CEPTU®IKAT BIIINOBIZIHOCTI
Ha MacTep-(paiia Ha mIazmy

Honatok 29

1o Ilopsaky npoBesieHHs eKClepTU3N
peecTpaniifHux MaTepiaiiB Ha JKapChKi
3aco0u, [0 NOJATHCS Ha JEPKABHY
peecTpaniro (epepeecTpaltito), a TAaKOXK
€KCIePTH3H MaTepiajiB PO BHECCHHS
3MIH JI0 peecTpaliiHuX MaTepiaiis
IPOTATOM [ii peecTpaniiHoro

IIOCBlIYEeHHS
(myHKT 4 po3niny IV)
3BIT
NMpo JOKJIIHIYHI JOCTITKEHHA

1. Ha3ga nikapcekoro 3aco0y (3a Tapnanic, Tabnerku 20 Mr
HAsBHOCTI — HOMEP PEeECTpaliifHoro
MIOCBIIYCHHS):
1) Tun nikapcekoro 3acofy, 3a AKUM L4 3ad1BKa CTOCYEThCS IIpenapaTy-reHepuKa

IpoBOMIIACs ab0 ITAHYEThCS pPeecTpaiis

2) IpoBeAEH] HOCITiIKEHHS HI

Lleit nikapcbkHii 3aci6 BiOoOBizac BURHAYEHHIO
miKapchKOTo 3aco0y-reHepHKa BifmoBiaHo 10 CTaTTi
10.1 (a) (111) Jupextusu 2001/83/€C 3 nonpaskamu,
OCKINIEKH BiH Ma€ Takui caMuii sKicHuH Ta
KiTBKiCHHH CKJIaf AiI0YHX PEYOBHH, IO i
CTAJIOHHHH 3aci0, TaKy caMy JIiKapceky hopmy, 1m0
i eTanoHHHUH 3aci0, 1 TOMy JTOKJIIHIYHI JOCIiKEHH
HE [TPOBOIHITHCSL.

2. ®apmaxomoris: He 3acTocoByeThCs

; He 3acTocoByeThes
1) mepeuHHa papmakonunamika

. He 3actocoByeThes
2) BTopuHHA hapMaKo[uHaMiKa

. He 3acTocoByeTbest
3) dbapmaxosnoris Ge3neku ¥

=2 He 3acTocoByeThes
4) bapmakouHamMigHi B3aeMoii

3. @apmakoKiHeTHKA:

. . . - ’/mu._\
1) ananmiTHYHI MeTOAHKH Ta 3BiTH MO0 iX |Tak, %ﬁ




BaTi Al Jlus. Tomatok Ne 16.5.2, 3BiT npo Bamigamito
meroay MV-408-11 (OcroBuuit, lonouenns I i II)

2) BCMOKTYBaHHs He 3acTocoByeThCs

’ He 3acTocoByeThCs
3) po3monin

; He 3acTocoByeThCS
4) metaboJtizm -

He 3acTocoByeThCs
5) BUBeICHHSA

y ; He 3acTocoByeThCs
6) GapmakokiHeTHYHI B3aeMOII]

(TOKJTiHIYHI)

o ; . . He 3acTocoByerbest
7) 1111 papMaKOKiHeTHYHI OCIIIHKEHHS

4. Toxcukomoris;

1) TokcH4HICTE y pa3i 0HOPa30BOro He 3acTocoByeThCS
BBEICHHS

; - He 3acTocoByeTbes
2) TOKCHYHICTE Y pa3i MOBTOPHUX BBEIEHb

; He 3acTocoByeThes
3) reHOTOKCHYHICTE:

in vitro

- p He 3acTocoByeThCs
in vivo (BKJIIOYAIOYH JI0JATKOBY OI[HKY 3

TOKCHKOKIHETHKH )

. He 3acTocoByeThes
4) KaHEPOTeHHICTh:

. . He 3aCTOCOBYETBCA
JOBIOCTPOKORBI JOCIIIKCHHS

KOPOTKOCTPOKORBI JIOCIIIXKEHHS He 3acTocoBYeTHCS
a00 OCHTIJKEHHSsI CepeTHhOI TPUBAIOCTI

. y He 3acTocoByeTbes
NOJATKOB1 JIOCIIJDKSHHS

. He 3acTocoByeTbes
5) penpoayKTHBHA TOKCHYHICTE Ta

TOKCHYHHU BILIMB HA PO3BHTOK IIOTOMCTBA:

o - He 3acTocoByeThes
BILUIMB Ha PEPTHIIBHICTD 1 paHHIiH

eMOpiOHATBHUIT PO3BUTOK

. . He 3acTocoByeThCS
eMOPIOTOKCHYHICTE

. : He 3actocoByeThes ;'
[pCHATAILHA 1 [IOCTHATAIbHA TOKCHYHICTD - —~—
{ Vol




JOCIIDKEHHS, IPH KX TIpenapar
YBOIOHUTELCS MOTOMCTBY (HECTaTEBO3PLIHM

TBapHHaM) Ta/ab0 OIIHIOETHCS BignaneHa
Tist

He 3actocoByerses

6) MicleBa IEpPEeHOCHMICTh

He 3acTocoByeThCs

7) IOAATKOBI JOCIIIKEHHS TOKCHYHOCTI

He 3acTocoryeThCs

AHTUTEHHICTE (YTBOPEHHS aHTHTLII)

He 3acTocoryeThes

IMYHOTOKCHYHICTE

He 3acTocoByeThea

JTOCJIKEHHSA MEXAHI3MIB i1

He 3acTocoByeTbes

IIKapchKa 3aICKHICT

He 3acTocoBy€eTHCS

TOKCHYHICTE MeTa0OJIITIB

He 3acTocoByeThCS

TOKCHYHICTH JTOMIIIIOK

He 3acTocoByeTbest

1HIIIE

He 3aCTOCOBYETBCA

5. BHCHOBKH 100 JIOKJIIHIYHOTO
BHUBYEHHS

JlikapcbKuii 3acib, 3a OIlepIKaHHAM
peecTpanifHOrO IMOCBIMYCHHA HA AKHH MU
3BEPTAEMOCH, € eKBIBAJIEHTOM-TEHEPHKOM

nikapcskoro 3acoby Cianic®, TabneTku, BKpHTI
IUIiBKOBOIO 00onoHKow, 20 Mr, BHpOOHMITBA
Jlimmn C.A., Icnanis, Mae Takuil caMHi sIKicHHH i
KITBKICHHH — CKJIaJ  aKTHBHHX  PEYOBHH, 5K
eTAIOHHUI JIIKapCHKHI 3acib.

3asBHUK (BJIACHHK a Jlac [TignucaHo B eIeKTPOHHOMY BHIIIS
eec augﬁH oro Al j_I e Amoio Jlacrynroro (Asha Dasgupta)
PeECIp (Asha Dasgupta) DN: ecn=Aua dacrymra, o=Intac

HOCB1/TYEHHS )

dapmacerorixanc Jlimite/Intas
Pharmaceuticals Limited, ou=Binnain
HOPMATHBHO-TIPABOBOTO PErIOBAHHA,
email=adasgupta@intaspharma.com, c=IN
Hara: 26.08.2020 p., 17:40:52 +05'30'

(mimmmc)

acrymra Ama

(mpi3BuIe, imM’s, Mo-0aTHKOBI)




Jonatox 30

10 TTopsiiKy IpoBeieHHs eKCIIEPTH3H
peecTpallifHEX MaTepiaiiB Ha TiKapchKi
3aco0H, M0 MOJAIOTHCS Ha AEPIKABHY
peecTpaliio (MepepeecTpario), a TaKoxX
EKCIIepTH3H MaTepialliB PO BHECEHHS
3MiH JI0 peecTpaniifHHX Marepiaiis
IIPOTATOM [il peecTpaninHoro
IIOCBITYEHHS

(myHKT 4 pozniny IV)

3BIT
npo KJIiHiYHe BUNPOOYBaHHS

1. Ha3ga
TiKapchKOTo 3aco0y
(3a HasIBHOCTI —

Tananic, Tabaetku 20 Mr

HOMEp

peecTpanifHoro

[OCBI/T4EHHs)

2. 3asBHUK Axkopn [loncka Cr. 3.0.0., [Toasma
[aTac @apmaceroTikans Jlimiten

3. Bupobuuk

Bupobuuui minguku Ne 457, 458,

moce Capxemx-barna, Marona, Canann, Axmenaban, I'ymkapar IN
382210

[Hmis

4. ITpoeeneni
JIOCITIKEHHS:

TaK

1) THII TiKAPCHKOTO
3acoly, 3a AIKUM
npoBoMiacs abo
[UIAHYETHCS
peecTparris

[[51 3a9BKa CTOCY€EThCS IPEnapaTy-reHeprKa

5. IloBHa Ha3Ba
KJIIHIYHOTO
BUNIPOOYBaHH,
KOZIOBaHHH HOMED
KJTIHIYHOTO
BUIIPOOYBAHHS

Binkpure, 30anaHcoBaHe, paHIOMI30BaHe, 3 IBOMA TpeNapaTaMy, JBOMa
nepiofiaMH, JBOMAa  IOCHIJOBHOCTAMH, MEPEXpPECHe  TOCIiIKEHHS
OioeKBiBaIEHTHOCTI i3 3aCTOCYBAHHSM OJHOKPATHHX IIEPOPANbHHX J103
nBoX mpemapaTiB Tamanadimy, Tabmerkn 20 Mr, 3a y4acTiO 370pOBHX
TOPOCIIMX YOJIOBIKIB-TOOPOBOIIBIIB 32 YMOBH IPHHOMY HATIIC.

Ne mpotoxomy: 363-12

6. daza KIiHIYHOTO
BUITPOOYBaHHS

@a3a — [ (mocnipkeHHs 610eKBIBAIEHTHOCT)

ey

i/ 'f
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7. Ilepion
[TPOBEICHHS
KJIIHIYHOTO
BHIIPOOYBaHHS

3 20 gepsus 2013 p. mo 08 mumms 2013 p.

8. Kpainu, e
POBOIMIIOCS
KITIHI9HE
BUIIPOOYBaHHS

[umis

9. KinskicTh

3amanoBana: 40

KPUTEpii BKIKOYEHHS

TTOCITIJIKYBAHHX (axTuyHa: 42 (3 ypaxyBaHHAM JBOX JOJAaTKOBAX YYaCHHKIB)

10. Meta Ta [lopisnsaTi GiogocTynHiCTh Ta OXapakTepusyBaT Ipodins

BTOPHHHI LT (hapMakokineTHKE BUNPoOyBaHOTO Mpemapary croncopa Tanamadin,

KJIIHIYHOTO Tabnerku 20 Mr [BunpoGyBanuit nikapcskuii 3aci6-T] y mopiBHsHHI 3

BUIIPOOYBaHHS npenaparom Ciamic®, tabnerkn 20 mr [Etanonnuii nikapeekuii 3aci6-R] y
3/I0POBHX JIOPOCIHX YOJIOBiKiB-J0OPOBOIBLIB 38 YMOBH NPHAOMY HATIIIE, i
noBeCTH 010€KBIBAJICHTHICTE.
Ta
BTOPHHHOIO L0 BOTO BUIIPOOYBAHHS OO JOCHIIUTH Ge3meKy
[IpenapaTiB Ha OCHOBI KT HIYHHX Ta TabOpaTOPHUX aHATI3iB Ha IOYATKY Ta
HAIIPUKIHIl BUIPOOYBaHHs Ta 3apeccTpyBaTH HebakaHi SBHIA Ta/ato
HebaXkaH1 peakilii Ha mpernapar.

11. Juzaita Binxpute, 36amancosane, paHaoMi3oBaHe, 3 IBOMa IperapaTaMy, JBOMA

KIIHI9HOTO nepioflaMH,  JIBOMa  IIOCIIJOBHOCTSMH, IIEpEeXpecHe  JIOCHiUKEHHS

BUIIPOOYBaHHS 010eKBIBaTEHTHOCT] i3 3aCTOCYBAHHAM OIHOKPATHHX HEPOpATbHHUX 03,
338 Y4YacTIO 3[0POBHX JOPOCIHMX YOJIOBIKIB-TOOPOBOJBIE 3a YMOBH
[PUAOMY HATIIE.

12. OcHoBHi 310poBi Jopocii YonoBiku BikoM Bix 18 10 45 pokis (00HaBa BKIIIOYHO),

SKi HE MaNHIH Ta HE CIIOXKUBAIM TIOTIOHOBI BHpPOOH, 3 iHIEKCOM Mach
rima (IMT) Bix 18,5 mo 24,9 kr/m? (06mBa BKIIOYHO), SKi HAJATH CBOKO
MHCBMOBY 100pOBLIbHY iH(OpPMOBaHy 3rojy, Oy/iM 3aaydeHi 40 y4acTi y
mociiukendi. Bonn He Manm Oy[b-fKHX 3HAYHAX 3aXBOPIOBaHbL a00
KIIHIYHO BaXIMBHX AHOMATBHHX DPe3yJbTaTiB OyAb-iKHX IIPOBEIECHHX
NpOLeNyp CKPHHIHTY, B ictopii XBOpoOH, @A 49ac JIiKapchKOTO
obcTexeeH s, 3a TaHUMH JaGopartopHux aHamisis, EKT y 12 BiaBemeHHsx
T2 PEHTIEHIBCBKOIO JIOCIHIDKEHHS TPyAHOI KIITKH (IepeJHbOo-3amHs
npoekis). Jlo6poBombIi, sIKi BiANOBiaIM yeiM KPUTEpPisM BKIIOYEHHS Ta
HE BKIIIOYEHHS, OyJIH 3aTydeHi 10 yJacTi y JOCIiKEeHHI.

13. locnimxyBanmii
TiKapchKHit 3aci0,
criocib
3aCTOCYBaHHs, CHJIA
it

Tananagin, Tabnerku 20 mr

[licns yTpuManHs Bix npuifomy ki mportarom mpuHaiiMui 10 romus,
YIaCHHKAM Y IOJIOXKEHHI CHAAYA BBOJIW/IM OJHOKPATHY MEpOPabHy 103y
(20 mr) pocrikyBaHOro ab0 eTATOHHOIO JIKAPCHKOTo 3acoby i3 40 mn

UUTHOI BOJM KIMHATHOI TeMmmepaTypH. BBeneHms mocm BAHOTQ )
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JiKapchKOro 3acody 3/iHcHIOBaNOCS 3riaHo 3 rpadikom pampomizanii B
YMOBaX BIJIKPUTOTO BHIIPOOYBaHHS.

14. Ilpenapar
[TOpIBHSHHS, /1034,
cmoci6
3aCTOCYBAHHS, CHIIA
it

Ciamic®, Tananadin, Tabnetku 20 Mr

Ilicna yrpumaHHs Bim mpmitoMy DKi mpoTsrom npuHaiimMui 10 roaun,
y4aCHHKaM y IIOJIOXKCHHI CHJISTYM BBOJIUIIM OJHOKPATHY IEPOpaIbHy J03Y
(20 Mr) mocnimkyBaHOro abo €TaIOHHOTO JIKapchKoro 3acoby i3 240 mu
NUTHOT BOJM KIMHATHOI TeMIeparypd. BBeleHHs JOCIIKYBaHOTO
IIIKapchKOro 3aco0y 3AiHCHIOBaNIOCH 3rifHO 3 TpadikoM paHmoMizamii B
YMOBaX BiJKPHTOIO BHUIIPOOYBaHHS.

15. CynyTHs Teparmis

He 3acrocoByeThest

16. Kpurepii oninku
e eKTHBHOCTI

s ouninku edexTuBHOCTI OyIo BifiGpano 27 3pa3kie MiIBHOI KPOBi iz
9ac KOXKHOTO IIEpiojly y MOMEHTH dYacy, 3a3HadeHi y IpOTokomi. Bymiu
OZleprKaHi CTaHJAPTHI HEKOMIIAPTMEHTHI (hapMakOKiHETHYHI HapaMeTpu
Ui Taganadiy.

17. Kpurepii ominku
Oe3nexu

Besnexy BU3HAYAIM 3 TIEPIOy CKPHHIHTY JIO 3aKiHYEHHS JOCTiIKEHHS. [T
OLIHIOBAIM NUIAXOM KIIHIYHUX OTJISANIB, OIIHKM OCHOBHHX IIOKA3HHKIB
KATTEMIAIBHOCTI, y TOMY YHCIIi BUKOHaHHS enextpokapmiorpamu (EKI)
y 12 BigBeAEGHHSIX, PEHTT€HIBCHKOTO MOCITI/DKEHHS TPYAHOI KIITKH
(nepenHBO-3aMHs — TPOEKIist), aHami3y KIHIYHEX Ja0opaTopHHX
mapaMeTpiB (TakMX SK 3arajibHHi aHami3 Kposi, Oloximiummii amamis
KpOBI, aHai3 cedi Ta IMYHOJIOTIYHHIA TECT), KOHTPOIIIO HEDAKAHUX SBHILL
Ta BU3HAYEHHA Cy0’ EKTHBHHX CHMIITOMIB,

18. CrarucTiuni
METOINA

Jlani ommcoBoi cratucTHkM Oynu obuYMCIeHI Ta MojaHi y 3BiTi s ycix
(papmaxokiHeTHHHHX MapaMeTpiB Taganadiny.

Jla Tananadimy Oynu obuncieHi Ta npeAcTaBieHi y 3BiTi quCnepciiHUi aHai3
(ANOVA), noTyxHicTh Ta aHali3 CHiBBiJHOLIEHb JUIs JIOTapUpMiUHO
TpaHcopMoBaHMX (apMakoKiHeTHYHUX mapaMeTpiB Cmax, AUCo: Ta AUC.
oo_pred-

Jlng ouiHkM (apMaKOKIHETUYHOrO MOKA3HHKA Tmax IS Taganadimy Gyino
[POBEICHO aHAJIi3 HellapaMeTpHIHOr0 PaHroBOro KpuTepito BinkokcoHa.

bymu pospaxoBani Ta momani y 3Biti 90% joBipui iHTeppanu mns
CHIBBIHOIIEHHA I'€OMETPHYHHX CEpe/HIX, OTPHMAHMX METOIOM HaHMEHIIMX
KBajpaTiB, U1 JIOrapupMiyHO TpaHCHOPMOBAHMX  (HapMAKOKIHETHUHHX
napaMeTpiB Cimax, AUCo.c Ta AUCo.0_pred TamaNadiny.

BrcHoBOK mpo 6GioekpisaneHTHiCTH BUMpoOyBaHOro nikapcekoro 3acofy-T
eTAJIOHHOMY JlikapcekoMmy 3acofy-R OyB 3pobueHui, skwo 90% momipuwii
IHTEpBall 3HaXOJMBCS Y Aiana3oHi MPUAHATHUX 3HAYEHb, SK BU3HAYEHO HIDKUE
i jorapudmivHO  TpaHC(HOPMOBAHMX — (apMAKOKIHETHYHHX —IapaMeTpin
Taganadity.

IIapameTpu Jianazon gorapugmiyno
Tpanchopmosannx 90% goBipunx
iHTepBaiB X
Coel AL C 5 80,00 -125,00% // .
Y¢i CTaTHCTHYHI aHai3W i Taganadiny OyiaM BUKOHaHI i3 33
nporpamuoro 3abesnevennst PROC GLM sig CAC®, epcis AC JactutyT

7
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[Hk., CIIIA).

19. lemorpadiuni
[OKa3HHKH
OCITJDKYBaHOT
MOyl (cTarh,
BiK, paca ToII0)

Cratb: yonmoBiku

Bik: Bin 19 1o 44 poxiB (06u/Ba BKIIOYHO)

Paca: igmiiicbka

Cepenni snauenns + cranjapthi Binxunenns (SD) Biky, Baru, 3pocty Ta
IMT mis 40 ywacHukiB BunpoOyBanHs (yuacHuku Ne 1001-1040), siki

OTPHUMYBAJIM JOC/iKYBaHi PENapaTH y paMKax BUNPOOYBaHHs,
HaBe/leH] HIDKYe:

ﬁ;iin::il; Cepenne = SD
Bik (pok#) 31,1 £6,93
3picT (cm) 167,70 + 8,068
Bara (xr) 59,994 &+ 7,1294
IMT (kr/m?) 21,321+ 1,9286

20. Pesynbraru
edexTuBHOCTI

(®apmakokiHeTHYHi TapameTpu Tapanadity Ans BUMPo6YBAHOrO JiKapehKOro

3aco0y-T Ta eranoHHoro jikapcekoro 3acofy-R 3semeni y Hapeneiil Hivkue

TabJIHLIL.

IlapameTpn ONHCOBOY CTATHCTHKHE /A YCepelHEHUX IAHNX /s Taxaaadiay

(N=36)
Iapamerpn Cepenne + crangaprHe Binxuaenns (SD)
(ommaumi) (aani 6e3 Tpancdopmainii)
Bunpodysanmnii 3acio- Eranonnnii 3aci6-R
T
Tmax (ron)” 3,167 (1,000 - 5,500) 2,500 (1,000 - 6,000)
Crnax (HI/MI) 378,178 £ 115,6787 391,111 £ 82,4340
11252253 =+
Ay ) 11566,857 + 4414,2905 3696,4391
AUC{)—no_pred 12358,860 ==
(Hr.roa/mm) 12481,020 + 5105,9381 4486,3704
A (1/rom) 0,034 + 0,0096 0,034 +0,0103
tin (rom) 22,063 + 6,6389 22,454 + 7,2843
3anuinKosa
mioma_pred (%) 6,353 + 4,9243 7,872 + 59238

“Tmax NIPE/ICTABJIEHHI AK MeiaHa (MK MiHIMAJILHUM Ta MAKCHMAJTbHAM
3HAYEHHAMH)

Ananiz BigHOCHOT 6i0I0CTYMHOCTI (TOGTO BENMYHHH T€OMETPHUYHMX Cepe/HiX,
00YHC/IEHHX METOIOM HaHMEHIIIHX KBAJpaTiB, criBBiaHomenHs, 90% roBipumii
IHTEpBA/l Ta CTATHCTHYHA MOTYXKHICTB) 71 BHIPOOYBAHOTO JHKAPCHKOIrO
3ac00y-T NOPiBHAHO 3 eTalOHHMM JikapcekuM 3acob6oM-R s Tamamadiny
MiJICyMOBaHHi y HaBeIeHiH HIbkJe TabIuL:

PesyabTarn BitHocHOT GionocTynuHocti ans Tananadiny (N=36)
ITapamerpu T'eomerpuuni cepenni, 90% IMoTyxHicTs
OTPHMAaHi MeToIOM AoBipumii (%)
HaliMeHIIHX KBaapaTiB inTepBan
Bunpod. Eran. CuiBs.
3acio-T 3acio-R (T/R)
%
88.45 -
In Cinax 363.211 382.952 94.8 101.70 100.0
93.65 -
In AUCo. 10866.489 | 10702.813 | 101.5 110.07 A 951.‘7
In AUC,. 92.19 -
il 11620.005 | 11641.824 | 99.8 108.07ﬂ 9

p-BeJIMYHHH JUcIepciitHoro aHaITi3y (ANOVA) ™~ KpéA)iuieHm
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IHTpaiHAMBiTyanbHOI Ta MDKIHIMBiZyanbHOi —BapiaGesbHocTi (CV) nna
Tanianadigy 3BeieHi Y HaBeqeHiH Hbkde Tabmum:
p-Benuunnu ANOVA, koedinienTn inTpainausigyaasnoi ta

MizxinanBinyanbHoi apiabeabnocti (CV) aas rananadiny

ANOVA (BenuuuHa p) InTpa- | Mik-

ITapamerpu Cxnan ocui- Iepion YyacHuk img. CV | ina;.
AOBHICTHL (nmocJi- (%) cV

AOBHiCTB) (%)

In Crax 0,2083 0,5404 | 0,8155 0,0007 17,6 18,2
In AUCo4 0,7526 0,2876 | 0,3707 <,0001 20,5 27,3
In AUCo prea | 0,9684 0,2871 | 0,1468 <,0001 20,1 30,8

[lpumitka 1: Biiu ckmany Ta nepiofy € CTATHCTHYHO BarOMMM, SKIIO BEHYMHA P <
0,05.

[IpumiTka 2: Brinue nociigioBHOCTI € CTATHCTHYHO BATOMMM, AKIIO BETHYMHA p <0,10.
Buxozs4M 3 HaBeeHOI HIDKYe Tab/IMIl, MOKHA 3pOOMTH BUCHOBOK, IO BILTHB
CKIIa/ly, TOC/IIZIOBHOCTI Ta Nepiofy BHABHMBCA CTATHCTHYHO HE3HAYYLIHM IS
TorapuMivHo  TpaHCHOPMOBAHHX (HaPMAKOKIHETMYHHX mapaMeTpiB  Crax,
AUCo.t 1 AUCo.c0_pred A1 Tananadiny.

Brume y4acHMKiB (TOCHIOBHOCTI) BHABMBCA CTAaTMCTHYHO BarOMHM JUIS
iorapudmivHo  TpaHcdopMoBaHMX (hapMaKOKIHETHYHHX mapameTpiB  Coax,
AUCo+ i AUCo-w_pred U151 Tamanadiny.

[layti, Benu4MHA P HEMApaMETPHYHOrO PAHTOBOTO KpUTepilo Binkokcona mms
(apmakokiHeTH4HOro mnapamerpa Tmex BHSBHAMCA piHOIO 0,3063 > 0,05, i
3Bincu Oyno 3po0ieHO BHMCHOBOK TIpO BiACYTHIiCTH BigMiHHOCTeH Mix
BUNIPOOYBAHUM Ta €TATOHHHM CKJIaJaMH 32 (apMakOKiHETHYHHM HapaMeTpoM
Tlnﬂx-

21. Pesynprati
Oe3nexu

B minomy, KiiHiYHA 4YacTHHA JOCHi/DKEHHS Oyjla 3aBeplieHa i3 OJHHM
CCpHO3HMM (fKe Takmk OyJlo po3lliHeHe SK 3Hauylne) HeGaKaHUM SBULIEM.
JlocnimkyBaHi nperapatid 100pe MepeHOCWIHCH 3J0POBUMM YYACHMKAMH TN
uac npuiiomy onHopasoroi so3u. ITin wac nposeaenns nocnimkents asoma (02)
y4acHHKamu OyJ1o noeigomieHo npo aga (02) nebaxani apuma (HS). Onne HA
OyJ10 TSKKMM 32 IPHPOJIOKO, a inie H — nerkum.

JletanbHMX BHIIAAKIB I1i Yac AOCTIIKEHHA He Tparuiiocs. TUM He MeHI, mij
uac Ilepiomy-I mocnmimxenns Gyno mosimomieno npo oane (01) cepiiosne HSI,
sike Oyno knacudikopane sx sHauyme HS — Gakrepiemis (rpam-HeraTHBHA
Klebsiella penumoniae) + rocTpuii racTpoeHTepuT + rOCTpa HHPKOBA
Hel0CTaTHICTh Y ydyacHuka Ne 1009. Lleif y4acHMK NpUIMHMB yYacTh y
MOCITIDKEHHI 32 MEIMYHHMH TOKa3aHHAMM. BiH OTpMMaB BiImoBigHe
MiKyBaHHA, Ta 3a HOrO CTaHOM CrocTepiraiu A0 3HukHeHHs HSA. HasBHicTs
NPUYHHHO-HACAIAKOBOrO 3B’A3Ky Oysia BM3HAYeHAa SK MaJOHMOBIpHA I
oguoro (01) HA rta BincyTs s cepiiozHoro HeGaxkaHoro seuma. B ycix
YYaCHMKIB NOCTKEHHS Oy/iM BiACYTHI KIIHIYHO 3HAuYylli 3MiHM OCHOBHMX
MOKA3HHKIB KMTTEAIANBHOCTI Ta 1a60PAaTOPHHX aHai3iB.

22. BucHoBOK
(3aKITFOYEHHS)

[licns  3aBepmieHHA KiIiHIYHOI YaCTHHH [OCHiJKEHHs, pe3yIbTaTH,
OJEPXKaHI B YCIX YYacHMKIB JOCIIDKeHHS, sKi MOBHICTIO MpPOMILIH
NPOLENYypPH  MCHs  JOCTIIKEHHSA, Yy TOMY UMCIi BH3HAYEHHs
1a00paTOpHUX IapaMeTPiB Ta OCHOBHHX MOKA3HHKIB JKHUTTENIATBHOCTI,
MiJTBEPIUIA BiJICYTHICTh 3HAYHMX 3MiH Y CTaHi 340pOB’S y4aCHHKIB
ITOCITiKEHHS.

BHCHOBOK ¢TOCOBHO e)eKTHBHOCTI

BunpoOysanuii nikapcpkuii 3aci6-T (Tamanadin, tabnetku 20 mr) y
MOPIBHAHHI 3 €TATOHHHM JiKapchkuM 3acoboM-R [Ciamic® ( :uana(bln
Tabnerku 20 mr)] Bigmosimae kpurepisiM Gi0eKBiBAIEHTHOC

IIBHJIKOCTI Ta 0OCATY BCMOKTYBaHHS Tajganadiny 3a




micns i, K mependaveHo KPUTEPisSMH, BU3HAYCHUMH Y IIPOTOKOJTI.

3asBHUK (BJ‘IB.CHHK Ara ﬂacryHTa ( Asha [lignucano B eneKTpOHHOMY BUIIAI
eeCTpalifHOro MOCBiTICHH) Amoio Jlacrynrosa (Asha Dasgupta)
P B Das gupta) DN: cn=Awa {acrynra, o=IuTac
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Pharmaceuticals Limited, ou=Binzain
HOPMaTHBHO-TIPABOBOTO PErIIOBAHHS,
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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):

Tadalafil tablets 20 mg

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

This application is for generic.

2) conducted studies

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) analytical methods and reports on their
validation

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

Yes,

Refer Appendix No. 16.5.2, Method validation

report No. MK—@WM‘Mdum}/ﬂnd IT)
7, P

A "y —
(e A




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




6) local tolerability NA
7) additional toxicity studies: INA
antigenicity (formation of antibodies) NA
immunotoxicity NA
study of mechanisms of action NA
drug dependence NA
metabolite toxicity INA
impurity toxicity NA
other NA
) 2 - The product we are applying for the grant of
>. Conclusions regarding preclinical study marketing authorization is the generic equivalent to
Cialis® 20 mg film-coated tablets manufactured by
Lilly S.A., Spain, having the same qualitative and
quantitative composition in terms of active
substance(s) as the comparator product.

Digitally signed by Asha Dasgupta

Applicant (Registration Asha Da sgupta i tr“:;.u“ f?i."::,;é.i:‘ i - =
Certiﬁcate hO]ch‘) Date: 2020.08.26 1740210530
siﬁnature)
Dasgupta a

(surname, name, father’s name)

KOMA BIPHA

e
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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 I'V)

REPORT
on clinical trial

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

Tadalafil Tablets 20 mg

2. Applicant

Accord Polska Sp. z 0.0., Poland

3
Manufacturer

Intas Pharmaceuticals Ltd.
Plot No. 457 and 458
Sarkhej-Bavla Highway
Matoda, Sanand,

Ahmedabad, Gujarat IN 382210

India.
4. Conducted yes
studies:
1) type of This application is for generic.
medicinal
product, for
which
registration
has been
conducted or
planned
5. Full name |An open label, balanced, randomized, two-treatment, two-period, two-sequence, two-
of clinical way crossover, single oral dose, bioequivalence study of two formulations of
trial, code Tadalafil tablets 20 mg in healthy, adult, human male subjects under fasting
number of conditions
clinical trial ool No.: 363-12 KOMIA BIPHA y
.f_/; . 7 o
By’ = -f/,/

[ W= gl
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6. Clinical trial
phase

Phase — I (Bioequivalence study)

7. Period of
clinical trial
conduction

From 20 June 2013 to 08 July 2013

8. Countries
where clinical
trial has been

India

conducted

9. Number of |Planned: 40

enrolled Actual: 42 (including two additional subjects)

population

10. Aj d To assess relative bioavailability and to characterize the pharmacokinetic profile of
' nldm and e sponsor’s Tadalafil Tablets 20 mg [Test Product-T] compared to Cialis® 20 mg

;f:'js O?‘ry tablets [Reference Product-R] in healthy, adult, human male subjects under fasting

clinical trial

conditions and to prove bioequivalence.

And

Secondary objective of the trial was to investigate the safety of the formulation on
the basis of clinical and laboratory examinations at the beginning and at the end of
the trial and registration of adverse events and/or adverse drug reactions.

11. Design of
clinical trial

An open label, balanced, randomized, two-treatment, two-period, two sequence,
single oral dose, crossover bioequivalence study in healthy, adult, human male
subjects under fasting condition.

12. Main
criteria for
enrollment

Non smoker, non-tobaco user, adult, human male volunteers between 18 to 45 years
of age (both inclusive), having a Body Mass Index (BMI) between 18.5 to 24.9 kg /
m2 (both inclusive) and having given their written informed consent were enrolled
for the study. They did not have any significant diseases or clinically significant
abnormal findings during screening, medical history, clinical examination, laboratory
evaluations, 12-lead ECG and Chest X-ray (postero-anterior view) recording.
Volunteers who complied with all the inclusion and exclusion criteria were enrolled
into the study.

13.
Investigated
medicinal
product,
method of
administration,
strength

Tadalafil Tablets 20 mg

After an overnight fast of at least 10 hours, a single oral dose (20 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.

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

Cialis” Tadalafil Tablets 20 mg

After an overnight fast of at least 10 hours, a single oral dose (20 mg) of either the
Test or the Reference product was administered with 240 mL of drinking water at

lambient temperature with the subjects in mttmgﬁ;% mﬁmmstra‘uon was
abel con

as per the randomization schedule and under open
/
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15. Concurrent
therapy

Not applicable

16. Criteria for
efficiency
assessment

For efficacy evaluations, a total of 27 blood samples were collected in each period
at the time points specified in the protocol. Standard non-compartmental
pharmacokinetic parameters were derived for Tadalafil.

17. Criteria for
safety
assessment

Safety was assessed from the screening period to the end of the study. It was
assessed through clinical examinations, vital signs assessment, 12-lead
Electrocardiogram (ECG), Chest X-ray (postero-anterior view) recording, clinical
laboratory parameters [e.g. hematology, biochemistry, urine analysis and
immunological tests], monitoring of adverse events and subjective symptomatology.

18. Statistical
methods

Descriptive statistics were calculated and reported for primary and secondary
pharmacokinetic parameters of Tadalafil.

ANOVA, two-one sided test for bioequivalence, power and ratio analysis for In-
transformed pharmacokinetic parameters Cpa,, AUCy; and AUCq. , pred.  WEre
calculated and reported for Tadalafil.

Non-Parametric Wilcoxon Signed Rank test was performed to assess the
pharmacokinetic parameter Ty, for Tadalafil.

The 90% confidence interval for the ratio of the geometric least-squares means were

calculated for the In-transformed pharmacokinetic parameters Cpa, AUCos and
AUC.o0_pred for Tadalafil.

Bioequivalence of Test Product-T vs. Reference Product-R was concluded, if the 90%
confidence interval fell within the acceptance range as defined below for In-
transformed pharmacokinetic parameters for Tadalafil.

Parameters Acceptance Range of 90% CI

Cax and AUCy.¢ 80.00 - 125.00%

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

19.
Demographic
indicators of
the

Gender: Male;

Age: between 19 to 44 years of age (both inclusive);
Race: Indian

The mean + SD of age, weight, height and BMI of 40 subjects (Subject Nos.

investigated 1001-1040), who were dosed in the study is as below:
population
(gender, age, Parameter (Units) Mean + SD
GACE, 15.) Age (years) 31.1+6.93
Height (cm) 167.70 + 8.068
Weight (kg) 59.994 + 7.1294
BMI (kg / m?) 21.321 + 1.9286

ROTIA BIPHA
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20. Results of
efficiency

The pharmacokinetic parameters of Tadalafil for Test Product-T and Reference
Product-R are summarized in the following table:

Descriptive Statistics of Formulation Means for Tadalafil (N= 36)

Mean + SD
Parameters (Units) (un-transformed data)

Test Product-T Reference Product-R
Tinax (h)* 3.167 (1.000 - 5.500) 2.500 (1.000 - 6.000)
Chnax (ng/mL) 378.178 + 115.6787 391.111 + 82.4340
AUCq. (ng.h/mL) 11566.857 £ 4414.2905 | 11252.253 + 3696.4391
AUCq.,_pred (ng.h/mL) | 12481.020 = 5105.9381 | 12358.860 + 4486.3704
Az(1/h) 0.034 £ 0.0096 0.034 +0.0103
ty, (h) 22.063 + 6.6389 22.454 + 7.2843
Residual Area pred (%) 6.353 £ 4.9243 7872 £5.9238

* . . . .
Timax 1s represented in median (min-max) value.

The relative bioavailability analysis (i.e. geometric least squares means, ratios, 90%
confidence interval and power) of Test Product-T vs. Reference Product-R for
Tadalafil is summarized in the following table:

Relative Bioavailability Results for Tadalafil (N= 36)

Geometric Least Squares Means
90% Confidence [Power
Parameters Test Reference | Ratio Interval (%)
Product-T | Product-R |(T/R)%
C 363.211 382.952 94.8 88.45-101.70 | 100.0
INAUC,. | 10866.489 | 10702813 | 1015 | 9365-110.07 | 99.7
INAUCoo_prea | 11620.005 | 11641.824 | 998 | 97 19_108.07 | 99.8

ANOVA p-values, Inter and Intra Subject CV for Tadalafil are summarized in the
following table:

ANOVA p-values, Inter and Intra-Subject CV for Tadalafil

ANOVA (p-value) Intra Inter
Paiainetons Subject | Subject
Formulation | Sequence | Period o cv Cv
Seq) | (%) | (%)
I C 0.2083 0.5404 | 0.8155 | 0.0007 17.6 18.2
InAUC 0.7526 0.2876 | 0.3707 | <.0001 20.5 27.3
InAUC., pred 0.9684 0.2871 | 0.1468 | <.0001 20.1 30.8
£y MIa RIDLE
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Note 1: Formulation, Period and Sub(Seq) effects are statistically significant if p-
value < 0.05.

Note 2: Sequence effect is statistically significant if p-value < 0.10.

Based on the above table, it can be concluded that Formulation, Sequence and Period
effects were found to be statistically non-significant for In-transformed
pharmacokinetic parameters Cpax, AUCq and AUC.0 pred for Tadalafil.

Sub (Seq) effect was found to be statistically significant for In-transformed
pharmacokinetic parameters Cpay, AUCq and AUC., , pred for Tadalafil.

Further, p-value of Wilcoxon-Signed-Rank Test for pharmacokinetic parameter T«
was found to be 0.3063 > 0.05 and hence conclude that there is no difference
between the test and reference formulations with respect to pharmacokinetic
parameter Tax

In general, the clinical portion of the study was completed with one serious (which
was also considered significant) adverse event. The investigational products were
well tolerated by healthy subjects, as a single dose administration. Two (02) adverse
events (AEs) were reported by two (02) subjects during the conduct of the study.
One AE was severe in nature and the other AE was mild in nature.

There were no deaths in the study. However, one (01) serious AE which was
considered to be significant AE- Bacteremia (Gram negative-Klebsiella Penumoniae)
+ Acute Gastroenteritis + Acute Renal Failure to Subject No. 1009 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.
The causality assessment was judged as unlikely for one (01) AE and as unrelated
for the serious adverse event. There were no clinically significant findings in the
vital signs assessment or the laboratory tests in any of the subjects in the study.

21. Results of
safety

22, Upon conclusion of the clinical portion of the study, the results from all subjects,
Conclusion who completed post-study procedures including laboratory tests and vital signs

(assesment) | measurements, confirmed the absence of significant changes in the subjects’ state of
health.

Efficacy Conclusion:

Test Product-T (Tadalaﬁl Tablets 20 mg) when compared with the Reference
Product-R [Cialis® (Tadalafil Tablets 20 mg)] meets the bioequivalence criteria with
respect to the rate and extent of absorption Tadalafil under fasting conditions as per
criteria set in the protocol.

Applicant ot s o N
(Registration Asha Dasgupta Z“E?”R;gl?m:m e
Certificate (signature)

holder) Dasgupta Asha

(surname, name, father’s name)

KOrisi BIPHA
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