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CEPTUQVIKAT COOTBETCTBIS

Ha NPOAYKITHIO, BKAIOYEHHYIO B EAHHBIA IepeyeHb NPOAYKIHH,
MOAAEXKAMmEH 0043aTeAbHOA CEPTHOHKAIHH

Ne POCC RU C-RU.®M11.B.00229/19

Cpox pefictsus ¢ 08.04.2019 o 08.04.2020

OPTAH ITO CEPTHOUKAIIMU Ne 0085838 .

RA.RU.IIDMII OPIAH IO CEPTHOHKALMH MTPOAVKIHH OBLJECTBO C OrPAHHYEHHOH ‘ 3 :
OTBETCTBEHHOCTBIO "®OPMAT KAYECTBA" adpec opeanuzayuu ; 109428, 2. Mockea, I-siit B}ngcmﬁnp'qgsé;_pi -
cmp. 1, adpec opearia no cepmudpurayun: 129626, 2. Mockea, 1-an Muimwwuncian, 0. 25, men. (495) 783-19-08 -

- 3ASBUTEAD
340 "BEHOKAL", ;
HHH 5024048000, Aopec : 1985135, 2. Canxm-Ilemepbype, Hempodsopyoseiii p-u, n. Cmpensua, ya. Ceasu, 0. 34, Jlum. A.

w. Teneghon: 8(812)380-49-33
HU3L'OTOBUTEAD

- 340 "BHOKAJ", HHH 5024048000, 143422, Mocxosckas obracme, Kpacrozopckuii pation, c. [Temposo-Janvree, Poccus

i Koa OK
o HIPOAYKIIHA OK 034-2014 (KIIEC
. Mexapcmeennoe cpedcmeo: lepmurad®, auepwiuzam dua npuzomoaneHuR KOHYeHmpama ons 2008) (OKTI2):
|| mpuzomoenenus pacmeopa oas uHgyIull 21.20.10.211
o PV Ne JIIT-003403 om 31.12.2015 (dama nepeogopmnenus PY 20.06.2016),
& ff- cepuiiibtii 6InyeK kop THB3A

' COOTBETCTBYET TPEFOBAHMSM HOPMATHBHbIX AOKYMEHTOB
JHI-003403-3112135 usm. Mo 1-4

. CEPTUGHMKAT BBIAAH HA OCHOBAHHU

. npomoxan ucnesmarnui No 240 om 05.04.2019 HIT omdena skcnepmusel, KOHMPOTA 1 UIYYEHUR KAYECMBaA, Ippexmusrocmu,
Gesonacnocmu cpedems mpancysuonnoii u ungysuonnol mepanuy OIEY "HMHL cemamanozuu’ Munzopasa Poccuu,
ammecmam axkpedumayuu POCC RU.0001.21®J124, Cepmughuram coomsememeus CUCIEMbL MEHEOICMENMA KAYECTBA 8
| Cucmene doGposensuoii cepmuduxayuu CHCTEMA CEPTHPHKALHH PYCCKOIO PETHCTPA Ne 18.0780.026, CpoK

| Vedlemeun ¢ 19.06.2018 ¢. 0o 19.06.2021 2., Accoyuayus no cepmugpurayuu "“Pyccxkuii Pecucmp®, 190121, 2. Canrm-
! IlemepBype,np. Pumcrozo-Kopeaxosa, 0.101
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K CEPTUQUKATY COOTBETCTBHS No POCC RU C-RU.OM11.8.00229/19.

Ha NPOAYKINI, BRANOYEH B eAVHBIA Nepeyens IPOAYKITHY,
POAYKIL HYX0
noaAexamedt 0653aTeAbHON cCepTAGHKATHE

Ne 0000628

IlexapcTeeHHOe cpeacTeo:

epTukan® nuodunuaaT ANA NPUrcTOBNEHWUR KOHUEHTPATa ANA NPUTOTOBNEHUS PACTBOPA ANs UHMDY3WHA
150 wmr, donakorsi (1), Na4Yky KSPTOHHBIE

440 mr, dnakoHsl (1) + pacTeoputent (GakTepuocTarndeckas Boda Ans UHbekyni) 20 Mn dnakoHs (1}, nadykit KEpTOHHbIE :

WarorosuTens:
3A0 "BUOKAL", MHH 5024048000, 143422, Mockoeckas ofnacts, KpacHoropckuit paioH, ¢. Metposo-fansHee, Poccus

HononnuTensHas uHgopmaums:

Cpok rogHOCTW NekapcTBeHHOro cpeacTsa 4 rofa. YCNoBus XpaHeHUs: Npu Temnepartype ot 2 Ao 8°C B 3alULLEHHOM OT
cBeTa mecTe. He 3amopaxuBars.

‘ ,“.P}’KOBOAHTQA‘!{ Slpowenko ML.A.
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u " " u @opma Mpunoxeuue Na2 K
3A0 "BUOKAQD" / JSC "BIOCAD I OKK-28-006-10 / Annex Form 2 to OKK-28-006-10
Poccus, 198515, r.CankT-NeTepbypr, NeTponsopuosbin

paftod, n.CTpensria, yn. Ceasn, A. 34, lut. A / Russian Bl ﬁ"m’ AD
Federation, 198515, Saint Petersburg, Petrodvorsoviy district, et
Strelna, Svyazi st.,bid, 34, Liter A Ten./tel.: +7 495 992-66-28; Biotechnology Company

daxc/fax: +7 495 992-82-98
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MacnopT kavecTsa / Certificate of analysis N:25285/19

Feptukan®, nuodunusaT ANA NPUTOTOBNEHNA KOHUEHTPaTa AN NPUrOTOBNEHUA pacTBopa
ans wicysuin, 440 mr / Herticad®, powder for concentrate for solution for infusion, 440 my

Homep cepuu (naptuu) / Batch No: 73080519

WcnbiTanua nposegensl no / The tests performed in
accordance with: ®©Cl/ES NMN-003403-311215, u3mM./Jamend. 1-4

KonuuecTeo NpoayKUuUM B cepuun, en,. usm. / Batch
size, units: 10525 yn. Nel / packs Nel

DaTta usrotoenenun / Manufacture date: 21.05.2019
Cpok rogHocTu / Expiry date; 01.05.2023

WaroToeuTens / Manufacturer: 3A0 «BMOKAL», Poccua, Mockoeckas obn,,
KpacHOroOpCKWA p-H, C, ﬂemoao-ﬂamﬂ-&eej SC .
“BIOCAD", Petrovo-Dalneye, Krasnogorskiy District,
Moscow Region, Russia

Homep cepuu un-6ank / Batch No in-balk: 3905191

CseneHuns o pacTeoputene / Solvent data:
Homep cepuu (naptuu) / Batch No: 99070519
[aTta npoussopcrea / Manufacturing date: 22.05.2019
Cpok rogHocTy po / Expire date: 01.05.2023
Homep cepuu (napTuu) nn-6ank / Batch No in-balk: 410519

PerucrtpaluoHHbIA HOMep / Registration number: J171-003403

: TpeboBanua HA :l"'Acti:g.siftén'ce C

Moxazatens / Assay

XpaHeuue / Storage npu TemnepaType oT 2 Ao 8 °C B 3aWMUIeHHOM OT CBeTa CooTseTtcreyet / Conform
MecTe, He 3aMopaxueaTts. / at temperature from 2 to 8 °C.
Protect from light. Do not freeze.

Cpok roarocTtu / Shelf 4 ropa. / 4 years, Cooteetcreyer / Conform
life
Onucanve / Description NOPOLWOK WAk NOPUCTan Macca oT Benoro 4o cseTno- CooTsercrayeT [ Conform

MenToro useTa. BoccTaHoBAEHHbLIW pacTBop - Npo3paYHan
WY CAGTKE ONanecunpyowas MUAKoCTb, 0T DecuseTHoro
NO CBETNO-KENTOoro ysera. / powder or porous mass from
white to light yellow in color. The recovered solution - clear or
slightly opalescent liguid, colorless to light yellaw in color.

MOAANKHHOCTL [ CneunduHecKan aKkTUBHOCTL: NPENapaT A0/PKeH OKa3elBaTe CooteetcreyeT / Conform
Identification aHTUNPONMhepaTUBHOE AGNCTBIE Ha KyNeTypPY KneTok BT-

474. / potency: the drug product exhibits anty proliferative

activity on the BT-474 cell cuiture.

NoaANHHOCTL / KaNWANApHBLIA 30HaNbRbIA 3N1eKTpodopes: Ha CooTeeTcreyer / Conform

Identification anekTpohoperpaMmax HCNLITYEMOTO pacTsopa u
CT@HAapTHOro pacTBOpa NPUCYTCTBYET OCHOBHOR nuk. Ha
IneKTpodoperpaMmMe CMECH CTaHAAPTHOMo U UCNLITYEMOTO
PacTBOPOB NPUCYTCTBYET OUH OCHOBHOW NWK. Pasunua
MEX Y BPEMEHAMW MUrPALLMK OCHOBHOMO NUKA H3
INeKTpooperpaMmax UCNbITYEMOro pacTeopa,
CTaHAAPTHOrO PacTBOPa U UX CMECK cocTasnaeT mexee 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

NacnopT kavecTtea / Certificate of analysis Ne 25285/19 Crtpanuua 1 13 4 /Page 1 of 4




CpeaHsAs Macca u
OAHOPOAKOCTL MO
Macce / Average weight
and the homogeneity

PacTBOPMMOCTL /
Solubility

Mpo3pa“HoCTh
pacraopa / Clarity of
solution

UseTHocTs / Degree of
coloration of solution

pH / pH

MexaHun4eckue
BKMIONEHWA. BunuMbie
NacTuubl / Particulate
matter. Visible particles

MexaHuieckne
BKJIKOYEHMWRA,
NognanmMee 4acTuys! /
Particulate matter,
Subvisible particles
MexaHun4eckue
BKAKNEHWUA.
[OoBuavmMbie 4acTuub /
Particulate matter.
Subvisible particles

OCMONANEHOCTL /
Osmalality

YucToTa / Purity
“YucToTa / Purity
YucToTta / Purity
“ucroTa / Purity

Bona / Water
BakTepuaneHblie
3HA0ToKCUHE [ Bacterial
endotoxines
CrepuneHocTh / Sterility
AHOMENbHARA
TOKCUYHOCTh /
Abnormal toxicity

benok [ Protein content

Nosncopbat 20/
Polysorbate 20

Cneunduyeckas
ARTNBHOCTL / Potency

MacnopT kavectsa / Certificate of analysis Ne 25285/19

solution only one main peak shouid 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.

071 1304,4 mr go 1441,8 mr / From 1304,4 mg to 1441,8 mg

npenapaT A0/1KEH NOAHOCTHIO PACTBOPUTLEA B TeveHue 10

MUWH, / the drug product is required to be completely dissolved

within 10 min,

pacTBOp NpenapaTa A0/KeH ObiThk NPO3PadHbIM NO
CpaBHEHUWIO € BOACW WM BblAEPXKUBATL CpaBHEHUe ¢
aTanowoM |. f the drug product solution is required to be clear
or its opalescence is not more pronounced than that of
Reference Solution |

pacTeop npenapaTa AosixeH bbiTe HECUBETHBIM NO
CPaBHEHWIO C BOAOW WAV BbIAGRMUBAETE CPABHEHME C
3TanoHom Y5. / the drug product solution is required to be
colorless or not more intensely celored than Reference
Solutions YS.

oT 5.4 no 6,6, / from 5.4 to 6.6.

8 cooTBETCTEUK ¢ TpeboBaHuaMK. / comply with the
requirements.

YacTuust pasmMepem 5 - 25 MKM - He Bonee 5000 y/hnakoH /
Particles size 5 - 25 ym - not more than 5000 p. per vial

Yactvubl paimepom Bonee 25 MM - He Bonee 500
y/thnakoH / Particles size more than 25 um - not more than
500 p. per vial

ot 105 po 175 mOcm/kr. / from 105 to 175 mOsm/kg.
conepXaHne MoHoMepa - He meHee 95,0 %. / monomer
content - not less than 95.0 %.

Cymma npumecei - He bonee 5,0 % / Total impurities - not
more than 5.0 %

cofepMaHue KUCNoi dpakumny ~ He Gonee 35,0 %. / the
acidic fraction - not more than 35.0 %.

ConepmaHue Weno4Hon gpakummn - He bonee 15,0 % / The
alkaline fraction - not more than 15.0 %

He Gonee 3.0 % / NMT 3.0 %.

He Bonee 36 E3/dpnakoH. / not more than 36 EU/vial.

AonxeH beiTe CTepunsHIM, / should be sterile,

ponxeH BuiTh HETOKCUNHBIM, / should be nontoxic.

oT 405 no 475 MridinaroH. / from 405 to 475 mg/vial.

oT 1,6 2o 2,0 Mr Ha nakoH. / from 1.6 to 2.0 mg per vial.

ot BO % no 125 %. / from BO % to 125 %.

1372.15 mr/ mg

CooTsercreyeT / Conform

CooTsercTeyer / Conform

CooTeertcreyer [ Conform

6.17

CootseTtcTeyeT / Conform

7 s-ufcpn. / part./vial y-
wepn, [ part.jvial

3 y-u/dn. [ part.fvial 4-
u/tpn. / part.fvial

139 mOcm/kr /f mOsm/kg
99.77 %

0.23 %

31.48 %

6.92 %

169 %

Menee 36 / Less than 36,
E3/cpnaxon / EUfvial

- CrepuniHo / Sterile

HeTokcusro / Nontoxic

439 mr/dn [ mg/vial

1.66 mr/dn. / mgfvial

95.7 %

CrtpaHunua 2 u3 4 / Page 2 of 4




Ynakoexa / Package NUODUAM3AT ANR NPUrOTOBNEHNA KOHUEHTPATa ANA
NPUroTOBNEHUA PAcTBOPa ANA UHMY3UK B8 No3vpoBKe no 440
Mr TpacTysymaba 8o pnakoHb! BeCcLIBETHOro HERTPaNbHOrC
CTeKNa [ ruApPONUTUHECKOro KNacca, YKYNopeHHble
Pe3uHOBbLIMU NPobKamMy € 0OKATKOM aNKOMUHUEBBLIMI
KONNavYKamu ¢ NNACTMaCCOBbIMK KpeilWKamn, Ha KaxAasiv
(hNaKoH HaKNEMBAKT CaMmokneallywcs 3TukeTky. Mo 20 mn
HaKTepUoCTaTUYBCKON BOALI ANA MHBEKUMA QNS NpenapaTa
B0 (hbNakoHbl HeCUBETHOro HETPaNsLHOTo cTexna |
FUAPOANTUHECKOr O KNACCa, YKYNOPEHHbBIE DE3VHOBBIMK
npobxkamu ¢ 0BKaTKOW anioMUHUEBBIMKU KONNavyKkamu ¢
NNaCcTMACCoBLIMU Kpbilukamu, Mo 1 nakoHy ¢ npenapaTom v
1 praKkoHy ¢ BaKTeprocTaTUMECKON BOACA AN MHBEKLINY B
KOHTYPHYIO ANEUKOBYIO YNakoBKy u3 nnexkn NBX. No 1
KOMTYPHOW AYENKOBON YNaKoBKe BMECTE C UHCTPYKUMER no
NpUMeHeHKI0 B NaYKy U3 KapToHa. / lyophilizate for solution
for infusion at dose 440 mg of trastuzumab in neutral glass
type | vials, corked with rubber stoppers and capped with
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 aluminum flip-off caps with plastic covers. 1 vial with
dug product and 1 vial with bacteriostatic water for injection

into PVC blister. 1 blister and consumer infermation leaflet are

put into carton box.

Mapkupoeka / Labeling B cooTBeTCTBMU C H W yTBEPXKASHHLIM MAKeTOM. [ In
accordance with RD and approved design.

PacTeoputens / Solvent:

Moxasatens / Assay

Onucanue / Description

colorless or with light yellowish shade.

NoANNHHOC T { PacTeopuTens / Solvent:

identification beH3uNoBLIR CAUPT: BPpeMsA yAEpUBaHUA OCHOBHOrQ
NUKa Ha XpOMaTorpamMme UCreITYEeMoro pacTeopa
[ONXHO COOTBETCTBOBATL BPEMEHWN YAEPIKUBAHUA
nuka 6eH3nnNoBore CNupTa Ha xpoMaTtorpamme
cTaHAapTHOro pacTsopa. / 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.
Mpo3pasHocTL PacTaopuTens AonxeH GbiTh NPo3padHbimM No CPaBHEHUIo ¢
pacTeopa / Clarity of BOOOW MW BLIAEPKUBATL CPABHEHKUE C 3TANCHOM |, / Solvent
solution is required to be clear or its opalescence is not more

pronounced than that of Reference Sclution |,

LseTHocTs / Degree of PacTasopuTent AonxeH 6uiTe HeCUBETHBIM N0 CPABHEHWIO C

coloration BOA0N WAM BLIACPXKHNBATL CPAaBHEHWE C 3TanoHom Y7,/
Solvent is required to be coloriess or not more intensely
colored than Reference Solutions Y7.

pH / pH PacTeopuTens / Salvent: o1 4,5 no 9.0. / from 4.5 to 9.0.
MexaHnseckune PacteopuTens / Solvent:

BKNDYEHWS . BUANMBIE B cooTBETCTEBUM C TpebosaHuaMu, [ comply with the
“acTule / Particulate requirements.

matter. Visible particles

MexaHu4eckue PacreopuTens / Solvent:

BR/IKOHEHNA. YacTuubl pa3mMepom 5 - 25 MkM - He Bonee 5000
foenanmeie HacTuus! / y/hnakoH / Particles size 5 - 25 um - not more than
Particulate matter. 5000 p. per vial

Subvisible particles

Mexanunveckue YacTuusl pasmepom 6onee 25 MxM - He Bonee 500
BKAOYEHUA, u/thnakon / Particles size more than 25 um - not more than
[oenanmbie HacTuus! / 500 p. per vial

CooteeTtcTeyeT / Conform

CooTseTcTeyeT / Conform

CootseTcTayer / Conform

CooTeeTcriyeT / Conform

CooteetvcTayeT / Conform

6.16

CooTtsercTeyer / Conform

9 y-u/pn. / part./vial u-
wibn. / part./vial

6 4-u/dn. / part./vial 4-
wipn. f part.fvial

MacnopT kavecTtsa / Certificate of analysis Ne 25285/19 CTpanuua 3 u3z 4 /Page 3 of 4




Particulate matter.
Subvisible particles

Wssnekaembllt 0bbvem /
Extractable volume

LakTepuansHbie
IHA0TOKCKMHBI / Bacterial
endotoxines

ArioMansHas
TOKCUYHOCTD /
Abnormal toxicity
CrepunbHocTh / Sterility

KonuyecTeesHoe
onpepenexdne / Assay

PacTROpUTENS / Solvent: nignekaembl o6bem nomxer BulTe
He MeHee HoMuHakHOore (20 Mn). / extractable volume is not
less than the nominal volume (20 ml).

PacTeopuTens { Solvent:
He Bonee 2,5 E3/nakoH. / not more than 2.5 EU/vial.

PacTsopuTens / Salvent:
ponxenH BuiTh HeToKcYHbIM, / should be nontoxic.

PacTeopuTtens / Solvent:
nonked BbiTe cTepunsHbIM. [/ should be sterile.

PacTBOopuTens { Solvent:
BeH3unoBbLIA cnupT: oT 9,9 no 12,1 mr/mn. / benzyl
alcohol: from 9.9 to 12.1 mg/mi.

20.6 mn / mi

Menee 2,5 / Less than 2.5,
Ed/pnakon / EUfvial

HeTokcuyHo / Nontoxic

CrepunsHo / Sterile

11.37 mr/mn [ .mg/mi

BhllweykasaHHbIW NPOOYKT cOOTBETCTBYeT TpeboBaHUAM HOPMATUBHBIX nokyMeHToB / This batch
of product meet the requirements of regulatory documentation

PykosoguTens OKK / Head of QC

MacnopT kadecTea / Certificate of analysis Ne 25285/19
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