Honarok 30

1o [lopanky npoBeIeHHS €KCIEPTH3H
peecTpaiifHuX MaTepiatiB Ha JIKapchKi
3aco0u, 110 MOJATHCS HA JepiKaBHY
peecTpallito (IepepeecTparito), a TakoxK
eKCIIepTH3H MaTepialliB IPo BHECEHHS 3MiH
JI0 peecTpalifHuX MaTepialiB NPOTAroM il
PEECTPAIIIHHOTO ITOCBITICHHS

(myHKT 4 po3ainy [V)

3BIT ITIPO KJITHIYMHE BUITPOBYBAHHS

1. Hazga nikapcbKoro
3aco0y (3a HasSBHOCTI -
HOMEp peecTpauiiHoro
[IOCBLIYCHHS )

KCHUH®AJIL tabneTku, BKpUTI TTIBKOBOIO 000JI0HKOIO, 110 400 Mr

2. 3agaBHHUK

Aypobinyno ®apma Jlta,

Hinsuka Ne2, Maitpigixap,
Awnmeeprer, M. Xaiiaepaban - 500038,
mwtaTt Tenanrana, [aais.

3. BupoOHuk

AYPOBIHIO ®APMA JIT/,

FOnit VI, Bnok D,

Sy. Ne 329/39 ta 329/47,

cemuine Yitkyn, [laranuepy Mannai,

4. IIpoBeneni
BUIIPOOYBAHHSI:

Canra Penni Jlictpikt, mrar Tenanrana, 502307 Iamis.
1 [BunpodyBanus TaK 1 Hi Sxuo Hi,
BioekBiBajieHTHOCTI] oOTpYHTYBATH

1) Tun JKapchKOTo
3aco0y, 3a SAKHUM
IPOBOIHIIACS abo
IUIAaHYETHCS peecTpalis

["enepuunuit mikapcpKuit 3acid

5. Hasea xiiHIYHOTO
BUNpoOyBaHHA (MOBHA
Ha3Ba), KOJOBaHHUIt
HOMED KJIIHIYHOTO
BHIIPOOYBaHHsA

BigkpuTe, paHIoMi3oBaHe, 3 [IBOMa CXEMaMH JIKyBaHHs,
JIBOTIOCIIITOBHE, ~ JBOMEPIOAHE, TepeXpecHe, I[MOpPiBHIOBATbHE
JOCTiKeHHS O10OCTYIMHOCTI MPU MEePOpPaIbHOMY 3acTOCYBaHHI
oHokpatHoi jo3u Lledikcum, Tabnerku mo 400 Mr (qocmiTKyBaHHH
mikapchkuit 3aci6) Bupoduunrea Aypodingo ®apma Jita, [aaia ta
Cynpakc, Ttabnetku 1o 400 wr (IIpemapar mopiBHSHHA)
BupobHuTBa Actemac @apma 'mMOX, Himeuunna y 24 310poBHX,
JTOPOCIIHX, YOTOBIKIB B YMOBAaX HaTIeceplie.

6. dasza KIIHIYHOTO
BUIIPOOYBAHHS

IMepiox I: 3 26/10/2007 o 28/10/2007
Iepiox I1: 3 02/11/2007 mo 04/11/2007

7. llepiox npoBeneHHS
KJIIHIYHOTO

3 26/10/2007 mo 04/11/2007

BUITPOOYBAHHS

8. Kpaiuu, ne | Immis

NPOBOJMIIOCS  KIIHIYHE

BUNIPOOYBaHHA

9. KinpkicTs | BigmoBigHo g0 HpoTOKOMY B JOCHIDKeHHs Oylo BKIIoYeHO 24
JIOCITLKYBAHUX 3IOPOBHX JOpPOCIHX dUoJoBika. BumpoOysauus posmoyamn 24
TaicHTIB cy0’eKTa Ta BCl BOHM 3aBEPIIUIH BUPOOYBAaHHI.
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10. Mera ta BTOpHHHI
i KJIHIYHOIO
BUNIPOOYBAHHS

[lopiBHATH NIBMAKICTE Ta CTYNiHb BCMOKTYBAHHS IIKapPCHKOTO
saco0y Lledikenm, tabnetkn mo 400 wmr  (JlocmmpkysaHui
nikapeekuil 3aci®) BupoGHuuTBa Aypobdinmo Papma Jlimitexn, Ta
Cynpakc, tabnetkun mo 400 wmr (Ilpemapat HOpiBHAHHA)
BupoOHuITBa AcTemtac ®apma 'M6X, Himeuunna.

[TpoBecTH MOHITOPHMHI HOOIYHHX SIBHIN Ta 3a0e3meduTH Oe3NeKy
3aCTOCYBAHHS Y MAI€HTIB.

11. JluzaiiH KJIHIYHOTO
BUITPOOYBaHHSA

BinkpuTe, paHIoMizoBaHe, 3 ABOMa CXEMaMHU JIKYBaHH:, 3 JBOMa
MOCIIIOBHOCTSIMH, 3 JIBOMA TEpioJIaMH, TIEPEXPEcHe, MOPIBHAIIBHE
JOCTiKeHHd 610J0CTYITHOCTI MPH MepopaibHOMY 3aCTOCYBaHHI y
24 3JJ0pOBHX JIOPOCITHX YOJOBIKIB B YMOBaX HaTIIECEPILE.

12. OcHoBHI KpuTepii
BKIIHOYEHHS

310poBi 4onoBikH BikoM Bix 18 mo 50 pokis
[Hmexc Macu Tina B Mexkax 18 — 25 kr/m2.
Bei  mamieHTH Hajand  iH(QOPMOBaHY
BUIIPOOYBaHHI.

BigcyTHicTs MapkepiB 3axBoproBanb BIJI 1 1 2 tumy, Bipycy
rermatuty B i C Ta aHTHKapIONIIIIHOBOIO TECTY.

BiZcyTHICTh 3HAYHHX 3aXBOPIOBaHb ab0 KIHIYHO 3HAYyIIHX
AHOMATEHUX JTa00PATOPHHUX ITOKA3HHUKIB MPH 1a00paTOpHii OIIHIII,
icropii xBopoOu Ta (pizuaHOMY 0OCTEKEHHI ][ Yac CKPUHIHTY.
BincyTHicTh B aHaMHe31 a00 BiACYTHICTB MPOSIBIB IiNepUyTIMBOCTI
10 nedikcumy, g0 Oyap -IKOTO KOMIIOHEHTA JAHOIO JIIKapChbKOIo

3rogy Ha Yy4YacTb Yy

3aco0y, a TakoX J0 Oyap -IKUX IHIIUX aHTHOIOTHKIB
e anocnopuHOBOro ado NEHIIMIIHOBOTO PsJIY.

HeraruBri pe3ynbTaTH y ce4i Ha IPEAMET 3JIOBXKHMBAHHS
mKapchKHMH  3acobamu  (OeH30Iia3emiHM, KOKaiHM, OIIOiaH,

amberaming, kaHHaOiHOIM Ta OapbITYypaTH) MPOTATOM KOXKHOI'O
nepiony BHIPoOyBaHH ITiJ] Yyac peecTpaii.

Ho3za: Lledixcum, tabnetku no 400 mr: KoskHa TabneTrka, BKpHTa
IUTiBKOBOI 000JI0HKOI0, MicTHTB 400 Mr medikcumy.

Cnocid 3acrocysanus: [licist KOHTPOIBEOBAHOI HOUI OHAHMEHIIIE
npotsroM 10 rouH, MaieHTH OTPUMYBAJIM OJHY EPOPAILHY J03Y
MpH3HAYeHOT JMiKapchkoi Gopmu 3 240 MII BOJU 3riZHO 3 rpadikoM
pasoMizartii.

13. JocnipkyBaHu i
MKapChKHi 3acio,
criocid  3acTOCYBaHHSA,
cuia ail

14. [Ipenapar
MOPIBHSHHS, Jlo3a,
croci®  3acTOCYBaHHS,
cuna mii

Ho3za: Cymnpakc®, rtabmerku mo 400 mr (Ledikcum); Koxxa
tabnerka mictuth Ledikcumy 400 mr.

Croci6 3acrocyBanns: Ilicis KOHTpoIEORAHOT HOUI MIOHAlMEHIITE
npotsarom 10 rofuH, MamieHTH OTPUMYBAIH OJHY II€POpPAIBHY 103y
NpH3HAYeHo1 Jikapchkoi GopMu 3 240 M BOAM 3TiZIHO 3 rpadikom
pasiomizarii.

15. CynyTHs Tepartis

He 3actocoBano.

16. Kpurepil oOUIHKH
e()eKTHBHOCTI

Jlns  ominku  Ol0EKBIBAJIEHTHOCTI  NMPOBENEHO  CTATHCTUYHE
MOpiBHSAHHS (apMaKOKIHeTHYHHX IapaMeTpiB JIBOX IMpelaparis.
90% nmosipui iHTepBaiH Oyad MOOyHOBaHI i CIHIBBIIHOIIEHbL
cepeanix Ln-tpanchopmoBaHux (apMakoKiHETHYHHX IapaMeTpiB
Cmax, AUC0—-t ta AUCO—w uedikcumy s CKIamy
JlocripKyBaHoro Jikapcbkoro 3aco0y Ta mpenapary MOpIBHSHHS.
BunpoOysanuii 3aci0 BBakacThCs Ol0EKBIBAIEHTOM Iperapary
MOPIBHSIHHSA, SKINO JOBIpYl IHTEpBalU 3HAXOJIATbCA B Meax
HioexsiBanenTHocTi §0% -125%.




17. Kpurepii ouinku | [Ipotarom yceoro mepiofy BHOpoOYBaHHS CHOCTEpiramucs IBa

Oe3neku NO0OIYHUX ABHIIA - TA0OPATOPHI BiIXMIIEHHS IIiC/II BUIPOOYBaHH.
Y  pesynbraTax n1a0OpaTOpHUX  TeCTIB  Micis  KIIHIYHOIO
JOCHI/DKEHHS Oyllo BCTAHOBIEHO, IO KiNBKICTH JIEHKOIHTIB Y
naniedta Ne S7 cranouna 13 000 kmitue/ MM3, mo BBakamocs
KJIIHIYHO 3HAYTYIIHM PE3YITETATOM.
Y pesynprarax nmabOpaTOpHHUX  TECTIB  Micis  KIHHIYHOIO
JOCIDKEHH TyXHOi (ocdaTtasu y mauienta Ne S24 mokasHHK
ctanoBUB 144 OJ1/1, o BBaXKAIOCH KIIHIYHO 3HATYIIIHM.

18. Craructuuni | CTaTHCTHYHUN aHami3, MmiACyMKoBa crarhctuka, ANOVA, 90%

METOIN JOBIpYMH iHTepBaJl, KOe(IliEHT CHiBBITHOINEHHS Ta BapiabelbHICTE
NamieHTiB, OyaM po3paxoBaHi 3a JOMOMOTOK MHPOrPamMHOTO
zabesneverns SAS® PROC GLM gepeii 9.1.3.

19. Hemorpadiuni | 3q0poBi, Jopocini, 4oloBikH-100poBobii 3 [Haii (asiarceka paca)

MOKAa3HUKHU BIJUTOBLIATH KPUTEPIAM BKIKOUEHHS Y BHNpoOyBaHHA. [0 manoro

JOCTIIKYBAHOT JIoCHiKeHHs Oy/IM BKITIOUEHI MallieHTH BiKOBOI rpymH Bix 18 jo 35

MmomyJisAii (craTh, BiK, | POKIB 3 iHIeKcoM MacH Tina Bix 18,02 mo 24,61 kr/m2 i3 cepenHim

paca, Toulo) 3pocToM 168,67 cM Ta cepeqHbOIO Macoto Tina 57,33 Kr.
BunpoOypaHHs posnodanocst 3 HeoOXIIHOTO po3mipy BHOIpkH B 24
naiieHTH. [3 mamienTis, ski Opamu yyactb y Bunpooysanni, 100,0%
IPEJCTABUIIM KJIAC HEKYPSAIIHX.

20. Pesynwpratu | CroiseignomenHs JI/TT ta 90% noBipdi iHTepBamH I8 JKapChKOTO

e(peKTHBHOCTI 3acoby Iledikcum, tabnerku mo 400 wmr (JocmimkysaHwuii

miKapchbKuit 3acit) BupobHuITBA Aypobinmo ®apma Jlta., Iumis, y
nopisHsiHHI 3 Cynpakc, Tabnetku mo 400 mr (IIpenapar mopiBHSIHHS)
BupodHunTBa Actemrac ®apma I'M6X, Himewunna, mis Ln-
TpaHchOpPMOBAHUX MAPAMETPIB:

Cmax 101,02%, 93,56-109,06, AUCo—: 100,28%, 93,03-108,10 Ta
AUCp—w: 100,07%, 92,99-107,70 gignosijiHoO.

21. PesyneraTn 6e3mexku

[lin wac BumpoOyBaHHa Oyno 3apeecTpoBaHo 3aramoMm (2
HecnpuaTauBl nomi, 1 Bel 02 HeOaxkani sBHIMa, sk Oynu
BIJIXMJICHHAMH M1a00paTOpHUX MOKA3HUKIB MicisT BUIIpoOyBaHHs. Bei
HeOakaHl SBUINA, IIPO AKI MOBIIOMIIANOCS MiT Yac BUIPOOYBaHHS,
OynH JIErKOro CTYIeHs TsDKKOCTI, oxHe Hebakane sisuuie (S7) He
Oyno mop'A3aHe 13 3aCTOCYBAaHHAM JOCHIPKYBAHOIO JIKapCHKOTO
3aco0y, a iHme HebaxaHe sBume (S24) Oyno mnom'szaHe i3
3aCTOCYBAHHAM JOCIIKYBAaHOIO JIIKAPCHKOT0 3ac00y.

22. BucHOBOK

CraTucTHYHMN 3BIT YiTKO BKa3sye, mo 90% mosipdi iHTEpBamu It
Ln-tpancopmoBanux mganux Cmax, AUCO-t ta AUC 0-0 s
Ledikcum, Tadnerku mo 400 mr (Jocni Ky Banuii likapebkuii 3aci0)
BUpoOHUITBA Aypobingo @apma Jlta, Iumist, y IOpiBHAHHI 3
nikapcekuM 3acobom Cynpake I'm6X, HimeuynHa 3HaXoauIuCh y
MeXKax JTOMyCTHMOTO Aianasony-OioeksiBameHTHOCTI (80-125%).

3asgBHUK
(Brnacuux
peecTpariifHoro
MOCBITUeHH)

AypobGinnp Dapma JIs, FHeais
J i N2




1. Name of medicinal
product (Marketing
Authorization number,
if any):

1) type of medicinal
product, according to
which the registration
was performed or is
being planned

2) studies performed

2. Pharmacology:
1) primary
pharmacodynamics

2) secondary
pharmacodynamics

3) pharmacology of
safety

4) pharmacodynamic
interactions

Annex 29

to the Procedure for Carrying out of an
Examination of Registration Materials for
Medicinal Products, Submitted for the State
Registration (Re-registration), as well as
Examination of the Materials on Amendment of
Registration Materials during the Period of Validity
of Marketing Authorization (clause 4 of the section

Pre-Clinical Study Report

XINFAL 400 mg film coated tablets

Generic Application

X yes o no If no,
please
substantiate

This section is not applicable as this product application for
marketing authorization is a generic application.

Not applicable
Not applicable
Not applicable

Not applicable

3. Pharmakokinetics: This section is not applicable as this product application for
marketing authorization is a generic application.

1) analytical methods
and reports on their
validation

2) uptake

3) allocation

4) metabolism

Not applicable

Not applicable

Not applicable

Not applicable

V)



5) excretion Not applicable

6) pharmacokinetic Not applicable
interactions

7) other Not applicable
pharmacokinetic

studies

4. Toxicology: This section is not applicable as this product application for
marketing authorization is a generic application.

1) toxicity in case of Not applicable
single administration

2) toxicity in case of Not applicable
repeated

administration

3) genotoxicity: Not applicable
in vitro

in vivo (including Not applicable

additional evaluation
on toxicokinetics)

4) carcinogenicity Not applicable
long-term studies Not applicable
short-term studies or Not applicable
studies of average

length

additional studies Not applicable
5) reproductive and Not applicable

developmental toxicity

effect on fertility and Not applicable
early embryonic
development

embryotoxicity Not applicable

prenatal and postnatal Not applicable

toxicity



' studies, in which the

medicinal product is
administered to
offsprings (juvenile
animals) and/or late
effect is evaluated

| 6) local tolerance

7) additional toxicity
' studies

; antigenicity (antibody

production)

immunotoxicity

study of action
mechanism

drug dependence

~metabolites toxicity

“impurities toxicity

 other

5. Conclusions on pre-
' clinical study

‘ Applicant

(owner of the
registration
certificate)

Not applicable
Not applicable
Not applicable
Not applicable
Not applicable
Not applicable
Not applicable
Not applicable

Not applicable

This is a generic application. No clinical studies are
required to conduct for this kind of application.




Honatok 29

1o Iopsiaxy nmpoBesieHHs eKCIIePTH3H
peecTpauiiiHuX MaTepialiB Ha JIIKapChKi
3aco0u, M0 MOAAIOTLECA Ha ICPIKaBHY
peecTpatiio (epepeecTpartiio), a Takox
EKCIIePTU3U MaTepialliB PO BHECEHHS 3MIH
JI0 peecTpalifHuX MaTepialiB NPOTAroM il
peecTpaniifHoOro nocBigueHHs (MyHKT 4

pozairy IV)
3BIT IIpo JOKTIHIYHI BUTIPOOYBAHHS
1. Hasga | Keundan, tabnerku, BKpUTi miiBKoBow 060510HK00, 110 400 Mr
JKapchKoro 3acoly
(3a  HagBHOCTI -
HOMEp
peectpariifinoro
MOCBITYCHHA):
1) Tam JiKapchKOro | 3asBa A FeHEPHYHOTO JIIKapchKoTo 3aco0y
3aco0y, 3a AKHUM
npoBojuiacs  abo
IUIAHYETHCH
peecTpanis
2) ITposejieni X TaK 0 Hi Sximo Hi,
JTOCJTIJUKEHHS . 0OIpYHTYBaTH
2. Dapmakooris: JlaHuii po3/ii1 He 3aCTOCOBYETHCS, OCKIJILKH JIaHa 3asiBKa HA OTPUMaHHS
peeCTpaIliifHOTO ITOCBIIUEHHS U TeHEPHIHOTO JIIKapchKOro 3acody.
1) [Teprunna | He 3actocoBaHo.
dbapMaxkoIuHaMiKa.
2) Bropunna | He 3acTocoBano.
thapMaKoIHHAMIKa.
3) dapmaxkosoris | He 3actocoBano.
Oe3neku.
4) He 3actocorano.
dapmakoauHaMiyHI
B3aEMO]TIT.
3. ®apmakokiHeTHka: JlaHuii po3/IiT He 3aCTOCOBYEThCS, OCKUIBKH JlaHa 3asBKa HAa OTPUMAaHHA
peecTpariitioro nocBiT4eHHs Ui TeHEPUYHOTO JIiIKapcEKOTro 3acoly.
1) Amnamituuasni | He 3acrocopano.
METOH Ta
BT Al iiHi 3BiTH
2) BemoxTyBaHHs He 3actocosano.
3) Posnonin He 3acTocorano.
4) MeTtaGoni3m He 3actocoBaHo.
5) BuBenenus. He szacrtocoparno.
6) He 3actocopano.
dapmakokieTHYHI
B32EMOTIT
7) [nmi | He 3actocosano.
(hapMaKoKiHETHYHI
JOCITIIKEHHS




4. Toxcuxouoris: Jlanuit po3ain He 3acTOCOiBYEThCS, OCKUIBKH JlaHa 3asBKa HA OTPUMAHHS
peccTpalliitHoro MOCBITYCHHA U TEHEPHYHOTO JIKApChKOro 3acody.

1) Toxcuunicts 3a
OJIHOPA30BOr0O
BBE/ICHHS

He 3acrocoBano.

2) TokcuumicTs, 3a
IIOBTOPHOTO
BBEJICHHS

He 3actocoBano.

3) 'eHOTOKCHYHICTB:
in vitro

He 3actocoBano.

in vivo (BKIIOYAIOYH

He 3actocosario.

JIOAATKOBY  OLIHKY
TOKCHKOKIHETHKH)

4) Kanueporennicts | He 3actocorano.
Josrocrpokosi He 3actocosano.
JOCTHKEHHS

Kopotkoctpokosi He 3acrocosano.
JOCHIDKeHH abo

JIOCITIJKEHHS

cepenHboi

TPHBAIOCTI

JonatkoBi He 3acTocosano.

IOCIIDKEHHS

5) Penponykrupna
TOKCHYHICTh Ta
TOKCHYHHHU BILJIMB Ha
PO3BUTOK
IIOTOMCTBA!

He 3actocosato.

Brmus
(bepTHIBHICTE
paHHii
eMOpionaibHuit
PO3BUTOK

Ha
Ta

He 3acTocorano.

EMOpioTOKCHYHICTE

He 3acTocosano.

[lpenaransHa Ta
IOCTHaTaAJIbHA
TOKCHYHICTh

He zacTocoBano.

JocmimKeHHs,
AKUX
YBOJIHTHCS
IIOTOMCTBY
(HmecTaTeBO3pUIUM
TBapuHaM)  Ta/abo
OLIIHIOETBCSH
BiIUTAJICHA Iis

1IpH
npernapat

He 3actocosano.

6) Micuena
EPEHOCHMICTD

He 3actocosano.

7 Jlojarkopi
TOCTKEHHS
TOKCHUYHOCTI:

He 3actocopaHo.

AHTHUT€HHICTD
(yTBOpeHnsg aHTUTLI)

He 3acrocosatio.




IMYHOTOKCHUYHICTh

JlocmimpkeHHs He 3acrocoBano.

MeXaHi3MiB ail

Jlikapceka He 3acrocosano.

3aJIEKHICTD.

ToxcHUHICTE He 3acrocosano.

METabOTITIB

TokcHUHICTE He 3acrocoBano.

TTIOMITIIOK

[Hime He 3acrocosano.

5. BucHOBKH mofo | 3asBKa A T€HEPHYHOrO JIKapchkoro 3aco0y. JlaHi Moo KIHIYHHX
JOKJTIHIYHOTO JIOCITIIKEHb He HATaloThCA IS TAKOTO BHIY 3asgBOK.
IOCHIKeHH S

3asgBHHK Aypobinmo ®apma Jltn, [nagia

(BnacHuk P’

peectpariitHoro (35

HOCBIYCHHS) Miamac/




Annex 30

to the Procedure for Carrying out of an
Examination of Registration Materials for
Medicinal Products, Submitted for the State
Registration (Re-registration), as well as
Examination of the Materials on Amendment of
Registration Materials during the Period of Validity
of Marketing Authorization (clause 4 of the section

V)
Clinical Study Report

1. Name of medicinal

product (Marketing

Authorization number, if XINFAL 400 mg film coated tablets

any):

2. Applicant Aurobindo Pharma Limited,
Plot No.: 2, Maitrivihar,
Ameerpet, Hyderabad-500 038,
Telangana State, India.

3. Manufacturer AUROBINDO PHARMA LTD,,
Unit-VI, Block D,
Survey No. 329/39 & 329/47,
Chitkul Village, Patancheru Mandal,
Sanga Reddy District, Telangana State-502 307, India.

4. Studies performed: 1 [BE yes no If no, please
Study- substantiate
Fasting]

Yes

1) type of medicinal

roduct, according to ) o

pwhich the registragtion Bederic. Application

was performed or is being

planned

5. Title of the clinical An open label, randomised, two treatraent, two sequence, two period,

study (in full), coded No. cross-over, single-dose comparative oral Bioavailability study of

of the clinical study Cefixime 400 mg tablets (Test formulation) of Aurobindo Pharma

limited, India and Suprax® 400 mg tablets (reference formulation)
of Astellas Pharma GmbH, Germany in 24 healthy, adult, male
human subjects under fasting conditions.

Period 1: 26/10/2007 to 28/10/2007

6. Clinical study phase
Period II: 02/11/2007 to 04/11/2007

7. Period of performance From 26/10/2007 to 04/11/2007
of the clinical trial

8. Countries, where the
clinical study was
performed

India



9. Number of studied
subjects

10. Goals and secondary
goals of the clinical study

i1. Clinical study design

12. Main criteria for
inclusion

13. Studied medicinal
product, method of
administration, efficiency

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

15. Concomitant
treatment

16. Effectiveness
evaluation criteria

17. Safety evaluation
criteria

24 healthy adult male human subjects were enrolled as per the
protocol. Study started with 24 and all subjects completed the
study.

To compare the rate and extent of absorption of Cefixime Tablets 400
mg (Test) of Aurobindo Pharma Limited, India with that of Suprax®
(Cefixime) Tablets 400 mg {Reference) of Astellas Pharma GmbH,
Germany.

To monitor the adverse events and to ensure the safety of the subjects.
An open label, randomized, two-treatinent, two-sequence, two-period,
crossover, single-dose, comparative cral bioavailability study in 24
healthy, adult, male, human subjects under fasting conditions.

Healthy males within the age range of 18 to 50 years.

Have a body mass index within 18-25 kg/m’.

Given written informed consent to participate in the study.

Absence of disease markers of HIV | & 2 and hepatitis B & C virus
and RPR.

Absence of significant disedse or ciinically significant abnormal
laboratory values on laboratory eveiuation, medical history and
physical examination during the screening.

You have no history or evidence of hypersensitivity to Cefixime, to any
component of this product and alsc to any other cephalosporin
antibiotics or penicillin antibiotics.

Have negative results for drugs of abuse (Benzodiazepines, Cccaine’s,
Opioids, Amphetamines, Cannabincids, and Barbiturates) in urine
during the each period of study check-in.

Dose: Cefixime Tablets 400 mg: Eachk film coated tablet contains
Cefixime 400 mg. ;

Mode of administration: After a supervised overnight fast of at least
10 hours, subjects received a single oral dose of the assigned
formulation, with 240 mL of water, according to the randomization
schedule.

Dose: Suprax® Tablets 400 mg (Cefixime); Each tablet contains
Cefixime 400 mg.

Mode of administration: Afler a supecvised overnight fast of at least
10 hours, subjects received a single oral dose of the assigned
formulation, with 240 mL of water, according to the randomization
schedule. '

Not Applicable.

Statistical comparison of the pharmacokinetic parameters of the two
formulations was made to assess bioequivalence. The 90% confidence
intervals were constructed for the ratios of the means of Ln-transformed
pharmacokinetic parameters Cmax AUC o~ and AUCo— of Cefixime for
the test and reference formulations. Bicequivalence is to be concluded
if the confidence intervals fall within ihie bioequivalence limits of 80%-
125%. :

Two adverse events were observed during the entire duration of the
study, which are post study lab abnormalities.

» In post study clinical laboratory test results Total WBC level
for subject No.S7 was found to be 13,000 cell/cumm, which
was clinically Significant.

e In post study clinical laberatory test results Alkaline



Phosphatase for subject No.S24 was found to be 144 U/L,
which was clinically Significant.

18. Statistical methods PROC GLM of SAS® software release 9.1.3 version was employed for
statistical analysis, summery statistics, ANOVA, 90% confidence
interval and ratio analysis and intra-subject variability were calculated
using SAS® 9.1.3 version. |

19. Demographic indexes Hea'lthy, Male, Adult, Indian (Asian race) volunteers fulfilled

of the studied population the inclusion criteria included-for the study. The subjects in the

(sex, age, race, efc.) age group of 18 to 35 years with body mass index 18.02 to

Y i 24.61 kg/m? with the mean height of 168.67 cm and having the

mean body weight of 57.33 kg were enrolled into this study.

Study was started with required sample size of 24 subjects. Out

of the subjects who participated in the study, 100.0%

represented the class of non-smokers.

20. Effectiveness results The T/R-ratio and 90% confidence intervals for Cefixime 400
mg tablets (Test) of Aurobindo Pharma Ltd., India in
comparison with Suprax 400 mg tablets (Reference) of Astellas
Phama GmbH, Germany for Lntransformed parameters of:

Crax: 101.02%, 93.56-109.06, AUCy_... 100.28%, 93.03-
108.10 and AUCy—.: 100.07%, 92.99-107.70 respectively.

21. Safety results The T/R-ratio and 90% confidence intervals for Cefixime 400
mg tablets (Test) of Aurobindo Pharma Ltd., India in
comparison with Suprax 400 mg tablets (Reference) of Astellas
Phama GmbH, Germany for Lntransformed parameters of:

Least Square Mean of Untransfermed and Geometric
Mean of Lntransformed Pharmacokinetic parameters
data of cefixime (Based on ANOVA Model)

Untransformed data Lntransformed Data
Least Square Mean Geometric Mean
RAATEEE Refercnce Reference
Test(T) (R) Test(T) (R)
Cmax gy
2 4,
(ng/mL) 4,403 4.401 4,32 28
AUCo_ -
(e /L) 34.774 35.061 33.73 33.64
AUC)-s»
(hir, pE/L) 35.634 36'0].4 34.55 34.53

Ratios, Power and 90% Confidence Interval of LSM of
Lntransformed Pharmacokinetic parameters of cefixime
(Based on ANOVA Model)

Lntransformed data

(T/R) 90% Confidence
Parameters : Power
Ratio Interval
(%) (%) (%)
Cinax 101.02 93.56-109.06 99.83
AUC, 100.28 93.03-108.10 99.87
AUC)n 100.07 92.99-107.70 99.90



22. Conclusion The statistical report clearly indicates that the 90% confidence intervals,
for Ln-transformed data of Cynax, AUCo— and AUCo— of Cefixime 400,
mg tablets (Test) of Aurobindo Pharma Ltd., India in comparison with!
Suprax 400 mg tablets (Reference) of Astellas Pharma GmbH,f
Germany, were within the bioequivalence acceptance range (80-125%)
and therefore the test product is bioequivalent to reference product
under fasting conditions. '

Applicant For Aurobindo Pharma Limited, India '
' (owner of the registration ' :
' certificate) \\% ?,Gﬁ-} |

i
% i

M.V.V. Madhu
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1o Iopsiaky MpoBeAeHHS eKCIePTH3H
peecTpanifiux MaTepiaiB Ha JTiKapchKi
3aco0M, 10 MOJAKOTHCS Ha JIEpKaBHY
peecTpaliio (epepeecTpariio), a Takox
CKCIICPTH3H MaTepiaiB PO BHECCHHA 3MIiH
JI0 peecTpauifiHux MaTepialiB MpoTAroM Jii
pEECTpaniifHOro MOCBI{YEHHS

(myskt 4 posainy V)

3BIT [IPO KJIHIYMHE BUITPOBYBAIIHSA

1. Hasea nikapcpKoro
3aco0y (3a HasBHOCTI -
HOMEp peecTpaliifHoro

KCHUH®AIJI, TabneTku, BKPUTI MITIBKOBOIO 000I0HKOIO, 10 400 M

MTOCBIAUEHHS):
2. 3asABHHUK Aypobinno ®apma Jltn,
Jinsuka Ne2, Maitpisixap,
Awmeeprier, m.Xaiinepaban - 500038,
mrrat Tenanrana, Injmis.
3. BupoOuuxk AYPOBIHIIO ®APMA JITH,
IOmnit VI, brok D,
Sy. Ne 329/39 1a 329/47,
cenie Yitkyn, [latanuepy Mannan,
Canra Peyuni Jlicrpikr, mrat Tenanrana, 502307 [umis.
4. [Iposeneni 1 [BunpoOyBanus TaK 1 Hi Sk Hi,
BUIIPOOYBaHHS: BioekBiBajieHTHOCTI] oOIpyHTYBaTH
1) Tun ;ikapcekoro | ['eHepuunuit nikapcbkuii 3acid
3aco0y, 3a AKHM
TIPOBOAMIIACS abo

IJIaHYETHCS peecTpariis

5. Haspa xminiunoro | Bizkpure, paHmomizoBaHe, 3 JBOMa CXeMaMH JIIKyBaHHS,

BunpoOyBanus (MOBHA | ABOIOCTIIOBHE, ABOMEPiOJHE, IIEpeXpecHe, IOPiBHIOBAILHE

Ha3Ba), KOJOBAHHUH | JOCII/KEHHS OlOJOCTYIHOCTI MpPH NEPOPATHHOMY 3aCTOCYBaHHI

HOMEp Kriniugoro | ogHokpatHoi no3u Lledikcum, Tabnerku mo 400 Mr (rociJuKy BaHmii

BUIIpOOYBaHHS mikapcekuit 3aci6) BupodHunTBa Aypobinge ®apma Jltn, Innis rta
Cympakc, Ttabnerkr no 400 wmr (Ilpemapar nopiBHAHHA)
BupoduunTBa Actemnac ®apma I'm6X, Himeuunna y 24 310posux,
JOPOCITHX, YOJIOBIKIB B YMOBAX HATIIECEpITE.

6. @dasza xniniunoro | Ilepioa I: 3 26/10/2007 no 28/10/2007

BUITPOOYBANHS Ilepiox 11: 3 02/11/2007 no 04/11/20C7

7. Tlepion mpoBegeHHS
KJIIHIYHOIO

3 26/10/2007 o 04/11/2007

BUNPOOYBaHHSs

8. Kpainu, ne | Immis

MPOBOAKIIOCS  KIIHIYHE

BUNIPOOYBaHHS

9. Kinekicts | Bimosigno o HpoToxoiy B HOCHiIKeHHS Oyno BKIIO4eHO 24
JOCIIIKY BaHHX 3JTOPOBHX JIOPOCITHX YOJIOBIKA. B[iIlpOGyBaHﬁﬁ‘m%{loqaﬂH 24
MALEHTIB HALUEHTA Ta BCI BONH 3aBepulian punpobysatis. /o




10. Mera Ta BTOpHHHI
i KITiHI4HOI'0
BUNIPOOYBaHHA

[lopiBusiTd MBWAKICTE Ta CTYNiHb BCMOKTYBAaHHS JIKapChbKOIo
saco0y lLledixkcum, Ttabnerkn mo 400 wmr  (JlocmimkyBanuit
mikapchkuit 3aci6) BupoGHunTea Aypobinmo Papma Jlimiren, Ta
Cynpake, Tabnerku mno 400 wmr (IIpemapar MOpiBHSIHHS)
supobuuiTBa Acremac ®apva I'M6X, Himeuunna.

[TpoBecTH MOHITOPHHI MOOIYHMX SBHIN Ta 3a0e3neyuTH Oe3meKy
3aCTOCYBAHHS Y 1AIIEHTIB.

11. Jlusaiid KIIHIYHOTO
BUIIPOOYBaHHA

Binkpute, paHjoMizoBaHe, 3 IBOMa CXEMaMHM JIIKyBaHHs, 3 JBOMa
HOCIIIIOBHOCTSMH, 3 JBOMa IepiojlaMy, IMepeXpecHe, MOPIBHANIbHE
JOCITipKeHHS 6i0M0CTYIHOCTI IPH IEPOPATBHOMY 3aCTOCYBAHHI Y
24 30pOBHX JIOPOCIIMX YOJIOBIKIB B YMOBAX HATIIECEPILIE.

12. OcHoBHI KpuTepii
BKJIIOYCHHS

3mopoBi wonosixu BikoM BiJ 18 1o 50 pokis

[exe Macu Tina B Mexkax 18 — 25 kr/m2.

Bci  mamients wHagaym  indopMoBady 3roay Ha y4acTb Yy
BUIIPOOYBaHHI.

Bincyrtricts MapkepiB 3axsoproBab BIJI 1 i 2 tumy, Bipycy
renmatuty B 1 C Ta aHTHKapIioNiMiHOBOTO TECTY.

BijcyTHicTs 3HAYHHX 3aXBOpIOBaHbL a00 KIIHIYHO 3HAYYIIHX
aHOMAJILHUX JIA0OPATOPHUX TOKA3HHUKIB IIPH Ja00paTOpPHil OMiHII,
icTopii xBopoOu Ta PizuuHOMy 0GCTEIKEHHI M/l Yac CKPHHIHTY.
BizcythicTs B anamMHe3i abo BiICYTHICTh [IPOSBIB rinepyayTIHBOCTI
1o uedikcumy, 10 OyIOb -IKOro KOMIIOHEHTa JAHOIO JIKapchKOro

3acofy, a TakoX g0 Oygp -AKUX IHIIMX aHTHOIOTHKIB
reanocnopuHOBOro ado MEHIHIIHOBOIO PALY.

HeratuBui pe3yjibTaTd y cedi Ha TpeAMET 3JIOBKHBaHHA
mikapchbKUMH  3aco0amu  (GeH3o[ia3elliHM, KOKaiHH, OITioinM,

amderaminu, KanHaOiHOIAM Ta GapOiTypaTH) MPOTATOM KOXHOTO
nepiojy BUIpoOYBaHHS I1i]] Yac peecTpartii.

13. HocninxyBanuii
JKapchKuit 3acib,
crioci®  3acTocyBaHHS,
cuia mit

Ho3za: Iledpikcum, tadbnerku no 400 mr: Koxkna tabneTka, BKpHTa
IUTIBKOBOKO 0GOJIOHKO0, MICTHTL 400 Mr nedikcumy.

Cnocib 3acrocysanws: [liciia KOHTpoIbOBaHOI HOYI IOHAMMEHIIE
npotsaroM 10 rofuH, namieHTH OTPUMYBAJIM OJHY [IEPOPAILHY J03Y
npu3HaYeHoi nikapcbkol Gopmu 3 240 M1 BOJH 3TifHO 3 rpadikoM
panoMizarii.

14.
MOPIBHAHHS,
crocib
cuna il

[Ipenapar
nosa,
3aCTOCY BAHHS,

Hosza: Cynpakc®, tabmetku mo 400 wmr (Lledikcum); Koxma
tabnerka Mictuth Lledikcumy 400 mr.

Cnoci6 3acrocyBanns: ITic1 KOHTPOIBOBaHOT HOYI IOHAKMEHINE
npotsroM 10 roguH, mamieHTH OTPUMYBJIM OJIHY NEpopabHy 03y
IpU3HAYeHOl JiKapeskol (opmu 3 240 M1 Boau 3rigHo 3 rpadikoM
paHoMizartii.

15. CynytHs Teparnis

He 3acTocoBano.

16. Kpurepii omiuxu | JIns orinkn 6loekBiBaleHTHOCTI Oyn0 MOpPOBENEHO CTATHCTHYHE

eeKTHBHOCTI OpiBHAHHS GapMaKOKIHETHYHHAX [TapaMeTpiB BOX Ipenaparis. 90,
AKIIO JOBIpYi IHTEPBAIM 3HAXOIATBCS B MexkKax 010eKBiBaI€HTHOCTI
80% -125%.

17. Kpurepii oiuinku | [Iporarom ycboro mepiofy BHOpOOYyBaHHS CHNOCTEPITATHCS JBa

oesnexu

noGIYHIX SBMINA - Ta00opaToOPI BIAXITCHHS NIC/IA BUIPOOYBaHHS.
Y  pesynprarax J1aboparopHdX — TECTIB G MICHA  KIiHIYHOTO

Jocmipkerys  Oyno  BCTAHOBIIEHO, IO KHIBKICTE ?h\efncouprriu y

\




namieara Ne 87 cravouna 13 000 xutHH/ MM3, 10 BBOKAIOCHK
KTHIYHO 3HAYYILHM Pe3YIbTATOM.

V  pesymprarax JabopaTopHHX ~ TECTIB  MichAs  KiIIHIYHOTO
JocHipKeHHs J1yxuoi ¢ocdarazu y mamienra Ne S24 mokasHHK
crasoBuB 144 O]/, mo BRaXkanocs KiiHiYHO 3HAYYLIHM.

18. CraructiyuHi

MCTOIH

Jlns craTHCTHYHOTO aHamisy, miacymioBoi cratuctuki, ANOVA,
90% posipdoro iHTepBamy, Koe(ili€HTY CIIBBiTHOINEHHA Ta
BapiabesbHicTh TanienTiB 6yaM  po3paxoBaHi 3a  JIOMOMOIOO
nporpamuoro 3a6esnedenns SAS® PROC GLM gepeii 9.1.3.

19. Jlemorpadiuni
MOKA3HUKH
JIOCIT Ky BaHOT
momysmii (crars, BIK,
paca, To110)

310poBi, jopocii, Yosnosiki-go6poBonbi 3 IHaii (asiaTceka paca)
BIZINOBIlAJIM KPUTEPisM BKITIOUCHHS Yy BHIIpoOysanus. Jlo manoro
JocikenHs Oy/u BKJKOYEH] maieHTH BikoBoi rpymu Bix 18 no 35
poKiB 3 ingexcom macu Tina eig 18,02 mo 24,61 xr/m2 i3 cepenniM
3poctoM 168,67 cM Ta cepeHbOI0 Macolo Tiia 57,33 Kr.
BunpoGyeanus po3rnodanocs 3 HeoOXiHOro po3mipy BHOIpkH B 24
namiedTd. I3 nanienrip, gxi 6panu y4acts y BunpoOysanHi, 100,0%
IIPEICTABHIIM KJIAC HEKYPSIIHUX.

20. Pesynbratu
e()eKTHBHOCTI

Cuissignomenns JI/IT ta 90% posipui inTepsann IId JKapChKOro
3aco0y Iledikcum, tabnerkn mno 400 wmr (JocnimxypaHuit
nikapchKuit 3aci6) eupobHunTBa Aypodingo Papma JIta., Inais, y
nopisusuni 3 Cynpakc, Tabrerku mo 400 mr (IIpenapar nopiBHAHHS)
BupoOHunrea Acremnac @apma I'm6X, Himeuumna, ama Ln-
TpaHcHOPMOBaHHX MapaMeTpiB:

Cmax 101,02%, 93,56-109,06, AUCo—«: 100,28%, 93,03-08,10 Ta
AUCo—x: 100,07%, 92,99-107,70 BifitoBigHO.

21. Pesyabpraru Oe3lieku

Cuissignomensug JI/IT ta 90% moipui iHTEpBaIM JUIA JIKApChKOTO
3acoby Uedikcum, tabmerkm mo 400 wmr (Jlocmimpkysanuit
JiKapchKuit 3aci0) BupoOnunTea Aypodingo ®apma Jlvn., Iamis, y
nopisasuHi 3 Cynpake, Tabnerku o 400 mr (Ipenapar nopiBHSIHHS)
BupobuunTea Actemtac ®Papma ['m6HX, Himeuuyuna, mis Ln-
TpaHc(hOPMOBAHHX MMAPAMETPIB:

HaiiMeHIme KBaaApaTHe cepe/He 3HAMEeHHA HeTPpancgopPMOBAHKX
T2 reoMeTpHYHEe cepeHe 3HaAYe R TpaHchopManiiinmx
hapMaKoKiHETHYHILX NapaMeTpiB
nedixcumy (Ha ocHosi voaeai ANOVA)

ITokaznu Herpancdopmon Ln-rpancopmoani
KH ani qanui panmi
Cepenne Cepeane
HaiiMeHIne reoMeTpuyHe
KBaJApaTHe 3HAYCHHS
3HAYCHHS
Hocmi Iipena Hocmimx Ilpenap
AXKYBa part YBAHHUIH ar
HMii opiB JiKapch nmopiBHs
aikap HSTHHS KU Hus (1)
chKIil (1 3acié ()
1a¢i0 i
(0%, |
Cinax 4,403 4,401 | 4,32 <
(MKE/MUT) i ' | S




AUCo ¢ 34,774 35,061 33,13
(roj.
MKI/MJT)

33,64

AUCo-» 35,634 36,014 34,55
(rop.ur/
MJT)

34,53

CuiBBigHomensst, moTykHicts Ta 90% nosBipunii inTepsan
HaliMeHIINX KBagpaTHHX cepeanix Ln -TrpancdopmoBanux
dhapmakoKiHeTHYHHX HapameTpis nedikcumy (Ha ocHOBI

moaerni ANOVA)
Ln-tpancdopmonani xanxi
(JI/ID) 90% Iory:xHi
[Toxaznuku Cuispigmo JoBipumnii cTh
MeHHA inrepsaJ
(o) (o) (%0)
Cmax 101,02 93.56-109,06 99,83
AUC 0—t 100,28 93,03-108,10 99,87
AUC 90— 100,07 92,99-107,70 99,90

22. BucHoOBOK

Cratuctuynuii 3BiT 4iTKO BKaszye, mo 90% noBipui iHTepBamu mis

Ln-tpancdopmoBanux manux Cmax, AUCO-t ta AUC 0-c0 s

Ledikcum, Tabnerku mo 400 mr (Jlocmi pkyBaHHi JiKapChKHii 3aci0)
BUpoOHHITBA AypoOinmo @Papma Jita, [umis, y mopiBHSHHI 3
nikapebkuM 3acobom Cynpaxe I'MOX, Himeuunna 3HaX0JuIHCh Y
Me)Xax JOIyCTHMOTo Aiamna3ony OioexsiBameHTHOCTI (80-125%).

3asgBHEK
(Bnacuuxk
peectpariifnoro
TIOCBITYCHHS)

Avypobingo @apma JIt, [ujis

& Q‘.’G'\féf:;

Tl AypoGirmo ®apma Jln; Timist
\ ‘.; ‘.g]'

Mignuc/ Do

M.B.B. Manxy

Crapuumii HayKoBelb - BT 3 THTaHb PEryllOBaHHs
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(11oBHE IM’5)




