OIHOMY BHunaaky H,
minsuineHHs pisna SGOT Ta SGPT, 6ymo knacudikoBaHe sk Take, NPUIHHHO-
HACJIIZKOBHI 3B’S30K AKOTO 3 NMPUIOMOM Tpenapaty € «MOMKIMBMMY. BimmopizHo 3
Bumoramy HactanoBi ICH-GCP (MixHaponHoi koH(epeHwii 3 rapMoHisanii BuMor 10
HaleXHOT KNiHiuHOl npakTuku) E6, Gymu 3pobieni umcieHHi CIpodH BCTAHOBUTH
KOHTAKT 3 UHMH y4acHHKaMH, BTIM B yCiX WiCThOX BUNamkax (n = 6) wi crpobu Gyiu
besycnimsumu, BaxkHo BiIMITHTH, 10 B YCiX IMX y4acCHHKIB Ha eTami OmiHKH Ge3nekn
MIC/Isl 3aBEPIIEHHS Y9aCTi B AOCHIIKEHHI,0yIb-AKi CHMITTOMH Oyau BincytHi. B yeix
UMX BUNankax indopmaris npo ¢inansuuil pesynsrar mux H oTpuMaHa He Oyna, yci
BUNAAKH Oyau 3aKpuTi 3 HOPMYMIOBAHHAM «BTpAaYeHHil KOHTAKT IS MONANBIIOTO
CIIOCTEPEKEHHA». 3araibHUl CTaH 30POB'A, 3a pesynbraramMu (iHATBHOIrO KIiHIIHOTO
obcrexeHHs, ycix yyacHuKiB 6yB J0GpUM, aHOMAITBHI 4K KIiHiYHO 3HAUYLIi pe3yJIbTaTH
33 pe3yNbTaTaMH JIiKapchKOTo 06CTeXKEeHH BUABIEHI He ByIm. Tpu yuacuuku (S-9, S-4
ta S-28) Oy BiCTOPOHEHI Bix nomansuiol yyacTi B JociipkeHHi B 3B’A3Ky 3 HAL

22, BHCHOBOK (3aKITI0UEHHs)

e JlocnimxeHnst Gyno MpoBelleHe BiAMOBIIHO 10 BHMOT NpoTOoKONy Ta HactaHoB ICH-
GCP,
eMokHa  3pOGMTH  BHCHOBOK, IO  3TiHO 3  BHMOTAMH  HACTAHOBH

CPMP/EWP/QWP/1401/98, PEIl.1, BUIIPABJIEHE** KOMITETY, Bin ciuus

2010, cxsanenoi EMA (EBpomeiichka. AreHuis. 3 JliKapghKHX 3aco0iB),

-3 KO
NPELCTABHAK  TIEPERJIA,
IAABHUKA

AMBIHKR o BIPHUKH-



GioekBiBaNEHTHICTE  JOCTIKYBAHOTO npenapary, a  came, MeT(hOpMiHy
rinpoxnopuny, TaGneTkH mponoHroBaHoi mii mo 1000 Mr, BupoOHHK CeHrayp
Dapmaueyrikans [lpaiiser Jlimiten, [nmis, npemapaty MNOpPIBHAHHS, a came,
npenapary TJIIOKO®AX® SR 1000 wmr, Tabnerku IPONIOHroBaHol Ail (MicTATh
MeTdopminy rinpoxmopun 1000 mr, nponoxrosaHoi aif), BUpoOHNK Mepk KIaA
(Merck KGaA), ®pankdyprep Iltpace 250, Hapmwrrant (Frankfurter Strasse 250,
Darmstadt), D-63293, HiMeuunHa, € HOBENEHOI 3a 3HAYCHHSMU MEPBUHHUX
ULTBOBUX MapamMeTpiB, Cpays Ta AUC,, a Takok 3a [10JaTKOBHMH rnapaMeTpam,
AUCq.in;, panHiM (AUC,.;;) Ta TepMiHanbHUM (AUC,) 3HaueHHAM 3HAYCHHAMHM
yacTkoBuX mapameTpis AUCs nicns 6aratopasoBoro npuifoMy HaTie.
¢ Hosga ingopmauis 3 Gesneku BusBiena He Oyia, OCKiIbKH MOB’A3aHi 3 JIIKApCBKUMH
npenapaTamMu  HebakaHni sBMmIA  BiamOBimamm  omHcaHMM B ony0nikoBaHHX
JiTepaTypHHUX Jpkepenax.
e CratucTudHe nopiBHAHHA HS, mo BuMMKAH TpH NpUHOMI  TOCTiKYBaHOTO
Tpenapary Ta npenapary [opiBHAHHA, NpoBeieHe He GYJI0, i TAaKMii aHAN3 He BXOIHB
B 3a/1a4i [IbOTO JTOCIiIKEHHS.

3anBHUK (BIACHHK
PeecTpauiiHoro NoCcBiTueHHs)

(nignuc)
(Ang INarenkond)

(II. 1. B.)
{llopsdok donoeneno Hosum Jlooamxom 30 32iono 3 Haxazom Minicmepemsa oxoponu s0opoe's Ne 1528 gid
27.06.2019}
(kpyrma nevarka komnauii BEPJIIH-XEMI AT’ MEHAPIHI)
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