CEPTUOMKAT COOTBETCTBMA

Ha MPOAYKIHIO, BRAIOUEHHYIO B CAMHBIH NepeyeHb NPOAYKIHE,
noaAexames 0613aTeAbEON CepTHGHKATIIH

Ne POCC RU C-RU.®M11.B.00229/18

Cpox peticteus ¢ 08.04.2019 1o 08.04.2020

* OPTAH IO CEPTUOUKAIIUY Ne 0085838

._ RARU T @OMII OPIAH [TO CEPTHOHRALIHH HTPOAYKIHH ORIIJECTBO C OFPAHHYEHHOH
- OTBETCTBEHHOCTBIO "®OPMAT KAYECTBA", adpec opzanusayuu.: 109428, 2. Mockea, 1-viii Basoscxuii npoesd, 0. 3,
o emp. 1, adpec opeana no cepmugpurayuu: 129626, 2. Mocxaa, 1-an Mumuwunckan, 9. 25, men. (495) 783-19-08

3AABUTEAD

340 "BHOKAL", _

HHH 5024048000 , Aopec : 1985135, e. Canxm-llemepype, llempodsopyoseiti p-n, n. Cimpensua, yi. Ceaszu, 0. 34, JTum. A.
Tenechon: 8(812)380-49-33

H3rOTOBHUTEADL
340 "BHOKAL", HHH 5024048000, 143422, Mockoscran obaacms, Kpacuozopexui pation, ¢. [lemposo-Tansnee, Poccus

5 xoa OK
[IPOAYVKIIVIA OK 034-2014 (KITEC
Hexapemsennoe cpedemeo: lepmuxad®, quounuzam ons npuzomoaienua KoHyenmpama ons 2008) (OKTII2):
NPU20MOBREHUR PACMBOPa O Ungy3uil 21.20.10.211
PY Ne JINI-003403 om 31.12.2015 (dama nepeodhopmnenus PY 20.06.2016),
cepuiiiblit 8LINYCK xop THB3A

- COOTBETCTBYET TPEBCBAHUSAM HOPMATHBHbBIX AOKYMEHTOB
_ JIT-003403-311215 wsm. Ao 1-4

. CEPTHOHMKAT BBIAAH HA OCHOBAHHH
.| npomoron ucneimanui No 240 om 05.04.2019 HIT omdena sxcnepmussl, KOHMPOAs 1 uzy4eHus kayecmsa, sgghexmusnacnu,
. Gesonaciocmu cpedeme mpancgysuonno u undyyzuounoi mepanuu PrEY "HMHL] cexamonozuu’ Munsopasa Poccuu,

N ammecmam axkpedumayuu POCC RU.0001.21®J124, Cepmugpuram coomsememeua Cucmemsl MEHEOJICMERMA KAUECMEA 6
Cucmenme 000pogonsroll cepmugpurayuu CHCTEMA CEPTHOHKALHH PYCCKOIO PETHCTPA Ne 18.0780.026, cpox
deticmeusi ¢ 19.06.2018 2. 00 19.06.202] 2, Accozfuaww no cepmuchurayuu "Pycexuti Pezucmp”, 190121, 2. Canxm-
Temepaype,np. Puvckozo-Ko, pca:(oea L1

Balh f|

,'"“ AOIIOAHHTBAI)MI/IHCDOPMAHH}I :

Py-:\oaoA\i\nm (samecrmxb PYKOBOANTEAR)
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K CEPTUOUKATY COOTBETCTBUS Ne POCC RU C-RU.0M11.B.00229/19

Ha IIPOAYKOHIO, BKAKUEHHYIO B eAMHBIA ITepeueHh NPOAYKITHH,
nopAexKameit o6g3aTeAbHOH CepTHQHKAIMH

N 0000628

?I'ep'rma,q@) nuodunusar ,zum NPUroTOBNEHUA KOHLEHTPATa ANA NPUrOTOBNEHWS pacTBopa ANA WHMDY3uiA
1150 mr, dnakoHbl (1), NaYKU KSPTOHHBIE

-‘440 Mr, conakoHbl (1) + pacTBopuTens (GakTepuocTaryeckas soaa 4ns UHBEKUWA) 20 Mn cnakoHsl (1), NaYKK KapTOHHbIE

. W3rorosuTens:
1 3A0 "BUOKAL", MHH 5024048000, 143422, Mockosckas ofinacTs, KpacHOropckui paioH, c. Merpoeo-fansHes, Poccus

~ OononHuTensHas uHhopMmaums:
.| CpoK rofHOCT NekapCTBEHHONO CPEACTBA 4 rona. YCNoBUS XPEHEHUS: NpU TEMNEpaType oT 2 Ac 8°C B 3alNILEHHOM oT
cBeTa MecTe. He 3amopaxuBears.

~
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4 Pyxosomreﬂ;\ —(;‘,a.piecmmx. PYKOBOARTEAS )

ﬂpowem\e M.A.

x umn,u.a.w, g.m AR

Maprbmoan O C.

Promre 4;:. s

" noameas

:(485) 728-47-42, www.opcion.fu




3A0 "BUOKAQD" /)SC "BIOCAD"

Poccun, 198515, r.CankT-MeTtepbypr, MNeTpoasopuoBLIi
pavoH, n.CrpenscHa, yn. Ceasu, 4. 34, Jur. A, / Russian
Federation, 198515, Saint Petersburg, Petrodvorsovly district,
Strelna, Svyazi st.,bld, 34, Liter A Ten.tel.: +7 495 992-66-28;
Pakc/fax: +7 495 992-82.08

Dopma MNpunoxmenne Nol k
OKK-28-007-9 / Annex Form 1 to OKK-28-007-9

BIOCAD

Biotechnology Company

OO R

Macnopr kavecTsa / Certificate of analysis Ne35593/19

Feptukan®, nuodunusar

ANA nNpuroTosneHun KOHUeHTpaTa gna NpUroToeBneHusn pacTBopa

Ana uudysun, 440 mr/ Herticad®, powder for concentrate for solution for infusion, 440 mg

Homep cepuu (napTum) / Batch No:

Mcneiranus npoeenensl no / The tests performed in
accordance with:

Konuuecreo npogykuuu B cepun, en. usM. / Batch
size, units:

AaTa usrotosnenus / Manufacture date:
Cpok rogHocTh / Expiry date:
W3irotosutens / Manufacturer:

73130719
®CN /ES NIN-003403-311215, u3m./amend. 1-4

10501 yn. Nel / packs Nel

04.07.2019

01.07.2023

3A0 «BUOKAL», Poccua, MockoscKas o6,

K§aCHoropcmﬁ p-H, C. MeTposo-flancHee / |SC
“BIOCAD”, Petrovo-Dalneye, Krasnogorskiy District,
Moscow Region, Russia

HomMep cepum un-6anxk / Batch No in-balk: 9807190

Ceegerun o pacTeoputene / Solvent data:
Homep cepun (napruu) / Batch No: 99110719
HaTta npoussoacTea / Manufacturing date: 08.07.2019
Cpok rogHocTh po / Expire date: 01.07.2023
Homep cepuu (napTuu) un-6ank / Batch No in-balk: 0207190

Perucrpaunonusiit HoMmep / Registration number: NM-003403

Ycnoeusa xpaHeHun /
Storage conditions

. Npv TemnepaType ot 2 g0 8 °C B 3alWKLLEHHOM OT CBeTa CooTseTtcrayeT / Conform
mecTe. He 3amopaxkuBaTh / at temperature from 2 to 8 °C.
Protect from light. Do not freeze

Cpok xpaHexua / Sheif 4 ropa/ 4 years CooTeeTcTayer / Conform

life
. TOPOWOK UNK nopucTan Macca oT 6enore 4o CBeTNo- CooTeeTcTeyeT / Conform
| XENTOoro useTa. BocCTaHOBACHHLINR pacTBop - ripo3payHan
{ WM Cnerka onanecLmpyiollan MUAKoCTb, OT 6eCUBETHOro
| [0 CBET/IO-KEeNToro usera. / powder or porous mass from
. white to light yellow in color. The recovered solution - clear or
slightly opalescent liquid, colorless to light yellow in color.

Onucanwne / Description

CNeUMMNYECKAA aKTYBHOCTh: NPENapaT RO/KEH OK33LIBaTh CooTeeTcTayeT / Conform
@HTUNPONUMEPATUBHOE ACHCTBUE HA KYNbTYPY KNeToK BT-
474, / potency: the drug product exhibits anty proliferative

activity on the BT-474 cell culture,

NognuHHOCTL /
ldentification

KanuAnApHLIA 30HaNbHLIA 3NeKTRodOpes: Ha CooTeetcTeyeT / Conform
BNEKTPOGOpPErpamMMax UCMLITYEMOra pacTeopa u

i CTaHAAPTHOrC PacTBOPa NPUCYTCTBYET OCHOBHOM MUK, Ha
3N1EKTpogoperpamMMe CMeCU CTaHAAPTHOMO 1 UCNLITYEMOrD
PacTBOPGB NPUCYTCTBYET 0JIMH OCHOBHOM NUK. Pa3kuua
MexXxay BpeMeHaMu MUrpauni 0CHOBHOIO NUKa Ha

| 3NEKTPOMOpErpaMMax WCNbITYEMOro PacTecpa,
CTAHAAPTHOro pacTBoOpa W UX CMECH COCTaBAAET MeHee (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 i

. ‘time of the main peak on the electrophoregrams obtained for

MoANMHHOCTL /
Identification

MNacnopt kavecrea / Certificate of analysis Ne 35593/19 CrpaHuua 1 u3 4 /Page 1 of 4




CpelHsa Macca u
OAHOPOAHOCTL MO
Mmacce / Average weight
and the homogeneity

PaCcTBOPUMOCTS /
Solubility

Mpo3payHoCTL
pacrteopa / Clarity of
solution

: uaewocrb / Degree of
coloration of solution

pH / pH

MexaHuyeckue
sKAKNEHNA. BuauMmele
wJacTuusl / Particulate
. matter. Visible particles
. MexaHuvyeckne
BKAKIYEHWUA,

¢ loBuaMMbie HacTuubl /
Particulate matter,

Subvisible particles :

MaxaHuyeckune
BRIIOMEHASA,
[loBUAUMBIE Y3CTUULI /
Particulate matter.
Subvisible particles
OCMONANBHOCTE /
Osmoiallty

Yucrora / Punty
Yucrora / Purity
- MucroTa / Purity

me*rm'a [ Purity

Bona { Water
Eanrepmanthee
IHAOTOKCUHLI [ Bacterial

endotoxmes

1 CTepmanocvb / Sterlllty

. AHomManbHas
© TOKCUYHOCTL /
: Abnormai toxlcrty

by Iess than 0 1 min.

or 1304 4 MI 0 1441 8 Mr .’ From 1304 4 mg to 1d41 B mg

5 w‘thln 10 mln

pacTeop npenapaTa AonxeH GbITb Npo3pavHbIM No
CPpaBHEHUIO C BOAOW UK BbiepX¥BaTb CpaBHeEHWe C

3TanoHoM |. / the drug product solution is required to be clear

or its opalescence is not more pronounced than that of

i Reference Solutlon L

pacwop npenapa'ra A0NKeH 63:1‘”: ﬁecuaeTHuM noe
CPaBHEHWIO C BDADVI Wnv BelAepXUBaTb CpaBHeHne C
3TanoHom Y5. / the drug product solution is required to be

. colorless or not more intensely colored than Reference

: 0T54n066 Ifromsatoés

Soluttons YS.

B COOTBETCTBUM C TpEGOBaHMﬂMM Icomply With the
requirements.

ApenapaT JONXeH NONHOCTbIO PAaCTBOPWUTHLCA B TeveHue 10
MiH. / the drug preduct is required to be completely dissolved

the test solution, standard solution and their mixture differs
1391.09 mr/ mg

CooTseTcrsyer / Conform

CoorseTcTeyer / Conform

CooTeeTcTayeT / Conform

6.19

Cooteercreyer / Conform

6 y-u/pn. / part.fvial u-

HacTuubl pa3mepom 5 - 25 MKkM - He Bonee 5000 Y/dnakoH / -

Particles size 5 - 25 pm - not more than 5000 p. per vial

" YacTuusl paimepom Bonee 25 MM - He Bonee 500

y/chnakoH [ Particles size more than 25 pm - not more than
500 p. per vial

' oT 105 no 175 mOcm/kr. / from 105 to 175 mOsm/kg.

Benox f Protem content

MonucopBaT 20 f
Polysorbate 20

. Cneunduyeckan
[ ameauocm{Potency

; Ynakoska I Package

MNacnopT kadvecTtsa / Certificate of analysis Ne 35593/19

" more than 5 0 %

HeﬁoneeBO%lNMT30%

: oT 4(}5 no 475 Mr.fdmakon Ifrom 405 to 475 mg!\nal.

CONEpMaHue MoOHOMepa - He MeHee 95,0 %. / monomer

content - not Iess than 95.0 %

Cymma npumecen - He Gonee 5 0 % lTotai ampurutles - not

conepmauwe KWCI0n q:paxuuw He 6onee 35 0 % /the

audlc fractlcm not more than 35 0 %.

Conepmaﬂme L{eSIONHOM cppaxumu - He ﬁanee 15 0 % /The

alkalme fraction - not more than 15 0 %

He Eonee 36 Eafcpnaer / not more than 36 EU!waI

: nonmeu 6thb crepnnbubm lshould be sterlle

DOJIKEH ﬁblTb HETOKCANMHBIM, Ishould be nontoxm

oT 1, 6 no 2, 0 Mr Ha CDIIBKOH ifrom 1 6 to 2 0 mg per wal

oT 80 % no 125 %. / from 80 % to 125 %.

ﬂnoc:wmnaaT nnn npwroToaneHma KOHLlEﬂTpaTa 11112

ufgn. / part./vial

3 y-u/dn, / part./vial 4-

wan. [ part.fvial

141 mOcm/kr / mOsm/kg

99.81 %

0.19%

2513 %
6.99 %

! 171%

Menee 36 / Less than 36,
E3/¢dnakon / EU/vial

CrepunbHo / Sterile

HetokcuyHo / Nontoxic

442 mrfcdn / mgjvial

1.77 mr/aqn, { mg/vial

88.0 %

‘ COOTaeTCTByeT / Conform

CTtpanuua 2 us 4 / Page 2 of 4




NPUroTOBNEHMA pacTeopa ans WHDY3MA B fosvposKax no

440 mr TPacTy3ymaba Bo GraKkoHw GecuseTHoro
HERTPaIbHOro cTexna | TMAPONUTUNECKOro Knacca,
YKYNOPEHHbIE PeINHOBLIMUA NPOBKaMK ¢ 06KaTKOW KPacHLIMU
aNHMUHUEBLIMU KONNaYkamu ¢ MNACTMAcCoBLIMA KPbIKaMu,

Ha Kax bl hnakon HaKNBWBAIOT camoknenwyocs 3TUKETKY,

Mo 20 mn BakTepuocTaTuyecko BOALI ANA UHBEKUWMA ANA
Npenapata Bo h1akoHsl BecuseTHoro HENTPaNLHOrG CTekna
| rugpoanTUyecKoro KNacca, ykynopeHHeie pesnHoBbiMm
npo6Kamu ¢ 06KaTKON KpacHbiMU ANIOMUHUEBLIMY
Konnavykamu ¢ nnacTMaccosbiMy Kpeiwkamu. Mo 1 gnakoHy ¢
npenapartom (B Ao3npoBKe 440 Mryuv 1 $nakoHy ¢
BakTepuocTaTUNECKoN BOAOW ANA UHBLEKLUMA B KOHTYpHY 10
AYEMKOBYI0 YNAaKOBKY 13 NABHKY NBX. Mo 1 KoHTypHoR
A4EHKOBOI YNakoBKe BMecTe ¢ UHCTpYKUMER no

. NPUMEHEHMIO B NaYKy 13 KapToHa / Lyophilizate for solution

- for infusion at doses 440 mg of trastuzumab in neutral glass
type I 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 = B8 COOTBETCTBMN C HJI 1 yTBEPMAEHHBIM MaKeToM, /In
: ;. accordance with RD and approved design.

Pacrsopu

PacTsopuTent / Solvent: npo3payHan GecuseTHas UM co
€nabbiM XeNToBaTLIM OTTEHKOM MUAKOCTH. / clear liquid,
i colorless or with light yellowish shade.

Onucanue / Description

MNoanuHHoCTS / . PactBopuTens / Solvent:
Identification - 6eH3nnoBbIf cnupT: Bpems YAEPXUBAHUA OCHOBHOrO
© NUKa Ha XpOMATOrpamme UcnbiTyeMoro pacTeopa

L0/PKHO COOTBETCTROBATL BpEMeHy yAepKusaHus
NuKa 6eH3nNoBoro criMpTa Ha XpomMmaTorpamme
CTaHQapTHoro pacTeopa. / 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.
Mpo3spavHocTs . PacTteopurens goneH 6biTe NPO3PaYvHLIM MO CPABHEHUID ¢
pacTsopa / Clarity of ! BOAOCA WU BbIACPIKUBATE CPABHEHUE C 3TANOHOM I. / Solvent
solution - is required to be clear or its opalescence is not more
pronounced than that of Reference Solution |,
LipeTHocTs / Degree of PacTBOpUTENL RONMKEH BLiTh BecUBETHLIM Mo CPaBHeHWo ¢
coloration . BOZOV M BLIAEPHMBATE CpagHeHne € aTanoHom Y7, /

Solvent is required to be colorless or not more intensely
colored than Reference Saolutions Y7.

pH / pH - PacTBOpuTENS / Solvent: ot 4.5 80 9,0,/ from 4.5 to 9.0.
MexaHnueckue . PacteopuTens / Solvent:

SKNIONEeHUR. BunuMble | B COOTBETCTBUM C TpebosarHuamMu. / comply with the
“acTuuel / Particulate © requirements,

matter. Visible particles

MexaHuvyeckue PacTeoputens / Solvent:

BRITOHEHNS, © HacTuubl pasmepom 5 - 25 MKM - He Bonee 5000
Aosuanmsle vacTuub /. 4/dnakoH / Particles size 5 - 25 Mm - not more than
Particulate matter, © 5000 p. per vial

Subvisible particles

MexaHuveckue

BKAOYEHNA. 4/hnakoH / Particles size more than 25 um - not more than
Dosnanmbie wacTius /- 1 500 p, per vial

Particulate matter,

| 6.03

HacTuysl pasmepom Gonee 25 MKM - He Bones 500 1 9-u/dn. / part.fvial y-

CooTseTcTeyer / Conform

CooTBeTtcrsyet / Conform

CooteeTcTeyeT / Conform

CooTeercTsyet / Conform

CooreeTcTBYeET / Conform

2 9-u/fdn, / part./vial y-

u/gen. [ part.fvial

u/en. / part./vial

MacnopT kavecTtsa / Certificate of analysis Ne 35593/19 CrpaHnua 3 U3 4 / Pace 3Infa




W3BneKkaeMbiit 06bem /

Extractable volume

BakTepuanbHsle

. 3HAOTOKCUHbLI / Bacterial
endotoxines
AHOMansHas

© TOKCMMYHOCTL /
Abnormal toxicity

CTepunbHOCTL / Sterility

KonuyecTtesenHoe
. Onpenenexue / Assay

Buiweykasanubii NpoaykT cooTseTcTByeT TpeGoBaHMAM

Subvisible particles

PacTeoputens / Solvent: “iBnekaemoiil 06bem nonmeH GbiTe
He MeHee HoMWUHanbHOro (20 mMn), / extractable volume is not

. less than the nominal volume {20 mi),

PacTsopurens /Sulvent;
He Bonee 2,5 E3/dnakoH. / not more than 2.5 EUvial.

ROMKEH BbITk HeTOKCUHHBIM. / should be nontoxic,

PacTsoputens / Solvent:
- RoJKeH BbiTh cTepuibHbiM. / should be sterile.

PacTsoputens / Solvent:
6eH3unoBLIn cnupT: oT 9,9 o 12,1 mr/mn. [ benzyl
alcohol: from 9.9 to 12,1 mg/ml,

of product meet the requirements of regulatory documentation
PykoBoautens OKK / Head of QcC

lMacnopT kavecTsa / Certificate of analysis Ne 35593/19

PYKOBOIHTEAD
OTHENAKOKTPONAKANECTBA

TPHIARRHA E.A. gk

© 20.6 M0/ ml

MeHee 2,5 / Less than 2.5,

E3/naxoH / EU/vial

HeTokcuyHo / Nontoxic

CrepunsHo / Sterile

11.43 mrimn/ mg/ml

ﬁobué‘rﬁhn BIX ﬁ;oxyheuré 8 / This batch

CrtpaHuua 4 U3 4 / Page 4 of 4




