Honmarok 29

1o Hakasy mpo mmpoBeicHHs €KCIIEPTH3H
peecTpalifHuX MaTepiatiB Ha JIiKapchKi
3aco0H, 110 MOJAI0TECS Ha

JIep’KaBHY peecTpamniio (IIOBTOPHY
peecTpailiio), a TaKox

€KCIEPTH3H MaTepialiB Ipo BHECEHHS
3MIH y peecTpaniifHi MaTepianu
HOPOTArOM CTPOKY il

peecTpamiifHOro CBiZIONTBA

(ynxT 4 po3ainy IV)

3BIT

NPO AOKJIHIYHI JoCTiIKeHH

1. Ha3Ba nikapcekoro 3aco0y (3a
HassBHOCTI - HOMEp peecTpaliifHoro
CBIJIONTBA):

YpoOyTuH, TabieTku 5 Mr

1) Tun miKapceKOro 3acoly, UL SKOTo
Oyna npoBezena abo 3ammaHoBana
peecTpaltis

Lle — 3asBKa Ha JIiIKapChKUit 3aci0-reHepuK.

2) npOBeeHi TOCIKEHHS

HI

[leit mikapcbKwii 3aci6 BiAmOBigac BU3HAYEHHIO
MiKapchKOTO 3aco0y-TeHeprKa Biamosiano go Crarri
10.1 (a) (iii) AupextuBu 2001/83/EC 3 nonpaskamu,
OCKIUTbKH BiH Ma€ TakHi caMuii SKiCHuM Ta
KITBKICHUH CKJIaJl MiH0YHX PEYOBHH, IO i
eTaJIOHHUIT 3acid, Taky caMy JIiKapceKy dopmy, 1o
it eTasloHHMH 3acif, 1 TOMY JOKIIHIYHI JOCITI HKEHHS
HE MPOBOIIIHCS.,

2. dapmakomoris:

He 3actocoByeThest

1) mepBuHHA (hapMaKoaHHAMIKA

He 3acTocoByeThCs

2) BTOpHHHA (hapMaKoaHHaMiKa

He 3acTocoByeThCS

3) dhapmakomnoris Ge3nexu

He 3acTocoByeThCs

4) papmaxoguHamMiuHi B3aeMOIii

He 3acTocoByeThes

3. dapMakoKiHETHKA:

1) anamiTH4Hi MeTOM Ta 3BITH PO 1X
[ICPEBIPKY

TAK
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epeBipKy

Jue. Jlonatox Ne 16.5.2, 3eit npo Banigaiiiro
meToay Ne MV-347-10

2) BCMOKTYBaHHS

He 3acTocoryeThes

3) po3moia

He 3actocoByeThes

4) metaboizm

He 3acTocoByeThCA

5) BUBEIEHHA

He 3acTocoByeThes

6) hapmakokineTHuHi B3aemoii
(ToxTiHiYHi)

He 3actocoByeThes

7) 111 hapMaKOKIHETHYHI JOCIiHKEHHST

He 3acTocoByeThCs

4. Toxcukooris:

1) TOKCHYHICTB IIPH Pa30BOMY
3aCTOCYBaHHI

He 3acTocoByeThCs

2) TOKCHYHICTh IOBTOPHUX 03

He 3acTocoByeThCs

3) r€HOTOKCHYHICTB:
B 1a00paTOPHUX YMOBax

He 3acTtocoByeThCs

y IPHPOJHUX yMOBaX (y TOMY 4YHC/Ii
IOHAPaxyBaHHs 3 TOKCUKOKIHETHKH)

He 34CTOCOBYETLCA

4) KaHIIEPOTEHHICTE:

He 3acTocoryetbes

JlOBrocTpoKOBi TOCITiIKEHHS!

He 34CTOCOBYETLCA

Kopotkocrpoxoei
abo cepeTHbOCTPOKOBI AOC/II [IDKEHHS

He 3acTocoByeThes

JloaaTKOBI JOCITIKEHHS

He 3actocoByeThes

5) PENpoIyKTHBHA Ta eMOPIOTOKCHYHICTE!

He 34CTOCOBYETLCA

Brums Ha depTubHiCTS 1 panHiii
eMOpiOHATBHUIE PO3BHTOK

He 3acTocoByeTbes

eMOPIOTOKCHYHICTE

He 3acTocoByeThes

[ IpenartanpHa i TOCTHATATEHA TOKCHYHICTD

He 3acTocoByeThes




JIOCITDKeHHS, B AKHX IIpenapaT BBOJHIIN
[IOTOMCTBY (HE3PIIMM TBapHHaM) Ta/abo
OLIIHIOBABCA BiJUIaNeHHH ehekT

He 3acTtocoByeThest

6) MicIieBa MEPEHOCHMICTB

He 3acTocoByeThes

7) MOOATKOBI OCITI/KEHHS TOKCHYHOCTI:

He 3acTocoByeThCs

AHTUTEHHICTh (YTBOPEHHS aHTHTIN)

He 3acTocoByeThcs

IMYHOTOKCHYHICTE

He 3acTocoByeThes

BHBUYCHHS MeXaHi3MiB mil

He 3acTocoByeThes

HApPKOTHYHA 3AIEKHICTE

He 3acTocoByeThes

TOKCHYHICTL MeTabOIITIB

He 3actocoByeTthses

TOKCHYHICTE JIOMIIIIOK

He 3acTocoByerbes

1HIIIE

He 3acTocoByeTbes

5. BHCHOBKH 11010 JTOKJTIHIYHOTO
TOCIIKEHHS

JlikapchKuit 3aci0, 3a OJIepIKaHHIM
PEECTPallifHOro MOCBIMYEHHS Ha SKHH MU
3BEPTAEMOCH, € €KBIBaJIEHTOM-T€HEPHKOM
mikapcpKoro 3acoby JuTpornan, TabieTKH 5 Mr,
BupoOHunTBa «Canodi-ABenticy, Cnonydene
KopomiBcTBO, Mae Takuil camMuil SKICHHH i
KiIBKICHHH  CKJaJ aKTHBHHX pPEUOBHH, 5K

eTAIOHHUH NiKapchbkuil 3acio.

3asdBHHK (BIACHHK
peecTpaliiftHoro
CBLIOIITBA)

Ama JlacrynTta (Asha Dasgupta)

[Tignueano B eNEKTPOHHOMY BUIIIALI
Awoio [lacrynroto (Asha Dasgupta)
DN: cn=Ama [acrynra, o=»lHTac
@apmacstorikaic Jlimiten» (Intas
Pharmaceuticals Limited), ou=Biaxin
HOPMaTHBHO-NPABOBOTO PETTIOBAHHS,
email=adasguptadintaspharma.com, ¢=IN
Hara: 23.04.2020 18:13:47 +05'30’

Ama Jlacrymra
(mpi3BHILe, iM’s1, IO 6aTHKOBI)
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Honarok 30

1o Hakazy mpo mpoBeeHHS €KCIIEPTU3H
peecTpaIliifHux MartepiaiiB Ha JTiKapchKi
3acobu, 110 IOJAIOTECA HA

JiepKaBHY peecTparlito (IOBTOPHY
peecTpaniio), a TaKoxK

EKCIIePTH3H MaTepialliB po BHECEHHS
3MiH y peecTpalliiiHi MaTepiain
IIPOTATOM CTPOKY JIii

peecTpariifHoro cBiIonTRa

(myskT 4 posainy IV)

3BIT
Npo KJIIHIYHI J0CTiZKeHHS

1. Ha3sa
JIiKapChKOro
3aco0y (3a
HasIBHOCTI -
HOMED
peecTpauiitnoro
CBiJIOLITBA)

YpoOyTuH, TabneTKH 5 Mr

2. 3asBHUK

TOB «Akxopn Xenckea [Tomsrma»
(Accord Healthcare Polska Sp.z.0.0)

3. BupoOHuk

Bupoonuya gineauns 1:

«InTac ®apmacerotikaic Jimiren»

(Intas Pharmaceuticals Limited)

Jlimeauus Ne 457, 458, Capkxeii-basna Xaiisei,

Marozna, Canann, Axmenaban — 382210, I'yviokapar, Inis
(Plot No. 457, 458, Sarkhej — Bavla Highway, Matoda, Sanand, Ahmedabad —
382 210, Gujarat, India)

Bupobunya gineaunm 2:

«Inrac ®apmackroTtikaic JlimiTem

(Intas Pharmaceuticals Limited)

Kemmn Poyn, Cenaksi, lexpanyn, Yrrapakxany, 248197, Inzis

(Camp Road, Selaqui Dehradun, Uttarakhand, 248197, India)

4. IlpoBeneni  Tak
TOCII IKEHHS:
¢ — 3adBKa Ha IIpernapaT-reHepuK

1Yz L] penap p
TTiKapChKOro

P TabneTxu
3aco0y, 3a SKUM
MIPOBOAMIACS




a0o mIanyeThCs
peecTparia

5. IloBHa Ha3Ba
KJIIHIYHOTO
BUIIPOOYBaHHS,
KOJOBaHUH
HOMED
KJIIHIYHOT'O
BUIIPOOYBaHHS

BigxpHTte T0CITiKeHHA 010€KBIBAICHTHOCTI 13 3aCTOCYBAHHAM OJJHOKPATHHX
NepopalbHUX /03 JABOX IpemnapariB OKCHOYTHHIHY, TabmeTKH S5 Mr, y
310POBHX JIOPOCIIMX YOJIOBiKiB-ZI00OPOBOJIBIIB 32 YMOBH NMPHHAOMY HATIIE.

Ne mporokoiy: 287-09
Jlara: 28 rpyaus 2009 p.

6. @aza
KJIIHIYHOTO
BUIPOOYBaHHS

®aza | (bioekBiBaICHTHICTE)

7. Ilepion
[IPOBECHHS
KJTIHIYHHX
JTOCITI IDKEHB

27 cians 2010 p. — 07 mororo 2010 p.

8. Kpaiuu, ne
[IPOBOTHIIOCS
KITiHIYHe
BUIIPOOYBaHH;

[Hmis

9. KinbkicTs
JIOCTILPKYBaHUX

3anmanosana; 32

Dakrtuuna: 34 (1Ba 101aTKOBHX YYACHHKA)

10. Mera ta
BTOPHHHI I/
KJIIHIYHOTO
BHITPOOYBaHHS

[lepeunna niib: IlopieHatu GiogocTynHicTs Ta oOXapakTepusyBaTH TpPOGIIb
(hapMakoKiHeTHKH BUIPOGYBAHOIO NpenapaTy COHCOpa Y TOPIBHAHHI 3 STAIOHHUM
MpPeapaToM y 3[0POBHX NOPOCIHX YOJIOBIKiB-100POBOJIBIIB 32 YMOBH MpHIHOMY
HATIIE Ta OLIHUTH O10eKBiBaJIEHTHICTE.

Bropunna wian: IlpokonTposmosaru Gesnexy 11 yHacHHKIB.

11. Jluzaiin
KJIIHIYHOTO
BUIIPOOYBaHHS

Binkpure, 36anaHcoBaHe, paHI0Mi30BaHe, 3 IBOMA NpeNapaTamu, JBOMa nepiogamu,
/IBOMa  TIOCHIZOBHOCTAMH, TIepEXPEeCHe MAOCTIKEHHs OiOeKBiBANEHTHOCTI 13
3aCTOCYBAaHHAM OJHOKPATHHX MEPOPANbHUX [03, 32 YYaCTIO 3JOPOBHX IOPOCIHX
Y0JIOBIKiB-106POBOIIBLIB 32 yMOBH MPUHOMY HATIIE.

12. OcHoBHi
KpuTepii
BKJIFOUEHHS

3noposi vooBiku BikoM 18-55 pokis (BKJ'[[-O'-IHO) 3 inpexcom macu tina (IMT) Bin
18,5 mo 24,9 kr/M’ (BKmouHO), SKi Hagand CBOKO HCEMOBY IOOPORINEHY
iH(hOpMOBaHy 3rojTy TiI 4Yac 3alyd4eHHs 10 y4acTi y HOCTiuKeHHi. BoHM He Mamu
OyZb-IKMX CYTTEBHX 3aXBOPIOBaHb 260 KJIiHIYHO CYTTEBMX aHOMAJIBHUX pe3yJIbTATIB
Oyzb-fIKMX MpoOLe/yp NPOBEAEHHX MPOLELYP CKPHHIHTY.

13,
Jlocmimkysanuii
MiKapChKUit
3aci0, crmocid
3aCTOCYBaHHS,
cua il

OxcubyTtuHiH, TabneTkn 5 Mr

[licns yrpumanns Bix mpuiioMy Dki npoTsroMm Howi (mpuaiimMzi 10 romum),
y4aCHHKAM BHMIPOOYBAHHS BEOJMIN OJHOKPATHY NEPOPAILHY 103y BHIPOGYBAHOTO
abo eTanoHHOro Jlikapcbkoro 3acoby i3 240 M BOAM KIMHATHOT TeMrepaTypy, SAKUH
yaCHUKH NPUAMAITH Y [0/I0XKEHHI CHJI 3Ti/HO 3 rpadyikoM panzoMisanii B ymoBax
BiIKPHTOrO BUNPOOyBaHH:. JIOTpHMAHHS PEKMMY BBEICHHS BH3HAYAIOCH LLTAXOM

OISy POTOBOT IOPOKHMHY YYACHHKIB BUIIPOOYBAHHS i3 3aCT00yBaHHﬂ /nxrapmca

(/é?@//




Ta IIMaTe]s HABYSHUM MEPCOHAIOM BHUMPOOYBAHHA HEraHO Micis MpuioMy 103H
Mpenapary mij 4ac KOKHOro Nepiomy.

14. ITpenapar
MOPiBHSIHHS,
o3a, crocio
3aCTOCYBaHHS,
cuia il

JluTponan®, TabneTku 5 Mr

[Ticig yrpumanHs Big mnpuiiomy bki nporaroM Houi (npuHaiimMui 10 rommx),
y4acHHKaM BHIIPOOYBaHHs BBOJHIM OJHOKPATHY MepopaibHy 403y BUIPOOYBaHOrO
ab0 eTalOHHOTO JIiKapchkoro 3aco0y i3 240 M BoaM KiMHATHOT TeMIEPATYPH, AKHH
YUaCHHKH NPUAMAaITH Y TIOJIOXKEHH] CHAAHI 3Ti/IHO 3 rpadikoM paHaoMisaLii B yMoBax
BiKpUTOro BUNpoOyBaHHs, JIOTpUMaHHS PeKUMY BBEIEHHS BH3HAYANOCH LUILIXOM
OrJIsily POTOBOT MOPOMKHUHHM YYaCHHKIB BUNPOOYBaHHS i3 3aCTOCYBaHHSIM JliXTapHKa
Ta LIaTesss HaBYeHUM MepCOHAIOM BUIPOOYBaHHS HeraiHo miciis NpUHOMY 103U
npenapary Iifi 4ac KOXKHOro nepiomy.

15. CynyTus
Teparis

He 3aCTOCOBYETHCA

16. Kputepii
OLIIHKH
e(eKTUBHOCTI

Jlns ouinky epekTuBHOCTI Oyi10 Bigibpano 23 3pa3ka LiIbHOT KPOBi IiJl 4ac KOXKHOTrO
Mepiofy y MOMEHTH 4Yacy, 3a3HadeHi y rmpotokoii. KoHuentpaiii okcubyTrHiHy Ta
IN-me3eTHIOKCHOYTHHIHY Y IUIasMi  KUIBKICHO BH3HAQuaJld 33  JIOIIOMOTOIO
BaJTiIOBAHOrO METOAY pPiTHHHOT Xpomartorpadii-TaHIeMHOT Mac-CTIeKTPOMETpii.
byau onepxiaHi cTaHAapTHI HEKOMNAPTMEHTHI (hapMaKOKIHETH4HI MapaMeTpH Ui
OKCHOYTHHIHY Ta N-1e3e THIOKCHOy THHIHY.

17. Kpurepii
OLIIHKH Oe3IIeKH

Besneky OLiHIOBAIH 3 TIEPIOTY CKPHHIHTY /10 3aKiHUeHHS Joc/imkeHHs. [T oniHoBam
LUIAXOM KIiHIYHMX OIJISIiB, OI[IHKH OCHOBHHX TIIOKA3HHKIB KHTTEXISIIEHOCTI,
BUKOHaHHs enekrpokapaiorpamu (EKI'), peHTreHiBCcbKOro HOCTIMKEHHS TpyOHOT
KJIITKH (NepeHbo-3aHs MPOeKLif), aHa3y KIIHIYHUX 1abopaTOpHUX NapameTpiB
(Takux sk remartosoris, 6ioXiMmis KpOBi, €JEKTPOJITH CHPOBATKH, aHali3 cedi Ta
iMyHOJIOTis), CY0’€KTMBHMX CHMIITOMIB, Ta LUIAXOM peecTpamii i KOHTPOJIO
HeDaKAHMX SABHIL,

18. CratucTuuni
METOIU

DapMakoKiHETHYHI MapaMeTpy, MHepeniueHi Hwkde, Oy/HM OepkaHi OKpeMo I
KO)KHOIO MPOAHai30BaHOTO Y4YacHHKAa BHIIPOOYBaHHS 3 MPO(iNiB 3aneKHOCTI
KOHIIEHTpalii okcubyTuniny Ta N-neseTHiokcubytuniny B miasmi iz vacy. HaGip
MaHuX JUIs  OLiHKM (apMaKOKIHETHYHHMX MapameTpiB OyB MNiroToBaeHHit i3
3aCTOCYBaHHAM rporpamHoro 3abesnedends WinNonlin Professional (Bepcist 5.0.1).

Cepenne = crangapTHe BiIXHJICHHS

19,

- n=32
Jlemorpadiuni Iapamerp (oanHuLi) (y4acHHKH, IKi OTPHMYBAJIH 103K
A ) AOCTIIZKYBAHOIO NPENAPATy, Ta YIACHUKH, AKi
ILOCJII.I[H()./_I?aHOI NOBHICTIO NPOHILIH yci (a3m JocaiKenns)
[TOITYJISAII11 Bik (pokn) 24,5 £3,84
(cTaTsb, BiK, paca, Bara (kr) 60,04 +7,183
TOILIO) 3pict (cm) 168,00 +£5,754

IMT (xr/m?) 21,254 +2.1364

20. Peayneratu
e eKTHBHOCTI

BHCHOBOK cTOCOBHO OKCHOYTHHIHY

Ycepenueni  apMakokiHeTHYHI TApamMeTpH OKCHOYTHHIHy MNs  €TAJOHHOrO

nikapchKkoro 3acofy-A Ta BHIPoOYyBaHOro Aikapchkoro 3acoby-B juis 32 yuacHHKIB
BUNpoOyBaHHs 3Be/IeH] y HACTYITHHMX TabIMLsX.

Tabnuus: IlapameTpu OMMCOBOI CTATMCTMKM [/ YCEPeIHEHHMX MAaHHX U
nocnimiysaHuX npenaparie — OkcuOyTHHIH (n=32)

Pesynpraty aHanizy edekTHBHOCTI

Cepenne + crangaprue sigxuaenns (SD)

Hipasserpn (oxmmm) (nani 6e3 Tpanchopmanii)

Erajionnuii 3aci6- Bunpo0ysanmii
A 3acio-B
Tax (rog.)* 0,750

0,500 -

0




Cmax (Hr/MI1)

10,265 £ 5,5460

10,032 + 6,0840

AUC. (ar.rog./mn)

21,667 + 11,4640

21,870+ 11,7118

AUCq... (Hr.rox./mn) 22,791 + 11,9897 23,100 = 12,5813
A (1/roz.) 0,154+ 0,1108 0,170 + 0,1243
t12 (rom.) 7,015 + 4,4002 7,857 * 6,8781

AUC % exctpanon. Obs (%)

4,819 +2,6622

4,835 + 2,9267

* Tmax npeacTaBIeHHI K MeIiaHa

Tabauns: Cepeani reomerpuuHi, 009HCIeHI METOAOM HaliMEeHIUHX KBaAPATiB,

cniBBigHomenns Ta 90%-i foBip4YHii iHTEepBaAJI /IS OKCHOYTHHIH

n=32

(JIorapugmiuno Tpanchopmosani)
Cepenni reoMeTpaHi, oﬁqncne'}u 90%-it nopipanit
HapaMeTpn METOAOM HAHMEHIITHX KBa/IpaTiB ——
(ommHmmi) . CnisBia- P =
Bunpo6. | Eranonuni e (mapamMeTprYHHIA)
3aci6-B 3acifo-A (B/A)%
Crax (HI/MT) 8,566 9,055 94,6 84,63-105,75%
Al 18,954 19,067 99,4 91,59-107,89%
(|r.roa./mm)
A 19,926 20,040 99,4 91,34-108,24%
(ar.rom./mir)

CraTHCTHYHA HOTY)KHIiCTH

Byno BusBNEHO, 110 CTATHCTHYHA NOTYKHICTh I JorapudMiuHO TpaHCHOpMOBaHHX
dbapmakokineTnuHux napametpie — Cmax, AUCo. i AUCo cTanoBuTE 95,1%, 99,7%
i 99,5%.

Iincymkosi pani aiast N-ae3eTHI0KCHOY THHIHY
Vcepenneni hapMakokiHeTHuHI TapameTpy N-/1e3eTHI0KCHOY THHIHY 1S €TaJIOHHOTO
JiKapceKoro 3acoby-A Ta BUMpoOyBaHOro jikapeskoro 3acolfy-B s 32 yuacHUKIB
BUNPOOYBaHHA 3B€JIEHI Y HACTYMHUX TAOIHIIAX.
Tabauus: IlapameTpn ONMHCOBOI CTATHCTHKH JUIS yCepeIHEHHMX JAHAX JLIS

AOC/IKYBAHHX NMpenapaTiB — N-ne3eTHi0kcuoyTHHiA (n=32)
PesyabTaTn anamnisy eeKTHBHOCTI

Cepenne + crangaprHe Binxniaenns (SD)
; (1ani 0e3 Tpanchopmauii
Hapmerpe (o) Eranonnuii . ¢B£np06}?nanni‘l
3acio-A 3acio-B
Tmax (rom.)* 1,000 1,000
Cinax (HI/MIT) 61,698 = 13,6437 60,500 + 13,8885
AUCo. (ar.roa./mn) 257,975 £ 105,6697 254,725 +£99,4917
AUCq. (Hr.roa./m) 262,352 + 108,3706 259,385 + 102,4495
Az (1/ron.) 0,239 + 0,0879 0,235 £ 0,0950
tin (rom.) 3,405 + 1,6548 3,606+ 1,9173
AUC % exctpanon. Obs (%) 1,566 £ 0,7730 1,656 +£0,7723

* Tmax IPECTABIICHHH K MeliaHa
Taoaunsa: Cepeani reoMerpH4Hi, 00UHCIeHI METOIOM HAMEHIIHX KBa/pAaTiB,
cnigBiiHomenns ta 90%-ii poBipumii inTepsan aas N-1e3eTHIOKCHGYTHHIHY

(n=32)

Jlorapudmiuno Tpanc Hi 90%-i . 5
ITapamerpn ( p ‘l’ 14RO TP _dJOPMOBa {) A: it JoBipumii
(onmHm) Cepenni reomeTpuuni, o6uncieni inTepBa

MEeTO0/10M HaliMeHIIHX KBapaTiB (napamerpuyHHii)
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a

CniBsin-
HOLUEHHSA
(B/A)%

Eranonnuii
3acio-A

Bunpoé.
3acio-B

Comax (HI/MIT) 58.944 60,399 97,6% 92,83-102,59%

AUCo

(ar.ron./min) VLA

239979 99.0% 93,88-104,33%

AUCO-m

(Hr.rom./mi) =La01

243,804 99,1% 93,94-104,45%

CraTHcTHYHA OTYKHiCTH

byo BHsABIIEHO, 10 CTATHCTHYHA MOTYKHICTh [is JorapudmivHo
TpaHchopMoBaHUX (hapMaKOKiHEeTHYHHX MapaMerpiB — Cmax, AUCo 1 AUC).
ctanoButh 100,0%, 100,0% i 100,0%.

21. Peaynwrati
Oe3nexu

JleTanbHuX BMMAAKIB, CEPHO3HUX 4YM 3HAYHMX HeOaKaHMX ABHMIN 3aiKCOBAHO He
Gyi10.

[1licte HebaxaHMX SABHLI, BiA3HAYEHMX IIiJ Yac AOCIHIMKEHHs, OyJIH JIErKHMM 3a
CBOEIO IIPUPOJIOIO.

JlBa HeGaxkaHMX sBUINA (HynoTa) OyNIH TOB’A3aHi i3 JOCIIMKYBAHHM JIIKAPCEKHM
3acoboM, y ToH uYac fK YOTHpH iHIIMX HebakaHWX SBHIIA He OYJIM MOB’s3aHi 3
NOCIIIAAKYBAHUM JIIKAPCHKHM 3aC000M.,

He cnoocrepiraniocs KIiHIYHO 3HAYYIIHX 3MIiH B OCHOBHHX IIOKa3HHMKAax
PKUTTEIIATLHOCTI Ta 1ab0paTOPHUX MapamMeTpax y YYacHHKIB BUNpPoOyBaHHS, fAKi
TIOBHICTIO NPOMIUIH IPOLEAYPH MICHs JOCIIUKEHHS, BKIFOYHO 3 OL[HKOI0 Ge3neku
HATIPUKIHI JOC/TiIKEHHSI.

22. BUCHOBOK
(3aKJIFOYEHHS )

[Tics 3aBepIIeHHs KIiHIYHOT YaCTHHH JOCTI/DKEHHS, PE3yIbTATH, OfepKaHi B yCix
YYaCHHUKIB JIOCITIDKEHHS, AKi TIOBHICTIO NMPOMIUTH NPOLEAYPH TICIs TOCITiIKEHH,
y TOMY 4HC]i BH3HAueHHs JabOpaTOpPHHX IapaMeTpiB Ta OCHOBHHMX TOKA3HHKIB
DKUTTEISUTEHOCTI, IMiJTBEPAWIH BIACYTHICTE 3HAUYHHX 3MiH Yy CTaHi 370poB’s
YMAaCHHKIB JIOCTiIPKEHH.

BunpoOysanuit nikapcekmit  3aci6-B  [Oxcubytunin, Tabnetkm 5 wMr
(BupoOHmMITBa KoMmmaHii «lHTac ®@apmaceiorikanc, JItay»  (Intas
Pharmaceuticals, Ltd.), Ianis. Homep cepii - K6391)] y nopiBHsHHI 3
CTATOHHHM JKapchbkuM 3acoboM-A  [[lurpoman®, tabmetkm 5 Mr
(BupobuuiTBa «Canodi Binrpon Inmactpiz» (Sanofi Winthrop Industries),
@panmis. Homep cepii - 8T036)] Bixmosizae kputepiam 6ioekpiBaneTHOCTI
32 TAKUMH [apaMeTpaMH, K IIBHAKICTH Ta CTYIIHb BCMOKTYBaHHS, sK
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REPORT

on preclinical studies

i mdwmwﬂm Jumhw‘.m}’&biets 5 mg

1) type of medicinal prodoct. for which | This application 1s for generc
pegstration has been conducted or planned
1) conducted studies NO)

The product meets the detembn of & genene
medicmal products as defined m Article 10,1 (a) ()
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validanon Refer Appendix No. 16 5.2, Method vahidation
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2) absorption INA
3) distribution INA
4) metabolism INA
5) elimination INA
6) pharmacokinetic interactions INA
(preclinical)

7) other pharmacokinetic studies INA
4. Toxicology:

1) single use toxicity INA
2) repeated doses toxicity INA
3) genotoxicity: INA

in vitro

in vivo (including additional assessment on
toxicokinetics)

NA

4) cancerogenicity: INA
Long-term studies INA
Short-term studies INA
or medium-term studies

Additional studies INA
5) reproductive and developmental toxicity:NA
Effect on fertility and early embryonal INA
development

embryotoxicity INA
Prenatal and postnatal toxicity INA
Studies where the product is administered [NA

to offspring (immature animals) and/or
remote effect is estimated
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6) local tolerability INA

7) additional toxicity studies: INA

antigenicity (formation of antibodies) INA

immunotoxicity INA

study of mechanisms of action NA

drug dependence NA

metabolite toxicity INA

impurity toxicity NA

other INA

; : i The product we are applying for the grant of

5. Conclusions regarding preclinical study marketing authorization is the generic
equivalent to Ditropan 5 mg tablets manufactured by
Sanofi-Aventis, UK, having the same qualitative and
quantitative composition in terms of active
substance(s) as the comparator product.

Digitally signed by Asha Dasgupta
DN: cn=Asha Dasgupta, o=Intas

Applicant (Registration As h a Da Sg u pta Pharmaceuticals Limited, ou=Regulatory Affairs,

Certificate holder)

email=adasgupta@intaspharma.com, c=IN
Date: 2020.04.23 18:13:47 +05'30'

(signature)

Asha Dasgupta
(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 -
Registration
Certificate
number)

Urobutin Tablets 5 mg

2. Applicant

Accord Healthcare Polska Sp. z o.0.

3.

Manufacturer

Manufacturing Site 1:

Intas Pharmaceuticals Limited

Plot No. 457, 458, Sarkhej - Bavla Highway,
Matoda, Sanand, Ahmedabad — 382 210,
Gujarat, India

Manufacturing Site 2:

Intas Pharmaceuticals Limited
Camp Road, Selaqui

Dehradun, Uttarakhand,

248197, India

4. Conducted
studies:

yes

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

This application is for generic.

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

An open label, single oral dose, bioequivalence study of two formulations of
Oxybutynin Tablets 5 mg in healthy, adult, human male subjects under fasting
conditions

Protocol No.: 287-09
Date: 28 December, 2009

6. Clinical trial
phase

Phase — I (Bioequivalence)

clinical trial

7. Period of |27 January 2010 to 07 February 2010
clinical trial
conduction
8. Countries |India
where clinical
trial has been
conducted
9. Number of |Planned:32
enrolled Actual: 34 (including two additional subjects)
population
10. Ai J Primary objective
: 15“ A= e compare the bioavailability and characterize the pharmacokinetic profile of the
ZZ(;(]);IO?,W sponsor’s test formulation relative to that of reference formulation in healthy, adult,

human male subjects under fasting conditions and to assess the bioequivalence.
Secondary objective
To monitor the safety of the subjects.

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 conditions

12. Main
criteria for
enrollment

Healthy male subjects, aged between 18-55 years (both inclusive), having a Body
Mass Index (BMI) between 18.5-24.9 kg/m2 (both inclusive) and having given their
voluntary written informed consent were enrolled in the study. They did not have any

significant diseases or clinically significant abnormal findings in any of the screening
procedures carried out.

13.
Investigated
medicinal
product,
method of
administration,
strength

Oxybutynin Tablets 5 mg

After an overnight fast of at least 10 hours, the subjects were administered a single
oral dose of either the test or the reference product with 240 mL of water at an ambient
temperature, and with the subjects in the sitting posture as per the randomization
schedule and under open-label conditions. Compliance for the dosing was assessed
by examination of the oral cavity of the subjects using a torch and spatula by the
trained study personnel immediately after dose administration in each period.

14. Reference
iproduct, dose,

Ditropan® 5 mg Tablets
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method of
administration,

strength

After an overnight fast of at least 10 hours, the subjects were administered a single
oral dose of either the test or the reference product with 240 mL of water at an ambient
temperature, and with the subjects in the sitting posture as per the randomization
schedule and under open-label conditions. Compliance for the dosing was assessed
by examination of the oral cavity of the subjects using a torch and spatula by the
trained study personnel immediately after dose administration in each period.

15. Concurrent
therapy

Not applicable

16. Criteria for
efficiency
assessment

For the efficacy evaluations, a total of 23 whole blood samples were collected in each
period at the time points specified in the protocol. The concentration of Oxybutynin
and N-desethyloxybutynin in the plasma was quantified by a validated LC-MS/MS
method. Standard non-compartmental pharmacokinetic parameters were derived for
Oxybutynin and N-desethyloxybutynin.

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, Electrocardiogram (ECG), X-
ray chest (postero-anterior view), Clinical laboratory parameters (e.g. hematology,
biochemistry, serum electrolytes, urine analysis and immunology), subjective
symptomatology and by recording and monitoring of adverse events.

18. Statistical

The pharmacokinetic parameters listed below were derived individually for each

indicators of
the

methods analyzed subject from the concentration vs. time profiles of Oxybutynin and N-
desethyloxybutynin in plasma. Dataset for the estimation of pharmacokinetic
parameters was prepared using WinNonlin Professional Software (Version 5.0.1).

19. Mean = SD

Demographic Parameter (Units) n=32

(Dosed Subjects and Subjects
completing all phases of the study)

investigated Age (years) 24.5 +3.84

population Weight (kg) 60.04 +7.183

Eg::d:tré §1ge, Height (cm) 168.00 + 5.754
it BMI (kg / m?) 21.254 +2.1364

20. Results of
efficiency

Summary for Oxybutynin:

Efficacy results

The mean pharmacokinetic parameters of Oxybutynin for Reference Product-A and
Test Product-B for Thirty two subjects are summarized in the following tables.

Table : Descriptive Statistics of Formulation Means for Oxybutynin (n=32)

Parameters (Units)

Mean = SD

(Un-transformed data)

Reference Product-A

Test Product-B
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Tmax (h)* 0.750 0.500
Cmax (ng/ mL) 10.265 + 5.5460 10.032 £ 6.0840
AUCO-t (ng.h / mL) 21.667 + 11.4640 21.870 £ 11.7118

AUCO0- (ng.h / mL)

22.791 + 11.9897

23.109 + 12.5813

Az (1/h)

0.154 £0.1108

0.170 £ 0.1243

t% (h)

7.015 £+ 4.4002

7.857 + 6.8781

AUC % Extrap_Obs (%)

4.819 + 2.6622

4,835 +£2.9267

* Tmax is represented as median value.

Table : Geometric Least Squares Mean, Ratios and 90% Confidence
Interval for Oxybutynin (n=32)

(In-transformed)
: 90% Confidence
Geometric Least Squares Mean
Param.eters q —
(Units) Test Reference Ratio (Parametric)
Product-B | Product-A | (B/A)%
Crmax (ng / mL) 8.566 9.055 94.6 84.63-105.75%
AUCo.¢ (ng.h/ mL) 18.954 19.067 99 4 91.59-107.89%
AUCoo (ngh/mL) | 19:926 20.040 99.4 91.34-108.24%
Power

The power of test for In-transformed pharmacokinetic parameters, Cmax, AUCo.tand
AUCo. was found to be 95.1%, 99.7% and 99.5%.

Summary for N-desethyloxybutynin:

The mean pharmacokinetic parameters of N-desethyloxybutynin for Reference
Product-A and Test Product-B for Thirty two subjects are summarized in the
following tables.

Table : Descriptive Statistics of Formulation Means for N-
desethvloxybutynin (n=32)

Efficacy results

Mean = SD

Parameters (Un-transformed data)

(Units)

Reference Product-A Test Product-B
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Tomax (h)* 1.000 1.000

Cumax (ng / mL) 61.698 + 13.6437 60.500 & 13.8885
f]g)co‘* (ngh/ 257.975 + 105.6697 |  254.725 + 99.4917
QILJ)CO'm (ng:h/ 262352+ 108.3706 |  259.385 4+ 102.4495
Az (1/1) 0.239 + 0.0879 0.235 + 0.0950

t: (h) 3.405 + 1.6548 3.606 + 1.9173
AUC._% Extrap_Obs (%) 1.566 + 0.7730 1.656 + 0.7723

* Tmax is represented as median value.

Table : Geometric Least Squares Mean, Ratios and 90% Confidence

Interval for N-desethyloxybutynin (n=32).

(In-transformed) 90%
Parameters Geometric Least Squares Means Confidence
(Units) Test Reference Ratic Interval

Product-B | Product-A | (B/A)% | (Parametric)
Crmax (ng / mL) 58.944 60.399 97.6% 92.83-102.59%
AUCo.t (ngh/mL) | 237.495 239.979 99.0% 93.88-104.33%
AUCq (ngh/mL) | 241501 | 243 804 99.1% | 93.94-104.45%

Power

The power of test for In-transformed pharmacokinetic parameters, Cmax, AUCo.t and
AUC.» was found to be 100.0%, 100.0% and 100.0%

21. Results of
safety

There was no death or serious or significant adverse event.
Six adverse events reported during the study were mild in nature.

Two AE (Nausea) were related to administer IMP while other four AEs were not
related to administer IMP.

There were no clinically significant changes in vital signs and Laboratory parameters
in subjects who completed post study procedure including completion of end study
safety assessment.

22. Conclusion
(assesment)

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

measurements, confirmed the absence of significant changes in the subjects' state of
health.
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