CEPTHIOMKAT COOTBETCTRIUS

Ha IIPOAYKITHIO, BRAIOIEHHYIO B eAMHBLA epedeHb IIPOAYKI[HH,
noasexament 0653aTeAbHON cepTHOUKAIH

Ne POCC RU C-RU.®M11.B.00229/19

Cpox aeiicteusic  08.04.2019 mo 08.04.2020

OPT'AH ITO CEPTHOUKAITIU Ne 0065838

RA.RU.11 @M1 OPTAH 11O CEPTH® MKALIHH TPOAVKIUHH OBIECTBO C O PAHHYEHHO I

.~ OTBETCTBEHHOCTBIO "®OPMAT KAYECTBA", adpec opzanusayuu : 109428, 2. Mockea, 1-s1ii Bizosckuii npoesa, 0. J,
cmp. 1, adpec opeana no cepmugpurayuu: 129626,

2. Mocksa, 1-asn Mumuayunckas, 0. 25, men. (493) 783-19-08

3AABUTEAD
340 "BHOKAD",

HHH :5024048000 , Adpec : 198515, 2. Canxm-ITemep

Oype, Mlempodsopyosuiii p-u, n. Cmpensua, ya. Caszu, 0. 34, lum. A.
.| Tenegpon: 8(812)380-49-33 '

. U3TOTOBUTEAD

s 340 "BHOKAL", HHH 3024048000, 143422, Mocxoscras ofinacme, Kpacrozopekuil paiion, c. [Tempogo-Lanvnee, Poccus
: koa OK
: HEOA b OK 034-2014 (KITEC
. Mexkapcmeennoe cpedcmeo: I't epmurxad®, ruogunuzam ona npuzomosnenus Konyenmpama onn 2008) (OKIII2):
= MpuzomoeneHus pacmeopa Onn unghy3uii : 21.20.10211 ;
" PY Ne JIIT-003403 om 31.12.2015 (0ama nepeoghopmnenus PV 20.06.2016), e
cepuiinbiil 6uiNycK = xop TH BOA

| COOTBETCTBYET TPEBOBAHUSM HOPMATHBHBIX AOKYMEHTOB
| JITT-003403-311215 uzm. Mo I-4

 CEPTHQUKAT BHIAAH HA OCHOBAHUU

- npomoxon ucnetmanuti Ne 240 om 035.04.2019 HJI omdena IKCnepmUbl, KOHMPONA U U3ydenus kavecmaa, sghghexmusrnocmu,
- Gesonacnocmu Cpedcme mpanc@y3uoOKHOL U UHGYIUONHOT mepanuu PI'BY "HMHI] zemamonozuu” Munzdpasa Poccuu,
j qmrr{ecmam axkpedumayuu POCC RU.0001.21®J124, Cepmudhuxam coomeemcmeus cucmems: mernedacmenma xavecmsa g
Cucmene do6posonsroi cepmugpuxayuu CHCTEMA CEPTHOHKAIIHH PYCCKOT O PETHCTPA Ne 18.0780.026, cpox

Oeticmeus ¢ 19.06.2018 2. 00 19.06.2021 2, Accoyuayus no cepmugpurayuu "Pyccxusi Pezucmp ;_Wﬁ"?@fxm-
Ilemepbype,np. Pumckozo-Kopcaxosa, 9.101 g T el
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ITPHAOKEHHE

K CEPTU®HKATY COOTBETCTBHA Ne POCC RU C-RU.OM11.8.00220/19

Ha IIPOAYKIHIO, BKAIOUEHHYIO B eAHHbI epedeHb NPOAYKIHH, Ne 0000628
noAAesKameH 0043aTeAbHON CepTHOHKALHK =

. JlekapCTBeHHOe CpeacTso:

FepTukaa® nuodunuaar Ans NPUroToBNEHWS KOHUEHTPATa ANA NPUrOTOBNERWA pacTeopa Ans WHMDyaui
150 mr, dnakoHsl (1), Nauku KapTOHHBIE

440 mr, conakowel (1) + pacTeopuTens (GakTepuocTaruyeckas Boga AnA MHBEKUWIA) 20 MIT chnakoHsl (1), Na4YkK KapTOHHbIE i

OMOMHUTENbHaR UHOPMaUUS:

CpoK ronHoCTW NeKapcTBEHHOrO CPEACTBa 4 rofa. YCIoBMS XPaHEeHUs: npu Temnepartype ot 2 40 8°C B 3alMLLEHHOM OT
cBeTa MecTe. He 3amopaxuBears.
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Poccun, 168515, r. Canur-Netepbypr, NeTpoasoplosbii PaitoH, n. CtpensHa, yn. Ceasu, a. 34,
Aut. AL/ Russian Federation, 198515, Saint Petersburg, Petrodvorsoviy district, Strelna, Svyazi
st.bld. 34, liter A Ten./tel.: +7 495 992-66-28; daxc/fax: +7 435 992-82-98

MNacnopr kauecrsa / Certificate of analysis Ne¢6

BI__AD

Biotechnology Company

Ao

5910/19

leptukan®, nnoduausar aas NPUTrOTOBNEHUA KOHUEHTPATa ANA NPUTOTOBNEHUS pacTeopa ana uHy3aui,
440 mr / Herticad®, powder for concentrate for solution for infusion, 440 mg

Homep cepun {naptum) / Batch No:
Homep cepum un-6ank / Batch No in-bulk:
Mpoussogurens / Manufacturer:

Ynakoswmk (sTOpPUYHan) ynakoska / Packer
(secondary) package:

O6vem cepum, eg,. usm, / Batch size, units:
Aara npoussopcrsa / Manufacture date:
Cpok rogHocrtu / Expiry date:

73231219

851219N

3A0 «BMOKAL», Poccus, Mockosckan 06n.,
KpacHoropckuii p-w, c. Merposo-fansHee / JSC
“BIOCAD”, Petrovo-Dalneye, Krasnogorskiy District,
Moscow Region, Russia

3A0 «BMOKAA», Poceua, Mockosckas o6,
KpacHoropckuii p-H, c. NeTposo-fAansHee / JSC
“BICCAD”, Petrovo-Dalneye, Krasnogorskiy District,
Moscow Region, Russia

10482 yn. Ne1 / packs Ne1

02.12.2019

01.12.2023

Ceederus o pacmeopumene / Information for solvent

Homep cepuu (naptum) / Batch No:

Homep cepun un-6ank / Batch No in-bulk:
MNpownssoaurens / Manufacturer:

Aara npoussogcrea / Manufacture date:

Cpok rogHocTy / Expiry date:

Ucnbitanua nposegeHbl no / The tests performed
in accordance with:

PerucrpaumomnHbiii Homep / Registration number:

MNokasartens /
Characteristic

Ycnosusa xpaHenus /
Storage conditions

Tpebosanus HA / Acceptance Criteria

Mpu TeMnepaType oT 2 40 8 °C B 3alMLIEHHOM OT
cBeTa mecve. He 3amopaxusaTs / at temperature

99191219

891219n

3A0 «BUOKAL», Poccun, Mockoscxas 06n.,
KpacHoropckuit p-w, c. Netposo-AansHee / JSC
“BIOCAD", Petrovo-Dalneye, Krasnogorskiy District,
Moscow Region, Russia

03.12.2019

01.12.2023

OCMN/ES /1M-003403-311215, uam./amend, 1-4
Nn-003403

Pe3synbrar / Result

CooteeTtcreyeT /
Conform

from 2 to 8 °C. Protect from light. Do not freeze

Cpok xpaHenus / Shelf life 4rona/ 4 years

Onucanwe / Description

NOPOWOK nnun nopucran macca ot benoro Lo cBeTno-

CooTsercTeyer /
Conform

CooTseTcreyeT /

KENTOoro useTa. BoccTaHOBAEHHBIN pacTBop - Conform
NPO3patiHan unu cnerka onanecuupyiowas _—
MUAKOCTL, OT BECUBETHOIO A0 CBETNO-XKEeNnToro P
useTa, / powder or porous mass from white to light P

yellow in color. The recovered solution - clear or /
slightly opalescent liquid, colorless to light yellow in f,f’ /

color,

NacnopTt Kavectsa / Certificate of analysis Ne 65910/19

®opma Mpunomerune NoS k COM OKK-28-006-11/ Form Appendix Ne5 to SOP OKK-28-006-11 ———

-

1/5



Poccua, 198515, r, Canxr-Nerept

ypr, levpoasopuossiit paiion, n. CrpensHa, yn. Canau, Aa. 34,

AT, A,/ Russian Federation, 198515, Saint Petersburg, Petrodvorsoviy district, Strelna, Svyazi
st.bld. 34, liter A Ten./tel,; +7 495 992-66-28; daxc/fax: +7 495 992.87.08

MNokasarens /
Characteristic

NopnuHHoOCTS /
Identification

MognuHHoC T /
Identification

CpenHas Macca u
OLHOPOAHOCTL Mo Macce /
Average weight and the
homogeneity

PacTBOpuMOCTS / Solubility

Mpo3payYyHocTs pacrtesopa /
Clarity of solution

LiseTHoCThL / Degree of
coloration of solution

pH / pH

Mexanunyeckue
BKNOYeHUA., BunumMmbie
HacTuusl / Particulate
matter. Visible particles

MexaHuyeckune
BKA4YeHna, [JosuaumMble
q4acTuubl / Particulate
matter. Subvisible particles

Mexarmyeckue
BKMIOYEHNA. [I0BUAUMbIe
“acTuuel / Particulate
matter. Subvisible particles

Tpe6osanua HA, / Acceptance Criteria

CNeUNPUYRCKEA aKTUBHOCTE: npenapaT gonxew
OK@3blBATL AHTUNPONNGEPATUBHOE NSHCTBUE Ha
KYNnbTypy kneTok BT-474. / potency: the drug
product exhibits anty proliferative activity on the BT-
474 cell culture,

KANUANAPHLIA 30HaNbHBIR 3NeKkTpotiopes: Ha
INEKTPODOPErpaMMax UCMLITYEMOro pacTeopa u
CTaHAapTHoro pacTeopa NPUCYTCTBYET OCHOBHOM
nnK. Ha IneKkTpooperpamMme cMecK CTaHaapTHoro
¥ UCNLITYeMOoro pacTeopos NpUCYTCTBYET OAMH
OCHCBHOW NUK. PasHuua MeXxay BpemMeHamn
MUIPpaLKUK OCHOBHOIO NUKa Ha

3NeKTPOOPEr paMMax UCNLITyemoro pacreopa,
CTaHA3PTHOr 0 PAcTBOPa W MX CMECH COCTaBNSET
mMeHee 0,1 muH. / capillary zone electrophoresis:
electrophoregrams obtained for test solution and
standard solution show the main peak. For the
mixture of test solution and standard solution only
one main peak should be present. Retention time of
the main peak on the electrophoregrams obtained
for the test solution, standard solution and their
mixture differs by less than 0.1 min.

07 1304.4 mr no 1441,8 mr / From 1304,4 mg to
1441,8 mg

NPENapaT N0/KeH NOMHOCTLI0 PACTEOPUTLCA B
TeueHue 10 mun. / the drug product is required to be
completely dissolved within 10 min.

pacTeop npenaparta N0/KeH GbiTh NPO3PaYHLIM NO
CPaBHEHWIO C BONOW AW BLILEPXUBATL CPaBHEHME ¢
3TanoxomM |, / the drug product solution is required to
be clear or its opalescence is not more pronounced
than that of Reference Solution I,

PAcTBOP Npenaparta AoKeH BuiTe BecuyaeTHLIM No
CPaBHEHWIO C BOAOH UNU BLIAEDKUBATE CpasHeHue ¢
aTanoHom Y5. / the drug product solution is required
to be colorless or not more intensely colored than
Reference Solutions Y5.

oT 3.4 go 6.6. / from 5.4 to 6.6.

B COOTBETCTBUM C TpebBoBaHuamu, / comply with the
requirements,

HacTuubl pasmMepoMm 5 - 25 MkM - He Gonee 5000
4/tbnakon / Particles size 5 - 25 KM - not mare than
5000 p. per vial

HacTuubl pasmepom Bonee 25 MkM - He Bonee 500
“/dnaroH / Particles size more than 25 Hm - not
more than 500 p. per vial

MacriopT kavectea / Certificate of analysis Ne 65910/19

Dopma MNpunoxenme NeS k COM OKK-28-006-11/ Form Appendix Ne5 to SOP OKK-28-006-11

BICCAD

Biotechnology Company

Pesynbrar / Result

CoaTBeTCTBYeT /
Conform

CooTseTcTayeT /
Conform

1396.99 mMr/mg

CooTeetcTeyeT /
Conform

CooTseTcTayer /
Conform

CoorseTcTeyer /
Conferm

CooTseTcTayer /
Conform

31 4-wdn. / part.fvial

7 9-w/pn. /BE'r{_.fvia!
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Poccun, 198515, . Canxr-Nere

plypr, NeTpoasopyoss:ii PakoH, n, CrpensHa, yn, Ceasu, g. 34,

Mt AL/ Russian Federation, 198515, Saint Petersburg, Petrodvorsoviv district, Strelna, Svyazi
st.,bld. 34, litera Ten./tel.: +7 495 952-66-28; Dakc/fax: +7 495 992-82-58

MNokasarens /
Characteristic

QcMoNAnbHOCTS /
Osmolality

HYucToTa / Purity
Yucrora / Purity
HucTora { Purity
HuctoTa / Purity
Boga / Water

BakTepuansHuie
3HAOTOKCWHLI / Bacterial
endotoxines

CrepunbrocTs / Sterility

AHOMansHasn
TOKCUYHOCTbL / Abnormal
toxicity

Benox / Protein content

Nonwucop6ar 20/
Polysorbate 20

Cneundmyeckas
3KTUBHOCTL / Potency

Yrnakoska / Package

Tpebosanmua HY / Acceptance Criteria

©T 105 [o 175 mOcM/kr. / from 105to 175 mOsm/kg.

COAEpXaH1e MOHOMEPE - He MeHee 95,0 %. /
menomer content - not less than 95.0 %,

Cymma npumecen - ne Gonee 5,0 % / Total impurities
- Not more than 5.0 %

COLEPAMAHME KUCAOH DPaKLMN - He Gonee 35,0 %. /
the acidic fraction - not more than 35.0 %,

CoaepxaHue wenoyHow $pakuuu - He Gonee 15,0
% / The alkaline fraction - not more than 15.0 %

He 6onee 3,0 % / NMT 3.0 %.

He Gonee 36 E3/MnakoH. / not more than 36 EU/vial,

A0MKeH BbiTb CTepuALHbIM. [ should be sterile.

[ONKEH ObITb HETOKCUYHBLIM. / should be nontoxic.

oT 405 oo 475 Mr/thnakoH. / from 405 to 475
mag/vial,

0T 1,6 80 2,0 Mr Ha (nakoH. / from 1.6 to 2.0 mg per
vial.

0T 80 % 0o 125 %. / from 80 % to 125 %,

Jvodunuzat ana npuroTosnenns KoHueHTpaTa ang/ -

NpUroToBneHus pacreopa ans MH(PY3nA B [/
L03UpoBKax no 440 mr TpacTyaymaba Bo thnakoHbl
6ecuBeTHOro HelTpanbHoro cTexna | [
MMAPONUTUYECKOro Knacca, YKYrnopekHHsie
P€31HOBLIMI Npobkamun ¢ 0BkaTKoi KpacHbIMu

\

Biotechnology Company

Pesynbrar / Result

141 mOcm/kr /
mOsm/kg

99.742 %

0.258 %

30.033 %

9.548 %

1.26 %

MeHee 36 / Less than

36, E3/thnakoH / EUjvial

CrepunsHo / Sterile

HeTokcuuHo / Nontoxic

443 wr/din. | mgyvial

1.91 mr/chn. / mag/vial

112.0 %

; . N\
CooTsercTayer /
Conform

ASIOMUHNEBBLIMK Konnaykamm ¢ nnacTMaccosbiMp "\‘ :

Nacnopr kauecrsa / Certificate of analysis Ne 65910/19
®opma Mpunomenue No5 k CON OKK-28-006-11/ Form Appendix Ne5 to SOp OKK-28-006-11 3/5




Poceua, 198515, r, Cankr-Tletepbypr, NeTpoasopuossis paiioH, n. CrpensHa, ya. CAasu, a. 34,
T, A, / Russian Federation, 198515, Saint Petersburg, Petrodvorsoviy district, Strelna, Swyazi
st..bld. 34, |iter A Ten./tel.: +7 495 992-66-28; Gaxc/fax: +7 495 992.82-98

Mokasarens /

Eharatat: Tpe6osanua HA / Acceptance Criteria
KPEitbkamn, Ha Kaxaobii gnakon HaKNeunBaoT
CamMOoKNeAWYIOCR 3TukeTky. flo 20 Mn
6akTepuocraTuueckoi BOAbI ANA UHBEKLIKMA Ons
fpenapara 8o hnakows: HecuseTHoro
HEWTPanLHoOro cTekna | FUaponMTUYecKoro knacca,
YKYNOopeHHLIe pe3svHOBbIMU npobkamu ¢ oBkaTkoi
KPACHLIMU aNMIOMUHNEBHLIMK KONNAYKaMu C
NNaCTMaccoBLIMK KPbiWKaMu, Mo 1 hnakoHy ¢
Npenapatom (B Bo3vposke 440 M) M 1 hnakoHy ©
GakTepuocTaTuveckod BOAOH ANA MHbEKUW B
KOHTYPHYIO AYeRKkoBylo YNAaKoBKY 13 nnexdxu NBX,
10 1 KOHTYPHON AYelKoBOR YNakosKke sMecTe ¢
MHCTRYKUMERN N0 NPUMEHEHWIO B Navyky 13 KkapToHa /
Lyophilizate for solution for infusion at doses 440 mg
of trastuzumab in neutral glass type | vials, corked
with rubber stoppers and capped with red aluminum
flip-off caps with plastic covers. Each vial is labeled.
20 ml of bacteriostatic water for injection in neutral
glass type | vials, corked with rubber stoppers and
capped with red aluminum flip-off caps with plastic
covers. 1 vial with dug product (in the dosage 440
mg) and 1 vial with bacteriostatic water for injection
into PVC blister. 1 blister and consumer information
leaflet are put into carton box.

Mapkuposka / Labeling B cooTseTcTENM € HA 1 yreepxaeHHbim M3KeTom, /
In accordance with AD and approved design,

Pactsoputens / Solvent: ) , B .
MNokasatens / Assay Tpebosanua HA / Acceptance Criteria

Onucanne / Description PacTeopurtens / Solvent: npo3payHasn GecureTHas
WA CO CnabeiM XeNTOBATLIM OTTEHKOM MKUAKOCTB. /
clear liquid, colorless or with light yellowish shade.

NoanuuHHocTs / PacTeopurTens / Solvent:

Identification BeHaunossin cnupT: BpeMsa yoepuBaHun
OCHOBHOrO NMuUKa Ha xpomaTorpamme
MCMbITY@MOro pacTBOPa A0NMHO
COOTBETCTBOBATL BPEMEHNW yACPKUBAHUA MUKa
6eHannosoro cnupTa Ha XpoMaTtorpamme
CTaHAapTHoOro pacreopa. / benzyl alcohol: the
retention time of the main peak on the test
solution chromatogram should correspond to
the retention time of benzyl alcohol peak on the
standard solution chromatogram.

Mpo3paynocTs pacTBopa / PacTeopuTtens nomxex BuiTs Npo3payHbLIM no
Clarity of solution CPpaBHeHWI0 C BOOOW Unu BblAepMuMBaTh CpaBHeMue ¢
© 3TanoHom L./ Solvent is required to be clear or its
opalescence is not more pronounced than that of
Reference Solution 1.

UBeTrocTs / Degree of PacTsopuTtens ponxeH GouiTo becuseTHbIM No

coloration CPRaBHEHWIO C BOAOKH MW BbIACPXKUBATL CPABHEHWe ¢
3TanoHom Y7. / Solvent is required to be colorless or
not more intensely colored than Reference Solutions
Y7.

pH / pH PacTeopuTens / Solvent: or 4,5 ne 9,0, / from 4.5 to
9.0,

Macnopr kavecrsa / Certificate of analysis Ne 65910/19

BICCAD

Biotechnology Company

Pe3aynbrar / Result

CootseTcrayeT /
Conform

Pesynbrar / Result

CooTsercrayer /

Conform

CooTseTcTayer /
Conform

CoovtseTcTayer /
Conform

CootseTtcrayer /
Conform e,

bopma Npunosmerue No5 k COM OKK-28-006-11/ Form Appendix NeS5 to SOP OKK-28-006-11 4/5




Poccwmn, 198515, . Cankr-Netepbypr, Netpoasoapuoseit paiiox, n. Crpensha, yn. Csasu, a. 34,
nut. A. / Russian Federation, 198515, Saint Petersburg, Petrodvorsoviy district, Strelna, Svyazi
st.,bld. 34, liter A Ten./tel.: +7 495 992-66-28; danc/fax: +7 495 992-82-98

BIC_AD

Biotechnology Company

Mokasarenw / Assay

MexaHu4eckue
BKAOYEHUA, Bupumbie
HqacTuyel / Particulate
matter. Visible particles

MexaHuveckue
BKAOYEHUA, [lIoBUAUMbIe
HacTuubl / Particulate
matter. Subvisible particles

MexaHunyeckue
BKAWOYeHNA, [loBMANMble
HacTuubl / Particulate
matter, Subvisible particles

W3enekaemsblit 06bem /
Extractable volume

BakTepuancHele
IHAOTOKCUHLI / Bacterial
endotoxines

AHOMaNbHas
TOKCHYHoCTs / Abnormal
toxicity

CrepunoHocTs / Sterility

KonudecTaenHoe
onpenenexwne / Assay

Tpebosanus HA / Acceptance Criteria
PacteopuTens / Solvent:
B cooTBeTCTBUM C TpebosaHuaMu. / comply
with the requirements.

PacTsoputens / Solvent: YacTuubl pasmepom 5 - 25
MKM - He Bonee 5000 w/dhnaxoH / Particles size 5-25
Hm - not more than 5000 p. per vial

HacTuus pazmepom Gonee 25 MKM - He Bonee 500
s/thnakon / Particles size more than 25 HmM - not more
than 500 p. per vial

PacrsopuTtens / Solvent: ulsnekaemsly obrem
[on¥eH BbiTh He MeHee HOMWHaNLHOro (20 mn), /
extractable volume is not less than the nominal
volume (20 ml).

PacteopuTtens / Solvent:
He Bonee 2,5 E3/dnakoH. / not more than 2.5
EU/vial.

PacTBopuTens / Solvent:
A0MHKeH BbITh HETOKCUYHBLIM. / should be
nontoxic.

PacrsopuTens / Solvent:
N0/1%eH BbITk CTepunbHeIM, / should be sterile.

PacTsopuTtens / Solvent:
GeH3unoswIn cnupT: oT 9,9 0o 12,1 mr/mn. /
benzyl alcohol: from 9.9 to 12.1 mg/mil.

Pesynbrar / Result

CooTeercTayer /
Conform

12 9-w/cpn. / part.fvial

3 y-wihn. / part.jvial

20.6 mn / mi

Meree 2,5 / Less than
2.5, E3/chnakoH / EU/vial
HeTokcryHo / Nontoxic

CrepunesHo / Sterile

11.43 mr/mn / mg/ml

3aknoueHue: BoiweyKasaHHbIit MPOAYKT cooTBeTcTBYeT Tpe6oBaHMAM HOPMaTHBHOMN AOKYMeHTaumu Ne
®CN / ES NM-003403-311215, m3m./amend. 1-4 / Conclusion: The product conforms to the regulatory
documentation Ne @©Crl1 / ES /1M1-003403-311215, uam./amend. 1-4

PykosonuteEny QKK
[PHlAHHKA F.A. 7/

OC HEAD E.A. GRISHANINA

Y
Honxrocms, GUO/Pasition FUHM Uct 7

g

A

HAama/Date

SIS

Kynage

.S

Nacnopr kavecrsa / Certificate of analysis Ne 65910/19
®opma Mpunosenue Nos k CON OKK-28-006-11/ Form Appendix Ne5 to SOP OKK-28-006-11 5/5



