Jlogatox 29

1o Iopsaaky npoBeneHHs ekecnepTHOT OL[HKH
peecTpauiiinux Marepialis 115 AikapchKux
3ac00iB, MOAAHUX JUIS IEPHKABHOT peecTparii
(mepepeecTpallii), a TAKOXK 1S €KCIIEPTHOT
OLIHKH MaTepiasiB m0/0 BHECEHHS 3MiH J10
peecTpauifinux Matepialis npoTaroM crpoKy
1if peecTpaniiinoro nocsigueHus

(1. 4 pozainy IV)

3BIT ITPO JOKJITHIYHI TOCJIIXKEHHSI

1. Hasga nikapcbkoro 3acofy (Homep
peecTpallifHOro MOCBiAYeHHS, AKIIO TAKUH

€):

Epnotunid Ankanoin
TabJIeTKU, BKPUTI II{BKOBOKO 000JI0HKOIO, 110 100 Mr abo
150 mr

1) Tun nikapebkoro 3aco0y, 3a skum 6yJ10
3aificneHo aGo nepenbayacThes peecTparis

["enepnyHuii nikapcekuii 3aci6

2) npoBe/ieHi A0CiKEeHHs

Hi.

Y BIANOBIAHOCTI 10 BUMOT /10 3aCTOCYBaHHSA FEHEPUUHNX
npenaparis, BUKIa1eHnX y «Hakasi Minicrepcrna
OXOpOHHM 3/I0pOB’s1 YKpainu Bif 26.08.2005 Ne 426», s
riGpUIHHX MperapaTiB KOAHUX Pe3yILTaTiB BIACHHX
TOKCHKOJIOIYHUX YM (hapMaKoIOTiYHHX JOCTIIKEHb i
KIHIYHAX JOCITIKEHb HE BUMAraeThes, TOMY BOHH He
nependayvei. Pewra posinis Jlomarky 29 ne
3aCTOCOBYIOTBCS 10 LLOIO NIpenapary.

2. @apMakosoris:

1) nepeuHHa hapmakoanHamika

HE 3aCTOCOBYETHCA

2) BroputHa apmMakouHamika

HE 3aCTOCOBYETLCH

3) gapmakosnoris Gesnexu

HE 3aCTOCOBYETHCA

4) dapmakoaunamiyni BzaeMoil

HE 3aCTOCOBYE€ThLCAH

3. @apmaKkokiHeTHKa:

1) ananiTHuHi MeTOM Ta 3BITH IIPO iX
BaJIifanito

HE 3aCTOCOBYETHCH

2) abcopOuist

HE 3aCTOCOBYETLCH

3) po3nouin

He 3aCTOCOBY€EThCH

4) meTaboJtizm

HE 3aCTOCOBYETHCA

5) eaimiHallis

HE 3aCTOCOBYETHCA

6) hapMaKoKiHETHYHI B3aeMOIiT
(roxiHiyuHI)

HE 3aCTOCOBYETHLCA

7) iHui GapMaKOKiHETHYHI 1OC/TIHKEHHS

HE 3aCTOCOBYETBLCSA

4. Toxkcukooris:

1) 01HOI030Ba TOKCHYHICTE

HC 3aCTOCOBYETHLCA




2) TOKCHYHICTb [PH MOBTOPHUX J103aX

HE€ 3aCTOCOBYETHLCS

3) reHOTOKCHUHICTE: in Vitro

HC 3aCTOCOBY€ETLCH

in Vivo (BK/TI0YAI0YH J0/IaTKOBY OIiHKY
TOKCHKOKIHETHKH)

HE 3aCTOCOBYETLCS

4) KaHLepOreHHICTh:

HEC 3aCTOCOBYETHCH

TPUBAJI TOCIiJPKEHHS

HE 3aCTOCOBYETHCH

KOPOTKOTEPMIHOBI JIOCTI[PKEHHS
abo JocHi/KEHHs cepe/IHbOT TPHBAIOCTI

HE 3aCTOCOBYETHCH

OJATKOBI JIOCI[IPKeHHS

HEC 3aCTOCOBYETLCH

5) pernpoyKTHBHA TOKCHYHICTD Ta
TOKCHYHHWH BILTUB HA PO3BHUTOK
[IOTOMCTBA:

HE 34CTOCOBYETHCA

BILIMB Ha (DepPTUIILHICTD TA paHHil
eMOpiOHAIbHUI PO3BHTOK

HE 38CTOCOBYETHCs

eMOPIOTOKCHYHICTE

HE 3aCTOCOBYETLCH

MIpeHaTalbHa Ta MOCTHATAILHA
TOKCUYHICTh

HE 3aCTOCOBYETHCA

MOCTIIKEHHS, B pAMKaX SIKUX JIIKapChKHiA
3aci0 BBOJATH OTOMCTBY (HE J03pinuM
TBAPUHAM) Ta/ab0 OLIHIOIOTEL Ha
JIOBFOTPHBAJTI HACITIIKH

HE 3aCTOCOBYETBCAH

6) MicLieBa MepeHOCHMICTh

HE 3aCTOCOBYETBCA

7) N0JATKOBI JIOCIi/PKEHHS TOKCHYHOCTI:

HC 3aCTOCOBYETLCA

AHTUIEHHICTB (YTBOPEHHS aHTUTLI)

HE 3aCTOCOBYETBCH

IMYHOTOKCHYHICTh

HE 3aCTOCOBYETHCH

JOCTTIIPKeHHs MeXaHi3My aii

HE 3aCTOCOBYETHCA

3QJIEKHICTD BiJ JIIKAPCHKOTO 3ac00y

HE 3aCTOCOBYETHCA

MeTadoIIuYHa TOKCHYHICTh

HE 3aCTOCOBYETECS

TOKCHYHICThL JIOMIIITOK

HE 3aCTOCOBYETLCH

1HIIEe

HE 3aCTOCOBYETHCA

5. BUCHOBKH JIOKJIIHIYHOIO J1OCTIIKEHHS

HE 3aCTOCOBYETHCA

3asBHUK (BIACHHUK
peecTpaniiHoro noceiaueHHs )

(nifufiic)

rd
XBacra M.B.
NpeNCTaBHUK 3asBHUKA
(im's, 10 6aTHKOBI, TIpi3BHUIIE)



JonaTok 30

1o Iopsaaky npoBejieHHsl eKCIEPTHOT OLIHKY
peecTpaniiiHux MaTepialis s JiKapchKux
3ac00iB, OJIAHKUX /17151 JepiKaBHOT peecTpalil
(nepepeecTpallil), a TaKOK [Js €KCIEePTHOT
OLIHKM MarepialliB 010 BHECEHHS 3MiH JI0
peecTpauiiHuX MaTtepiaaiB NpOTAroM CTPOKY
JiT peecTpariitHoro nocpigueHHs

(. 4 posniny IV)

3BIT ITPO KJITHIYHI JOCIIIKEHHS

1. HasBa nikapcekoro
3aco0y (Homep
peecTpaliifHoro
TIOCBi{UeHHS, SIKIILO
TaKui €):

Epnotuni6 Anxanoin
Ta0JIETKH, BKPUTI TITIBKOBOKO 000JI0HKOIO, 110 100 Mr a6o 150 mr

3aco0y, 3a AKHM OYJI0
3/iiicHEHO abo
nepeadayvaeThes
peecTpartis

2. 3asBHUK AJIKAJIOIT AJT Ckor’e
byinbeap Onexcanjpa Maxkezoncekoro, 12, Ckor’e, 1000, Pecny6rika [lisniuna
Makenonis

3. Bupobuuk Cinron Yui JITza., Ynmi (BHPOOHUIITBO HECTEPUIIBHOTO NPOIYKTY, MIepBHHHE
Ta BTOPUHHE [IAKYBAHHS)
CIHTOH XICITAHISA C.JI. Icnanist (nepButHe Ta BTOPUHHE MaKyBaHHS,
KOHTPOJIb SIKOCTI)
I'E ®apmacetotikasc Jit., Bonrapis (nepBrHHe Ta BTOPHHHE NaKyBaHHS)
®apmajioke Xenckeap JITa., Mansra (KOHTPOJIb SKOCTI)
KYIHTA AHAJITIKA c.p.o., Yexis (KOHTpOJIb AKOCTI)

4. Tlposeeni Tak

TTOCIT JIKEHHSL:

1) Tun nikapeekoro  |eHepuuHuii

5. IloBHa Ha3Ba
KJITHIYHOTO
BUITPOOYBaHHS,
KOZOBaHMI HOMEp
KATHIYHOTO
BUIIPOOYBaHHS

Ouinka 6ioekpiBanentHocTi Epnotuniy 150 mr, TaGneTku, BKPUT M BKOBOIO
obosoHKoro, 3entina, Yechka Pecry6iika ta Tapuesa® 150 mr, Tabnerku,
BKPUTI MJ1iBKOBOIO 000J10HKOI0, Por, Benuko6putanis.

Binkpure, paniomizoBane, 0/1H0/1030B¢, YOTHPLOXIIEPIOIHE, 3 TTOBTOPIOBAHMM
AM3aHHOM, [IEPEXPECHE JI0CIIIKEHHs Ha 3[I0POBHX I06POBOIIBLUAX B YMOBAX
HaTLIeceple.

HOMEP JOCJIJKEHHS: ZN-12-0001

HOMEP JIOCJIIJPKEHHST CTTIOHCOPA: 06/12 / ERL / PK 1

HOMEP BIOAHAJIITUYHOT O LIEHTPY: 1113

6. ®aza KJIiHIYHOTO
BUIIPOOYBaHHS

daza |

Jlocnimkenns 6i0eKBIBaIGHTHOCTI




7. llepioj npoBeneHHs
KJIIHIYHOTO
BHIIpOOYBaHHs:

3 9 nunns 2012 no 3 sepecus 2012

8. Kpaiuu, ne
MIPOBO,IUIIOCS
KJiHIYHE
BUIIPOOYBaHHs

Typeuuuna

9. Kinpxicts
JIOCIIPKYBAHHX

3ariaHoBaHo: 32
(aktugno: 32

10. Mera ta BTOpHHHI
il KJAiHIYHOTO
BUITPOOYBaHHS

['0JIOBHOIO METOK 11BOTO AOCIZKEHHS BYII0 MOPIBHATH LIBHAKICT Ta CTYIiHb
BCMOKTYBaHHs Epioruniby 150 Mr, Tabierku, BKpUTI IUIBKOBOIO 060I0HKOIO,
3enrisa, Yecwhka Pecniy6uika (Jlocnimkysannii) Ta Tapiesa® 150 mr, TabneTky,
BKPHTI [1IBKOBOK 060710HKOI0, Pow, Bemikobputanis (Etanonnuii) B ymosax
HaTLIECepLe Yy YOTHPLOXIEPIOJHOMY J0CIII/PKEHH] 3 TOBTOPIOBAHUM JN3aiHOM.
JlpyropsiHoi MeTOoI0 1BOro BUIpoOyBaHHs Gy10 10cHianTi 6e3nexy
JLOCITJDKYBAHUX CKJIAJIiB HA OCHOBI KIIHIYHKMX Ta T1ab0paTOPHUX JOCITILKEHb
Oesnexu Ta peecTpanlii BUHMKHEHHS MOOIYHMX peaKiliii.

11. luzaitn
KJTIHIUHOTO
BHITPOOYBaHHS

Binkpure, panjiomizoBane, 0/1H0/1030Be, YOTHPLOXIIEPIO/IHE, 3 TOBTOPIOBAHIM
AN33aHHOM, YOTHPHCTOPOHHE, TepexpecHe TOC/IiPKEeHHs Ha 3/J0pOBHX
100pOBOJIBIIAX B yMOBAX HATIIECEPLE.

12. OcHoBHI KpuTepii
BK/IIOUEHHS

* YOJIOBIKM KaBKa3bKOI pacu

* BIK Bifl 18 pokiB abo crapuui

* (bi3MYHO Ta NCUXIYHO 37I0POBI, 110 OLIHIOETHCA 33 JONOMOTOK MeJHYHOTO Ta
CTaH/IapTHOTO J1abopPaTOPHOTO 00CTEIKEHHS

* Bara Tia B Mexax + 10% Bij iieanbHOT MacH Tiza 1o BiHOLIEHHIO 0 3pocTy
BiANOBiAHO A0 IMT

* mpuitHsaTHUN pianason Big 18,5 g0 30,0 kr/ m2

* inopMOBaHa 3ro/ia, 1aHa B MUCEMOBIH hopmi

13. locnimxyBanuii
JiKapCchKHii 3acio,
criocid 3acTocyBaHHs,
cuna gif

Hocuikysanuii: Epnotuni6 150 Mr tabierku, BKpUTI MIiBKOBOIO 0G0I0HKOMO
Crnioci® npuifomy: nepopaibHo
Cxema npuiiomy: 1 Tabnierka sik pasosa 103a

14. Ipenapar
TIOPIBHSIHHSL, J1034,
crocid 3acTocyBaHHs,
cui1a i

Pedepenthuii: Tapuesa® 150 Mr TabIeTKH, BKPUTI I1iBKOBOIO 060JI0HKOO
Crioci6 npuiiomy: nepopaibHO
Cxema npuiiomy: 1 Tabnerka sik pazoa J03a

15. CynyTtHs Tepanis

He 3acTtocoByeThes

16. Kputepii ouinku
eeKTHBHOCTI

DapmaKkoKiHemuka:
o llepsunni kinuesi Touku: AUC (0-t) ta Cmax epioTunioy

® BropunHa kiHueBa Touka: Timax Ha €PIOTHHIO

17. Kputepii ouinku
Gesnexu

[lapamerpamu Gesneky y UbOMY JIOCITiKEHH] 11010 6100CTYHOCT] /
bioeksiBasleHTHOCTI OynM KiiHi4HI Ta 1abopaTopHi 06CTeNEHHs Ha TOYATKY Ta B
KIHLL BUTIPOOYBaHHs, a TAKOXK PEECTpallis nodiuHmX peakLiii nporsrom
BUIIPOOYBaHHS.

18. CrarucTUuni
METO/IH

Ji1s (hapMaKkoKiHETHUHHX MapameTpis:




e Po3paxoBaHo Ta CTATUCTHYHO MPOAHATI30BAHO HACTYIIHI
tapmakokiHeTuuni napamerpu: In-rpancopmorani mapamerpu AUC (0-
t), AUC (0-0) ta Cmax Ta nerpanchopmosani napamerpu AUC (0-t),
AUC (0-0), Cmax , tmax, Az, tI /2 Ta MRT.

* Jlucnepciiinuii ananiz (ANOVA) nposouiu i3 3acTocyBaHHAM
MpoLeypH 3arajibHoi JliHiiiHoT Moaeni (GLM), B skiii Gyiu
oxapakrepusosani edexrn SUBJECT (SEQUENCE), PERIOD ta
FORM. 90% nogipui intepsanu 6y/n pospaxoBaHi /s CHiBBiAHOLIEHHS
T /R cepeanix 3Ha4eHb.

OcHoBHMMM NMapaMeTpaMy /is OLIHKH GioekBianenTHocTi 6y 90% JIOBIpUHi

IHTEpBAJI FEOMETPUYHNX HAMEHINMX KBAIPATHUX criBBigHomens T/ R mis

AUC (0-t) ra Cmax.

19. Hemorpadiumni
MOKa3HUKH

IOCTIIKY BaHOT
nonyJsiii (crare, Bik,
paca, To110)

* YOJIOBIK KaBKa3bKOI pacu

* BiK Bia 18 pokiB i crapiui

* Bara Tiia B Meskax £ 10% Bij ineanpHoi Macu Tina o BiAHOWIEHHKO 10 3pOCTY
BigmosigHo go IMT *

* npuitnaTHuit gianason Bix 18,5 10 30,0 kr/ M2

20. PesynbTatu
e eKTUBHOCTI

DapmaroxiHemuka:

3arajibHa KUIbKicTb 3 27 106pOBOIBIIB 3aBEPUIMIA BUIPOOYBAHHS 3riHO 3
npotokonoM. Konuenrpaulii npenapary B 1iazMi KpoBi 0JHOro 106pOBOIbLI,
1o BUOYB, sIKMii 3aBEPUIMB HepIi 1Ba Mepion A0CIi/KEeH S, OyIM BKIIFOUeH] y
(papMakoKiHeTHUHMI Ta CTATUCTHYHMIT aHAani3. 3araoM Ui BU3HAYEHHS
KOHIEHTpaLii eploTHHIOY 6ymo nmpoananizosano 3pasku rniasmu 28
100pOBOJIBLLIB, @ 55 CIIOCTEpEKEHb 3a CKIIALOM IMi/IaHO CTATHCTHYHIM OLiHLi
IIEPBUHHUX [TApaMeTiB.

[epsunni kinuesi Toukn AUC (0-t) Ta Cmax juist eploTHHIGY Mic/s BBeIeHHS
Hocniakysanoro Ta Etanonnoro ckianis ysaransteni 8 Tabanui 1. Cepeni
3HAUCHHS /I BTOPUHHOI KiHUeBoT Toukd, Tmax epinotunidy craHoBaaTh 2,5
roa ans Jocaimxysanoro ta Etanontoro cknany (aus. Ta6m. 1).

Tabnuus 1: @apmakokineTnuHi napamerpu epiotuuioy (N = 55)

e T I T -—

parameter | geom. mean | arithm. mean l SD (%) [ range | median
Test
AUC . [ng+h/mL] 1437519 | 1498693 | 4714.053 | 7686.78 - 33115.90 | 14421.95
Chax [Ng/mL] 1248.19 } 1304.39 351 .3041‘ 405.61 - 2110.87 1311.58
tmac [] 20 | 24 1.04 05-45 25
Reference
AUCyy[ngehiml] | 1303567 | 13981.09 5499.338 | 4753.00 - 34731.62 | 13364.40
Crnax [Ng/mL] 110231 | 1189.64 385.914 160.29 - 1886.45 1232.17
tmax [N] 2.2 25 1.28 1.0-8.0 25 |
|
biocmamucmuka:

Ouinka GioeksiBanenTHOCTI Ga3yBanacs Ha mapameTpudHoMy MeToi (ANOVA-

log), ockisibku Gyi10 BCTAHOBIEHO, 1110 JIOrapuMiuHO HOPMATEHHUIT PO3MOILT

3




NEPBUHHUX KiHLEeBUX TO40K (AUC (0-t) ta Cmax epnoTuHnify) He Moxe OyTH
BIAXMIIEHMH 115 060X napamerpis. 90% JoBipui inTepramm ans BHYTPILLHBO-
IHMBIIyansHuX criiBBiaHomeHs ([locnimpkysannii / Etanonnui) pis AUC (0-t)
Ta Cmax epioTuHidy Bkazani B Tabnui 2.

Tpancopmosane B In reomMeTpuuHe CriBBiAHOLEHHS HAMEHIINX KBA/PATIB
(Hocnimkysanuit / Etanonnuit, Touka ouinku) nns AUC (0-t) epnotunioy
cTaHoBUTh 111,14%. Jlosipunii intepsan 90% cranosuts 103,35-119,52% (mus.
Tatu1. 2). Takum ymHOM, J0Bipunii intepsan wis koedinienrie AUC (0-t)
3HAXO/MTLCS B MEKaX CTaHAAPTHOrO Jlianasony npuiiHstHocTi 80,00 - 125,00%.
Tpancopmosane B In reomerpuune CHiBBiAHONIEHHS HalMEHIINX KBAIPATIB
(Mocnimkysanuii / Eranonnuii, Touka ouinku) mis Cmax eproTHHIGY
craHoBUTE 114,27%. Jloipuwnii intepran 90% cranosuts Bix 105,39 no
123,90% (nue. Tadn. 2). Takum uuHOM, 10Bipunii iHTepBan a5 KoedilieHTiB
Cmax 3HaxX0/IMThCA B MEXaX CTAHIapTHOro JianasoHy mpuitastHocti 80,00 -
125,00%.

Tabanws 2: 90% noeipui inrepamn Ta ANOVA-log% CV a1 nepBHHHUX
KiHIeBUX To4OK (N = 55)

endpoint I point estimator(%) | confidence limits (%) | ANOVA-log %CV
AUCq. (ratio test/reference) | 111.14 103.35-119.52 23.11
Crnax (ratio test/reference) | 114.27 105.39 - 123.90 25.79

21. PesynwpTati
Oe3nexu

e Jlocnijukysanuii Ta ETanoHHuii npenapaty npoieMoHCeTpy Balu oi6HY
NEPEHOCHUMICTb.

o [Tin yac mocnimkents Gyo 3apeecTpoBaHo /IBi HecepiiosHi MO6iYHi
peakiii y ABox 100poBOIBLIB Micis BBejieH s JIoCIiIKyBaHOro
npenapary, Tp modiduHi nozii y TpboX 100poBobiiie 6yiu
3apeccTpoBaHi micis BBeaeHHs Etanonnoro npenapary. Yei ui mo6iuni
SIBUIIA YCYBaIHUCs MTPH MOBHOMY OJYIKaHHI.

* JKoaHoi cepiiosnoi nobiuHoi peakiii He OyJI0 3apeecTpPOBAHO 3a BECH Uac
JOCIIIIZKEHHS.

22. BucHoBok
(3aKJTFOYEHHS)

Hocnikenns npoBoanaock 3riano 3 [TpoTokosoM gocimkeHHs

Jlocnimkysanuii ta Etanonnuit npenaparu 6y Bu3Hani 6ioeKkBiBaeHTHUMHE B
MekKax CTaHJapTHOro Aianasony npuitHsTHocTi Bix 80,00 1o 125,00% 3 Touku

30py LIBHJIKOCTI Ta CTYIICHS NOIIMHAHHS B YMOBAX HATIIECEPLIE.

3asBHMK (BJACHUK
peecTpaliifHoro
MOCBITUEHHS)

(mizdTinc)
acta M.B.
NpeICTaBHUK 3assBHUKA

(im'si, 1o ©aTHKOBI, Mpi3BHIIE)




Annex 29
to the Procedure for expert evaluation of
lrcgistrallion materials for medicinal products
filed for state registration (re-registration) as
well as for expert evaluation of materials on |
amending registration materials during
registration certificate validity term
l(Clausc 4, Section V)

PRECLINICAL STUDY REPORT

I. Name of the medicinal product
(registration certificate number, if any):

Erlotinib Alkaloid® 100 mg and 150 mg film-
coated tablets

e . seneric
1) medicinal product type by which the BRAEE
registration was made or is anticipated
2) studies conducted No.

According to the requirements for generic
applications laid out in the “Ministry Of Health Of
Ukraine Order 26.08.2005 Ne 426", for generic
products, no results of own toxicological or
pharmacological studies or clinical trials are
required, hence none are provided. The remainder
sections of Annex 29 are not applicable for this
generic product.

2. Pharmacology:

[) primary pharmacodynamics n/a
2) secondary pharmacodynamics n/a
3) safety pharmacology n/a
4) pharmacodynamic interactions n/a l
B

3. Pharmacokinetics:




I) analytical methods and reports on their
validation

n/a

additional studies

2) absorption s
o n/a
3) distribution
. n/a
4) metabolism
s e n/a
5) elimination
T . n/a
6) pharmacokinetic interactions
(preclinical)
eciile . n/a
7) other pharmacokinetic studies
4. Toxicology:
; o n/a
1) single-dose toxicity
- n/a
2) repeated dose toxicity
S n/a
3) genotoxicity:
in vitro
o . - T
in vivo (including additional toxicokinetics
assessment)
4) carcinogenicity:
; n/a
long-term studies
; n/a
short-term studies
or medium duration studies
n/a

5) reproductive toxicity and toxic effects
on offspring development:




impact on fertility and early embryonic
development

n/a

5. Preclinical study conclusions

i n/a
embryotoxicity
> n/a
prenatal and postnatal toxicity
: . i n/a
studies under which the medicinal product
is administered to offspring (non-mature
animals) and/or evaluated for long-term
cffects
n/a
6) local tolerance ‘
7) additional toxicity studies:
e y 2 . n/a
antigenicity (antibody formation)
: i s n/a
immunotoxicity
; . . n/a
mechanism of action studies
- n/a
drug dependability
. e n/a
metabolite toxicity
o5 r n/a
toxicity of admixtures
n/a
other
n/a

Applicant (registration
certificate holder)

E.

& AaanniaAa &=

Natasha V@kﬁﬁﬂ@ JE &ra ’
Head of Rt.g,ulato‘i\y\Aﬁduf
Alkaloid AD Skopje




Annex 30

to the Procedure for expert evaluation of
registration materials for medicinal products
filed for state registration (re-registration) as
well as for expert evaluation of materials on
amending registration materials during
registration certificate validity term

Clause 4, Section V)

CLINICAL TRIAL REPORT

. Name of the
medicinal
product
(registration
certificate
number, if

any):

Erlotinib Alkaloid® 100 mg and 150 mg film-coated tablets

2. Applicant

ALKALOID AD Skopije
Boulevard Aleksandar Makedonski 12, Skopje, 1000,
Republic of North Macedonia

Synthon Chile Ltda., Chile (manufacturing of non-sterile product, primary and

iﬁanufacturer SecBncALy pRelaiging)
SYNTHON HISPANIA, S.L., Spain (primary and secondary packaging, quality
control)
GE Pharmaceuticals Ltd., Bulgaria (primary and secondary packaging)
Pharmadox Healthcare Ltd., Malta (quality control)
QUINTA-ANALYTICA s.r.0., Czechia (quality control)

4. Studies yes

conducted:

1) medicinal generic

product type

by which the

registration

was made or is

anticipated

5. Clinical trial
full name,

Evaluation of the bioequivalence of Erlotinib 150 mg film-coated tablets,
Zentiva, Czech Republic vs. Tarceva® 150 mg film-coated tablets, Roche, UK.




coded clinical
trial number

An open, randomized, single dose, four-period, replicate, crossover trial in
healthy volunteers under fasting conditions.

STUDY NUMBER: ZN-12-0001
SPONSOR’S STUDY NUMBER: 06/12/ERL/PK |
BIOANALYTICAL CENTER’S NUMBER: 1113

6. Clinical trial
phase

Phase |

Bioequivalence study

7. Clinical trial
time frame

from 09-Jul-2012 to 03- Sep-2012

8. Countries
where the
clinical trial
was conducted

Turkey

9. Number of
persons under
study

planned: 32
actual: 32

10. Clinical
trial purpose
and secondary
objectives

The main objective of this study was to compare the rate and extent of
absorption of Erlotinib 150 mg film-coated tablets, Zentiva, Czech Republic
(test)and Tarceva® 150 mg film-coated tablets, Roche, UK (reference) under
fasting conditions in a four-period replicate study design.

The secondary objective of the present trial was to investigate the safety of the

study formulations on the basis of safety clinical and laboratory examinations
and registration of AE/ADRs.

11. Clinical
trial design

Open-label, randomized, single-dose, four-period, replicate, four-way, crossover
trial in healthy volunteers under fasting conditions.

12. Main
inclusion
criteria

male Caucasian

e age between 18 years of age or older

e physically and mentally healthy as judged by means of a medical and
standard laboratory examination

® body weight within £10% of the ideal body weight in relation to height
according to BMI

*accepted range 18.5 to 30.0 kg/m’

o informed consent given in written form




13. Medicinal
product under
study,
administration
route,
efficiency

Test: Erlotinib 150 mg film-coated tablets
Mode of administration: Oral

Regimen: | tablet as a single dose

14.
Comparison
medicinal
product,
dosage,
administration
route,
efficiency

Reference: Tarceva® 150 mg film-coated tablets
Mode of administration: Oral

Regimen: | tablet as a single dose

L5,
Concomitant
therapy

N.A.

16. Efticacy
assessment
criteria

Pharmacokinetics:
—  Primary endpoints: AUC(0-t) and Cmax of erlotinib
— Secondary endpoint: Tiax of erlotinib

17. Safety
assessment
criteria

The safety parameters in this bioavailability/bioequivalence trial were the
clinical and laboratory examinations at the beginning and end of the trial as well
as the registration of AEs/ADRSs over the course of the trial.

18. Statistical
methods

For pharmacokinetic parameters:

= The following pharmacokinetic parameters were calculated and
statistically analyzed: In-transformed parameters AUC(0-t), AUC(0-w)
and Cmax and non-transformed parameters AUC(0-t), AUC(0-), Cmax,
tmax, Az, t1/2 and MRT,

— An analysis of variance (ANOVA) was performed using the General
Linear Model (GLM) procedure, in which, SUBJECT (SEQUENCE),
PERIOD and FORM effects were characterized. The 90% confidence
intervals were calculated for T/R ratios of means.

The 90% confidence interval of geometric least square means ratios T/R for
AUC(0-t) and Cmax were the primary parameters for the bioequivalence
assessment.

M



19.
Demographic
indicators of
population
under study
(gender, age,
race, etc.)

= male Caucasian
* age between 18 years of age or older

* body weight within £10% of the ideal body weight in relation to height
according to BMI*

*accepted range 18.5 to 30.0 kg/m’

20. Efficacy
results

Pharmuacokinetics:

A total number of 27 volunteers completed the trial according to the protocol.
The plasma concentrations of one drop-out volunteer completing the first two
periods of the trial was included in the pharmacokinetic and statistical analyses.
In total, plasma samples of 28 volunteers were analyzed for determination of
erlotinib concentration and 55 observations per formulation were subjected to
statistical evaluation of primary parameters.

The primary endpoints AUC(0-t) and Cmax for erlotinib after administration of
the test and reference formulations are summarized in TT 1. The median values
for the secondary endpoint, Tmax of erlotinib is 2.5 h for the test and reference
formulations (see TT I).

I'T1: Pharmacokinetic parameters for erlotinib (N = 55)

parameter | geom. mean | arithm, mean | sp( | range median
Test
AUCq. [ng-h/mL] 14375.19 14986.93 4714.053 | 7686.78 - 3311590 | 14421.95
Comlgl] | 124819 | 130439 | 361304 | 40561-211087 | 131158
tmax [D] 2.0 23 1.04 05-45 28
: e — . Uasha | ed
AUC . [ng+h/mL] 13035.67 13981.09 5499.338 | 4753.00 - 34731.62 | 13364.40
Crnax [ng/mL] 1102.31 1189.64 385.914 160.29 - 1886.45 123217
el | 22 25 | 128 |  10-80 | 25
Biostatistics:

Evaluation of bioequivalence was based on a parametric method (ANOVA-log)
as it was found that a log-normal distribution of the primary endpoints (AUC(0-
t) and Cmax of erlotinib) could not be rejected for both parameters. The 90%
confidence intervals for the intra-individual ratios (test/reference) for AUC(0-t)
and Cmax of erlotinib are tabulated in TT 2.

The In-transformed geometric least square means ratio (test/reference, point

estimator) for AUC(0-t) of erlotinib is 111.14%. The 90% confidence interval is




103.35t0 119.52% (see TT 2). Thus, the confidence interval for AUC(0-t) ratios
is within the standard acceptance range of $0.00 — 125.00%.

The In-transformed geometric least square means ratio (test/reference, point
estimator) for Cmax of erlotinib is 114.27%. The 90% confidence interval is
105.39 to 123.90% (see TT 2). Thus, the confidence interval for Cmax ratios is
within the standard acceptance range of 80.00 — 125.00%.

TT2: 90% confidence intervals and ANOVA- -log %CV for primary
endpoints (N = 55)

endpoint point estimator(%) | confidence limits (%) | ANOVA-log %CV
AUC o (ratio test/reference) 11114 | 10335-11952 231
Cnax (ratio tesb'refe_repc_e_) . 1 14 27 o 105 39— 123 90 - 25.7"977

21, Safety
results

— The test formulation and the reference drug demonstrated similar
tolerability.

= During the study two non-serious adverse events in two volunteers were
registered after administration of the test formulation, three adverse
events in three volunteers were registered after administration of the
reference formulation. All of these adverse events resolved in full
recovery.

— No serious adverse events were registered during the total duration of the
study.

22. Conclusion
(opinion)

The study was performed according to the Study Protocol

The test and reference formulations were found bioequivalent within the
standard acceptance range of 80.00 — 125.00% in terms of rate and extent of
absorption under fasting conditions.
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