Poccun, 198515, r. CankT-MeTepbypr, Merpopsopuosbiii panoH,
nuT. A, / Russian Federation, 198515, Saint Petersburg, Petrodvorsoviy district, Strelna, Svyazi
st.,bld. 34, liter A Ten./tel.: +7 495 992-66-28; ®axc/fax: +7 495 992-82-98

Nacnopr kauecrsa / Certificate

n. CtpensHa, yn. Ceazu, A. 34,

BICCAD

Biotechnology Company

R R

of analysis N222286/20

Neiikoctum®, pacreop ANA BHYTPMBEHHOIO M NOAKOKHOrO BBeAeHMA, 300 mKr/ma (30 man ME/ mn), B
wnpuuax no 1 ma / Leucostim®, solution for intravenous and subcutaneous injection 300 pg/ml (30 min.
1U/ml), in syringes per 1 mL

®opma ebinycka / Release form:

Homep cepum (naptum) / Batch No:
Mpoussogurens / Manufacturer:

YnakoBWuK (BTopu4Han) ynakoska / Packer
(secondary) package:

O6bem cepum, ea. nsm. / Batch size, units:

fata npoussoacrea / Manufacture date:

Cpok rogHoctu / Expiry date:

UcnbiTanusa nposeaensl no / The tests performed
in accordance with:

PerncrpaynonHbiii Homep / Registration number:

MNokasatens /
Characteristic

i\ YcnoBus xpaHeHws f
Storage conditions

. Cpok xpaeHns / Shelf 2ropa/ 2 years

life

OnucaHue /
Appearance

i MoANUHHOCT.
dunrpactum /
ldentification.
Filgrastim

Macnopt Kavecrsa / Certificate of analysis Ne 22286/20

®opma Mpunoxerue N5 k QC-28-019-12/ Form Appendix Ne5 to QC-28-019-12

Tpe6osanua HA / Acceptance Criteria

¢ Mpu Temneparype oT 2 a0 8 °C / At temperature 2-8 °C

- Mpo3paumslii GECLUBETHLIA KAK CBETNO-KENTOro useta pacreop /
Clear colourless or pale-yellow color solution

Crumynauus neiikonoaaa / Stimulation of leucopoiesis

Pacteop ana BHyTpuBeHHoro NOAKOMXHOro
BseAeHWA, 300 MKr/mn (30 max. ME/mn). Mo 1 mn
8 Wnpuue. Mo 1 wnpuuy ¢ NOPWHEM 8 KOHTYPHOIA
AvelikoBoM ynakoske. No 1 KOHTYDHOW A4elKoBO M
YNaKoBKe C UHCTPYKUMEN No NpUMEHEHHIO B
KapTOHHOI nayke / Solution for intravenous
subcutaneous administration, 300 Mg/ mL (30
million IU / mL). 1 mLin a syringe. 1 syringes with a
piston in blister strip packaging. 1 blister strip with
leaflet in a cardboard package

45130420

3A0 «BMOKALY, Poccua, Mockosckas 06,
KpacHoropckuii p-H, ¢. Netposo-fansHee / JSC
“BIOCAD”, Petrovo-Dalneye, Krasnogorskiy District,
Moscow Region, Russia

3A0 «BMOKAL», Poccus, MocKoBCKas obn.,
KpacHoropckuii p-H, c. NeTtposo-fansHee / JSC
“BIOCAD”, Petrovo-Dalneye, Krasnogorskiy District,
Moscow Region, Russia

11634 yn. Nel / packs Neol

16.04.2020

01.04.2022

®CN /ES N1CP-0002968/10—080410, uam. / amend.
Nel-4
PNe /1ICP-0002968/10

PesynbTar / Result
Cooreercreyer / Conform

Cooreetctayet / Conform

Cooreercrayer / Conform




Poccus, 198515, r. Cankr-Metep6ypr, MNerpoasopuoesiii paiicH, n. CtpensHa, yn. Cesaau, a. 34,
nt. A. / Russian Federation, 198515, saint Petersburg, Petrodvorsoviy district, Strelna, Svyazi

st.bld. 34, liter A Ten./tel.: +7 495 992-66-28; ®akc/fax: +7 495 992-82-98

Nokasarens /

Characteristic

MopnnHHoCTe,
DuarpacTim /
Identification,
Filgrastim
- NoAnMHHOCTS.
AekcTpan /
Identification.
Dextrane

MognnkHoCTL.
ManHuTon /
Identification. Mannitol

MpospauxocTs /
Clarity

LiseTHocTe / Degree

~ of coloration
pH / pH

BKNIOYEHWA /
Particulate matter

MexaHuueckue
BKNIOMEHUSA.
Hesngumeie

vactuubl / Particulate
matter. Subvisible
particles

MexaHu4eckue
BKNIQYEHKA,
Hesugumele
Hactuuel / Particulate
matter. Subvisible
particles

Benok / Protein
content

Yucrora / Purity

Yuctora / Purity

BIOCAD

Blotechnology Company

Tpeboeanua HA / Acceptance Criteria

OcHosHas nonaoca dunrpacTuma, COOTBETCTBYIWAA MONEKynSpHONH

macce 17800 + 1000 fla / The principal band of filgrastim
corresponds to molecular weight 17800 + 1000 Da

Mpenapar gaer XapaxkTepHbii yron spauiequs / The drug product

has characteristic optical rotation

Bpems yaepxuBaHus 0CHOBHOrO Mnka Ha xpomarorpamme
WCNBITYEMOro pacTeopa 40NXHO COOTBETCTBOBATL BPEMEHHM
YAEMKUBAHUA OCHOBHOTO NUKA Ha XpOMaTorpaMme CTaHaapTHOro
pacteopa / The retention time of the major peak in the
chromatogram of the test solution corresponds to the retention time
of the major peak in the chromatogram of the standard solution
Mpenapar fonkeH 6biTs Npo3padHeiM / The drug product should be
clear

Okpacka He gonxHa npesbiwarb aranoH Y6 / Coloration of the drug
product should be not more intense than the reference solution Y6

| OT3,78043/From3.710 4.3

B cooteeTcTauM ¢ TpebosaHusimm / Comply to the requirements

Hactuuel pasmepom 10 mkm 1 Gonee - He Gonee 3000 y/wn. /

Particles with the size 10 mkm and more - NMT 3000 part, per
syringe

HacTuubl pazmMepom 25 Mkm Gonee - He Gonee 300 y/wn, /

Particles with the size 25 mkm and more - NMT 300 part. per syringe

CogepxaHue nioboii €AUHUYHO NpUMECH He 40/DKHO npessiwars 2
% / Any single impurity content is NMT 2%

CymmapHoe cogepxanue NpUMeceii He JO/MKHO NpeBbIwaTe 5 % /
Total impurities are NMT 5 %

CootsercTayer / Conform

Nacnopt kavecrea / Certificate of analysis Ne 22286/20
®opma MNpunoweHune No5 k QC-28-019-12/ Form Appendix Ne5 to QC-28-019-12

Pesyabrar / Result

17912 fla/ Da

2.87 rpag/deg

Cooteercteyer / Conform

Cooteetctsyet / Conform

Cooreetcteyer / Conform

31 s-yhwin. / part./syr.

306 mkr/mn / ug/mi

0.6 %




Poccua, 198515, r, CamkT-
AT, A. / Russian Federati
st.,bld. 34, liter A Ten./tel

Nokasarens /

n

eTepbypr, Netpogeopuoswii paioH, n. Crpenbra, ya. Ceasu, a. 34,

on, 198515, Saint Petersburg, Petrodvorsoviy district, Strelna, Svyazi

Characteristic

Huctora / Purity

* flekcrpan / Dextrane

. Baktepuanuhuie
- 3HLOTOKCHHBI f
Bacterial endotoxines

W3enexkaembiii
obwem / Extractable
volume

AHOManbHas
TOKCUNHOCTH /
Abnarmal toxicity

CrepuneHocTs /
Sterility

Cneundmueckan
aKTUBHOCTL / Potency

MawnnuTon f Mannitol

Ynakoska / Package

Mapkuposka /
Labeling

+7 495 992-66-28; ®akc/fax: +7 495 992-82-98

Tpe6osanusa HA / Acceptance Criteria

OTHocuTeNbHoe cogepwanue thunrpactuma 95 1 Gonee b4 / Relative
content of filgrastim is equal to or greater than 95 %

He Gonee 2,5 ES/mr tunrpactuma / NMT 2.5 EU/mg of filgrastim

i He menee ykasanHoro Ha atukeTxe / Not less than volume on the

label
AonxeH GuiTb HeToKCUUHEIM / The drug product should be nontoxic

Mpenapar fonweH 6biTe CrepunsHbiM / The drug product should be
sterile

He MeHee 80,0 % u He Ganee 125,0 % ot 0603HAYEHHOI Ao3bl { NLT |

80,0 % and NMT 125,0 9% from indicated dose

OT 45 fo 55 Mr/mn / From 45 to 55 mg/ml

Mo 1,0 mn npenapara s CTEPUNLHOM WNPIUE U3 HERTPANLHOrO
CTeKkna | raponnTUYecKoro KNacea ¢ BRasHHol WHBEKLMOHHOR
MINIOW, NOKPLITON KONNaYKoMm SALUMTHBIM 3NACTUUHBIM UK WECTKUM,
YKYNOPEHHOM HaKOHEeYHUKOM U3 ByTunkayuyka, NaMmUHUPOBaHHbLIM
GTopnonumepom, CHabxeHHbIM nopwHeM. Ha KeoKAbIi WwWnpuy
Haknevsatot atuketky camorneslytocs. Mo 1 unu 5 3anoAHeHHbIx
WNPUUEs B KOHTYPHOU A4YeRKOBOI YNaKoske 13 nnedkn NBX ¢
WHCTpyKUMed no npumeHeHuio NOMELLAIOT B Nayky U3 KapToHa gna
noTpeGuTeNbLCKoM Taps! Tuna XPOMOBBIA WM xpom-ap3al / 1.0 mi of
the drug product in a sterile syringe made of neutral glass of
hydrolytic class 1 with integrated injection needle, guarded with
protective elastic or rigid cap, closed with fluoropolymer laminated
butyl rubber tip on plunger, fitted with plunger. Each syringe is
labeled.1 or 5 filled syringes in PVC blister with package leaflet are

* placed into chromo board or imitation chromo board box

Ha nepsuuHoit ynakoske (aTukeTke wWnpuya) Ha PYCCKOM 5A3bIKe
YKa3bIBAKT: TOProBOe HauMeHoBaHue NexapcTeeHHoro npenapara ¢
NpeaynpeauTebHol MapkvupoBKol ®, MexgyHapogHoe
HENaTeHTOBaHHOe HauMeHoBaHMe, NeKapcTseHHyio iopmy,
KOHUeHTpauuio 8 MKr/mn u B ME/Mn, konuyectso npenapara s
WrPKMUE B MKr 1 B ME, ofbem npenapata s Wwnpuue B MA, TOBAPHSLIA
3HaK lopuauYeckoro uya, Ha Ms KOTQOPOro BblgaHo
PerucrpayuorHoe yAoctosepenue (PY), va natuuye, HOMep
Cepuu, AaTy NPOW3BOACTBA, CPOK [OAHOCTM, WKany o6bemos,
NpeaynpeanTensHyio Hagnuce «CTEPUALHO»,

Ha BTopuyHoii ynakoake (KapTOHHOM Nauke) Ha pycckom
A3bIKE YKA3LIBAKT: TOProBoe HauMeHoBaHve

Macnopt Kavectsa / Certificate of analysis Ne 22286/20
®opma MpunomeHue Ne5 k QC-28-019-12/ Form Appendix N25 to QC-28-019-12

BIOCAD

Blotechnology Company

Peaynbrar / Result

99.1 %

15 wr/mn / mg/ml

Menee 2,5/ Less than 2.5,

E3/mr / EU/mg

1.05 mn/mil

HeTokenuHo / Nontoxic

CrepunsHo / Sterile

88.7 %

49.6 mr/mn / mg/m|

Cootserctsyer / Conform

Cooreetcreyer / Conform




Poccus, 198515, r. Caanr~|‘|erep6ypr, NeTpoasopuoBsbIi paioH, n. Crpenbha, yn. Cesau, 4. 34,
KT, A. / Russian Federation, 198515, Saint Petersburg, Petrodvorsoviy district, Strelna, Svyazi B l mAD
st.bld. 34, liter A Ten./tel.: +7 435 992-66-28; darc/fax: +7 495 992-82-98 .

Biotechnology Company

MNokazarens ;‘
Characteristii Tpe6osanmua HA / Acceptance Criteria Peayabrar / Result
© fleKapcTeeHHoro Npenapata c npeaynpeauTenLHoM

 Mapkuposkoit ®, MeXAyHapO4HOE HernaTeHToBaHHOe

. HanMeHoBaHwe, nekapcTaeHHylo thopmy, KOHUEeHTpauuo B

" MKr/MNua ME/mMn, konuyecteo npenapata B wnpuye B Mkr u

. B ME, o6vem npenapara s wnpuue 8 Mn, KoNuyecTao

: Wnpuues 8 nadke, ycnosus OTnycka, ycnoeua xpaHeHus,

© COCTaB Ha 1 MN (HaumeHosaHme KOnuyecTso
AeiicTeylouwero BewecTsa B MKr u ME u nepeyeHs
BCNoMOrarensHbix BELL{ECTB). HanmeHoBaHwve opuanyeckoro
AMLA, Ha UMR KOTOPOro BbIgaHo PY, ero aapec, TenecoH,
thaKc v ToBapHBLI 3Hak Ha naTuHuue, HaumeHoBaHue
NPOU3BOAUTENA NEeKAPCTBEHHOTO npenaparta, ero agpec,
HOMep cepum, aaty npoussoacTea, CPOK rogHOCTH, HoMep
PY, wrpux-kog, 6ap-kog, NpeaynpeauTeNibHele HagnUeu:

i «CTEPWUNBHO», «XpaHuTL B HEAOCTYNHOM Ans geTeil
mecTe», «Cnocob npumeHeHus 1 MEepbi NpefoCTOpOXHOCTY:

L oem. WHCTPYKUWMio», «Mpenapar NonyyeH ¢ ucnons3oeanHvem

- TeXHONOTUN PeKOMBMHaHTHOI [IHK»,

. Hononnutentho MOTYT HaHOCUTLCA cpeacTBa

WAEHTUhUKaLUNK ANA CUcTeMb) MOHWTOPUHIA ABMKEeHMS

: JIekapcTBeHHbIx Npenaparos gon MeauUMHCKOro

© NMpumeneHus / The primary packaging (syringe label) in
Russian indicates: the trade name of the drug with a warning

. label ®, the international nonproprietary name, dosage form,

. concentration in pg / mL and in 1U / mL, the amount of drug

. in the syringe in Kg and in ME, volume of the drug in the

- syringe in ml, the trademark of the legal entity registration
certificate (RU) holder, in Latin, batch number, production
date, expiration date, volume scale, warning sign “STER|LE".
The secondary packaging (cardboard package) in Russian
indicates: the trade name of the drug with a warning label ®,

" the international nonproprietary name, dosage form,
concentration in pg / mL and in 1U / mL, the quantity of drug
in the syringe in pg and in IU, drug volume in a syringe in mL,

" the number of syringes in a package, dispensing
requirements, storage conditions, compasition per 1 m|

¢ (name and quantity of active ingridient in mkg and IU and list
of excipients), name of the legal entity registration certificate
(RU) holder, its address, phone, fax and trademark in Latin,
the name of the manufacturer of the drug, its address, batch
number, production date, expiration date, MA number,

. barcodes, warning labels: “STERILE", "Keep out of the
children”, “Method of use and precautions: see instructions”,

© “The drug was obtained using recombinant DNA technology.”

. Additionally, identification for a drug distribution monitoring

- system for medical use may be applied

3akniouenne: BolweykasaHHbI NPOAYKT cooTBETCTBYET TPpR6OBaHMAM HOpMaTWBHOM AOKyMeHTauuu Ne
®Cn/Es /1ICP-0002968/10-080410, uam. / amend. N21-4 / Conclusion: The product conforms to the
regulatory documentation Ne oCf] / ES /1CP-0002968/10-08041 0, usm. / amend. Ne1-4
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Nacnopr kavecrsa / Certificate of analysis Ne 22286/20 i ;
Popma MNpunosxerue N5 k QC-28-019-12/ Form Appendix Ng5 to QC-28-019-12



