CEPTU®IKAT BUINOBLIHOCTI

Ha MacTep-gaiij Ha nasmy

Jonarox 29

zo Iopsinky npoBenenns excrneprusu
PeECTpallifHuX MaTepiallis Ha JTiKapchKi
3ac00H, IO [I0[ATOTHCS Ha JIePKABHY
peecTpaniio (epepeecTpaniio), a Takox
CKCIIEPTH3M MaTepialiB IpO BHECEHHS
3MiH 110 peecTpauiiHAX MaTepiaiis
IIPOTAroM Aii peectpariiftHoro
IIOCBIAYEHHS

(yHKT 4 posniny V)

3BIT

Npo JOKMIHIYHI Joc/HigxKeH

1. Hazga nikapcbkoro 3aco0y (3a
HasBHOCTI - HOMep peecTpaniiHoro
[IOCBIT9EHH):

[IperaGamnin €spo
(ITperaGanin, kamncym)

1) Tan nikapeskoro 3acoby, 3a sxHM
POBO/MIIACS ab0 IIaHY€EThCS PeecTparyis

L5 3as1BKa cTOCYETHCS Npenapary-reHepuKa

2) poBesieHi 10CITi ke HHS

TaK Hi KO Hi, 06rpyHTYBaTH

2. ®apmaxkonoris:

HI

Lleit mikapcrkuit 3aci6 BIAITIOBiZIa€ BU3HAYEHHTO
JIKAPCBKOT0 3ac06y-TeHeprKa BiAnoBigHO 10 CTarTi
10.1 (a) (iii) Jupextusu 2001/83/EC 3 HONpPaBKaMH,
OCKLITbKH BiH Ma€ Takwii caMuii SKicHuH Ta
KiTbKICHHM CKaj Aif0umnx peHoBHH, 110 i
€TaJIOHHUIT 3a¢i0, TaKy camy JnKapcmcy hopmy, 1m0
)51 €TaJIOHHHHA 38.(316 1 TOMY ,HOK.TIIHIT-IHI I[OCHI,I[JKCHHH
HE IIPOBOTHIIACS

1) mepeuHHa hapmakomuHamika

He 3actocoByerses

2) BTOpuHHA (hapmakoguHaMiKa

He 3actocoByeTbcs

3) papmaxororis Gesneku

He 3actocoByerhes

4) bapmakoaunamiuni B3aemoyrii

He 3actocoByeTncs

3. ®apMakokiHeTHKA:

1) ananmituani MeTomuKy Ta 3BiTH monao ix

Tak




BasTiamii

2) BCMOKTYBaHHs

He 3acTocoByerhes

3) po3moin

He 3acTocoByeTrnes

4) meTaborizm

He 3acTocoByernes

5) BUBEIEHHA

He 3acrocoByeTnses

6) hapmakokiHeTHYH] B3aeMOJIi]
(moxmiHi4Hi)

He 3acTocoByerhes

7) inmmi (apMakoKiHETHYHI OCTiKEHHS

He 3acTocoByeTnes

4. Toxcukomoris:

1) ToxcHuUHICTB ¥ pasi oiHOpPa30BOro
BBE/ICHHS

He 3acTocoByeThes

2) TOKCHYHICTB Y pa3si HOBTOPHUX BBEICHD

He 3acTocoByeThes

3) TeHOTOKCHYHICTB:
in vitro

He 3acTocoByeThes

in vivo (BKITIOYA0YH J0/[aTKOBY OIIHKY 3
TOKCHKOKIHETHKH )

He 3acTocoByeThest

4) KaHLIEPOTeHHICT:

He 3acTocoByetnes

TOBrOCTPOKOBI JOCIIIPKECHHS

He 3actocoByernes

KOPOTKOCTPOKOBI JIOCIIIKEHHS
a00 MOCIiKEHHS cepe/IHbOT TPHBATOCTI

He 3acTocoByerhes

J10/TATKOBI JOCIITKESHHS

He 3acTtocoByeTnes

5) penpoayKTHBHA TOKCHYHICTD Ta
TOKCHYHHH BIIJIUB HA PO3BUTOK ITIOTOMCTRA;

He 3acTocoByeTnes

BIUIMB Ha QePTUIBHICTE 1 paHHil
eMOpiOHAIBHHM PO3BHTOK

He 3acTocoByerhes

eMOpPiIOTOKCHUHICTh

He 3acTocoByeTnes

[IpEHATalIbHA 1 IOCTHATAILHA TOKCHYHICTE

He 3acTocoByerhes




e

. He 3acTocoByeThes
JOCIIKCHHA, IIPHA AKHX IIpernapar

YBOZIUTBCS IIOTOMCTBY (HECTATEBO3PiIHM
TBapHHaM) Ta/ab0 OLIHIOETHCA BiytaneHa
mis

: . He 3acTocoByeThCs
6) MicIieBa MEPeHOCHMICTE

> : .. |He 3acTocoByeThecs
7) IOJATKOBI IOCIIiIKEHHS TOKCHYHOCTI:

; ; He 3acTocoByeTbes
AHTUT€HHICTE (YTBOPEHHS QHTHUTII)

; ) He 3acTtocoByerbes
IMYHOTOKCHYHICTB

; T el He 3acTocoByeThes
TOC/IIDKEHHA MeXaHi3MiB Jiii

p : He 3acTocoByeThes
JIIKapChKa 3aIeKHICTh

; s He 3acTocoByeTbes
TOKCHYHICTE MeTabOJIiTIR

; ; He 3acTocoByeThes
TOKCHYHICTB JOMIIIIOK

1 He 3acTocoByerhes
iHIIIe

5. BUCHOBKH 1010 JOKJIIHIYHOTO Jlikapcekmit 3aci6, 3a ofepXkanHsIM peecTparliiiHoro
BUBUCHHS [I0CBiTYEHHS HA KUl MU 3BEPTAEMOCE, €
CKBIBAJICHTOM-TEHEPHKOM JIKaPCHKOT0 3ac06y
Jlipuka™, xancysm TBepi, BUpoOHuNTBa [T(haiizep
JlimiTen, Benuka Bpuranis, Mae Takuii camui
SIKICHU i KiTBKiCHMI CKIa1 aKTHBHO(-HX)
PeHOBHHHM(-H), 5IK €TAJIOHHHUH JIiKapchKHi 3acif.

3asgBHUK (BIACHUK peecTpariiHoro Ama Jlacrynra [lignucano B eleKTPOHHOMY BHIIAL]
TOCBi JIYEHHS) (Asha Dasgup ta) Amow [lacrynroio (Asha Dasgupta)

DN: cn=Awa Jacrynra, o=IxTac
@apmacetorikaic Jlimiten/Intas
Pharmaceuticals Limited, ou=Bimzin
HOPMaTHEHO-IIPABOBOI'0 PErJIIOBAHHS,
email=adasgupta@intaspharma.com,
¢=IN Mara: 01.07.2020 11:32:02
+05'30"

JHacrymora Amma

(mpizBuime, iM’s1, 110 GaTBEKOBI)

'7/([;/1- L&t Cf /’iJ? .(,;(',/ et e ffcél ',C,,,{cé,c,?:(f?.(,; 28etq_ —
( L

’ﬁ(/[( >, /Lf Ly XéL/‘f" £/ /
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z1o ITopsinky IpoBeeHHs eKCIIepTH3H
peecTpanifHiX MaTepiaiiB Ha JiKapchKi
3aco0H, 10 IIOAIOTECS Ha JIEP/KABHY
peecTpariro (mepepeecTpaliito), a Takox
CKCIIEPTH3H MaTepialiB 1Ipo BHECEHHS
3MIH JI0 peecTpamifiHuX MaTepiais
IIPOTATOM Iii peecTpaliiHoro
IIOCBITYCHHS

(mynKT 4 posminy V)

3BIT
Npo KjIiHiYHe BHNPOOYBaHHS

1. Ha3ga nikapcekoro
3aco0y (3a HassBHOCTI -
HOMEp peecTpaliifiHoro

[Iperabania €spo
(IIperabain, xancyiu)

[I0CBITYCHHS)
9 Axxopn Xenckea C.JLY.
3. BupoGuuk IuTac ®apmaceiorikans JIt,

Bupo6uudi minsaku No 457, 458,

moce bapna, ceno Marosa,

Tan. Cananp, paifon Axmenatam — 382 210
['ymxapar, IHIIIS

4. IlpoBezeni nocimKeHHs:

Tak

1) Tan mikapeskoro 3acofy,
3a AKHM IIPOBOJHIIACS abo
IUTAHYEThCS. peeCTpallis

L1 3asBKa cTOCY€EThCS! IIpenapaTy-reHeprKa

5. IloBHa Ha3Ba KiIiHiYHOTO
BHIIPOOYBaHHsI, KOJOBaHHUIA
HOMED KITIHIYHOTrO
BHIIPOOYBaHHS

Binkpute, 36anancoBane, paHIOMi30BaHe, 3 JBOMA rpynamMu
JIKyBaHHS, JBOMA IEPiOaMH Ta ABOMA [OC/TiTOBHOCTSIME
NMEPEXPECHE JIOCII/DKEHHS 6i0eKBiBAICHTHOCTI OHOKPATHHX 03,
[0 BBOJIATBCS NEPOPATEHEM MIIAXOM, JBOX JHKAPCHKHX 3aco0iB
[Iperabanin, xancynu 50 Mr, HopManbHAM 3JI0OPOBHM JIOPOC/IHM
OOPOBOIBLAM-IOIOBIKAM 32 YMOBH OPHHOMY HaTIIE

6. ®aza KiiHigHOrO
BHIIPOOYBaHHS

®asa — [ (GioekBiBaeHTHICTS)

7. Ilepion nposeeHHs
KJIHIYHOTO BUNIPOOYBaHHS

3 14 Bepecns 2013 p. mo 22 sepecns 2013 p.

8. Kpainu, ne nposomumocs
KITIHIYHE BUIPOOYBaHHS

[Hais




9. KinekicTs gocmimkysanmux

3armanoBana; 30
tdakTHyHa: 28

10. Mera ta BTOpHEHI 1
KIIHIYHOTO BHIPOGYBaHHs

Oxapakrepusysartu apmaxokineTHUHHIH npodiis
JI0CITI/DKYBAHOTO IIPETIapary CIOHCOPA MOPIBHSHO 3 eTANOHHHM
[IpelapaToM y 3J0pPOBHX JOPOCIHX HOOPOBOJIBIIB-YOJIOBIKIB 3a
YMOBH TIPHHOMY HATIIE Ta OLIHATH Ol0€KBIBATEHTHICTE.
[IpokoHTpOIIOBaTH GE3MeKy /IS YUaCHHKIB BHIIPOOYBaHHS.

11. JTu3aiin kiinidaOrO
BHIIPOOYBaHHS

ByB 3amnaHoBaHMil Ta peamizoBaHHit IepeXpecHuil  aH3aiH
BUIPOOYBAHHS 32 y4acTio 28 106pOBOJIBIIB 32 YMOBH npuiomy
HaTme sriqHo 3 BuMoramu CPMP (Komitery 3 mareHTOBaHHX
IiIKapChKUX 3ac06iB). Y mepionn pocimkeHHs 36epirascs mepion
BUMHMBaHHA (05 1HIB MiX IHAMH BBeICHHS npenaparis. Byimo
BiZiOpaHO MeKinbKa 3paskiB KpoBi 3rizHo 3 IIPOTOKOJIOM JIIst
OLIHKH OiloeKBiBaJIEHTHOCTI IOCTiKYBAHOI'0 T4 eTAJIOHHOTO
npenapariB. KoXeH y4acHHK OTpHMyBaB o6Gm/Ba Ipenapara
(mociimKyBaHuit Ta €TAJIOHHMH ) i Yac JOCIiDKEHHS,

12. OcHoBHI kpuTepii
BKJIIOYCHHS

* 3p0poBi fopocii 106pOBOMBLI-Y0IOBIKH BikoM Bix 18 bi (4]
45 pokiB (BKIOUHO s 060X), IO JKUBYTh y MicTi
Mywmbai Ta mo6mm3y Hporo um y 3axigmiit yactumi Iemii,

* Innexc macu tina (IMT) Big 18,5 no 24,9 (BKJIFOUHO JyIs
060X), po3paxoBaHuii sIK Bara y Kr/3pict y M2,

® BiICyTHICTE OyIb-SIKHX THKKHX 3aXBOPIOBAHb B iCTOpIi
XBopoOH a0 KIHIYHO BArOMHX BiIXHJICHb NAHHX
00cTexeHD M Yac CKpUHiHTY, Y icTopii XBOpoOH, miy gac
TKAPCHEKOTO 06CTEKEHHS, naboparoprux aHanizis, EKI" y
12 BinBeneHHAX Ta peHTreHy IpyqHOI KITITKH (nmepeaHBO-
3a/1Hs IPOEKIIis).

® 31aTHICTL pPO3YMITH WPONENYPH  JOCTiMKEHHS
AOTPUMYBATHCS HUX (Ha TYMKY JOCIITHHKA).

* 3paTHiCTh HamatH K0GPOBiNBHY IHCHMOBY iH(OpMOBaHy
3rojly Ha y4acTh y BUIPOOYBaHH].

Ta

13. TocmimkyBanuii
nmikapceKui 3acib, crocio
3aCTOCYBaHHS, CHJIA JIii

[Iperabanin, kancymu 50 mr

Bupo6uuireo: Intac ®apmachroTikans Jlimiten, Insmisa

14, Tlpenapar nopisHsHIS,
1033, CII0Ci6 3acTOCyBaHHs,
cuna mii

Jlo3a Ta croci6
3aCTOCYBaHHS

JIIPUKA™ (ITpera6asin), kancymnu teepai 50 mr

BupoOHuK:
Himeuunna

[Ijaitzep Menrodpexuepinr Jloiuwteny I'm6X,

[licis yrpumanns Bix npuitomy Txi mporsrom Howi (npunaiiMHi
10 rommm), ywacHHKam BUIIPOOYBAaHHSA BBOIHIIH OJHOKpaTHY
[epopanbHy 1103y (50 Mr) mocmipKyBaHOTrO a0 eTaTOHHOTO
MmiKapceKkoro 3acoly i3 240+02 M BoH KiMHATHOL TEMIIEpaTypH,
AKAH yY9aCHUKM NpUMMATH y MOMOKEHHI cuasdi. BBeqeHHs

IOCIDKYBAHOTO JTIKapChKOIro 3aco0y 3miiicHioBanocs 3(inHo 3

/4-"--..
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rpadikoM paHioMi3alii B yMOBaX BiIKPUTOTO BHNIPOGYBAHHSL.

15. CynytHs Teparis

3riZHO 3 IIPOTOKOJIOM YYACHHKH OyIHM HPOiHCTPYKTOBAHi He
IpUiMaTh/He 3aCTOCOBYBAaTH OyAb-sKi JNKapChKi 3ac00H y Gyb-
SIKUE 9ac BIPOJOBXK 14 IHIB mepex BBEACHHAM JOCTIIKYBAHOTO
nikapeekoro 3aco6y y Ilepioai-1 Ta mix wac mocmimkeHHs (To6TO
miclis BBEJIEHHS IOCTIMDKyBaHOro mnpemapatry y Ilepiomi-I mo
OCTaHHBOTO 3paska y Ilepiomi-II).

bynb-sxuif  mikapcekwit  3acif, oTpuMaHmMi  mix  w€ac
BHINE3a3HAYCHOTO TIIE€piofly, peecTpyBaBcs y IuauBimyaneHin
peecTpaniiiniii popmi Ta BBaXkaBCs BiAXHIEHHSM Bifl IIPOTOKOIY.

16. KpuTepii orinku
e(eKTHBHOCTI

Timax, Cmax, AUCo.t, AUCo-0, Az, t12 Ta AUC_% excrpamoin. Obs
(%0)

17. Kpurepii ouinkm
Oe3nexn

KiniuHi 06cTe)eHHS, OlIHKA OCHOBHHX ITOKA3HHUKIB
JKUTTENISIIBHOCTI Opranizmy, enexrpokapaiorpama (EKI) y 12
BiIBE/ICHHSIX, PEHTTEHOrpaMa y [epeaHbO-3a IHil IpoeKIT,
KIIiHi9Hi JJaGopaTopHi mapamMeTpu (HanpuKiIa, GioXiMiunuil aHamis
KPOBI, 3arallbHAH aHai3 KpoBi (Y TOMY 4HCIi aHawi3
KpeaTHHKIHA3H), IMyHOJIOTIUHMIT aHai3 Ta aHami3 ceui),
peecTparlis cy6’eKTHBHHX CHMIITOMIB Ta KOHTPOJIb HeGaKaHHX
SIBHIII,.

18. CratucTiuni MeToau

Jlns Tlperabaniny Gymu oGumcrneni Ta mpencraBmeHi y 3BiTi
ucTiepcitHuil aHaTi3, MOTYXKHICTE Ta aHANI3 CIIBBiIHOEHD IS
norapu@mivzo TpaHC(HOPMOBaAHHX (papMaKoKiHETHIHHX
napaMerpiB Cmax, AUCot Ta AUCpw. Bymm oGumcmeni 90 %
JI0BipYi iHTEPBaIH [UIs CIIiBBiIHOMIEHHS TEOMETPHYHIX CepeHiX,
OTPUMAaHMX METOJIOM HaMEHIINX KBaJApaTiB, UL JIOrapH()MidHO
TpaHCHOPMOBAHMX  (apMaKOKIHETHYHMX  TapamerpiB.  Yci
CTaTUCTHYHI awamisu mna [lperaGaminy s3pificHroBammes 13
3aCTOCYBaHHAM mporpamMHoro 3abesmevyenuss PROC GLM Bix
SAS®, Bepcis 9.3 (CAC Iucrutsior Iuk., CIIIA).

19. lemorpadiuni
[TOKa3HUKH JOCIIJDKYBaHOT
nomnyJsanii (crars, BiK, paca,
TOLLO)

CTaTh: YOJIOBIKH

Bik: 29,5 + 4,42 pokis
3pict: 166,0 + 4,950 cm
Bara: 62,046 + 6,9877 kr
[MT: 22,485 + 1,9643 xr/m?

20. Pesynsraru
edheKTUBHOCTI

IMapaverpu onHCOBOI CTATHCTHKH JUIS VeepelHeHHX JAaHUX JUIA
pocnizkyBanux npenaparis Ilperaganiny (N=28)

IIapamerpu Cepenne * cranpaprae Binxuiaenns (SD)
(oauuumi) (nani G6e3 Tpancdopmanii)

HocaipxyBanuii Eranonnnii 3aci6-R

3acio-T
1,000 0,759

By (0D (0,500 - 3,000) (0,500 - 2,000)
Cnax (Hr/™mim) 1823,251 + 472,4493 1912,807 + 492,5844
AUCo. 11750,499 + 11735,6 104 —4




(Hr.rom./mi) 2051,7324 1940,6386
AUCq.. 12172,898 + 12126,917 +
(ar.rom./mi) 1988,8171 1892,9860
Az (1/ron.) 0,116+0,0116 0,114 +0,0130
tiz (rox.) 6,054 + 0,6173 6,152 + 0,7385
AUC %

excrparnon. Obs 3,614+ 1,9102 3,342 + 1,6440
(%)

* Tmax IpencTaBenHil K MetiaHa (Mixk MiHIMYMOM i MakCHMYMOM)

PesyabTaTu Bignocuoi GiogocTynHocTi auas ITperadaniny (N=28)

IIapamerpn I'eomeTpuuHi cepeni, 90 % oTyx-
OTpHMAaHi MeToAOM AoBipumii | HicTh
HaliMEHIIHX KBaApPaTiB iHTepBas (%)
Bunpo6. Eran. Cuigs.
3acio-T 3aci6-R (T/R)
%
InC 1762,903 | 1853,168 | 95,1 86,39 - 98,3
i 104,76
In AUCo. 11588,484 | 11593,607 | 100,0 %:’;388- 100,0
12025,292 | 11996,189 | 100,2 98,48 - 100,0
In AUCO-w 102’03

21. PesynpTatu Gesnexn

Hebaxani asuma:

[lix wac npoBenenHs mociimkenns oguuM ydacarkoM (01) Gyio
oBiZoMIIEHO 11po Tpu (03) Hebaxkani seuma (H). Tpu (03) HA
Oymu moBinomteHi mix yac [epiogy-II.

Tpu (03) H Gy moBifomiIeHi y9acHAKOM Mic/Is 3aCTOCYBaHHS
Eranonnoro npenapary-R.

JIBa (02) HSI 6ynu merxumu 3a xapaktepom, a ogre (01) HS 6ymo
MOMIpHHM 3a XapakTepoM, i 3a CTAaHOM YYacHHKIiB BEIOCs
CIIOCTEPEIKEHH JI0 HOpMaJti3allii cTay.

HasiBHICTE NPUYMHHO-HACIIIKOBOTO 3B’s3Ky Oylla OLIHEHA SIK
MoskimBa 1Uist 1BoX (02) HS ta manoiiMoBipra st ogmoro (01)
HL.

[lin wac mpomeneHHs pocuipkeHHs He Oymo 3adikcoBaHo
JTeTallbHEX BHIIA/IKIB Ta cepio3nnx HL.

JleranbHi BUNAAKH, iHIII cepiio3Hi Ta iHm 3Hauni HebaxaHi
SIBHIIA:

[lix 4ac npoBeleHHA MOCHIUKEHHS He Oy 3adikcoBaHo
JIeTATbHAX BUIIA/KIB Ta cepitosaux HA.

22. BUCHOBOK (3aKJIIOYEHHS)

Jlocnimxysaruit tikapeokuii 3aci6-T y HOpiBHAHHI 3 eTATOHHEM
3ac000M-R BinmoBinae kputepisM Gi0EKBIBAICHTHOCTI CTOCOBHO
IIBUKOCTI Ta CTYNEHIO BCMOKTYBaHHs IIperabanminy 3a yMoBH
IPUHOMY HATIIE 3riIHO 3 KPUTEPisMH, BHKJIANCHHMH Y
[IPOTOKOJTI.

Jlani ObOr0  JOCHI/DKEHHS  NIPOAEMOHCTPYBAIH, 110
TOCIIDKYyBaHHH Ta €TAIOHHMI 3ac0o0u 106pe mepeHocsThest. i
4ac IPOBEACHHA NOCIDKEHHSA oxHM ydacHukoM (01) 6ymo
nosizomyeno mpo tpu (03) Hebaxani ssuma (HA). Cepitosni HS
111 9aC IPOBEJICHHS JIOCIIDKEHHS HE CIIOCTepiraIncsL.

JleranpHMX BHmAAKIB MmiJl Yac IPOBEACHHS JOCIIKEHHS
sagikcoBano ue Oyno. He Gyno Bimsmaueno kiiniuno safomux |




AL

BIIXHICHb  Mi  9ac  OIIHKH  OCHOBHMX ITOKA3HHUKIB
PKUTTEJISUIBHOCTI  OpramisMy aGo J1aGopaToOpHHX —aHaisiB y
PKOJTHOTO 3 yYACHHKIB BUIIPOOYBaHHI.

3asgsBHUK (BH&CHI/IK Ama ,D,'acrynra ( Asha [linmicano B enexrponsomy BUrLIAI ALio
peecTpariinoro Das gupta) Hacrynroio (Asha Dasgupta)
HOCBi,E[T-IeHHFI) DN: cn=Ama [lacrynra, o=InTac ®dapmackioTikainc

Jlimiten/Intas Pharmaceuticals Limited, ou=Bixxin
HOPMATHBHO-IIPABOBOTO PETITIOBAHHS,

email=adasgupta@intaspharma.comn, c=IN Jlara:
01.07.2020 11:33:06 +05'30"

Jdacrynra Ama

(pisBume, iM’st, 10 GaTEKOB])
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Homarox 30

1o Iopsnky npoBeeHHS eKCIIEPTH3H
peecTpalifHIX MaTepialiB Ha JIiKapchKi
3ac00H, 110 O/IAI0THCS Ha IEPIKABHY
peecTpaliio (epepeecTpalriio), a TakoxK
€KCIIEPTHU3H MaTepiasliB PO BHECEHHS
3MiH JI0 peecTpariifHuX Marepiasis
IIPOTATOM Jii peecTpartifinoro
IIOCBITYEHHS

(mynKT 4 posainy IV)

3BIT
npo KJIiHiYHe BUNIPOOYBAHHSA

1. Hasga sikapcekoro
3aco0y (3a HasIBHOCTI -
HOMED peecTpalifHoro

[Iperabanin €spo
(IIperabanin, xamcyu)

[IOCBi/I9EHHS)
2. 3asiBHHK Axkopn Xenckea C.JLY.
3. Bupo6uuk Inrac ®apmackrotikans JIx.

Bupobuuyi minsaxu Ne 457, 458,

moce bagna, cemo Maroa,

Tan. Cananp, paiion Axmenabax — 382 210
['ymxapar, IHJ{LS

4. IIpoBeneni gocmimKenns:

Tax

1) Tun nikapeskoro 3acofy,
3a SIKHM IPOBOIHIACS a6o
[UTAHYETHCS PEECTpaLlist

L{st 3asBKa cTOCYETBCS Mpenapary-reHepyuKa

5. IloBHa Ha3Ba KIiHIYHOrO
BUIPOOYBaHHS, KOJIOBaHHUI
HOMEpP KJIIHIYHOTO
BUIIPOOYBaHHS

Binkpute, 36anancosane, paHaoMi3oBaHE, 3 JBOMa TpyIIaMH
IiKyBaHHS, JBOMA IlepiofaMM Ta [BOMA TIOC/iTOBHOCTSIMU
epeXpecHe AOC/I/KEHHs 0i0eKBIBaJICHTHOCTI OJHOKPATHHX 03,
10 BBOISTHCS MEPOPABHUM IIIIXOM, OBOX JHKAPCHKHX 3aco0iB
[IperaGanin, xancymu 300 Mr, HOPMATLHEM 3I0POBHM JOPOCITHM
700pOBOIIBIIIM-40JIOBIKAM 32 YMOBH NPHIOMY HaTIIe

6. ®aza KIJIiHIYHOTO
BUIPOOYBaHHS

@aza - | (GioexBiBaneHTHICTH)

7. Ilepion mpoBeeHHs
KJTIHIYHOTO BUIIPOOYBaHHS

3 05 ynas 2013 p. mo 12 mumas 2013 p.

8. Kpainn, ne nposoaumocs
KJIiHIYHE BHIPOOYBaHHS

[Hmia

[ —
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9. KinbkicTs gocmimKyBanmx

3aIrIaHoBaHa: 31
(akTryHa: 28

10. Meta ta BropuHHI 1ini
KJIIHIYHOTO BHIPOOYBaHHSA

Edexrupnicrs

[TopiBHATH 6lomoCTynHICTh Ta OXapaKTepU3yBaTH
(bapmakokiHeTHUHHE mpodins  AOCTimKyBaHOrO Ipernapary
cnoncopa  (Ilperabamin, xamcyms 300 wr) nopiBHSHO 3

cTanonsuM npenapatom (JIIPUKA™, xancymu tBepmi, 300 mr
nperabaiiny) y 3T0pPOBHX AOPOCIMX J0GPOBOJBIIB-YOJIOBIKIB 32
YMOBH IIPUHOMY HaTINE Ta OIIHUTH 0i0€KBIBaJIEHTHICTS.

Beznexa

[IpokoHTpOIOBaTH GE3MEKy IS YIaCHUKIB BUIIPOOYBaHHSI.

11. u3aiin kirinivHOTO
BHIIPOOYBaHHS

ByB 3amiaHoBamWil Ta peanizoBaHWM mepexpecHHHl mH3aiiH
BUIIPOOYBAHHS 32 y4acTio 28 106GpoBOMBIB 32 YMOBH IpHHOMY
HaTIIe 3TiHO 3 BEUMoramH EMA (€Bpomeichkoro areHTcTRa 3
MiKapchKHX 3ac00iB). Y mepioam nociimkenas 36epiraBes nepion
BUMHBaHHS 04 1HI MK JHAMH BBeJeHHsS NpemapaTis. bymno
BifibpaHO JeKinbKa 3paskiB KpoBi 3rigHO 3 IIPOTOKOJIOM ISt
OLIHKK 0iOCKBIBAICHTHOCTI MOCII/PKYBaHOTO Ta ETANOHHOIO
npenapaTiB. KoxeH y4acHHK, OKpiM THX, AKi IPHIHHIIM y4acTh
Y JOCT/UKEHHI/6yIH BUKIIOUEHI 3 HBOTO, OTpHMYyBaB 00OuBa
OpenapaTd  (DOCTHiKYBaHHM Ta  eTANOHHHHA) T dac
JTOCTIIKEHHS,

12. OcHoBHi kpuTepii
BKIIFOUEHHS

310posi nopoci Jo6POBONBII-H0I0BIKY BikKOM Bix 18 10
45 pokip (BKmOYHO mis 060X), He KypIli, IO XHBYTH Y
MicTi Axmenabam Ta no6aM3y HBOTO YM y 3aximHiit
gacTuHi [Hil.

Inmexc macu Ttina (IMT) Big 18,5 1o 27,0 (BKIIIOYHO IS
000x), po3paxoBaHmii 5K Bara y Kr/3pict y m>.

BincyTHicTs OyIb-sKHX THKKHX 3aXBODIOBAHE B icTopii
XBopoOu a0 KIHIYHO BaroMHX BiJXHIEHB JAHHX
0bCTexeHB i Yac CKPHHIHTY, ¥ icTopii XBopoGH, mix uac
JKAapCHKOTO 06CTEKEH S, Ta6opaTOpHIX anaiisis, EKI y
12 BinBenmennsx Ta peHTreHy rpyaHoi KIiTKH (mepenHBO-
3a/1Hs IIPOEKIIis).

30aTHICTE  PO3YMITH  HPONEAYPH  OCTiJUKEHHS
AOTPHUMYBATHCS HUX (Ha JYMKY JOCIIHUKA),
3naTHicTh HagaTH HOGPOBiNBEHY IMHCHMOBY iH(OPMOBaHY
3ro/ly Ha y4acTh y BHIIPOOYBaHHi.

Ta

13. Nocmimkysanuit
JTiKapchKui 3aci6, croci6
3aCTOCYBaHH:A, CHIA il

[ Iperabainin, kancymm 300 mr

BupoGrunreo: Intac Gapmackrorikans Jliviten, [uis

14. Tlpenapar nopisHsHHS,
71032, CIIoci0 3acTocyBaHHs,

JIIPUKA™ (IIpera6anis, xancyma 300 wr)

Bupobuuk: Tldaitzep Mentodexuepinr  Jloiunenn /I?MESX,

y
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cuia mii

/lo3a Ta coci6
3aCTOCYBaHHS

Himeyurnna

[licna yrpumaHHs Bin mpuitomy DKi mpoTsaroM Hodi (MpHHAMMHI
10 romwmm), yyacHuKaM BHIPOGYBaHHS BBOMMIM OJHOKDATHY
nepopanbHy 103y (300 Mr) mocmikyBaHOro abo €TaylOHHOIO
jikapchkoro 3aco0y i3 240 M BogH KiMHATHOI TeMmmepaTypH,
SAKHH y9acHMKHM INpPHAMAIH y MOJOKEHHI CHIOTIi. BBemeHHs
[IOCIIIKYBAHOIO JIIKapChKOro 3aco0y 3JIifCHIOBANOCS 3TiIHO 3
rpadikom pasoMizallii B yMOBaxX BiJIKDHTOTO BUNIPOOYBAHHS.

15. CynryTHs Tepanis

3rigHo 3 TMpoTOKOIOM, GYB 3a0OpOHEHHH HpHHOM OYyIb-SIKHX
JlKapchkuX 3aco0iB (y TOMy 4YMCIHi DPOCIHHHHMX JHKApCHKHX
3ac00iB) y Oynp-axumii yac BIpomoBxk 14 mHIB mepen BBeIECHHAM
IIOCTIi/DKYBAaHOTO JTikapchbkoro 3acoby y Ilepiomi-I Ta mim wac
OCIKEHHS (TOOTO i BBEEHHS JOCIIKYBAHOTO TIPEapaTy
y Ilepiomi-I npo BinGopy ocranHbOrO 3paska UL aHANI3Y
(apmakokineruxu y ITepiomi-IT).

Tum He menm, Vuacumk Ne 1001 npuitmas mikapceki 3aco6m
1¢I5 IPUIIMHEHHS YYacTi y JOCIi UKEHHi.

16. KpuTepii oninku
edextuBHOCTI

[lepeunHi GapMaKkOKiHETHYHI TapaMeTpH:
Cmax, AUCO-t 1 AUCO-DO
BropuHHi (apMaKokiHeTHYHI apaMeTpy:

Tinax, Az, ti2 Ta AUC_% excrpamnon. Obs (%)

17. Kpurepii ominku
Oesnexn

e Ominka HeOaKaHUX  SIBHIN, IO kinacubikysamucs
BIANOBIJILHEM JOCTiTHHKOM a6o JikapeM, IO Gpas
Y4acTh y IPOBEAECHHI KJIiHIYHOTO BHUIIPOOyBaHHS.

A. Tsxxicts mebaxanoro seuma KracudikyBanacs s
JIerKa, MOMIpPHA YH TSHKKA.

B.  Ouinka npHYMHHO-HACIIIKOBOTO  3B’SI3KY  MDX
HeDaXaHUM SBHIIEM Ta JIOC/KYBAHHM IPEHapaToM
3MIMCHIOBANIACS HAa OCHOBI TAaKHMX TEPMiHIB MPHYMHHOIO
3B’S3KY, SIK TOYHO BCTAHOBIJICHHI{, MOKTMBHIM/BIpOriqHMIA,
HMOBIpHHIA, MaJIO#MOBIPHHIA, YMOBHUH,
HeKknacuhiKOBaHUH, HEIlpHUIaTHHIT IS OIlIHKH
KnacH}ikanii, 38’ 430K BifCyTHiiL.

* Kuinivni o6cTexeH s, peHTreH IpyHOT KIITKH (IPOTAroM
ocTaHHiX 6 wMicsaniB) Ta 3amumc EKI, oriHka OCHOBHHX
TNIOKa3HHUKIB JKHTTEMIAMBHOCTI OpramisMy (apTepianbHuil
THCK Y IOJIOKEHHI CHIAYH Ta MyIhC HA IIPOMEHEBiif
aprepii), maGopaTopHi aHami3W (aHAN3 BHIMXYBAHOTO
HOBITPA [l BU3HAQUEHHS BXXMBAHHS aJIKOTOMIO Ta aHAi3
Ceul Ha BMICT HApKOTHKIB Ul BH3HAYEHHS 3aJle)KHOCTI)
3arajlbHUH aHai3 KpoBi, GioXiMiuHmit amamis kpoi (3al
BUHATKOM DIBHS TJIIOKO3HM Iicis ki, Harpilo, karito Ta
XJIOPHJIIB).
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18. CrartucTruni MeToam

anamizs  (ANOVA),  craTHcTHYHA
JOCiIKCHHS, CITiBBiIHOIIEHHS
CepelHIX,  OTPHMAHHX  METOIOM
HAaHMCHINMX  KBanpaTiB, JUIs  JOCIi/UKYBaHOIO Ta
€TAJIOHHOI0  TpeNapariB, BHYTPINIHBOCYO €KTHA Ta
Mikcy0’ eKTHA BapiabenbHiCTh OGUHCTIOBAIMCS ILITXOM
3aCTOCyBaHHA mporpamHoro 3abesmedenns PROC GLM
Bif SAS®, Bepcia 9.3 (CAC Incrutsior Tuk., CIIA) s
norapumidHo TpaHcHOpMOBaHHX (hapMAKOKiHETHIHHIX
napameTpiB Cmax, AUCo.t Ta AUCo.» 11 iperabaniny.
Jlnd BH3HAYEHHS CTATHCTHYHOI BarOMOCTI edexTis,
BIJIIOYCHMX y MOJIENb, Ha PiBHI 3HauymocTi 5 % (annha =
0,05) BuxopucroByBascs F-kpurepiif.

Hucnepciitamii
HNOTYXHICTB
TEOMETPUUHHX

19. Temorpadiyni

TOLIIO)

[TOKa3HUKH JIOCTIDKYBaHOT
nomynaAnii (crars, BiK, paca,

N = 28 (yuacHukmn, axi
OTPHUMYBAJIH
OCTIIKYBAHMI mpenapar)
CTathb: 40I0BiKH

Paca: iniiimi

Bik: 28,7 + 5,44 poku

3picT: 166,21 + 5,222 cMm
Bara: 62,424 + 7,6378 kr
IMT: 21,864 + 2,5229 xr/m>

N = 24 (yuacHukn, siki npoimuin
yci dasu gocurimkenHHsn)

Crath: 90JI0BIKH

Paca: iHmimi

Bik: 28,8 + 5,78 pokis
3pict: 166,15 + 5,128 cm
Bara: 60,022 + 7,4875 xr
IMT: 21,734 + 2,4762 xr/m>

20. Pesynsratn
edexTuBHOCTI

IMapameTpn _onMcoBOi cTATHCTHKH IS yYcepeIHEeHUX JAHHX JUIS

ocaikyBannx npenaparis IperaGaniny (N=24
Cepenne + cranaprae Bixxuiaenns (SD)
IMapamerpn (1ani 6e3 Tpancdopmanii)
(nmeaig) ,I[ocnma.{ynauuu ETanonnnii 3aci6-R
3acio-T
1,375 1,000

Tmax (rom.)*

(0,533 - 3,000) (0,667 - 3,000)

Crnax (Hr/Mu1)

7606,884 £+ 1404,9078 8058,685 +2031,3691

(%)

AUCy, 66747,842 +
(Hr.rom./wn) 12088,6297 67515,975 + 12839,5417
AUCjo 67591,645 +

(Hr.rog./mi) 12128,5322 68508,126 + 12859,4797
Az (1/rox.) 0,112+ 0,0106 0,113+ 10,0113

t2 (rox.) 6,215+ 0,5919 6,195 * 0,6322
AUC %

excrpanon. Obs

1,274 + 0,4368 1,484 £ 0,5299

* Timax TIPENCTABIIEHHIT K MeTiaHa (M MiHIMyMOM i MaKCHMYMOM)

PesyabTaTn Bignocnoi 6iogocrynnocri aas IIperadaginy (N=24)
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T'eomerpnuni cepenni,
oqunmaﬂi mMeTooM 90 % S—
Iapamerpn HAHMEHIIHX mBaﬂpaTm‘ noBipumii Hiﬂ?’(%)
Bumnpo6. Eran. C;;;I;' inTepBan
sacio-T | sacioR | (O
89,88 -
; 100,0
In Conae 7478,061 | 7811,474 | 95,7 101,97
97,20 -
In AUCoy 65893,635 | 66514,714 | 99,1 100.96 100,0
97,06 -
In AUCoue 66747,558 | 67522,886 | 98,9 100,68 100,0

Heb6axani spuma:

[lin yac mpoBeneHHS NOCTIDKEHHs TphoMa ydacHEkamH (03) 6yi1o0
nosizomiaero mpo tpu (03) HeGaxani ssuma (HS). Vei pu (03) HS
Oymu moimomieni iy yac ITepioxy-1 nocmimkeHHs.

JlBa (02) HA (mamapis, copuumdeHa P. vivax, yckiajseHa
TpombouuTOonEHi€er0, B yaacHuka Ne 1001 ta 6moBanns B yaacHEKa No
1009) Oymu moBimOMIEHI y4YacHMKaMH THCNS  3aCTOCYBAHHS
Jocimimkysanoro npenapaty-T, a oxae HS (6moBanss B yuacHEKa No
1027) 6yno moBinOMIEHO ydYacHWKOM ~MiCIS  3aCTOCYBAHHS
EranonHoro npenapary-R.

[lBa (02) HS — 6moBannst B yuacmukis Ne 1009 i 1027 — 6ynu
JIETKUMH 3a xapaktepom, a omne (01) HS (mamspis, cnpuuunena P.
vivax, yckiajHeHa TpoMGomuToneHico, B yuacauka Ne 1001) Gymo
MOMIDHHM 3a XapaKTepoM. 3a CTaHOM YCiX YYacHHKIB Bemocs
CIIOCTEPEKEHHS /IO HOpMaTi3allii crany.

HasBHICTE NPUYHHHO-HACIIJIKOBOrO 3B’SA3Ky Oyna oOmiHEHA SK
MoxHBa Uit 1BoX (02) HA ta Bincytra s oamoro (01) HA.

Llin gac npoBeneHHs HocmimkeHHs He 6yno 3ahiKCOBAHO JIETATBHEX
BUNA/KiB. THM He MeHIN, iz Yac AOCHi/KeHHS OO0 Bi3HAYEHE OTHE
cepiiosne HeOaxkaHe sABHINE (IKe TaKOX OyJI0 OXapakTepH30BaHE SK
3Hauyme HeOaxaHe fABMINE) i JBa IHMMX 3HAYYIUX HeGAKAHHX
SIBHIIIA.

JIBa (02) 3Hauymux HeGaxaHux sBHINA (GIIOBAHHS B YYACHHKIB
Ne 1009 i 1027) Oyau moBimomTeHi mpoTArom [lepiomy-I
nocmipkenHs. OOWIBa YYaCHHKH Oy BHKITIOYEH] 3 TOCITiIKEHHS 3a
MEIIHYHIMH ToKazaHHAMH. OOH/Ba yYacCHHKH OTPHMAIH HAJIEHKHE
JKYBaHHH, 1 3a IXHIM CTAQHOM BEJIOCS CIIOCTEPEIKCHHS 10
HopMaizaiii. [IpHyMHHO-HAC/IIAKOBHY 3B’530K GyB OIHEHHH sK
MOKITHBHI m1g 06ox HY.

Onmpe (01) cepiiosne HeGaxaHe sBUINE (Mamipis, cupuunnena P.
vivax, ycKIamgHeHa TPOMOOLMTONEHIE0, B yJacHHKA No 1001), mo
TakoX Oy10 posuiHeHe sfK 3Hauyme He0axade sBHIIE, OYIO
sagikcoBane min wac Ilepiogy-l nocmimkenms. Yuacmuk Gyim
BHKJTIOUCHHH 3 TOCHIKEHHS 32 MEAMYHHMHM TTOKA3aHHAMH. Y YaCHHK
OTPUMaB HaJeXHE JIKyBaHHsA, 1 34 HOr0 CTAHOM BeIOCH
CIIOCTEpEeXXeHHs 10 HopMamizanii. [lpuunHHO-HAcIiIKOBHI 3B’SI30K
U1 [OBOTO  CepiHo3HOro HeOakaHOro sBHINA OYB OIHEHHH SK

BiZICYTHIi. P

21. PesynbraTtu 6e3nexu
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22. BuCHOBOK
(3aKr0YeHHs)

JloctiuKkyBaHmit Tikapepkuit 3aci6-T (ITperabanin, xancyu 300 Mr) y
nopiBHAHHI 3 EtanonsuM 3acoGom-R (JIIPUKA™, Kalcyiau TBep/,
300 mr nperabaminy) Binmoeimae kpurepism GioekBiBameHTHOCTI
CTOCOBHO IIBHJKOCTI Ta CTYNEHK BCMOKTYBaHHsA IIperabaminy 3a
YMOBH NPHHOMY HATINE 3TiIHO 3 KPHTEPiSMH, BUKIAJCHHMH Y
[IPOTOKOTI.

Jlami 0BOro TOCIi/PKEHHS IPOIEMOHCTPYBAIH, 1[0 JIOCIIIKYBaHHM Ta
CTAIOHHMH 3acobm f00pe mepenocstbes. Il wac mpoBeeHHs
IOCIIIDKeHHs TphoMa y4acHukamu (03) 6ymo moBizomieno IIpo TpH
(03) wnebaxami summa (HS). JleranbHux BHNAAKiB mmix uac
[PORENICHHS IOCITIDKEHHs 3a(ikcoBaHo He Oyio.

Tum He Menm, mix yac mocmimkeHHs OyIno Bif3HauYeHe oHeE cepiio3He
HeOaxkaHe sABUINE (AKe TaKOXK OyI0 OXapaKTepH30BaHE 5K 3HAYYIIE
HeOaXkaHe SBHINE) i IBa IHIIHX 3HAYYIIHX HeOaXKaHHX SIBHIIA.

He Oyso Bin3maueno kiiHIYHO BaroMHX BiIXHJIEHB MiJ 9ac ONIHKH
OCHOBHMX  TIOKA3HHKIB  JKHTTEIIsUIBHOCTI  opramismy  a6o
1ab0pPATOPHUX aHATI3IB y KOMAHOTO 3 YIACHHKIB BHIIpoOyBaHHS.

3asBHUK (BJIACHHK
peecTpariizHoro
[IOCB1TYCHHS)

Ama Jlacrynra Iinmicano B enexrponHoMy Buragi Amoro Jacrynroio

( Asha Dasgupta) (Asha Dasgupta)

DN: cn=Ama Jlacrynra, o=Inrtac ®apmachiorikanc
Jlimiten/Intas Pharmaceuticals Limited, ou=Bimzin
HOPMATHBHO-NIPABOBOT0 PErIKOBAHHA,

email=adasgupta@intaspharma.com, ¢=IN
Hara: 01.07.2020 11:33:58 +05'30"

[acrynra Amna

(pizBume, iM’s1, 110 GaTbKOBI)
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT
on clinical trial

1. Name of medicinal

product (if available - Pregabalin Euro
Registration Certificate (Pregabalin Capsules)
number)

2. Applicant Accord Healthcare S.L.U.

Intas Pharmaceuticals Ltd.
Plot No. 457, 458,

Village — Matoda, Bavla Road,
Tal. Sanand,

Dist. Ahmedabad — 382 210,
Gujarat, INDIA

3. Manufacturer

4. Conducted studies: Yes

1) type of medicinal product,
for which registration has  [This application is for generic.
been conducted or planned

An open label, balanced, randomized, two-treatment, two-period,
twosequence, single dose, crossover, oral bioequivalence study of two
products of Pregabalin Capsules 300 mg in normal, healthy, Adult,
human male subjects under fasting condition

5. Full name of clinical trial,
code number of clinical trial

6. Clinical trial phase Phase — I (Bioequivalence)

7. Period of clinical trial

bl From 05 July 2013 to 12 July 2013

8. Countries where clinical [India
trial has been conducted

9. Number of enrolled Planneld: -1
: Actual: 28
population
Efficacy

10. Aim and secondary goals

KOMIS BIPHA
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of clinical trial

To compare the bioavailability and characterize the pharmacokinetic
profile of the sponsor’s test product (Pregabalin capsules 300 mg) with
respect to that of reference product (LYRICA™ 300 mg hard capsules
Pregabalin) in healthy, adult, human male subjects under fasting
condition and to assess the bioequivalence.

Safety

To monitor the safety of the subjects.

11. Design of clinical trial

A crossover design was planned and conducted on 28 subjects under
fasting condition as per EMA requirement. Washout period of 04 days
was kept in between the dosing days of the study periods. Multiple
blood samples were collected according to the protocol to assess the
bioequivalence between the test and the reference products. Each
subject except for the discontinued/withdrawn subjects received both
the treatments (test drug and reference drug) during the study.

12. Main criteria for
enrollment

* Non-smoking, healthy adult human male volunteers between 18 to
45 years of age (both inclusive) living in and around Ahmadabad
city or western part of India.

Having a Body Mass Index (BMI) between 18.5 and 27.0 (both
inclusive), calculated as weight in kg / height in meter?.

Not having any significant disease in medical history or clinically
significant abnormal findings during screening, medical history,
physical examination, laboratory evaluations, 12- lead ECG and X-
ray chest (postero-anterior view) recordings.

Able to understand and comply with the study procedures, in the
opinion of the principal investigator.

Able to give voluntary written informed consent for participation
in the trial,

13. Investigated medicinal
product, method of
administration, strength

Pregabalin Capsules 300 mg
Manufactured by: Intas Pharmaceuticals Limited, India

14. Reference product, dose,
method of administration,
strength

LYRICA™ (Pregabalin Capsules 300 mg)
Manufacturer: Pfizer Manufacturing Deutschland GmbH, Germany

Dose and method of
administration

After an overnight fast of at least 10 hours, a single oral dose (300 mg)
of either the Test or the Reference product was administered with 240
mL of drinking water at ambient temperature with the subjects in
sitting posture. The IMP administration was as per the randomization
schedule and under open-label conditions.

15. Concurrent therapy

As per the protocol, no medication (including herbal medicines) other
than the IMP was not allowed at any time within 14 days prior to the
drug administration in Period-I and during the study (i.e. after dosing in
Period-I until the collection of the last pharmacokinetic sample in
Period-1I).

However, Subject No. 1001 was administered medicines after
withdrawal from the study.

16. Criteria for efficiency
assessment

Primary pharmacokinetic parameters :
Cmax, AUC{)_t and AUCo_m

Secondary pharmacokinetic parameters :

KOMIA BIPHA
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Tmax, AZ, t12 and AUC_%Extrap obs (%)

17. Criteria for safety
assessment

Assessing the adverse events rated by the principal investigator or

the clinical research physician.

A. Severity of the adverse event was determined based on the mild,
moderate and severe.

B. Causality Assessment of the Adverse Event to the IMP was done
based on the casuality term like certain, probable/likely,
possible, unlikely, conditional/unclassified,
unassessable/unclassifiable, unrelated

Clinical examination, Chest X-ray (within the last 6 months) and

ECG recording, Vitals (Sitting blood pressure and radial pulse),

Laboratory assessments (Breath test for alcohol consumption and

urine scan for drugs of abuse), Hematology, biochemistry (except

random glucose, sodium, potassium and chloride)

18. Statistical methods

Analysis of variance (ANOVA), Power of the study, Ratio of]
geometric least squares means of test and reference formulation,
Intra and inter-subject variability was carried out by employing
PROC GLM of SAS® Version 9.3 (SAS Institute Inc., USA) for In-
transformed pharmacokinetic parameters Cpay, AUCo.¢ and AUC..,
for Pregabalin.

An F-test was performed to determine the statistical significance of
the effects involved in the model at a significance level of 5%
(alpha=0.05).

19. Demographic indicators
of the investigated
population (gender, age,
race, etg,)

N=28 (Dosed Subjects)

N=24 (Subjects completing
all the phases of the study)

Gender: Male

Race: Indian

Age: 28.7 £ 5.44 Years
Height: 166.21 £ 5.222 cm
Weight: 62.424 £ 7.6378 kg
BMI: 21.864 + 2.5229 kg/m?

Gender: Male

Race: Indian

IAge: 28.8 +£ 5.78 Years
Height: 166.15 + 5.128 cm
Weight: 60.022 + 7.4875 kg
BMI: 21.734 + 2.4762 kg/m>

20. Results of efficiency

Descriptive Statistics of Formulation Means for Pregabalin (N=24

Parameter Mehii= S
(I?ni ts) s (un-transformed data)
s Test Product-T Reference Product-R
S 1.375 1,000
max (0.533 - 3.000) (0.667 - 3.000)
7606.884 + 8058.685 +
Comax (ng /mL) 1404.9078 2031.3691
66747.842 % 67515.975 +
AUCo. (ng:h/mL) | o nee'cr07 12839.5417
67591.645 + 68508.126 +
AUCo (ngh/mL) | 15776537 12859.4797
2z (1/h) 0.112 £ 0.0106 0.113 < 0.0113
t: (h) 6.215 £ 0.5919 6.195 % 0.6322
0,
‘(AE/OU)C— AEREDD ObS | 1 9944 04368 1.484 + 0.5299

*Tmax is represented as median (min-max) value.
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Relative Bioavailability Results for Pregabalin N =24)
Geometric Least Squares 90%
p ¢ Means Confidence | Power
e Test Reference | Ratio Test (%)
Product-T | Product-R (T/R)% Interval
89.88 -
NG 7478.061 | 7811.474 | 95.7 101.97 100.0
97.20 -
InAUC 65893.635 | 66514.714 | 99.1 100.96 100.0
InAUC,..., | 66747.558 | 67522.886 | 98.9 ?36028 " | 100.0

21. Results of safety

Three (03) adverse events (AEs) were reported by three (03) subjects
during the conduct of the study. All three (03) AEs were reported in
Period-I of the study.

Two (02) AEs - (P. Vivax Complicated with Thrombocytopenia to
Subject No. 1001 and Vomiting to Subject No. 1009) were reported in
subjects after administration of the Test Product-T and one AE
(Vomiting to Subject No. 1027) was reported in subject after
administration of the Reference Product-R.

Two (02) AEs - Vomiting to Subject Nos. 1009 and 1027 were mild in
nature and one (01) AE (P. Vivax Complicated with Thrombocytopenia
to Subject No. 1001) was moderate in nature. All the subjects were
followed up until resolution of their AFs.

The causality assessment was Judged as possible for two (02) AEs and
as unrelated for one (01) AE.

There were no deaths during the conduct of the study. However, one
serious adverse event (also considerd as significant adverse event) and
two other significant adverse events were reported during the study.
Two (02) significant adverse events (Vomitting to Subject Nos. 1009
and 1027) were reported in Period-I of the study. Both the subjects
were withdrawn from the study on medical grounds. Both the subjects
were treated accordingly and were followed up until resolution of their
AEs. The causality assessment was Judged as possible for both AEs.
One (01) serious adverse event (P. Vivax Complicated with
Thrombocytopenia to Subject No. 1001) which was also considerd as
significant adverse event was reported during Period-I of the study. The
subject was withdrawn from the study on medical grounds. The subject
was treated accordingly and was followed up until resolution of his AE.
The causality assessment was Judged as unrelated for the serious
adverse event.

22. Conclusion (assesment)

Test Product-T (Pregabalin 300 mT%lCapsules) when compared with the
Reference Product-R [LYRICA (Pregabalin Capsules 300 mg)]
meets the bioequivalence criteria with respect to the rate and extent of]
absorption of Pregabalin under fasting conditions as per criteria set in
the protocol.

Data from this study demonstrated that the test and the reference
products were well tolerated. Three (03) adverse events (AEs) were
reported by three (03) subjects during the conduct of the study. There
were no deaths during the conduct of the study.

However, one serious adverse event which was also considered as
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significant adverse event and two (02) other significant adverse events
were reported during the study.
There were no clinically significant findings in the vital signs

assessment or the laboratory tests in any of the subjects in the study.

Applicant (Registration
Certificate holder)

Digitally signed by Asha Dasgupta

AS h a Da S g u pta DM:m:Asha Dag;s:,oxms Pharmaceuticals Limited, -

Y
Date: 2020.07.01 11:33:58 +05°30"

(signature)
Dasgupta Asha

(surname, name, father’s name)
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Annex 30

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT
on clinical trial

1. Name of medicinal
product (if available -

Pregabalin Euro

Registration Certificate (Pregabalin Capsules)
number)
2. Applicant Accord Healthcare S.L.U.

3. Manufacturer

Intas Pharmaceuticals Ltd.
Plot No. 457, 458,

Village — Matoda, Bavla Road,
Tal. Sanand,

Dist. Ahmedabad — 382 210,
Gujarat, INDIA

4. Conducted studies:

Yes

1) type of medicinal product,
for which registration has
been conducted or planned

This application is for generic.

5. Full name of clinical trial,
code number of clinical trial

An open label, balanced, randomized, two-treatment, two-period,
twosequence, single dose, crossover, oral bioequivalence study of two
products of Pregabalin Capsules 50 mg in normal, healthy, Adult,
human male subjects under fasting condition

6. Clinical trial phase

Phase — I (Bioequivalence)

7. Period of clinical trial
conduction

From 14 September 2013 to 22 September 2013

8. Countries where clinical
trial has been conducted

India

9. Number of enrolled

Planned: 30

KOmMiA BIPHA
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population

|Actual: 28

10. Aim and secondary goals
of clinical trial

To characterize the pharmacokinetic profile of the sponsor’s test
formulation in comparison to the reference formulation in healthy,
adult, human, male subjects under fasting condition and to assess the
bioequivalence. And To monitor the safety of the subjects.

11. Design of clinical trial

A crossover design was planned and conducted on 28 subjects under
fasting condition as per CPMP requirement. Washout period of 05 days
was kept in between the dosing days of the study periods. Multiple
blood samples were collected according to the protocol to assess the
bioequivalence between the test and the reference products. Each
subject received both the treatments (test drug and reference drug)
during the study.

12. Main criteria for
enrollment

® Healthy adult human male volunteers between 18 to 45 years of]

age (both inclusive) living in and around Mumbai city or western
part of India.

Having a Body Mass Index (BMI) between 18.5 to 24.9 (both
inclusive), calculated as weight in kg / height in meter?.

Not having any significant disease in medical history or clinically
significant abnormal findings during screening, medical history,
physical examination, laboratory evaluations, 12- lead ECG and X-
ray chest (postero-anterior view) recordings.

Able to understand and comply with the study procedures, in the
opinion of the investigator.

Able to give voluntary written informed consent for
in the trial.

participation

13. Investigated medicinal
product, method of
administration, strength

Pregabalin Capsules 50 mg
Manufactured by: Intas Pharmaceuticals Limited, India

14. Reference product, dose,
method of administration,
strength

Dose and method of
administration

LYRICA™ (Pregabalin) hard capsules 50 mg
Manufacturer: Pfizer Manufacturing Deutschland GmbH, Germany

After an overnight fast of at least 10 hours, a single oral dose (50 mg)
of either test or the reference product was administered with 240 + 02
mL of drinking water at ambient temperature with the subjects in
sitting posture. The IMP administration was as per randomization
schedule and under open-label condition.

15. Concurrent therapy

As per the protocol, the subjects were instructed not to take / apply any
medicine at any time within 14 days prior to the drug administration in
Period-1 and during the study (i.e. after dosing in Period-I till the last
sample in Period-II).

Any medicine received during the above mentioned period was
recorded in the CRF and categorized as a protocol deviation.

16. Criteria for efficiency
assessment

Tmax, Craxs AUCqq, AUC o, Az, t1/2 and AUC_Y%Extrap_obs (%)

17. Criteria for safety

Clinical ~ examinations,  vital signs  assessment, 12-lead

Electrocardiogram (ECG), X-ray (Postero-anterior) view recording,
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assessment

Clinical laboratory ~parameters (e.g. biochemistry, hematology
[including Creatine Kinase], immunology and urine analysis),
subjective symptomatology and monitoring of adverse events.

18. Statistical methods

ANOVA, power and ratio analysis for In-transformed pharmacokinetic
parameters C,,ax, AUCo.c and AUC... were calculated and reported for|
Pregabalin.

The 90% confidence interval for the ratio of the geometric least-
squares means were calculated for the In-transformed pharmacokinetic
parameters.

All statistical analyses for Pregabalin were performed using PROC
GLM of SAS® Version 9.3 (SAS Institute Inc., USA).

of the investigated

race, etc.)

19. Demographic indicators

population (gender, age,

Gender: Male

Age: 29.5 + 4.42 Years
Height: 166.0 +4.950 cm
Weight: 62.046 + 6.9877 kg
BMI: 22.485 + 1.9643 kg/m*

20. Results of efficiency

Descriptive Statistics of Formulation Means for Pregabalin (N= 2?’3_)_

Paramsg Mean £+ SD
a{le:Ii:s; e (un-transformed data)
Test Product-T  |Reference Product-R.
T (b)* 1.000 0.759
o (0.500 - 3.000) (0.500 - 2.000)
1823.251 = 1912.807 +
Cinax (ng /mL) 472.4493 492.5844
11750.499 + 11735.610 +
AUCo (ngh/mL) | 507 a0y 1940.6386
12172.898 + 12126.917 +
AUCo.. (ngh/mL) | |5ee"e 7y 1892.9860
"z (1/h) 0.116+0.0116 0.114 = 0.0130
t, (h) 6.054 = 0.6173 6.152 = 0.7385
0
J(AQ/TJJ)C—A’EXtmpﬁObS 3.614+1.9102 3.342 + 1.6440

*Tmax 1S represented as median (min-max) value.

Relative Bioavailabiligx Results for Pregabalin (N = 28)

Geometric Least Squares 90%

Risiaiokons Means Confidence | Power
Test Reference | Ratio Test (%)

Product-T | Product-R (T/R)% Interval

86.39 -
InCpax 1762.903 | 1853.168 | 95.1 104.76 98.3
INAUCq., | 11588.484 | 11593.607 | 100.0 | 737 =] 100.0
t ; ' " | 102.08 :

98.48 -
InAUC. 12025.292 | 11996.189 | 100.2 102.03 100.0

21. Results of safety

Adverse event:
Three (03) adverse events (AEs) were reported by one subject (01)
during the conduct of the study. Three (03) AEs were reported in
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Period-I1.

Three (03) AEs were reported in subjects after administration of the
Reference

Product-R.

Two (02) AEs were mild in nature and one (01) AE was moderate in
nature and the subjects were followed up until resolution.

The causality assessment was judged as possible for two (02) AEs, as
unlikely for one (01) AE.

There were no deaths and serious AEs reported during the conduct of
the study.

Deaths, Other Serious and Other Significant Adverse events:

There were no death and Significant AEs reported during the conduct
of the study.

22. Conclusion (assesment)

Applicant (Registration
Certificate holder)

Test Product-T when compared with the Reference Product-R meets
the bioequivalence criteria with respect to the rate and extent of]
absorption of Pregabalin under fasting conditions as per criteria set in
the protocol.

Data from this study demonstrated that the test and the reference drugs
were well tolerated. Three (03) adverse events (AEs) were reported by
one subject (01) during the conduct of the study. No serious AEs were
reported during the conduct of the trial.

There were no deaths during the conduct of the study. There were no
clinically significant findings in the vital signs assessment or the

laboratory tests in any of the subjects in the study.

y signed by Asha Dasgupta

AS h a Da Sg u pta DN (mAsha Dasg P o=t Pharmaceuticals Uit B

Dak 202007.0] II 33'06 +05'30"

ature
Dasg uptagﬂ?sha )

(surname, name, father’s name)

<OMA BIPHA

o



CERTIFICATE OF COMPLIANCE

for plasma master file

Annex 29

to the Order of expert evaluation conduction
of registration materials on medicinal
products submitted to state

registration (re-registration), as well as
expert evaluation of materials on making
amendments to registration materials

during validity term of

Registration Certificate

(point 4 section IV)

REPORT
on preclinical studies

1. Name of medicinal product (if available
- Registration Certificate number):

Pregabalin Euro
(Pregabalin Capsules)

1) type of medicinal product, for which
registration has been conducted or planned

This application is for generic.

2) conducted studies

yes no if no, justify

2. Pharmacology:

No

The product meets the detenitin of a generic
medicinal products as defined in Article 10.1 (a) (iii)
of Directive 2001/83/EC as amended, since it has
the same qualitative and quantitative composition of]
the active substance with reference product , the
same dosage form with reference product, no
preclinical studies were performed.

1) primary pharmacodynamics INA
2) secondary pharmacodynamics NA
3) safety pharmacology INA
4) pharmacodynamic interactions NA
3. Pharmacokinetics:

1) analytical methods and reports on their [Yes
validation

2) absorption INA
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remote effect is estimated

3) distribution A
4) metabolism NA
5) elimination INA
6) pharmacokinetic interactions
- INA
(preclinical)
7) other pharmacokinetic studies INA
4. Toxicology:
1) single use toxicity A
2) repeated doses toxicity INA
;5) g‘enotoxmlty: NA
in vitro
in vivo (including additional assessment on NA
toxicokinetics)
4) cancerogenicity: INA
Long-term studies INA
Short-term studies
; ; NA
or medium-term studies
Additional studies INA
5) reproductive and developmental NA
toxicity:
Effect on fertility and early embryonal
NA
development
embryotoxicity INA
Prenatal and postnatal toxicity INA
Studies where the product is administered
to offspring (immature animals) and/or INA

KOMIA BIPHA
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6) local tolerability INA
7) additional toxicity studies: NA
antigenicity (formation of antibodies) NA
immunotoxicity INA
study of mechanisms of action INA
drug dependence INA
metabolite toxicity NA
impurity toxicity NA
other INA

5. Conclusions regarding preclinical study

The product we are app]ymg for the grant of]
marketmg authorization is the generic equivalent to
Lyrica™ hard capsules manufactured by Pfizer
Limited, United Kingdom having the same
qualitative and quantitative composition in terms of

active substance(s) as the comparator product.

Applicant (Registration Asha Da sgupta. B B s
Certificate holder) i
(signature)

Dasgupta Asha

(surname, name, father’s name)
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