Honarok 29

1o Iopsnky npoBefieHHs eKCIIepTH3H
peecTpaniiHuX MaTepiaiiB Ha JIiKapchki
3aco0H, IO TOAIOTHCS Ha IEPKABHY
peecTparlio (lepepeecTpaiio), a TaKox
CKCIIEPTH3H MaTepiasIiB PO BHECEHHS
3MIH JI0 peecTpamiiiHuX MaTepiais
IIPOTATOM JIii peecTparifHoro
IIOCBIJYEHHS

(myHKT 4 po3uiny IV)

3BIT

NpPo JOKJIHIYHI ZoC/TizKeHHs

1. Haspa mikapcekoro 3acofy (3a
HasBHOCTI - HOMEP peecTpaniiiHoro
[IOCBITUCHHS):

AKKOTIM, Kancyid, o 20 mr, mo 100 Mr, mo 140 MT,
o 180 mr, o 250 mr

1) Tun gikapceKoro 3aco6y, 3a SKHM
MPOBOIHIIACS 200 IJIAHYETCA PeECTpaLlis

3asBKa HA TeHePUYHMI JliKapchKHii 3aci6

Karncynu

2) IpoBeeH] JOCTiKeHHS

Hi

IIperapar BifmOBiNac BAU3HAYEHHIO TeHEPUIHHUX
JiKapchKuX 3aco6iB BimoBixHO 10 cratTi 10.1 (a)
(iii) Tupextusu 2001/83/EC i3 3minamu ta
JOMOBHEHHAMH, OCKIIEKH BiH Ma€ Takuii caMuil
SKICHUH Ta KiIbKiCHHIH cKiam mirouol PEYOBHHH Ta
TaKy camy JiKapchKy hopMmy, mo i pedepeHTHMI
[Ipenapar, TOKIiHiYHi JOCTiKeHHS He
IIPOBOIHITHCS.

2. ®apmakoitoris:

He 3acrocoByeTnes

1) nepeunHa hapmakoauHaMika

He 3acTocoByeThest

2) BTOpuHHA (apMakoJHHAMIKA

He 3acTocoByeThes

3) dbapmakomnoris Ge3rnexu

He 3acTocoByeThes

4) dapmaxouHaMiuHi B3aeMoTil

He 3acTocoByeThes

3. dapmakokiHeTHKa:

1) ananiTUYHI METOUKHY Ta 3BITH 010 iX
BaJIiqamii

Tax,

[locunanus Ha 3BiT mpo Bamigariio Metoxy Ne MV-
181-07 (Ocuopuwit 3Bit Ta Jlomarok I-IT) mozmo

Temosomominy TRWVEN=IB2 O (@epoprnii 3BiTga
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Jonarok-I) mono MTIK, y lomatky Ne 16.5.5 3Bity
[IPO KJTiHIYHE JOCTi IKEHHS

2) BCMOKTYBaHHS

He 3acrocoByeThes

3) po3momin

He 3acrocoByeThes

4) meTabomizm

He 3acrocoByeThes

5) BUBEIEHHS

He 3acTocoByeThes

6) hapmakoKiHETHYH] B3aeMOIil
(moxinHiyHi)

He 3acTocoByeThes

7) inmi (hapMaKOKiHETHYHI JOCIT HKEHHS

He 3acrocoByeThCs

4. ToxcHKOJIOTIS:

1) ToxcHYHICTB y pa3i 0AHOPa30BOro
BBEIICHHA

He 3acrocoByetbes

2) TOKCHYHICTE y pa3i MOBTOPHUX BBEICHD

He 3acTocoByernes

3) FeHOTOKCHYHICTE:
in vitro

He 3acTocoByeThes

in vivo (BKIIOYAI0YH 10aTKOBY OI[HKY 3
TOKCHKOKIHETHKH)

He 3acTtocoByeTbes

4) KaHIIEPOTEeHHICTh:

He 3acTocoByeThCH

JTOBIOCTPOKOBI JIOCITIJDKEHHS

He 3acTocoByeThCst

KOPOTKOCTPOKOBI JIOCITiIKEHH
ab0 OCTiIKEHHS CepeIHBOI TPUBAIOCTI

He 3acTocoByeThCS

ITOJJATKOBI JIOCIHKEHHS

He 3acTocoByerses

5) penpoayKTHBHA TOKCHYHICTh Ta
TOKCHYHHH BIUTHB Ha PO3BHTOK
[IOTOMCTBA:

He 3acTocoByeThbed

BILUTAB Ha QepTUIBHICTE 1 paHHii
eMOpiOHATBHHE PO3BUTOK

He 3acTocoByeThes

eMOPIOTOKCHYHICTE

He 3acrocoByeTses

KOMA BIPHA
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NpeHaTalbHa 1 IOCTHATAIBHA TOKCHYHICTh

He 3acTocoByeThes

OCITiKEHHS, TIPH SKAX IIperapaT
YBOJIMTBCS IIOTOMCTBY (HECTATEBO3PLIHM
TBapHHAM) Ta/ab0 OLIHIOETHCSA BigianeHa
mis

He 3acTocoByeThest

6) MicrieBa IepeHOCHMICTh

He 3acrocoByeTnses

7) IOAATKOBI TOCIiIMKEHHA TOKCHYHOCTI:

He 3acTocoByeThes

AHTUTEHHICTB (YTBOPEHHS aHTHTLN)

He 3acTocoByeTbes

iIMyHOTOKCHYHICTB

He 3acTocoByerbes

TOCITIKEHHS MEXAHI3MIB JIiT

He 3acTocoByeTbes

TiKapchKa 3aIeXKHICTh

He 3acrocoByeTnses

TOKCHYHICTh MeTaboIiTiB

He 3acTocoByeThes

TOKCHYHICTL JIOMIIIOK

He 3aCTOCOBYETLCH

1HIIE

He 3acrocoByeThes

5. BHCHOBKH 100 TOKJIIHIYHOTO
BHBYEHHS

[ Ipenapar, CTOCOBHO AKOTO MH IOJAEMO 3asBKY Ha
OTPHMAaHHs PEECTPAliHOrO II0CBITYEHHS, €
reHepUYHEM eKBiBaeHTOM TeMonany® kamcyi, o
5 mr, mo 20 mr, o 100 mr, o 140 mr, mo 180 mr, o
250 mr BupoGHunTea CIT na6o H.B., ['ecr-on-aen-
Oepr, benbris, 10 Mae Takuit camuil SKicHuIA Ta
KLIbKiCHMI CKITaj JiF040i(qif09nX) pedoBUHI
(pe4oBHH), IO i NOPiBHATILHMIT Tpenapar.

3asgBHUK (BIACHHUK

/eneKTpoHHMH miamuc/

peecTpamiifHoro MoCBiTueHHS)

(mignuc)

Jlacrynra Ama

Leii 0oxymenm nepexnadeno na ykpaincexy mosy nepexnadauem Beznapsan Anywe Apymionisroro

(II.1.B.)

KOniA BIPHA
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Honatox 30

1o [opsnky mpoBeieHHS eKCIIEpTH3H
peecTpaniifHiX MaTepiaiis Ha JiKapchki
3aco0u, 10 NOJAl0TECS Ha JepiKaBHY
peecTpallio (epepeecTpanio), a Takox
€KCIIEPTH3H MaTepialiB PO BHECEHHS
3MiH JI0 peecTpalifHiX MaTepianin
OPOTATOM Iii peecTpaniiHoro
IOCBiYCHHS

(myHKT 4 po3niny IV)

3BIT
Npo KJIiHIYHe BUNPOOYyBaHHS

1. Ha3pa nmixapcekoro
3aco0y (3a HasBHOCTI

AKKOTIM, Kancyms, 1o 20 mr, mo 100 mr, 1o 140 mr, o 180 Mr, o
250 Mr

- HOMep
peecTpanifHoro
[TOCBITICHHS)
2. 3agBHHK Axkopn Xenckea C.JLY.
[nTac @apmackroTikans Jlimite
3. BupoOuuk b A

Ilinssake No 457 ta 458
[Iloce Capkemk-banna,
Marona, Tan. Cananp,
Paiion Axmenmaban — 382 210
['ymxkapar, ITHILSA

Ta

[nTac ®apmaceiorikans Jlimiten

Jinsgaxu Ne 5-14 @apwmes,

bus cena Marona, Haitionansue moce Capkemk-bagia Ne 8-A
Cananp Tamyka,

Axmenaban-382213,

['ymxapat, Injmis

2

4. I[Tposeneni
TOCIT JDKEHHS

Tak

1) Tun mikapcekoro
3aco0y, 3a IKHM
[poBoauIacs abo
MIaHYETHCS
peecTpariis

3asBKa HA TeHEPHYHHIH JTiKapChKHUi 3aci6

Kancymm

5. IloBHa HazBa
KJIHIYHOTO

[lozBiiiHe nepexpecHe BUIIPOOYBAIbHE OL[iHIOBAHHS Bi[HOCHUX

GiogocTynHOCTEH IIBDX Kommosuuii Temosomomiay kancy 250/mr .
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BHITPOOYBAHH, JIOPOCIIHX TALi€HTIB Y0M0Bi40] Ta/abo jkiHO4oT cTaTi 32 yMOB mpHitoMy
KOIIOBaHUi HOMEp  [HaTmiecepiie
KITIHI9HOT'O

[ Iporoxom Ne: 141-06
BUIIPOOYBaHHS

6. @aza xininiggoro |Pasza

BUIIPOOYBaHHSA

7. Ilepion 3 12 wepsrst 2007 p. (Iepmuit BisuT nepuroro mamienta - IIBIIII) mo 15
[IPOBEJICHHS Oepests 2008 p. (Ocrammiit BisuT ocrannboro namienta - OBOII)
KJIIHIYHOTO

BUIIPOOYBaHHS

8. Kpaiumu, ne [His

[POBOTHIIOCH

KIIHIYHe

BUIIPOOYBAHHS

9. Kinekicts 3aIIaHoBaHa: 36

NOCITI/DKYBaHHX daxTuuna: 37

10. Mera Ta Bropunni Edexrueuicrs (PapmakokineTnka)
111 KITIHIYHOTO ; . : %
BAIPOGYBAHES Oxapaktepusysaru (I)apMaKOI(lHeTI/I‘IHI/II/I l'lpO(l)Iﬂ.B TECTOBOT KOMITO3HLLI
cnorcopa (Temozonomin kancynn 250 Mr) y nmopiBHAHHI 3 pehepeHTHOI
Kommrosuuiero (TEMOJIAJI kancyim 250 Mr) y JOPOC/IHX NAL[iEHTIB
40JI0BI40] Ta/abo KiHOYOT cTaTi 3a yMOB MpHHOMY HaTIIECEpIE Ta

OLIIHUTH 0i0EKBIBAIEHTHICTD.
besnexa

KoHTpos Ge3neky nanieHTiB.

11. Jluzaiin BijkpuTe, KOMIUIEKCHE, 30a1aHCcOBaHe, paH/I0Mi30BaHe IepexpecHe Ta
KJIIHIYHOTO OPIBHAIBHE JOCTIDKEHHS 61040CTYIHOCTI i3 3aCTOCY BaHHSM
BUIIPOOYBaHHS TIEPOPaIbHOT OZHOPA30BOT JO3M 3 JBOMA CXEMaMH JIiKyBaHHS, BOMA
TOC/ILIOBHOCTSAMH, IBOMA [IEPiOaMH y IOPOCIIHX TIAIli€HTIB
YO0JI0BI40i/KiHOUOT cTaTi 32 yMOB MpHiOMY HATIECEpLE.

12. Ocuosri kpurepii |[Jopocri nanienTn Bikom Bix 18 10 65 pokiB (00HIBa BKIIKOYHO) 3
BKJIFOYCHHS HOBOZIIATHOCTOBAHOTO MY TETH(OPMHOIO [TI06IaCTOMOKO B IIPOLLECi
MOHOTEpAIii TeMO30JI0MiIOM, 3 PELHAHBYIOUOI0 260 MPOTPECYIOUOI0
BII0AKICHOIO TTIOMOKO (BHSABJIEHHS PELMAMBY a60 IPOrpeCcyBaHHs MCs
CTaH[apTHOI Teparii), sKi paHiIe OTpUMyBaIM XiMioTeparmito,
BiTHOBHIIACS BiJT GY/1b~SIKOTO TOKCHYHOTO BILTHBY HOMEPEIHbOT
XimMioTepartii, 3a TBEp/KEHHSIMH JOCITI IHUKA, TOBHHHI 3aCTOCOBYBAaTH
CcTabibHy 7103y CTOPIZIB IPOTATOM He MEHIIE HiXK 38 THK/IEHD 110
3apaxyBaHHs, AKILO HAPa3i 3aCTOCOBYIOTH iX, 3 BIPOI1IHOO TPHBATICTIO
PKATTA TIPHHAAMHI TPH MICSITi Ta {HIeKCOM MacH Tia mpHaiiMenme 17,
oGumcienuM sk Bara B kr/m%. Ilanients, sxi BiAnoBianm Beim KpHTEpisaM
BKIIIOUEHHsI Ta BUKIIIOYEHHS, Oy 3apaXoBaHi 10 BHIPOOYBaHHAT.
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13. HocmimkyBanuii
TiKapchKHi 3aci0,
croci6 3acTocyBaHHs,
cuna ait

Temozomomin kancymu 250 mr

Onny kancymy, mo mictuts 250 Mr Temo3onomizy, ciig 60 BBOHTH
lalieHTaM IPOTATOM KOXKHOTO TIEpioy, 3amuBaroun 240 M1 oy 3
[OJANBIINM OTVIAIOM POTOBOI IOPOIKHHHHE /IS OLIHKH BifMOBiTHOCTI
03yBaHHS.

[lanienTd MOBUHHI Gy JIeXKaTH IPOTATOM NEPIIHX TPHOX FOAMH MiC/I
/103yBaHHA [IPOTATOM KOKHOI'O IIEPIOY.

[lanientam He citix Oyi0 HafaBaTH DOCTYII MPOTATOM OJHIET FOMMHH 10
NpUHOMY IIpernapaTy Ta HpOTATOM OJHi€l TOAMHH Iicis #oro mpuiomy
POTATOM KOKHOTO IEPiOy, 3a BUHATKOM 240 MII BOIH, IAHOT i yac
BHYTPIIIHEOYEPEBHOIO BBEICHHSI.

14. IIpenapar
[TOPIBHSIHHS, 1034,
croci6 3acTocyBaHHs,
cuina mii

Temonan (Temo3zomomif kancymu 250 Mr

Onmy xancysy, mo MicTaTb 250 MI TEMO30JIOMIZY, CIIiX 6YII0 BBOIUTH
[alli€HTaM ITPOTArOM KOXKHOTO Nepiofy, 3anuBaryu 240 M1 BOIH 3
[IOJAJIBIIUM OTJIAIOM POTOBOI NOPOKHHHH JIJIs OL[IHKH BiAIIOBITHOCTI
103yBaHHA.

[lanienTn moBHHEHI Gy JIEXKaTH IPOTATOM IEPITHX TPHOX TOMAH MiC/s
JI03YBaHHs IIPOTATOM KOXHOTO TIEPiOJy.

[lanientam He cix OyJI0 HaxaBaTH AOCTYII IPOTATOM OJIHIET TOMHH 10
MPUAOMY IIpenapary Ta MpoTArOM OJ(Hi€l TOAMHHU TCIs HOro npuiiomMy

[POTSITOM KOXKHOI'O IIepiofy, 3a BHHATKOM 240 M1 BoaH, maHoi mijx gac

BHYTpPIIIHBOYEPEBHOTO BBE/ICHHS.

15. CynyTus Teparis

He 3acrocoByeThes

16. Kputepii orinku
e(EeKTHBHOCTI

3pasku winbHOT kposi s Temoszonominy Ta MTIK s pedepenTHOro
lIpenapary-A Ta IOCIiKYBaHOTO Ipenapary-B 36upamu npotsrom 10
TOITHH ITICIIs IpuHoMy KkoxkHOT no3u. Temoszonomin ta MTIK y mnazmi
KPOBI KITBKICHO BU3HAYaIH BaJliIOBAHAM METOOM piTHHHOT
XpomaTomacc-cnekrpomeTpii (LCMS/MS). Illomo 060x 3paskis 6ymu
OTpHMaHi CTaHIAPTHI HEKOMIAPTMEHTH] (papMaKOKiHeTHHI apamMeTpH.

17. Kpurepii ominku
Desnexn

Kininiune 06cTeXeHHs, TOKa3HUKH XUTTediambRocTi, EKT, kiniuni
1adopaTopHi MOKa3HAKH [6i0XiMis, reMaToIoris, aHa3 cedi,
enexrpouiti, EKOI™ Ta iMyHomnoris ta cepoproriuamii TecT Ha BariTHICTH
[UIs TaIieHToK] OyJM NPOBEIEH] K YacTHHA OLIHOK Ge3MeKy Ta
[IEPEHOCUMOCTI.

18. CraTtucTuusi
METOIH

Jlani npo 6e3neky, BrItOUaroYH 1abOPATOPHI OLMIHKH, KITiHIYHI
obcTexeHHs, modiuni peaxmii, MoriTopurr EKI™ Ta OiHKY ITOKA3HHUKIB
JKATTENUIBHOCTI Oy y3aralbHeHi MUISIXOM TiKyBaHHS Ta dacy ix
300py.

OmnrcoBa crartucTyKa (I ApaxyHOK, cepeaHe apudMeTHYHE, CepeHe
BiIXMJIEHHS, MeJliaHa, MiHIMyM Ta MAKCHMYM) pO3paxyBaJld [Ls

KUIBKICHUX JaHHX PO O€3IeKy.
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s KacH(ikamii sxicHux nabopaTopHux JaHAX OYB IiATOTOBIEHHUI
MiAPaXyHOK 9acTOTH.

OnKcoBy CTaTHCTHKY MOpPaXyBaIH Ta IPE/ICTABHIIA IS IePBHHHAX Ta
BTOPHHHHX (hapMaKkOKiHETHYHHX IapaMeTpiB /Ui TeMo30moMiny Ta
MTIK.

Jucnepciituuii ananis ANOVA, 1Ba 0JHOCTOpPOHHIX BHNIpOOYBaHHSA Ha
0i0eKBiBaIEHTHICTS, AHANI3 MOTYXKHOCTI Ta CIIiBBIAHOITEHHS Isi
HETICPETBOPEHUX Ta JIOrapu(MiYHO IIEPETBOPEHHK (hapMaKOKiHETHIHHX
napametpis Cmax, AUCO-t Ta AUC0-00 po3paxyBaid oo
Temozonominy Ta MTIK.

90%-Bi mapameTpuuHi TOBipYi iHTepBaNTH PO3PAXOBYBAIH LIS
HETIEPETBOPEHHX Ta JIOrapu(pMidHO NEepeTBOPEeHUX (papMaKOKiHeTHYHHX
mapametpis, Cmax, AUCO-t ta AUCO-c0 janux Temosonominy Ta MTIK.

bioeKBIBAIEHTHICTE J0CITI[UKYBAHOTO Ipenapaty-B y mopiBHIHH] 3
OloexBiBalleHTHICTIO pedepeHTHOrO NpenapaTy-A Gyii0 BCTAHOBIEHO 3a
yMOBH, 110 90%-BHil TOBipuwit iHTEpBa 3HAXO/MBCS B MEXKaX [ianasoHy
IPHHHATHOCTI, BU3HAYEHOTO HIDKYE IS JIOrapu(MidHO MepeTBOpeHnx
(hapmakoxineTHuHuX napametpis Cmax, AUCO-t Ta AUCO-00 1151
Temozonominy Ta MTIK.

Ilapamerpu lianason Jorapudgmivno
nepersopenoro 90%-soro /11
Cmax, AUCO-t ta AUC0-o0 80,00-125,00 %

Yei cratuctini ananizu crocosHo Temozomnominy Ta MTIK nposommiu
3a nonomororo PROC MIXED kommanii SAS®, gumyck 9.1.3 (SAS
Institute, CITIA).

19. Memorpadiuni
MOKAa3HUKH
TTOCTIIKYBaHOT

oIy isnii (cTaTs, BiK,
paca, ToII0)

e (CrTath: 4OJIOBIKHM Ta JKIHKH;
e Bik: Bix 18 10 65 pokis (BKIOYHO);
e Paca: aziarcbka

3 37 manienTis, sxi Gy/iu 3apaxoBaHi 0 AOCTI/DKEHHS Ta IIPOXOTHITH
JMKyBaHHA, 24 (64,86%) Gy domnosikamu ta 13 (35,13%) — xiHKamm.
Cepennii Bik 4omOBIKiB 1 sKiHOK cTanoBuB 42,042 + 13,4212 1 47,769 +
11,3663 poxku BifmosiHO, a cepeaniit inmexe Macu Tina (IMT) mna
HOJIOBIKB i jkiHOK cTaHOBHB 21,925 + 2,9145 xr/m? 1 20,515 + 3,3151
Kr/m? Bimosimwo. J{ocimkeR S TI0Ka3aJ10, 10 IOMYISIis YIYaCHUKIB
Oyna asiatcekoro Ha 100%.

20. Pe3ynpraTn
edexTuBHOCTI

Hrxdenepeniveni gapmakokizeTiani napameTpn 6ymu oTpuMasi
IH/TUBITYaIBbHO U1 KOXKHOTO aHATi30BaHOTO MAIIEHTA 3 npodinis
KonnenTparii Temosonominy Ta MTIK y mopisusami 3 npodinamu gacy
y mnasmi. HaGip ganux jurs ominkn hapmakokineTHanux mapameTpis
M1rOTYBAX 3a TOLIOMOTOK MPorpaMHoro 3abesneyenns WinNonlin
Professional (Bepcis 5.0.1).

KOMIs Bip,
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Y HacTynHi# Tabnuni y3aransHeHo cepeHi GapMaKoKiHeTH I
napamerpu Temosonomizy ta MTIK st pedrepentroro mpemapary-A ta
JIOCITI/DKYBAHOTO TIPEMapaTy-B y TPHANATH YOTHPLOX MALEHTIB,

OnmcoBa craTHCTHKA cepeHiX 3HAYeHb Kommozumii Temosoomizy

(n=34)
Cep. 3nauenns £ CB

(nesrorapudmivao nepersopeni gani)

[lapamerpn (Oxuuunui)
Pedepentnuii npenapar-| MocaimkyBanuii
A npenapar-B

Tmax (rom)* 1,125 2,000
Conax (Hr/mom) 10227,851 + 4359,4082 | 9469,983 + 3869,406
AUCo-t (Hr.rog/min) 28910,431 + 6660,4445 [29579,442 + 6156,2288
AUCo-» (Hr.roa/min) 29881,148 + 6823,5253 [31148,510+ 6197,1265
Az (n1/rom) 0,392 + 0,0392 0,371+ 0,0642
ti: (rom) 1,786 + 0,1910 1,939 + 0,4650
AUC_% Extrap_obs (%) 3,255+ 2,2903 5,040 + 4,6795

*Tmax IPEACTABICHUH Y MeIiaHHOMY 3HAYEHH].

OnmcoBa craTucTuka cepeanix sHavens kommnosuniin MTIK (n=34)

Cep. 3nauennsn = CB
(nesorapudmiuno nepersopeni gani)
ITapamerpn (Oaunumni)
PedepenTnunii npenapar- HocnimkyBannii
A npenapat-B
Tmax (1“0,[[)* 1,250 2,000
Cmax (HI/mM) 660,066 + 386,7845 598,965 + 402,8656
AUCo-t (Hr.rog/min) 1659,682 + 623,933 1723,862 + 728,1800
AUCo-» (Hr.ron/mn) 1725,907 £+ 663,2465 1812,577 + 742,9825
Az(n/rom) 0,383 +0,0490 0,374 + 0,0624
tu (rom) 1,853 £0,3636 1,931+ 0,4777
AUC % Extrap obs (%) 3,566 +3,2588 4,913 + 5,4566

*Tmax IpeJCTaBICHAN Y Me[iaHHOMY 3HAYEHH.

I'eomerpuuni cepenni, po3paxosani Merogom HafiMeHmmux
KBAa/paTiB, ciBBiAHOMIenHs Ta 90-Buii JoBipumii inTepBan
Temo3zoominy (n=34)
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Ilapa- (JIorapu¢miuno nepersopeni) Feomerpuuni | 90%-Buii
MeTpH cepe/Hi, po3paxoBani MeTo0M HaliMenmux | JoBipumii
(Onuuuni) KBaJpaTiB inTepBan
Mocnixkysanuii | Pedepentnuii | Cniseinno- | (mapamer-
npenapar-B npenapar-A LIeHHS pHYHHAI)
(B/A)y %
Conax (Hr/mm) 8823,051 9184,887 96,1 85,71-
107,67%
AUCo+ 29110,424 28075,830 103,7 99.,81-
(Hr.rom/mun) 107,71%
AUCo-0_Pred 30699,182 29044319 105,7 101,53-
(ur.ropg/min) 110,03%

I'eomerpuuni cepenni, po3paxoBani MeTox0M HaliMeHIIMX
KBaJparis, cnisBigHomenHs Ta 90-Buil noBipumii inTepsan MTIK

(n=34)
Ilapa- (JTorapudmiuno nepersopeni) Feomerpuuni | 90%-puii
MeTpu cepeJHi, po3paxoBaHi MeTo0M HalfiMeHIIHX | KoBipumii
(Onununmi) KBaJparis iHTepBa
Hocnimxkysannii | Pedepentnnii | CnissigHo- ("aPaMueT'
npenapat-B npenapar-A IEHHS PHYHHIH)
(B/A)y %
Comax (Hr/mu1) g g 557,492 92,5 80,88-
105,81%
AUCo-t 1616,258 1562,016 103,5 99,01-
(ur.rog/mn) 108,14%
AUCo-_pred 1702,757 1622,263 105,0 100,40-
(ur.rom/mn) 109,73%
Dapmakokinernuni napamerpu Temozoaominy
Cmax
Cepenne 3nayenns Cmax Pedepentaoro npenapary-A ta
Jlocimkysanoro npenapary-B Temo3omoMiy HacTynHe:
ITapamerp PedepenTHuii HocaimxkyBanuii
(Onunnns) npenapar-A npenapart-B
Crmax (Hr/mum) 10227,851 + 4359,4082 9469,983 + 3869,4064
HETepeTBOPEeHHH

Edexrn QOPMVYIIIOBAHHS ta [IOCIIOBHOCTI st
HENEPETBOPEHUX Ta JIOTapU(PMIYHO IEPETBOPEHUX JaHMX OYIM BU3HAHI
CTATHCTHYHO HE3HAYYII[AMH.

Edext ITEPIOJTY nms HenlepeTBOpeHHUX MaHMX GYB BH3HAHHHN
CTaTMCTHYHO HE3HAYYIIUM, ajle JUIs JOrapu(MidHO MepeTBOPEHHX JAHHX
BiH BHABHUBCS CTATHCTHYHO 3HAIyImuM npH p = 0,0303.

KOmia BiPHA
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Suauymmii epexr [TEPIOJTY moxua inuectu mo [TEPIOJTY sumupamms
penapary 3 OpratisMy IpOTAroM moHaiMenrme 20 rouH i
IOHAKOLIBIIE 24 TOAMH Oy Ib-IKHX JIBOX MOCITIJOBHHX nepiois.

CHiBBiHOIIEHHS F€OMETPHYHIX CEPe/IHiX, PO3PAXOBAHHX METOIOM
HalMEHIINX KBanparis, 90%-Buil 10Bipumii iHTEpBal Ta Koe]irieHT
Bapianii (CV) y onuoro i Toro x nauienta (%) s morapudmivso
neperBopeHoro Cmax HacTyIHi:

Cmax HMocnimxyBanuii npenapar-B y
nopiBHsanHI 3 Pedepenraum
npenaparom-A

CrHiBBiTHOIIEHHS reOMETPHYHHX 96,1%
CepeJHiX, pO3paxOBaHHX METOIOM
HalMEHIINX KBaIpaTiB

90-Buit 1oBipuwmii iHTEpBa 85,71-107,67%

koedimient Bapiauii (CV) y 28,1%
OJZIHOTO # TOro K narienta (%)

AUCo-t

Cepenne saauenns AUCo- Pedepentroro nmpenapary-A Ta
Jlocmimkysanoro npenapaty-B Temosomominy nactymnse:

INapamerp PedepenTauii HocnimxyBanmii

(Onunmms) npenapar-A npenapar-B
AUCo-t (Hr/mm) 28910,431 + 6660,4445 | 29579,442 + 6156,2288
HEMepeTBOPEHUH

Edextn ®OPMYIIIOBAHHS ta ITOCJIIJIOBHOCTI s

HETIEPETBOPEHUX Ta JIOrapu(MIuHO NePeTBOPEHHX JaHUX Oy/IH BH3HAHI
CTATUCTHYHO HE3HAYYIIHMH.

Edexr ITEPIOJTY st HenlepeTBOpEHUX Ta JTOTapH(pMidHO IIEPETBOPEHHUX
laHKX OyB BU3HAHMH CTATHCTHYHO 3HA4YYI|M 1p p = 0,0192 Ta mpu p =
0,0352 BixnosigHo.

Suauyumit epext [IEPIOJTY moxna Bimaectn no [IEPIOJY BamuBanHs
[Ipenapary 3 Opradi3my IpoTAroM moHaimenmre 20 ToanH i
IoHaHO1IBIIE 24 rOIHH Oy ab-SIKHX JBOX ITOCTiIOBHHUX NepioiB.

CriBBi/IHOIICHHS reOMETPHYHUX CEPETHIX, PO3PAXOBAHUX METOIOM
HaiMCHIINX KBaapatis, 90%-Buii n0Bipumii inTepat Ta KoedimieHT
Bapiarlii (CV) y omoro i Toro x nauienta (%) fis morapudmivno
nepetBopernoro AUCo-t HacTyIHi:

AUCo-t Mocnimxysannii npenapat-B y
nopiBHsiHHI 3 Pedepentanm

npenapaTom-A /
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CriBBiJJHOIIEHHS TeOMETPHYHIX 103,7%
CepeJIHiX, PO3PAXOBAHHX METOIOM
HaWMEHIINX KBaJIpaTiB

90-Buit noBipumit iHTEpBaI 99.81-107,71%

koedimient Bapiamii (CV) y 9,2%
OJIHOTO ¥ TOro X narienta (%)

AUCo-»

Cepenne 3sayenns AUCo-« Pedepentroro nmpemapary-A ta
Jlociikysanoro npenapaty-B Temosonominy HacTymme:

ITapamerp PedepenTnuii JocaixyBaHui
(Onuumnus) npenapart-A npenapar-B

AUCo-» (ur.roa/mm) 29881,148 + 6823,5253 31148,510+6197,1265
HEIMEepeTBOPEHUH

Edexr ITOCJIIIOBHOCTI ju1st HenepeTBOPEHHX Ta JTorapudMiuHO
MEePETBOPEHUX JaHUX OyB BH3HAHMH CTATHCTHYIHO HE3HAYYIIHM.

Edext DOPMYJIIOBAHHS 115t HenepeTBopeHuX Ta TorapiMidHo
[IEPETBOPEHHX NaHUX OyB BU3HAHMH CTATHCTHYHO 3HAUYIHMM IPH p =
0,0138 Ta npu p = 0,0260 BigmosizgHo.

Suaunuii epexr COPMYJIIOBAHHSI st HenepeTBopeHyX Ta
jiorapr(MivHO MepPeTBOPEHHUX JAHUX MOXKHA BiIHECTH 10
crisBigHomeHHs % (B/A) 104,7% ta 105,7%, a koedimienT papianii y
OZHOrO ¥ TOro X marienTa — 107,2% Ta 9,7% BiAmoOBiTHO.

Edext ITEPIOJTY ju1s morapudMiuno MepeTBOpPEHHX JaHUX 6YB
BH3HAHUH CTATHCTHYHO HE3HAYYIIHM, ajle UL HEMePETBOPEHHX JaHHX
BiH BHSIBHBCS CTATHCTHYHO 3Ha4ymmM mpu p = 0,0380.

3uauymuii epext [IEPIOY moxua signectu 1o [IEPIOJTY BuMmuBanHS
[IperapaTy 3 OprasizMy MpoTaroM InoHaiMenme 20 roauH i
OHAHOINbIIe 24 TOAUH Oy IAb-AKHUX JBOX MOCTIOBHUX IIEPiOJIB.

CriBBiZIHOIIEHHS FEOMETPHYHHX CEPENHIX, PO3PAaX0OBAHUX METOIOM
HalMEHIUNX KBajapartis, 90%-Buii 1oBipunii iHTepBai Ta KoedimienT
Bapianii (CV) y ogroro it Toro x nauienta (%) ays jorapudMidHo
neperBopeHoro AUCo-« HacTymHi:

AUCo-» Hocmipxysannii npenapar-B y
nopiBHsinHi 3 PedepenTnum
npenaparoM-A

CriBBiIHOIIEHHS F€OMETPHYHHX 105,7%
CEepeHIX, PO3pax0BaHUX METOI0M
HalMEHIIUX KBaJIpaTiB

KO ic
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90-Bmit noBipuwmit inTepBan

101,53-110,03%

xoedinieHT Bapianii (CV) y
OTTHOTO i TOro X nanieHTa (%)

9,7%

Koncranta meuakocti BuBegenns (iz)

Komncranta msu/kocti BuBeneHHs (Az) Pebepentroro npemapary-A Ta
Jlociimkysanoro npenapary-B Temo3onomizny HacTymHa:

ITapamerp PedepentHuii HocaimxyBanuii

(Onununs) npenapar-A npenapat-B
Az (n/rom) 0,392 +0,0392 0,371 £0,0624
HENepeTBOPEeHUH

Kinuesnii nepiox nanissusenenns (t1/2)

Kinnesuit nepioy HanippuBenens Pedepentroro npenapary-A Ta
JlocmimkyBanoro npemnapaty-B TeMo3010Miy HACTYIIHHIL:

IMapametp PedepenThuii HocaimxyBannii

(Onuuns) npenapar-A npenapat-B
t1/2 (ron) 1,786 £ 0,1910 1,939 £ 0,4650
HEIepPeTBOPEHHUIH

AUC_%Extrap_obs

Cepenne snavenns miomi AUC_%Extrap obs Pedepentroro
npenapaty-A Ta [locmimkyBanoro npenapary-B Temosomominy

HACTYIIHE:
ITapamerp PedepentHuii Hocaimxysanmii
(Onuann) npenapar-A npenapar-B

AUC_%Extrap obs
(%)

HEMEePEeTBOPEHUH

3,255+ 12,2903

5,040 + 4,6795

Tmax

Meiana Tmax Pedepentroro npemapary-A Ta JocimikyBanoro
npenapary-B Temozonominy nacrynua:

IMapametp PedepenTHuii HocaimkyBanuia
(Onununs) npenapart-A npenapar-B
Tmax (rox) 1,125 2,000
IloTyxHicTH

KOMIA BIPHA
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3a jomoMororo BunpoGysanHs 6yII0 BCTAHOBIEHO, IO IIOTY>XKHICTh
HENEPETBOPEHHX (papMaKoKiHETHIHHX apameTpiB, Cmax, AUCO-t ta
AUCO-c0 cranoButs 85,6%, 100,0% ta 100,0% BiJIITOBI/THO, TOJI SK IS
NOTapr(MIYHO IEPETBOPEHHX (apMaKOKiHeTHUHHX mapameTpis, Cmax,
AUCO-t Ta AUCO-0 - 94,2%, 100,0% Ta 100,0% Bigmosin=o.

Dapmakokinernuni napaverpu Temo3oaomizy

Cmax

Cepene snauenns Cmax Pedhepentroro npemapary-A Ta
Jlocnimkysasoro npenapary-B MTIK nactynse:

IHapamerp Pedepentauii HocaimkyBanmii
(Onununs) npemnapar-A npenapart-B
Cumax (HI/Mi1) 660,066 + 386,7845 598,965 + 402,8656

HEIIEPETBOPEHHIH

Edextn ®OPMYJIFOBAHHS, ITIOCJIIJIOBHOCTI ta IIEPIOTY mis
HETIEPETBOPEHHX Ta JTIOrapu(MiyHO IEPETBOPEHHX JIaHKUX Oy/IH BU3HAHI
CTaTHCTHYHO HE3HAYYIIHMH.

CHiBBiIHONIEHHS TEOMETPHYHHIX CEPEHIX, PO3PAXOBAHIX METOIOM
HafMCHINNX KBanpatis, 90%-Buil HoBipunil iHTEpBa Ta KoedimieHT
Bapianii (CV) y ojHoro i Toro x narienra (%) as norapadmiaao
nepeTBopeHoro Cmax HacTyIHi:

Cmax HMocmimxyBannii npenapar-B y
nopiBHfAHHI 3 PedepenTaum
npenapaTom-A

CriBBiIHOIIEHHS FeOMETPHYHHIX 92,5%
CEPEJIHIX, PO3PAXOBAHUX METOIOM
Ha¥MEHIIHX KBaJpaTiB

90-Buit 1OBipuwmii iHTEpBAI 80,88-105,81%

Koedinient Bapianii (CV) y 33,4%
OJIHOTO ¥ TOro X narienta (%)

AUCo-t

Cepenne snauenns AUCo+ Peepentroro npenapary-A Ta
Jlocmimkysanoro npenapary-B MTIK mactymse:

Ilapamerp PedepentHuii HocaimxyBanuii
(Onmanns) npenapar-A npenapar-B
AUCo- (ur.rop/mm) 1659,682 + 623,9332 1723,862 + 728,1800
HEIEepPEeTBOPEHMH -
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Edexrn ®OPMYIIFOBAHHS, IIOCJIIOBHOCTI Ta [EPIOJY s
HETIEPETBOPEHHX Ta JIOrapU(PMITHO IIEPETBOPEHHX JaHuX OyJIH BH3HAHI
CTAaTHCTHYHO HE3HAYYIIHMH.

CriBBiTHOINCHHS reOMETPHYHHX CEPEHIX, PO3PAXOBAHHX METOIOM
HallMeHIIHX KBajpaTis, 90%-Buil qoBipumii IHTepBasl Ta KoeQimieHT
Bapianii (CV) oamoro i Toro s nauienta (%) s orapadmiveO
neperBopeHoro AUCo-t HacTyImHi:

AUCo-t HocnimxyBannii npenapat-B y
nopisHsaHHI 3 Pedepentaum
npenaparom-A

CriBBiTHOIIEHHS FeOMETPHYHHX 103,5%
CEepeIHIX, PO3pax0BaHUX
METOJJOM HalMEHIIHUX KBaIpaTiB

90-Buit noBipuwmit iHTepBan 99,01-108,14%

koedimient Bapiamii (CV) y 10,7%
OIHOTO # TOro x nanieHTa (%)

AUCo-»

Cepenue snagenns AUCo- Pedepentroro npenapary-A ta
Jlociijukysanoro npenapary-B MTIK nactymme:

ITapameTp PedepenTumnii JocaiKyBaHrii
(Opnuuns) npenapar-A npenapar-B
AUCo-» (Hr.rom/mn) 1725,907 £ 663,2465 1812,577 + 742,9825

HEIepeTBOPeHMIA

Edexru [TOCIITOBHOCTI ta IIEPIOJTY ju1s HemepeTBOpeHHX Ta
morapu(pMiuHO IIepPeTBOPEHHX JaHuX OYIIH BU3HAHI CTATHCTHYHO
HE3HAYYIHMH.

Edexr ®OPMVYJIFOBAHHS mist norapudMigHO mepeTBOPEHUX JAHAX
OyB BU3HAHHH CTATHCTHYHO HE3HAUYIIMM, aJle JUIA HEIePeTBOPEHHX
[laHKX BiH BUABHUBCS CTATHCTHYHO 3HAYYIMM IipH p = 0,0398.

Bunaunuit epext COPMYIIIOBAHHS 17151 HemepeTBOPEHHX [IaHHX
MOJKHA BIHECTH /10 criBBinHOmeHHS % (B/A) 105,3%, a koedimieHT
Bapiauii y onHOro i Toro x namienrta — a0 10,0% BixnosigHo.

CriBBi/IHOINEHHS reOMETPHYHHX CEPE/IHIX, PO3PAXOBAHHX METOIOM
HAMEHIINX KBanparis, 90%-Buil ToBipunii iHTEpBaT Ta KoedimieHT
Bapiarii (CV) oanoro # Toro s namnienta (%) ams morapudgmivrao
nepeTBopeHoro AUCo-» HAaCTyIIHi:

KOMA BIPHA (e
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AUCo-»

HocnixxyBannii npenapar-B y
nopisHsHHI 3 Pedepentaum
npemaparom-A

CriBBiIHOIICHHS reOMETPHYHUX
CEPEJIHIX, PO3PAXOBAHMX METOI0M
HaWMEHIINX KBagpaTiB

105,0%

90-uit noBipumit inTepBan

100,40-109,73%

xoedinient Bapiamii (CV) y
OJTHOTO i TOro % narienta (%)

10,8%

KoncTanra mBuakocri BUBegeHHs (Az)

KoncranTa msn/kocti Busesenns (Az) Pedepentroro mpenapary-A Ta
Jocrimkysanoro npenapary-B MTIK HacrynHa:

IMapamerp PedepenTunii HocaixxyBanmit

(Onunuus) npemnapar-A npenapar-B
Az (;/ron) 0,383 £ 0,0490 0,374 £+ 0,0624
HeNepeTBOPCHUH

Kinuesuii nepion nanissusenenns (t1/2)

Kinuesuit nepion Hanisisenenns PedepentHoro npenapary-A Ta
Jlocnimkysanoro npernapary-B MTIK nactymmmii:

ITapamerp PedepenThuii HocaimxkyBanni

(Opuanus) npenapar-A npenapar-B
t1/2 (ron) 1,853 +0,3636 1,931 +0,4777
HeIepeTBOpeHuH

AUC_%Extrap obs

Cepente snauenns miomi AUC_%Extrap_obs PedepertHoro
npenapary-A ta Jloenimkysarnoro npenapary-B MTIK HacTymwe:

npenapary-B MTIK nHactynua:

INapamerp Pedepenrauii JocaimkyBanuii
(Omunns) npenapar-A npenapar-B
AUC_%Extrap_obs 3,566 +3,2588 4,913 £ 5,4566
(%)
HEMEePeTBOPEHUIA
Tmax

Meniana Tmax Pedepentroro npenapary-A ta Jocnimxysanoro
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IMapamerp PedepenThuii HdocuizkyBasuii
(Onunmns) npenapar-A npenapart-B
Tmax (ron) 1,250 2,000
IoTy:kHicTH

3a nomomororo BUNpoGyBaHHs OyII0 BCTAHOBIIEHO, IO HOTYKHICTh
HEMEPETBOPEHMX (papMaKoKiHeTHYHHX mapamerpis, Cmax, AUCO-t Ta
AUCO0-0 cranoButs 76,2%, 100,0% Ta 100,0% BixmoBigHO, TOmI AK A7
TOrapu()MivHO NEPETBOPEHHX (hapMaKoKiHETHIHIX mapameTpin, Cmax,
AUCO-t Ta AUCO-o0 - 86,4%, 100,0% Ta 100,0% BixmoBimHo.

21. Pesynsratu 3aranbHa KiTbKicTh OOIYHHX peakiii, o crocTepiramycs B X0
Oe3nexn TOCITIKEHHS, CTAHOBHIIA (BAALATH JBa. I3 ABAAIATH JBOX MOOIYHHX
peakuiii BicimHanaTh (13 BHIaaKiB GirOBaHHs, 3 BUMAIKH HYIOTH, 2
BUIIAJIKK aHOPEKCiT) Oy/iM OB’ A3aHi 3 3aCTOCYBAHHSM TIPETapary.
Po3smonin 3a rpynoro nikyBaHHs HacTynHmi: [1'9T mo6iuRuX peakmiit,
npo sxi noBizomystocs 8,57% (n = 03) 3 35 namienTis, Aki oTpuMyBaTH
ITIKYBaHHS JOCTIKYBAaHUM TIperapatoM-B, i ciMHausITh, TOBiTOMIEHHX
13,51% (n = 05) 3 37 narmienTiB, SKi OTpUMYBAIH TiKyBaHHS
pedepenTaiM npenaparom-A. Vi nobivni peakitii y nanienTis 6ymu
o6opoTHuMH. B minomy narientu no6pe nepeHocHn TiKyBaHHS
[penapaToM y pa3oBiit 103i 250 mr.

22. BUCHOBOK 3aranom KIiHi9HA YacTHHA TOCTIKeHHs OyJia 3aBepiena 6e3
(3aKTIOUEHHS) CEpHO3HUX UM 3HAYYIIHMX MOOIUYHMX peakuiil. [Taniextn 106pe nepeHecn
BHIIPOOYBAJIbHI IIPENapaTy y BUITIA/I OJHOPA30BOT0 3aCTOCYBAHHS.
[lo6i4ni peaxrtii, mo Tparmmes i 9ac IPOXOKEHHS TOCITLUKEHHS,
MaJIH JIETKHH XapakTep. Yci mobivni peakwii 6y 060poTHUMH.

BHCHOBOK 010 e(eKTHBHOCTI

[lopisHsHHS mocniuKyBanoro npenapary-B (Temosomomin kamcymu 250
mr — [nrac ®apmaceiorikans JItza., [nais, cepis Ne H3026) 3
pedepentauM npenapartom-A [Temonan kancymu 250 mr — CITO Jla6o
HB Bebris, cepis Ne 115637501] mokasano, 1o 3rigao mpoToxony Bix
Bi/IIIOBi/1ae KPUTePisiM G10€KBIBAICHTHOCTI CTOCOBHO LIBHKOCTI Ta
crynens abcopbuii Temozomnominy ta MTIK.

3asBHHK (BIACHHK

i . /eTeKTpOHHUH Tmiamuc/
PeeCTpanifiHOro OCBiTYeHHs)

(mimmc)
Jlacrvora Ama
a1.1.E)

Leit 0okymenm nepexnadeno Ha yKpaincory Mogy nepexnadauem beznapan Anwyw Apymionisroro




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):

ACCOTIM 20 mg, 100 mg, 140 mg, 180 mg, 250 mg
capsules

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

This application is for generic.

Capsules

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.

validation

2 Pha;‘;nadology: INA \
1) primaﬁ/ pharmacodynamics s

2) secondary pharmacodynamics Pk

3) safety phérrﬁaé:ology NA .
4) pﬂa_rtnacodynmnic interactions INA

3. Pharmacokinetics:

1) analytical methods and reports on their Yes,

Refer Method validation Report No. MV-181-07 (Main|
and Addendum-I & II) for Temozolomide and MV-182-
07 (Main and Addendum-I) for MTIC, in Appendix No.
16.5.5 of clinical study report
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2) absorption INA
3) distribution INA
4) metabolism NA
5) elimination INA
6) pharmacokinetic interactions (preclinical) [NA
7) other pharmacokinetic studies NA
4. Toxicology:

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

in vivo (including additional assessment on NA
toxicokinetics)

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

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

embryotoxicity INA
Prenatal and postnatal toxicity INA
Studies where the product is administered to  [NA
offspring (immature animals) and/or remote

effect is estimated

6) local tolerability INA

KOMIS BIPHA
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7) additional toxicity studies: INA

antigenicity (formation of antibodies) NA

immunotoxicity INA

study of mechanisms of action INA

drug dependence INA

metabolite toxicity INA

impurity toxicity INA

other INA

5. Conclusions regarding preclinical study he pr(?duct W A opp l)./mg e .grant e
marketing authorization is the generic
equivalent to Temodal® 20 mg, 100 mg, 140 mg,
180 mg, 250 mg capsules manufactured by SP labo
IN.V., Hest-op-den-berg, Belgium, having the same
qualitative and quantitative composition in terms of
active substance(s) as the comparator product.

DWWWWMD sgupta
$gupta, o=intas Pharmaceuticals

Asha Dasgupta it

Applicant (Registration
Certificate holder) e

Dasgupta Asths S¥BHe)

(surname, name, father’s name)

KOTIA BIPHA
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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)

ACCOTIM 20 mg, 100 mg, 140 mg, 180 mg, 250 mg capsules

2. Applicant

Accord Healthcare S.L..U.

3. Manufacturer

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

Dist. Ahmedabad — 382 210
Gujarat, INDIA

And

Intas Pharmaceuticals Limited

Plot No. 5-14 Pharmez,

Near Village Matoda, Sarkhej-Bavla National Highway No. 8-A,
Sanand Taluka,

Ahmedabad-382213,

Gujarat, India

4. Conducted Yes

studies:

1) type of This application is for generic.
medicinal

product, for

which Capsules

registration has
been conducted
or planned

5. Full name of
clinical trial,

A two-way crossover experimental evaluation of relative bioavailabilities of two formulations of
Temozolomide 250 mg capsules in adult human male and/or female patients under fasting
conditions
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code number of
clinical trial

Protocol No.: 141-06

6. Clinical trial
phase

Phase I

secondary goals
of clinical trial

7. Period of 12 June 2007 (First Patient First Visit-FPFV) to 15-Mar-2008 (Last Patient Last Visit- LPLV)
clinical trial

conduction

8. Countries  |India

where clinical

trial has been

conducted

9. Number of [Planned: 36

enrolled Actual: 37

population

10. Aim and  |Efficacy (Pharmacokinetics)

To characterize the pharmacokinetic profile of the sponsor’s test formulation (Temozolomide 250
mg capsules) relative to that of reference formulation (TEMODAL 250 mg capsules) in adult,
male/female, human patients under fasting conditions and to assess the bioequivalence.

Safety
To monitor the safety of the patients.

11. Design of
clinical trial

An open label, multicenter, balanced, randomised, two period, two treatment, two-sequence,
single dose, crossover and comparative oral bioavailability study in adult, male/female human
patients under fasting conditions.

12. Main
criteria for
enrollment

Adult patients, aged between 18-65 years (both inclusive), with newly diagnosed glioblastomal
multiforme on monotherapy phase with temozolomide, with recurrent or progressive malignant
glioma (showing recurrence or progression after standard therapy) previously treated with
chemotherapy, recovered from any toxic effects of previous chemotherapy as judged by the
investigator, if presently on steroid, should be on a stable dose for atleast a week prior to
enrolment, with life expectancy of atleast three months, and having a body mass index atleast 17
calculated as weight in kg/m?. Patients who satisfied all the inclusion criteria and the exclusion|
criteria were enrolled in the trial.

13. Investigated
medicinal
product, method
of
administration,
strength

Temozolomide 250 mg capsules

One capsule containing 250 mg temozolomide was to be administered to the patients in each
period with 240 mL of water, followed by a mouth check to assess the compliance to dosing,

Patients were to be instructed to lie down for the first three hours after dosing in each period.

Patients were not to be given access from one hour pre-dose to one-hour post dose in each period,
except for the 240 ml of water given during IP administration.

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

Temodal (Temozolomide 250 mg capsule

One capsule containing 250 mg temozolomide was to be administered to the patients in each|
period with 240 mL of water, followed by a mouth check to assess the compliance to dosing.

Patients were to be instructed to lie down for the first three hours after dosing in each period.

Patients were not to be given access from one hour pre-dose to one-hour post dose in each period,

except for the 240 ml of water given during IP administration.
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15. Concurrent
therapy

INot Applicable

16. Criteria for
efficiency
assessment

Whole blood samples for Temozolomide and MTIC for the Reference Product-A and Test
Product-B were collected over a period of 10- hour after each dose. Temozolomide and MTIC
in plasma were quantified by a validated LCMS / MS method. Standard non-compartmental
pharmacokinetic parameters were derived for both the analytes.

17. Criteria for
safety
assessment

Clinical examination, vital signs, ECG, clinical laboratory parameters [biochemistry, hematology,
urinalysis, electrolytes, ECOG and immunology and serum pregnancy for female patients] was
carried out as a part of safety and tolerability evaluations.

18. Statistical
methods

Safety data including laboratory evaluations, clinical examinations, adverse events, ECG

monitoring, and vital sign assessments were summarized by treatment and by time point of
collection.

Descriptive statistics (count, arithmetic mean, standard deviation, median, minimum and
maximum) were calculated for quantitative safety data.

Frequency counts were compiled for classification of qualitative laboratory data.

Descriptive statistics were computed and reported for primary and secondary pharmacokinetic
parameters for Temozolomide and MTIC.

ANOVA, two one-sided tests for bioequivalence, power and ratio analysis for un-transformed
and In-transformed pharmacokinetic parameters Cmax, AUCO-t and AUCO0-e0 were computed
for Temozolomide and MTIC.

The 90% parametric confidence intervals were calculated for the un-transformed and
Intransformed pharmacokinetic parameters, Cmax, AUCO-t and AUC0-o of Temozolomide and
MTIC data.

Bioequivalence of Test Product-B vs. Reference Product-A was concluded if the 90% confidence
interval fell within the acceptance range as defined below for In-transformed pharmacokinetic
parameters Cmax, AUCO-t and AUCO-» for Temozolomide and MTIC.

Parameters Range of In-transformed 90% CI

Chax, AUCo.t and AUCo.» 80.00-125.00 %

All statistical analyses for Temozolomide and MTIC were performed using PROC MIXED of
SAS® Release 9.1.3 (SAS Institute Inc., USA).

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

* Gender: Male and Female;

Age: Between 18 to 65 years of age (inclusive);

= Race: Asian

Of the 37 patients enrolled and treated, 24 (64.86%) were males and 13 (35.13%) were females.
The mean age for males and females was 42.042 + 13.4212 years and 47.769 + 11.3663 years
respectively and mean body mass index (BMI) for males and females was 21.925+2.9145

kg / m* and 20.515 + 3.3151 kg / m? respectively. The racial make-up of the study was 100%
Asian.

20. Results of
efficiency

The pharmacokinetic parameters listed below were derived individually for each analysed
patient from the concentration vs. time profiles of Temozolomide and MTIC in plasma. Dataset
for the estimation of pharmacokinetic parameters was prepared using WinNonlin Professional
Software (Version 5.0.1).

The mean pharmacokinetic parameters of Temozolomide and MTIC for Reference Product-A

and Test Product-B of thirty-four patients are summarised in the following table.




Descriptive Statistics of Formulation Means for Temozolomide (n=34)

Parameters (Units)

Mean + SD

(Un-transformed data)

Reference Product-A

Test Product-B

Tinax (h)*

1.125

2.000

Cumax (ng/mL)

10227.851 + 4359.4082

9469.983 + 3869.406

AUCy.(ng.h/mL)

28910.431 £ 6660.4445

29579.442 + 6156.2288

AUCq. (ng.h/mL) 29881.148 + 6823.5253 31148.510 + 6197.1265
A (1/h) 0.392 = 0.0392 0.371 + 0.0642
ti: (h) 1.786 +0.1910 1.939 + 0.4650

AUC_% Extrap_obs (%)

3.255£2.2903

5.040 £ 4.6795

*Tmax is represented in median value.
Descriptive Statistics of Formulation Means for MTIC (n=34)

Parameters (Units)

Mean + SD
(Un-transformed data)

Reference Product-A

Test Product-B

Trmax (h)* 1.250 2.000

Ciax (ng/mL) 660.066 + 386.7845 598.965 £ 402.8656
AUCo.+(ng.h/mL) 1659.682 + 623.933 1723.862 + 728.1800
AUCy. (ng.h/mL) 1725.907 + 663.2465 1812.577 £ 742.9825
Az (1/h) 0.383 £ 0.0490 0.374 £ 0.0624

ty (h) 1.853 £ 0.3636 1.931 £ 0.4777

AUC_% Extrap_obs (%)

3.566 +3.2588

4913 + 5.4566

*Tmax is represented in median value.

Geometric Least Squares Mean, Ratios and 90% Confidence Interval for Temozolomide

(n=34)
In-t
( fl EpRs{rure) 90% Confidence
. Geometric Least Squares Mean
Parameters (Units) - Interval
Test Reference Ratio (PapaiiE)
Product-B | Product-A (B/A)%
Cinax (ng/mL) 8823.051 9184.887 96.1 85.71-107.67%
AUCo. (ng.h/mL) 29110.424 28075.830 103.7 99.81-107.71%

h
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AUCo.0 prea (ng.h/mL) 30699.182 29044.319 105.7 101.53-110.03% H

Geometric Least Squares Mean, Ratios and 90% Confidence Interval for MTIC (n=34)

In-transfi d
( n SARICPIED) 90% Confidence
. Geometric Least Squares Mean
Parameters (Units) - Interval
Test Reference Ratio (Parametric)
Product-B | Product-A (B/A)%

Caax (ng/mL) 515717 | 557492 92.5 80.88-105.81% |
AUCu. (ng.h/mL) 1616.258 1562.016 103.5 99.01-108.14%
AUC. prea (ng.h/mL) 1702.757 1622.263 105.0 100.40-109.73%

Pharmacokinetic Parameters of Temozolomide
Cmax

The mean Cpax value of Reference Product-A and Test Product-B for Temozolomide is as
follows:

Parameter (Unit) Reference Product-A Test Product-B

Crnax (ng/mL) un-transformed 10227.851 + 4359.4082 9469.983 + 3869.4064

FORMULATION and SEQUENCE effects for un-transformed and In-transformed data were
found to be statistically insignificant.

PERIOD effect for un-transformed data was found to be statistically insignificant but for
Intransformed data, it was found to be statistically significant with p=0.0303.

The Significant effect observed for PERIOD could be attributed to washout PERIOD of
minimum 20 hours and maximum 24 hours of any two consecutive periods.

The ratio of geometric least squares means, 90% confidence interval and intra-patient CV (%) for
In-transformed Cmax are as follows:

Cunax Test Product-B vs. Reference Product-A
Ratio of Geometric Least Squares Mean 96.1%
90% Confidence Interval 85.71-107.67%
Intra-patient CV (%) 28.1%
AUC,.¢

The mean AUC,. value of Reference Product-A and Test Product-B for Temozolomide is as
follows:

Parameter (Unit) Reference Product-A Test Product-B

AUC+ (ng/mL) un-transformed 28910.431 + 6660.4445 | 29579.442 + 6156.2288

FORMULATION and SEQUENCE effects for un-transformed and In-transformed data were
found to be statistically insignificant.

PERIOD effect for un-transformed and In-transformed data was found to be statistically
significant with p=0.0192 and p=0.0352 respectively.
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The Significant effect observed for PERIOD could be attributed to washout PERIOD of minimum
20 hours and maximum 24 hours of any two consecutive periods.

The ratio of geometric least squares means, 90% confidence interval and intra-patient CV (%) for
In-transformed AUCO-t are as follows:

Ak Referencs ProductA
Ratio of Geometric Least Squares Mean 103.7%
90% Confidence Interval 99.81-107.71%
Intra-patient CV (%) 9.2%

AUC...

The mean AUC,.. value of Reference Product-A and Test Product-B for Temozolomide is as
follows:

Parameter (Unit) Reference Product-A Test Product-B

AUCq.» (ng.h/mL) un-transformed 29881.148 + 6823.5253 31148.510 £ 6197.1265

SEQUENCE effect for un-transformed and In-transformed data was found to be statistically
insignificant.

FORMULATION effect for un-transformed and In-transformed data were found to be
statistically significant with p = 0.0138 and p=0.0260 respectively.

The significant effect observed for FORMULATION for un-transformed and In-transformed
data could be attributed to % (B/A) ratio of 104.7% and 105.7% and intra-patient variability of
7.2% and 9.7% respectively.

PERIOD effect for In-transformed data was found to be statistically insignificant but for
untransformed data, it was found to be statistically significant with p=0.0380.

The Significant effect observed for PERIOD could be attributed to washout PERIOD of
minimum 20 hours and maximum 24 hours of any two consecutive periods.

The ratio of geometric least squares means, 90% confidence interval and intra-patient CV (%)
for In-transformed AUCO-c are as follows:

o Feesst’ cvintey)
Ratio of Geometric Least Squares Mean 105.7%

90% Confidence Interval 101.53-110.03%
Intra-patient CV (%) 9.7%

Elimination Rate Constant (Az)

The mean elimination rate constant (Az) of Reference Product-A and Test Product-B for
Temozolomide is as follows:

Parameter (Unit) Reference Product-A Test Product-B

Az (1/h) un-transformed 0.392 £0.0392 0.371 £ 0.0642

Terminal half-life (t1/2)
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The mean terminal half-life of Reference Product-A and Test Product-B for Temozolomide is
as follows:

Parameter (Unit) Reference Product-A Test Product-B

t1/2 (h) un-transformed 1.786 + 0.1910 1.939 + 0.4650

AUC_%Extrap_obs
The mean AUC_%Extrap_obs area of Reference Product-A and Test Product-B for

Temozolomide is as follows:

Parameter (Unit) Reference Product-A Test Product-B
0, 0, =
ANIE Wt gl () 3.255 + 2.2903 5.040 £ 4.6795
transformed
Tmax

The median Tmax of Reference Product-A and Test Product-B for Temozolomide is as follows:

Parameter (Unit) Reference Product-A Test Product-B

Tmax (h) 1.125 2.000

Power

The power of test for un-transformed pharmacokinetic parameters, Cmax, AUCO-t and AUCO-
o was found to be 85.6%, 100.0% and 100.0% respectively while for In-transformed
pharmacokinetic parameters, Cmax, AUC. and AUC,.. it was found to be 94.2%, 100.0% and
100.0% respectively.

Pharmacokinetic Parameters of MTIC

Cmax

The mean Cmax value of Reference Product-A and Test Product-B for MTIC is as follows:

Parameter (Unit) Reference Product-A Test Product-B

Crax (ng/mL) un-transformed 660.066 + 386.7845 598.965 + 402.8656

FORMULATION, SEQUENCE and PERIOD effects for un-transformed and In-transformed data
were found to be statistically insignificant.

The ratio of geometric least squares means, 90% confidence interval and intra-patient CV (%) for
In-transformed Cmax are as follows:

e Test Product-B vs.
Reference Product-A
Ratio of Geometric Least Squares Mean 92.5%
90% Confidence Interval 80.88—105.81%
Intra-patient CV (%) 33.4%
AUCO-t

The mean AUCO-t value of Reference Product-A and Test Product-B for MTIC is as follows:
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Parameter (Unit) Reference Product-A Test Product-B

AUCO-t (ng.h / mL) un-transformed 1659.682 + 623.9332 1723.862 + 728.1800

FORMULATION, SEQUENCE and PERIOD effects for un-transformed and In-transformed
data were found to be statistically insignificant.

The ratio of geometric least squares means, 90% confidence interval and intra-patient CV (%)
for In-transformed AUCO-t are as follows:

Test Product-B vs.
allcls Reference Product-A
Ratio of Geometric Least Squares Mean 103.5%
90% Confidence Interval 99.01- 108.14%
Intra-patient CV (%) 10.7%
AUC0-00
The mean AUCO- value of Reference Product-A and Test Product-B for MTIC is as follows:
Parameter (Unit) Reference Product-A Test Product-B
AUCO0-e (ng.h/mL) un-transformed 1725.907 £+ 663.2465 1812.577 £ 742.9825

SEQUENCE and PERIOD effect for un-transformed and In-transformed data were found to be
statistically insignificant.

FORMULATION effect for In-transformed data was found to be statistically insignificant but for
un-transformed data, it was found to be statistically significant with p=0.0398.

The significant effect observed for FORMULATION for un-transformed data could be attributed
to % (B/A) ratio of 105.3% and intra-patient variability of 10.0% respectively.

The ratio of geometric least squares means, 90% confidence interval and intra-patient CV (%) for
In-transformed AUCO-w are as follows:

4B Mol
Ratio of Geometric Least Squares Mean 105.0%

90% Confidence Interval 100.40-109.73%
Intra-patient CV (%) 10.8%

Elimination Rate Constant (\z)

The mean elimination rate constant (Az) of Reference Product-A and Test Product-B for MTIC is
as follows:

Parameter (Unit) Reference Product-A Test Product-B

Az (1/h) un-transformed 0.383 £ 0.0490 0.374 £ 0.0624

Terminal half-life (t1/2)
The mean terminal half-life of Reference Product-A and Test Product-B for MTIC is as follows:

Parameter (Unit) Reference Product-A Test Product-B

a
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t1/2 (h) un-transformed 1.853 £ 0.3636 1.931+0.4777

AUC_%Extrap_obs

The mean AUC_%Extrap_obs area of Reference Product-A and Test Product-B for MTIC is as
follows:

Parameter (Unit) Reference Product-A Test Product-B
AUC_%Extrap_obs (%)

un-transformed

3.566 + 3.2588 4.913 £ 5.4566

Tmax

The median Tmax of Reference Product-A and Test Product-B for MTIC is as follows:

Parameter (Unit) Reference Product-A Test Product-B

Tmax (h) 1.250 2.000

Power

The power of test for un-transformed pharmacokinetic parameters, Cmax, AUCO-t and AUC0-o0
was found to be 76.2%, 100.0% and 100.0% respectively while for In-transformed
pharmacokinetic parameters, Cmax, AUCO-t and AUCO-co it was found to be 86.4%, 100.0% and
100.0% respectively.

21. Results of [The total number of adverse events observed in the study was twenty-two. Out of the twenty-two
safety adverse events, eighteen adverse events (13 vomiting, 3 nausea, 2 anorexia) were related to the
drug. The breakdown by treatment group is as follows: Five adverse events reported by 8.57%
(n=03) of the 35 patients who received test product-B and seventeen adverse events reported by
13.51% (n=05) of the 37 patients who received reference product-A. All the adverse events got
resolved. Overall, the drug was well tolerated in single dose of 250 mg.

22. Conclusion (In general, the clinical portion of the study was completed with no serious or significant adverse
(assesment) events. The investigational drugs were both well tolerated by the patients, as a single dose
administration. The adverse events that occurred during the study were mild in nature. All the
adverse events were resolved.

Efficacy Conclusion

The Test Product-B (Temozolomide 250 mg capsules- Intas Pharmaceuticals Ltd., India, Batch
No. H3026) when compared with the Reference Product-A [Temodal 250 mg Capsules — SPO
Labo N.V. Belgium, Batch No. 115637501] meets the bioequivalence criteria with respect to the
rate and to extent of absorption of Temozolomide and MTIC as set in the protocol.
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