JopaTok 29

0o NopaaKy nposBefeHHA eKcnepTU3n peecTpaLlinHux maTepianis Ha NikapcbKi 3acobwu,

LLLO NOAAITLCA HA AepKaBHY peecTpalito (nepepeecTpauito),

a TaKOX eKCnepTU3M maTepianis NPO BHECEHHA 3MiH A0 peecTpaLiiHux maTtepianis

NPOTArOMm Aii peeCTpaLifHOIro NoCBiAYEeHHA

3BiT NPO AOKNIHIUHI foCNiAXKeHHA

(n. 4, po3ain IV)

1. HameHyBaHHA NikapcbKoro 3acoby (3a HasBHOCTI

— HOMEep PeeCTPaLiMHOro NoCBiAYEHHs):

Mperamma, kancynu TBepAai no 150 mr

1) TMn nikapcbKoro 3acoby, 3a AKMM NpoBoAuaacs
abo nnaHyeTbCA peecTpauin

FeHepU4HUM NikapcbKum 3acib

2) npoBeaeHi AoCniaXKeHHA

o |Tak | V | Hi

(AKLWo Hi, 0brpyHTYITE)

MperabaniH 6ys 3aTBepAXeHUt ANA MeAUYHOro BMKopucTaHHa B8 CLUA B 2004 poui. BiH 6ys

pPO3po6ieHnin AK HAaCTYNMHWUK rabaneHTUHy. BiH AOCTYNHWIA AK reHepUYHUI NpenapaT y paai KpaiH,

Bratovatoun CLUA, ctaHom Ha 2019 pik. OcKinbkuM mMu po3pobasaun npenapaT sk reHepudHun, Ui

OOKNIHIYHI OCNiAXKEHHA He NPOBOAMINCS.

2. ®apmakonoris:

1) nepBuHHa dpapmakoanHamika

He 3aCTOCOBYETbCA

2) BTOpuHHa dapmakoauHamika

He 3acTocoByeTbeA

3) dapmakonoria 6e3neku

He 3acTocoByeTbCA

4) dpapmakogmHamiuHi B3aemoaji

He 3acTocoByeTbCA

3. ®apmaKokiHeTuKa:

1) aHaniTMYHI meToAM Ta 3BiTM Npo iX BanigaLito

He 3acTocosyeTbea

2) NOrNANHaHHA

He 3acTocoByeTbcAa

3) po3nogain

He 3acTocoByeTbeA

4) meTtaboniam

He 3acTocoByeTtbca

Mepeknaz, 3 aHrNINCbKOT MOBM Ha YKpaTHCbKY MOBY BUKOHAHO nepeknagadem LLynbroto 1.B. ////




5) BuBeaeHHA

He 3acTocoByeTbCA

6) bapMaKOKiHETUYHI B3aeMOAii (AOKAIHIYHI)

He 3acTtocoByeTbCA

7) iHWi dapMaKOKIHETMYHI AoCNigyKeHHA

He 3acTocoByeTbcA

4. TokcuKkonoria:

1) TOKCMYHICTb OAHOKPATHOI 403U

He 3acTocoByeTbeA

2) TOKCUYHICTb baraToKpaTHMX 403

He 3acTocoByeTbCA

3) reHOTOKCUYHICTb:
in vitro

He 3acTocoByeTbeA

in vivo (BKAtOYatouM A04aTKOBY OLLiHKY
TOKCUKOKIHETUKW)

He 3acTocoByeTbeAa

4) KaHLEepOoreHHiIcTb:

He 3acTocoByeTbcA

A0BTrOCTPOKOBI A0OCHIAMKEHHSA

He 3acTocoByeTtbea

KOPOTKOCTPOKOBI abo cepegHbOCTPOKOBI
DOCNIAXKEHHA

He 3acTocoByeTbCA

00A0aTKOBI AOCNIAXKEHHS

He 3acTtocoByeTbCA

5) penpoAyKTUBHA TOKCUMYHICTb Ta TOKCUYHMWIA BNAUB

Ha PO3BUTOK NOTOMCTBA:

He 3acTocoByeTbCA

BNAMB Ha GEePTUbHICTb Ta paHHin embpioHanbHUIA

PO3BUTOK

He 3acTocoByeTbcA

eMOBpPiOTOKCUYHICTb

He 3acTocoByeTbeA

NnpeHaTaNbHaA Ta NOCTHATA/lbHA TOKCUYHICTb

He 3acTocosyeTbea
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[OCNIAYKEHHA, B AKMX NpenapaTt BBOAATb NOTOMCTBY
(ctaTeBO He3pinum TBapuMHam) Ta/abo OLHIOHTbCA
[OBrOCTPOKOBI epekTn

He 3acTtocoByeTbeA

6) micLeBa NepeHOCUMICTb

He 3aCTOCOBYETbCA

7) AoAaTKOBI AOCNIAMKEHHA TOKCUYHOCTI:

He 3acToCOBYETbLCA

aHTUTEHHICTb (YyTBOPEHHA aHTUTIN)

He 3acToCcoBYyeTbCA

iMYHOTOKCUYHICTb

He 3acTocoByeTbCA

BMBYEHHA MexaHi3miB gii

He 3acTocoBYy€ETbCA

NiKapCbKa 3a/1eXHicTb

He 3acToCOBYETbLCA

TOKCUYHICTb MeTaboniTis

He 3acTocoByeTbCA

TOKCUMYHICTb AOMILLOK

He 3aCTOCOBYETbHCA

iHWe

He 3aCTOCOBYETbCA

5. BUCHOBOK LWO40 AOKAIHIYHOIO JOCNIOKEHHA

He 3acTtocoByeTbCA

3aAaBHUK (BNACHUK
PEeECTPALiNHOrO

noceigYyeHHn) O-p Canprkant Miwpa

ACUCTEHT reHepanbHOro AMpeKTopa 3 bapmaKkoHarnaay

&
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Jopatok 30

n0 MopaaKy NpoBeAeHHA eKCNepTU3n peecTpaLiftHuX maTtepianis Ha NikapcbKi 3acobu,

L0 NOAAITLCA Ha [lep’KaBHY peecTpalito (nepepeecTpalito),

a TaKOK eKCnepTu3n maTepiani Npo BHECEHHA 3MiH A0 peecTpaLitH1MX maTepianis

NPOTArom Aji peecTpaLifHOro NocBig4eHHA
(n. 4, po3ain V)

3BiT NPO KANiHIYHI AocnigXeHHA

1. HalimeHyBaHHA
NikapcbKoro 3acoby (3a
HaABHOCTI — HOMep
peecTpaLiiHoro
noceig4yeHHs):

Mperamma, kancyau teepai, 25 mr, 50 mr, 75 mr, 150 mr

2. 3aABHUK TOB «KYCYM ®APM», YkpaiHa
3. BUpobHUK TOB «KYCYM ®APM»

(nakyBaHHsa i3 dopmu in bulk BupobHMKa KYCYM XENTXKEP NBT NTA, IHAiA)
4. MNpoBepeHi v TaK O Hi | (AKWo Hi, 06rpyHTYMTE)

DOCNIAXEHHA:

1) Tun nikapcbkoro
3acoby, 33 AKuUM
nposoaunnacsa abo
NAaHYETbCA peecTpaLia

FeHepuyHUIA NikapcbKuii 3acib

5. NoBHa Ha3Ba
KNiHIYHOrO
BUNPOOyBaHHA,
KO40BaHWUI HoMmep
NPOTOKOJY KNIHIYHOIO
BUNpobyBaHHA

PaHpomizoBaHe, 04HOA0308BE, BiAKPUTE, i3 ABOMA Nepiogamu, nepexpecHe
AOoCniaskeHHA 6ioekBiBaneHTHOCTI nperabaniHy 150 mr y 340poBMX
Aopocanx nobpoBOo/bLIB YONOBIYOI CTaTI.

Ne pocnigxeHHs: 16-06-123.

6. ®asa KniHivyHOrO
BMNpobyBaHHA

[ocniaskeHHa bioeksiBaneTHoCTi (daza l)

7. Nepiopg KniHiYHOTO

3 25 k0BTHA 2016 p. no 29 rpyaHa 2019 p.

BUNpPOBYyBaHHA

8. Kpainu, ge IHAaiA.
NPOBOAMNNOCA KNiHIYHE

BMNPOOYyBaHHA

9. KinbKicTb 3annaHoBaHa: 24.

LOCNIAXKYBAHUX

®akTuyHa: 21 (ouiHoBaHi cyb’ekTn)

10. OcHoBHa meTa Ta
nepBMHHA | BTOPUHHA
MmeTa OOCNIgXKEHHA

OCHOBHOI MEeTOK [A0CNIAXKEHHA OyN0 OUIHWUTU, YW € AOCNIAMKYBaHUN
npoAayKT 6ioekBiBaNneHTHUM pedepeHTHOMY Ha OCHOBI OLiHKM Cmax Ta AUCO-
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BTOpUHHOIO METO A0CNIAXKeHHA 6yno ouiHMT Be3neKy Ta nepeHoCMMICTb
oAaHopa3oBoi A03u nperabaniHy B kancynax no 150 mr y 3p0poBux
O0pPOCANX YONOBIKIB HaTwecepLe.

11. M3anH KNiHiYHOro
BUNPOOYBaHHA

BiakpuTe, paHAOMmi3oBaHe, i3 ABOMA CXeMaMW AiKyBaHHA, i3 ABoma
nepiogamu, [ABONOCNIAOBHE, OAHOAO30Be, MNepexpecHe AOCNiAMeHHA
BioeKBiBaIEHTHOCTI Yy 340POBUX A0POCAUX [06POBOALLIB YONOBIYOI CTaT
NPW 3aCTOCYBaHHI HaTLLe.

12. OcHOBHi KpuTepii
BK/IIOYEHHA

Y pocnigxeHHa 6yamn 3anyyeHi 340poBi AOPOCAi YONOBIKU-A06POBONBL
asiaTcbKOro iHAIACbKOro MNOXOAXKEHHA, AKi BiANOBIAANW HACTYNHUM
Kputepiam:

e Cyb’ekT noBuHHI byTM BikOom Big 18 po 45 pokis (obuasa poku
BK/IOYHO), MaTH iHAeKc macy Tina (IMT) y mexax 18,50-30,00 kr/m? Ta
Mmacy Tifia He meHwwe 45 Kr.

e BiacyTHiCTb cepM0O3HOro 3axBOpPrOBaHHA.

e ®disukanbHUiA ornaa, nabopatopHi ob6CTexKeHHs,
KNIHIYHOrO 3HaYeHHA.

e HeraTtusHuit ab0 HepeaKTUBHUI WBUAKUI Nna3smoBui peareHT (RPR),
noBepxHeBui aHTureH renatuty B (HBsAg), renatut C (aHTn HCV),
aHTUTING A0 Bipycy imyHoaediunTy ntoaunu (BIN) I Ta ll.

e HeraTtuMBHMW pe3ynbTaT aHanizy Ha BMICT anKoOroaw y NOBITPi, WO
BUOMUXAETbCA.

e HeraTuBHUI aHaNi3 cevi Ha HAPKOTUYHI 3acobu.

e eGFR (npubnusHa weMaKicTb KAybouKoBOi ¢inbTpauii) > 60 mn/xs,
po3paxoBaHa 3a ¢opmynotro MDRD (mogudikauis pgietm npwm
[OCNIAYKEHHI HAPKOBMX 3aXBOPHOBaAHb).

e 3BuMyaliHa nepeBipKa oyen (BKAKOYAKOUYM KO/NbOPOBUI 3ip, rOoCTPOTY
30py Ta pyHAOCKONIO) y AeHb peecTpau,ii nepworo nepioay.

o (OOCTeXXEHHs KUTTEBO BAXK/NMBMX MOKA3HWKIB, AKI OynuM B mexKax
KNiHIYHO A0NYCTUMMX.

e BiaCcyTHICTb MeAUYHUX CKapr.

AKIi He manu

13. JocnigxyBaHuit
npenapart, cnocib
3aCTOCYyBaHHA, cuna aii

DocnigyxyBaHuii npenapart: lMNperamma, kancyau no 150 mr (nperabaniu
150 mr).

Cnoci6 BBeaeHHA:

Micna HiYHOro ronopyBaHHA nNpoTArom wWoHameHwe 10 roauH fo
BBeAEeHHA pno3n  cyb’ektam  BBOAWAM  OAHY NeEpoOpanbHy  A03y
OOCNiAKYBaHOrO nNpoAayKkTy (Kancyna nperabaniHy) 3 240 mn BoAw.
Cyb'ekTam b6yno pekomeHA0BaHO He MepeXoByBaTW Ta He PO34aBAOBaATU
TECTOBMIA Npenapar, a CNoXWBaTK MOro B NepBUHHOMY BUTNAAI.

BMmicT akTUBHOI peyoBuHU: 150 mr.

14. Npenapat
NOpiBHAHHA, 0034,
cnocib 3acTocyBaHHA,
cuna aii

DocnipxyBaHuit npenapar: Jlipuka, 18epai kancyau, 150 mr (nperabanin
150 mr).

Cnocib BBegeHHs:

Micna HiYHOro ronoayBaHHA MNPOTArOM LWOHaWMeHwe 10 roawH Ao
BBeAEHHs 003U cyb’eKTam BBOAWAM OAHY NepopanbHy A03y pedepeHTHOro
npoaykty (/lipuka kancynm no 150 mr) i3 240 mn Boau. Cyb'ektam 6yno




pPEeKOMEeHA0BaHO He TMepexoByBaTM Ta He pO34aBAlOBATU TeCTOBUIA
npenapar, a CNOXKMBATKU MOro B NEPBUHHOMY BUINAAI.
BmicT akTUBHOI peyosuHu: 150 mr.

15. CynyTHA Tepania

Cy6'ekTy N° 21 ogHOYACHO NpU3HAYanu paHiTMAUHY rigpoxnopua TabneTku
no 150 mr gns 3anobiraHHA noAsi NobiyHMX peakuiit. (MP:y cy6’ekta Ne 21
byna HyaoTa B nepioai 1, aAka 6yna nerkoro cTyneHa TAXKKOCTI i, BignosigHo
[0 OLiHKM, MOXKNUBO NOB’A3aHa 3 AOCNIAKYBAHUM NpenapaTom).

16. KpuTepii ouiHKK
edeKTHOoCTI

MepsuHHI napameTpu: Cmax Ta AUCo-t.

(90% posipunii iHTepsan (A1) ana cnissBigHOWEHb rTEOMETPUYHUX CEPEAHIX,
PO3paxOBaHUX METOAOM HaWMeHLWMX KBaapaTiB, Ana napametpiB Cmax i
AUCo—+ ana TectoBoro Ta pedepeHTHOro npenapatis, NMOBUHEH b6yTH B
merkax 80,00-125,00% pns nperabaniny).

17. Kputepii oLiHKMK
6e3nekn

Be3nekKa OLjiHIOBaNacA WIAXOM MOHITOPUHTY BCix cy6'eKTiB Ha HaABHicTb P
npoTarom ycboro pocnigxeHHsa. NA/KA 6y AOCTYNHUIM Yy KAiHIYHOMY
3aKknapgi, Konu Tam nepebyBanu cyb’ekTu. OUIHKY XUTTEBO BaK/AUBUX
NOKa3HUKIB (TemnepaTypy B POTOBilA MOPOXHUHI, apTepiafbHUIN TUCK
Nle’KauyM Ha CMUHI, 4acToTy Ny/nbCy Ta AUXAHHA) | 3arasibHe camonouyTTa
OLiHIOBaNU A0 BBeAeHHs fo3u (npotarom 90 xBunuH) Ta yepes 1, 3,12, 24
Ta 36 roauH nicna npunomy [,03u.

18. CTaTUCTUYHI
meToam

Bynu nposepeHi ancnepciiHuii aHaniz (ANOVA), Ba 04HOCTOPOHHIX TECTU

Ha bOioekBiBaNeHTHICTb Ta aHania  CNiBBiAHOWEHHA  nNapameTpis
dapmakokiHeTukn (MNP) In-TpaHchopmoBaHux Cmax Ta AUCor pana
nperabaniHy. 90% posipuui iHTepan 6y nobyaoBaHui  Ans

CNiBBiAHOLWEHb TEOMETPUYHOIO HAaMMEHLLOro KBagpaTa cepeAHixX 3HaueHb
(LSM) ®K napameTpis Cmax Ta AUCo.t An5 BUNPOOYBaHOro Ta pedpepeHTHOro
npoAykTy. [aHi npo KoHueHTpauito nperabaniHy ta ®K aHanisyBanu
CTaTUCTUYHO 33 [J0MNOMOrOK nporpamHoro 3abesneyeHHa Phoenix
WinNonlin® Bepcii 6.4. CTaTUCTUYHUI aHaNi3 NPoBOAMAM 33 AOMOMOroK0
nporpamHoro 3abe3neyeHHa SAS® Bepcii 9.4.

19. lemorpadiyHi
NOKa3HMKM
AocnigxyBaHoi
nonynsuii (ctaty, BiK,
pacaiT.a.)

CraTb: 4YON0BIYa.
Bik: Big, 18 no 45 pokis (061MAaBa poKM BKAKOYHO).
Paca: moHrosnoigHa.

20. Pe3ynbTaTtu aHanisy
epeKTUBHOCTI

CraTucTuYHa OuUiHKa

CnissigHoweHHA, 90% posipyi iHTepBann, iHTpacyb’eKTHUI KoedilieHT
BapiabenbHocti (CV) Ta noTyxHictb ana log-tpaHchopmoBaHOro Cmax i
AUCo-_: ana nperabaniHy (N = 21)

CniBBiAHOWEHHSA . . IHTpacy6’ekTHUIA .
MokasHuku (o4. BUMIp.) (%) i:?eﬁ :';B;p(‘;) KoediuieHT ?:LYHRH;;T
(TVsR) P ° BapiabenbHocTi (%) SR
LN (Comax) (HF/Mn) 101,77 90,69-114.20 21,82 93,91
Ln (AUCo=) (roa*Hr/mn) 101,82 99,97-103,71 3,44 100,00




21. Pe3ynbTath aHanisy
6e3neku

Yci 24 3apeecTpoBaHux cyb’ekTa 6ynm BKAKOYEHI B OLiHKY Oe3neku.
Mpotarom nepioay | 6yno 3apeectpoBaHo ABi NobiyHi peakuii, a B nepioai 2
— 0AHa.

Cy6'ext N2 21 maB 3anamopoyeHHs B nepioai |, wo 6yno nos'asaHo 3
npuiomom npenapary.

Y cy6’ekta Ne 21 6yna HypoTa B nepioai |, wo 6yno nos'asaHo 3 npunomom
npenapary.

Y cy6’ekta N2 2 cnocTepiranoch 36inbleHHA KinbKoCTi TpOMbOLMTIB, WO He
6yno nos’A3aHo 3 NpUMOMOM Npenapary.

He 6yno cmepTenbHUX BWUMAAKiB, iHWWUX TAKKUMX MNOBIYHMX peakuid Ta
3Hauywmx MP. 3 ornagy Ha cnocteperkyBaHi NobiyHi peakuii, obuasa
npoAyKTH Aobpe nepeHoCUNUCh.

22. BucHoBOK
(3akntoueHHsn)

90% poBipyi iHTepBanu Ana CNiBBiAHOLWEHHA reomeTpudHux cepegHix (T/R),
pO3pax0BaHUX METOAOM HaWMeHLWUX KBagpaTis, obuucneHi ans Cmax Ta
AUCo-t, 3HaXo4MNMUCb B MeXKax 3BMYaNHOrO Aiana3oHy bioeKkBiBafeHTHOCTI
80,00-125,00% pns nperabaniHy.

3asgBHUK (BIIACHUK PEECTPAIIITHOTO

TIOCB1TYEHHS)
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Annexure 29
to the Procedure for examination of registration materials for medicinal products,
submitted for state registration (re-registration),
as well as expert review of materials for changes to registration materials
during the validity of the registration certificate
(clause 4, Section I'V)
Non-Clinical Trial Report

1. Name of the medicinal product (if available — Pregamma Capsules 150 mg
registration certificate number):

1) type of medicinal product for which the registration has ~ Generic Medicinal Product
been conducted or is planned

2) conducted studies o yes \ no ifnot,
justify

Pregabalin was approved for medical use in the United States in 2004. It was developed as a successor
to gabapentin. It is available as a generic medication in a number of countries, including the United

States as of 2019. As we developed as Generic product — these non-clinical studies were not conducted

2. Pharmacology:

1) primary pharmacodynamics NA
2) secondary pharmacodynamics NA
3) safety pharmacology NA
4) pharmacodynamic interactions NA

3. Pharmacokinetics:

1) analytical methods and reports on their validation NA
2) absorption NA
3) distribution NA
4) metabolism NA
5) elimination NA
6) pharmacokinetic interactions (non-clinical) NA
7) other pharmacokinetic studies NA

4. Toxicology:

1) single-dose toxicity NA
2) repeated dose toxicity NA
3) genotoxicity: NA
in vitro

in vivo (including additional toxicokinetics assessment) NA

4) carcinogenicity: NA




long-term studies

short-term or medium-term studies

additional studies

5) reproductive toxicity and toxic effects on offspring

development:

impact on fertility and early embryonal development

embriotoxicity

prenatal and postnatal toxicity

studies in which the drug is administered to offspring (non-
mature animals) and/or long-term effects are assessed

6) local tolerance

7) additional toxicity studies:

NA
NA
NA
NA

NA
NA
NA
NA

NA
NA

antigenicity (antibody formation)

immunotoxicity

study of mechanisms of action

drug dependence
metabolite toxicity
toxicity of impurities

other

5. Conclusions on non-clinical study

Applicant (registration
certificate holder)

Dr. Sanjay Mishra
AGM Pharmacovigilance

NA
NA
NA
NA
NA
NA
NA
NA

Q) S
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1. Name of the
medicinal product
(if available —
registration
certificate number)

2. Applicant

3. Manufacturer

4. Conducted
studies:

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

5. Full name of the
clinical trial, coded
clinical trial
number

6. Phase of the
clinical trial

7. Clinical trial
period

8. Countries where
the clinical trial
was conducted

9. Number of
subjects

Annexure 30

to the Procedure for examination of registration materials for medicinal products,
submitted for state registration (re-registration),

as well as expert review of materials for changes to registration materials

during the validity of the registration certificate

(clause 1V, Section 4)

Clinical Trial Report

Pregamma hard Capsules 150 mg (Pregabalin capsules 150 mg)

LLC “KUSUM PHARM?”, Ukraine

LLC “KUSUM PHARM?”, (packaging from in bulk form of the manufacturer Kusum Healthcare PVT LTD,
India)

\/ yes o no if not, justify

Generic Medicinal Product

A randomized, single dose, open label, two-period, cross-over, bioequivalence study between the test product,
Pregamma hard Capsules 150 mg (Pregabalin capsules 150 mg) and the reference product, Lyrica 150 mg hard
capsules (Pregabalin 150 mg) (Pfizer Ltd., UK) in healthy adult male human subjects under fasting conditions.
Study No: 16-06-123

Bioequivalence Study (Phase-I)

25-0ct-2016 to 28-Dec-2016

India.
g apalt
planned: 24 "5?’ '&Q\
actual: 21 WRHUINYA L0334 ?%6
8ILHIWANOD /, .;



9. Number of
subjects

10. Purpose and
secondary
objectives of the
clinical trial

11. Clinical trial
design

12. Main inclusion
criteria

13. Investigational
drug, method of
administration,
strength

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

planned: 24

actual: 21

Purpose:

Primary objective: To compare the rate and extent of absorption of a single dose of Pregamma hard capsules
150 mg (each capsule contains Pregabalin 150mg) of Kusum Healthcare Pvt. Ltd., India with Lyrica 150 mg
hard capsules contains Pregabalin 150 mg of Pfizer Ltd., UK.

Secondary objective: To evaluate the safety and tolerability of a single dose of Pregabalin Capsules 150 mg.

An open label, randomised, two-treatment, two-period, two-sequence, single dose, cross-over, bioequivalence

study in healthy adult male human subjects under fasting conditions.

e between 18 to 45 years of age (both inclusive), having Body Mass Index (BMI) between 18.5 and 30 Kg/m2 ,
weighed not less than 45 kg

e no medical history of significant diseases

e aphysical examination, laboratory evaluations that were clinically insignificant

e a negative or non-reactive Rapid Plasma Reagin (RPR), Hepatitis B Surface Antigen (HBsAg), Hepatitis C
(Anti HCV), antibodies to human immuno-deficiency Virus (HIV) I and II

e negative breath alcohol test

e negative urine test for drugs of abuse

e eGFR (Estimated Glomerular Filtration Rate) > 60 ml/min calculated by MDRD (Modification of Diet in
Renal Disease Study) formula

e normal eye examination (including colour vision, visual acuity and fundoscopy) on check-in day of period 1

o vital signs examination that were within clinically acceptable limits

e no medical complaints

Investigational drug: Pregamma hard Capsules 150 mg (Pregabalin capsules 150 mg)

Strength: Pregabalin 150 mg

Method of administration:

After an overnight fasting of at least 10 hours, as per the randomization schedule, a single dose of Investigational
Test product (T) Pregabalin Capsules 150 mg was administered orally with 240 mL +2 mL of drinking water at
ambient temperature to each subject in a sitting position. Administration of the IPs was done by trained personnel
in the presence of Principal Investigator/Clinical Investigator and QA personnel. Subjects was instructed to
remain in a sitting position for two hours after dosing in each period except when clinically indicated to change
the posture or in case of natural exigency. Postural changes were allowed while recording vitals and sample
collection. Thereafter the subject was allowed to engage in normal activities while avoiding severe physical
exertion.

Note: Subjects was instructed not to chew or crush the investigational product but to consume it as a whole.

Investigational drug: Lyrica 150 mg hard capsules (Pregabalin 150 mg)
Strength: Pregabalin 150 mg
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15. Concomitant
therapy

16. Assessment
criteria of efficacy

17. Assessment
criteria of safety

Method of administration:

After an overnight fasting of at least 10 hours, as per the randomization schedule, a single dose of Investigational
Reference product (R) Lyrica 150 mg hard capsules (Pregabalin 150 mg) was administered orally with 240 mL
+2 mL of drinking water at ambient temperature to each subject in a sitting position, Administration of the IPs
was done by trained personnel in the presence of Principal Investigator/Clinical Investigator and QA personnel.
Subjects was instructed to remain in a sitting position for two hours after dosing in each period except when
clinically indicated to change the posture or in case of natural exigency. Postural changes was allowed while
recording vitals and sample collection. Thereafter the subject was allowed to engage in normal activities while
avoiding severe physical exertion.

Note: Subjects was instructed not to chew or crush the investigational product but to consume it as a whole.

Subjects should not take any prescription medication or over-the-counter products available (including vitamins
and products from natural origin such as ayurvedic, unani, siddha and homeopathic medicines) and topical
medications meant for systemic absorption within 7 days prior to dosing and they will not be permitted to take
them throughout the study.

If the PI/CI considers that, a medication(s) is/are essential for the well-being of the subject, it may be given and,
if any of the subjects take any medication during the course of the study, they must inform the PI. The decision
to withdraw a subject from the study will be taken by the PI based on the possible interference of the drug with
the study or analysis, and the health of the subject. Details of the medication taken by the subject will be recorded.
Subjects will be advised not to participate in any other clinical investigation during the study and for a period of

3 months after the post -study examination.

primary parameters Cmax and AUCo.

secondary pharmacokinetic parameters AUCo.ing AUC %gxirap, Tmax, Tt and Ke|

(The 90% confidence intervals for the test/reference ratios of the geometric least squares means between test
and reference formulations calculated for Cpex and AUCo. were within the bioequivalence range of 80.00% —
125.00% for Pregabalin).

Safety assessments were done based on clinical observations, laboratory data ECG at the beginning of thé sfudy
and post study safety assessment.

Only volunteers who are part of the Sitec's volunteer bank will be considered for screening. Written consent for
screening and HIV test will be taken before starting the screening procedures.

Out of normal range values of laboratory parameters will be evaluated for their clinical significance. A volunteer
will be enrolled in the study only if the PI/Cl deems the values are clinically insignificant or acceptable. The
acceptance/non-acceptance of the out of normal range values will be at the discretion of the PI/CL

Within 14 days from the last blood sample of the last treatment period (or may be earlier if subject is dropped
out or discontinued from the study or as decided by PI/CI) subjects who were dosed at least once will undergo
post-study examination. If post-study examination of any subject could not be done due to an adverse event, his
post-study examination will be done after the subject is recovered from the adverse

event. Clinically significant I not acceptable out of normal range values during post-study examination will be

followed up and treated appropriately before performing the post-study follow up. If any subject does not report
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etc.)

telephonic caH(s) or mail(s), same will be documented. The subject's follow up will be stopped after this period
and the post-study examination will be reported as “lost to follow up',

Vital signs (oral temperature, supine blood pressure, pulse rate and respiratory rate) will be measured.

The subject's well-being will be recorded by asking the question "Do you have any medical complaints?”

In each period, vital signs examination and well-being will be recorded at a minimum:

* on check-in day- before check-in

* on study day I -

o prior to dosing (within 90 minutes)

o at 1.00 hours after dosing (within +30 minutes of the scheduled time)

o at 3.00, 6.00 and 12.00 hours after dosing (within +1 hour of the schedule time)

= on study day 2- at 24.00 and 36.00 hours after dosing (within =1 hour of the schedule time) The actual time of vital
signs measurement and well-being will be recorded. The time of deviation will be exclusive of an allowed deviation.
Vital signs examination and well-being may also be done apart from scheduled times, if the PI/Cl finds it necessary at
any time during the conduct of the study. At any time during the study, subjects may report spontaneously to the site
staff, if the subject is not feeling well or has any medical complaint and the same will be recorded in the AE/medical
event form. An AE is any untoward medical occurrence in a patient or clinical investigation subject administered a
pharmaceutical product, which does not necessarily have a causal relationship with this treatment. An AE can therefore
be any unfavourable and unintended sign (including a clinically relevant laboratory/ECG finding), symptom, or disease
temporarily associated with the use of a medicinal (investigational) product, whether or not related to the medicinal

(investigational) product.

Analysis of Variance (ANOVA), two one-sided tests for bioequivalence, and ratio analysis for In-transformed
pharmacokinetic (PK) parameters Cmax and AUCO-t for Pregabalin was performed. The 90% confidence interval was
constructed for the ratios of the geometric Least Square of Mean (LSM) of PK parameters Cmax and AUCO-t for the
test and reference product. Pregabalin concentration data and PK data was analysed statistically by using Phoenix
WinNonlin® software version 6.4. The statistical analysis was performed using SAS® software version 9.4.
Geometric least square of the mean (Geo LSM), Ratio of Geo LSM % T/R and 90% confidence intervals of In-
transformed pharmacokinetic parameters of Test (T) vs. Reference (R) product for pregabalin are summarized below
in Table 1

Pharmacokinetic GeolSM Cite.‘:}ﬁl"jsi’l 90% C1
Parameters Test (T) Reference (R) | (%) T/R “
N 21 21 - &
Crax (ng/ml) 4798.89 4715.39 101.77 90.69-114.20
AUCy (hr.ng/mL} 29276.19 2875217 101.82 99.97-103.71

Gender: Male
Age: 18 to 45 years of age (both years inclusive).

Race: Asian.
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20. Results of
efficacy

Pharmacokinetic Evaluation:
Mean and Standard Deviation of Pharmacokinetic Parameters for Pregabalin after administration of Test
product (T) and Reference Product (R) (N = 21)

PK Parameters

Pregabalin (Mean £ SD)

(Units) Test (T) Reference (R)
P 4913.36£1079.00 | 484232115648
AUCo: (hrmgml) | 29336.3354197.48 | 28990.923866.10

AUCu.inr (hr*ng /mL)

30442.19+4135.00

29920.15+£3709.23

AUCy Extap 3.05%1.19 3.21x1.51
Tmax(hr) 1.00+0.34 1.100.54
Tix (hr) 6.28+0.76 6.16£0.71
Ka (1/hr) 0.112£0.014 0.114£0.013

Pregabalin (Median (Min - Max)

Tmax(hr)

1.00 (0.50 - 1.50)

0.75 (0.50 - 2.50)

Ti (hr)

6.51(5.18 - 7.88)

6.24 (520 - 7.84)

Statistical Evaluation

Ratio, 90% confidence intervals, Intra subject Variability (CV) and Power for the Log transformed Cmax and
AUC for Pregabalin (N =21)

0,
.. [Ratio (%) s Intra Subject | Fower (TVsR)
Parameters(units) (T Vs R) Confidence CV (%)
Intervals (%) : (%)
Ln (Cmax)(ng/ml)| 101.77 | 90.69-114.20 21.82 93.91
Ln (AUCo) (br | 16 85 | 99.97-103.71 3.44 100.00
*ng/ml)

21. Results of
safety

A total of 03 adverse events (AEs) were reported during study.

One AE (Platelet count increased) with test product and two AEs (Dizziness and Nausea) with reference product
were reported during the conduct of study. All the AEs were of mild severity and related except platelet count
increased which was not related with investigational product (IP).

The adverse events were recovered without sequelae; There were no deaths and other serious adverse events
reported during the study.

There were no clinically significant changes observed from the baseline values in vital signs examination at the
end of the study. No clinically significant changes (except for subject 20) were noted in post-study laboratory
data and results of physical examinations. During post-study examination the platelet count of subject 20 was
mildly raised and was not acceptable clinically.

Hence subject was called after 5 days for repeat blood sample. Subject was later declared to be fit in repeat blood

sample (CBC test) which was conducted on 28/11/2016 abnormal values found duringssrel¥iiae- t stud

ple ( ) ues found duri o ?g;:}% g‘os study
which were clinically SR QAP Y,
_\V/ % }6

insignificant.




All subjects were found fit in post-study examination (except subject 12 and 23). Subject 12 and 23 v\;eré re}.)orted.
as lost to follow up on 25/11/2016. There were no clinically significant changes observed in rate/rhythm
(increase/decrease) and intervals in post-study electrocardiograms (ECG) when compared with pre-study ECGs.
No clinically significant changes were reported in eye examination (including color vision, visual acuity and

fundoscopy) of subjects in post-study when compared with prior to check-in of period 1,

22. Conclusion The 90% confidence intervals, for the ratios (T/R) of geometric least square means of Pregabalin for Cmax and
Uil AUCO-t were 90.69-114.20 and 99.97-103.71 which fall within the conventional bioequivalence range of 80.00-
125.00%.

Thus, there was no significant difference observed in the rate and extent of absorption for Pregabalin.

Therefore the test product, test product, Pregamma hard Capsules 150 mg (Pregabalin capsules 150 mg) (Kusum

Healthcare Pvt. Ltd.,India) is bioequivalent with the reference product, Lyrica 150 mg hard capsules (Pregabalin
Omg) (Pfizer Ltd., UK) in healthy adult male human subjects under fasting conditions.
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