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CAHO®U JDKEH3ANM

ITACIIOPT HA CEPUIO I'OTOBOI'O IIPEITIAPATA
IMonuknoHansHele UMMYHOFTOOYMHHEI KoMmaHuu [pren3aiim — 23 Boulevard Chambaud de la Bruyére
— 69007 JIUOH (Dpanmus)

s Ha3lBaHue H ONHCAHHE Npenapara;

THMOI'JIOBYJIHH (Kpoanunii
AMMYHOIJI00YJIHH NPOTHB THMONHTOB
yegoBeKa) 5 Mr/mia

= Howmep cepunu: 9W2274

=  Homep npeamera: 701178

» JlaTa NpoOH3BOACTBA rOTOBOTO 24 anpenn 2019
HepacdacoBanHOro Mpenapara:

» JlaTra nponssojcTBa pachacosaunoro 03 nioun 2019
npenapara:

®»  Cpok rogHocTH: maii 2022

*  Yycno ynakoBaHHBIX eIWHEHI 1201

*  Hanauenne: POCCHA

»  KommenTapuu: HeT koMMeHTapHeB.

*  Pewmrenne:

= Yncao BBLINYIICHHLIX CINHHI:

OHO ynonHOMOYERHOI0 COTPYIHHKAS
IMoanuce: /moanucs
®apMauepT
YnonHoMO4YEeHHBI#H
COTPYIAHHK
3a BEIMYCK CEpHi
/moanuce/

BBIIYCK IIPEIIAPATA

1200

Jannblit npenapat GbL1 Npon3BeeH H HCC/IEI0BAH B COOTBETCTBHH ¢ Hajsexameii
npon3BoacTBenHoH npakTHKoil (GMP) 1 perncrpaxHoOHHBIM YI0CTOBEPEHHEM,

Hara: 21 asr 2019

LYON-QUAL-FORM_EN-000039 (v4.0)
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CAHO®HU JDKEH3ANM

CEPTHDPHKAT AHAJIM3A
[TonuknoHansHele HMMYHOTIOOYNHHE! koMnaHky Jhxensaiim — 23 Boulevard Chambaud de la Bruyére —
69007 JINOH (®panuus)

Ha3sauue n onucanue npenapara: THMOT'JIOBYJIMH® (Kpominauit MMMYHOrNO6YNHH NPOTHB THMOLMTOB
YeRoBeKa) 5 Mr/mn
JInogmansar A8 MPHroTOBIEHHA KOHLEHTPATA 1JIA NPHIOTOBNEHUA PAcTBOpa AIA MHOY3HIH 25 Mr

Homep cepuu rotooro | 9GY001909 0O6beM roToBoro 226,1 nutpos

HepacdacoBaHHOro HepachacoBaHHOTO

npenapara: npenapara:

JaTta nponsBoacTea 24 anpens 2019

roToBOro

HepactacoBaHHOrO

npenaparta:

Homep cepuu rotogoro | 9W2274 Homep npeameta: 701178

npenapata:

Poinok cObiTa: POCCHA (B cooTBeTcTBH ¢ Papmaxoneeii Esponsl)

Jata npon3sojcTsa 03 wionn 2019 Cpok roaHocTH: maii 2022

pacdacoBanHoro

npenaparta:

JlaTa npon3BogCTBA 08 aBrycr 2019

rOTOBOTO MpenapaTa:

Yucno KoHTeitHepos: 1200 ¢a no 10 ma Jata Buinycka: 21 aBr 2019

rOTOBBIY HEPAC®OACOBAHHBIH TPENAPAT Ne CEPHH 9GY 001909

Iapamerpsi Metonw Cnenundurauuu PesynbTaThi

HCCIEA0BaBHA

BuewHuti BHA BusyansHwiif koHTpons (LYON- | [Ipo3paunas wiu Ilpoipaunan

QUAL-TECH-000049) cJIerka fecupeTHasn

ofnajnecUHpyloLLas, KHAKOCTD
GecrpeTHas

WHIKOCTh HIH
WKHIKOCTb OneaHo-
KENTOTO LIBETa

KoanuecTBeHHOE Tutposakue popmansaerngom 8,0-12,0r/n 10,2 r/n
onpegeeHHe [HLHHA (LYON-QUAL-TECH-000131)
Konu4yecTBeHHoe Beicoko3dpdexTHBHASA 80-12,0r/n 10,1 r/n

onpegeieHHe MAHHUTOAA | XUAKOCTHaA XpoMartorpadus
(LYON-QUAL-TECH-000161)

KonuyecrseHHoe Kucnotao-ocHoBHOe TUTpoBanie | 0,96 — 1,44 r/n 1,14 r/n
onpejeneHtie XJI0pHAOB (LYON-QUAL-TECH-000095)
Onpenenenne pH IMoTeHUHOMETpHUECKDE 6,5-72 7,1
onpeaenenve (LYON-QUAL-
TECH-000106)
Konnvecrsennoe CnektpodoToMeTpHUueCcKHit 45-55r/ 50 r/n
onpeaenenue benka aHanus (LYON-QUAL-TECH-
000067)
Turp OueHKa aKTHBHOCTH 9-30En 18 En.
JIUMGOLHTOTOKCHYHBIX NUMQOLHTOTOKCHYHBIX AHTHTEN | TaMMarnoGyauHoB/ rammmaraobynnuos/
aututen (LTIP50) € TOMOLLbIO NMPOTOYHOI! Mr Mr

uxtoMerpun (LYON-QUAL-
TECH-000109)

BakTepnanbHbie KrneTHveckHi XpoMoreHHsI i < 2,0 ES/mn < 0,5 E3/mn
IHAOTOKCHHBI meton (LYON-QUAL-TECH-
000163)
Buonarpyska MemOpanHan puneTpanus = 10 KOE/ 100 mn 0 KOE/ 100 mn
(LYON-QUA L-TECH-000034)
IMapeoeupyc B19 IeHaMIuIndHKaHOHHOE OTpHuaTenbLHO OTpuuaTensHo

uccnenopanue (LYON-QUAL-
TECH-EN-000004)

LYON-QUAL-FORM_EN-000070 V 0.3 /mognucs/ 19 asr 2019
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CAHO®U DKEH3ANM

(LYON-QUAL-TECH-000161)

TOTOBLIH MMPENAPAT Ne CEPHH 9W2274
TapameTpol MeTtoasi Cneundnrkaunu PesyabTaTe:
McchaeaoBaBHUH
BHewunuii BUO BuayanbHeiit kontpons (LYON- | INopoiwox kpeMoBo- TMepowok KpemMoBo-
AHOPHAHIHPOBAHHOIO QUAL-TECH-000088) Gemoro useTa Genoro usera
npenapara
Buewnnii Bug BusyaneHelit kontpons (LYON- | INpospaudas unu IIpo3paunan
pa3BefeHHOTO QUAL-TECH-000088) cnerka GecupeTnan
npenapara onanecuMpyowa’, KHIKOCTh
GecLBeTHAA KHIKOCTh
WK KHAKOCTD
Oneano-xenroro
BeTa
Bpema pacTBopenns BusyaneHstit xoutpoab (LYON- | <2 MuH npu <1 mMun
QUAL-TECH-000088) Temneparype 20-25°C
OcTtaTounan snaxHoceTs | KynoHoMerprueckuii aHanus <30% 04 %
(LYON-QUAL-TECH-000018)
Onpenenenne pH [loTeHUHOMETpHYECKOE 65-72 70
onpeaenenre (LYON-QUAL-
TECH-000106)
OcmonansHocTh (Nocne Kanopumetpyuecknii anam > 240 mOcmons/kr 278 mOcMonb/kr
pazsenenus 1/5 B 0,9% (LYON-QUA L-TECH-000072)
acTeope NaCl)
Konnyecreennoe Tutpoeanue popmaneaeruaom 40,0- 60,0 49,2 mr/dnaxon
onpege/ieHHe MIHLHHA (LYON-QUAL-TECH-000131) | mr/dnakon
Koanuecrsennoe BricokoaddrexTHBHAA 40,0 - 60,0 50,6 mr/dnaion
onpeicieHie MAHHHTONA | WHAKOCTHAA XpomaTorpadus Mr/¢naxoH

KonnyecTBeHHOR
OlipefejicHHe XJIOpHAOB

KucnoTHo-ocHOBHOE THTpOBaHUE
(LYON-QUAL-TECH-000095)

4,8 - 7.2 mr/makon

5,6 mr/pnakon

Pacnpenenensie no
pasMepy MoaeKyn

JKCKMO3INOHHAs
xpomatorpadus (LYON-QUAL-

Momnomepe! +
AHMeEpbI: > 95,0%

M+ A:993%
N+A+®:0,7 %

TECH-000038) [Tonumepst +
Arperatel +
tparMenTsl: < 5,0 %
KoanuecTBeHnoe CnextpodotoMeTpHuecKHit 22,5-275 25,2 mr/dnakon
onpeneienne Geaxa ananns (LYON-QUAL-TECH- Mr/¢pnakoH
000067)
Yuerora SnekTpodopes B araposnom rene | > 95,0% Otcyrctere | 100,0% otcyTerBne
raMManiobyanHa (LYON-QUAL-TECH-000025) | anebymuua anb0yMuHa
Uncnora AHamus MeTooM ITo cpaBHeRMIO € OrtecyTeTBHE
ramMmarnofynuna anekTpodopeza B anekTpodoperpaMmMoil | JONMOJHHTENBHBIX
NOIHAKPHAAMHAHOM TENe ¢ pacTBopa CpaBHEHHA, | moaoc Ha
JoneuuncynbgaToM HaTpHA OTCYTCTBHE anexTpodoperpamme
(LYON-QUAL-TECH-000134) | nomoiHUTENBHEIX HCMBITYEMOTO
nojoc Ha pacTBopa
anekTpodoperpamme
HCMBITYEMOTO
pacTBopa
HaenTndurauusa A Hmmyrnonupdysus (LYON- Kpommisero Kpoanybero
QUAL-TECH-000094) NPOHCXOMASHHA NPOHCXOMIEHHR

THTP reMoJIH3HHOB

Busyanehstii koutpons (LYON-
QUAL-TECH-000062)

< 64 Ana kaxaoh uz 3
rpynn (Al, B, Q)

Al: oTpHuaTeasno
B: oTpHUaTEILHO
O: oTpunatentuo

AHTH-A, aHTH-B
reMarrIOTHHHHBI

BusyanbHbiii konTpoms (LYON-
QUAL-TECH-000172)

< 64 pna kaxaofi U3 2
rpynn (Al, B, 0)

Al: oTpHUaTEIBLHO
B: orpruatensHo

LYON-QUAL-FORM_EN-000070 V 0.3 /noanuce/ 19 asr 2019
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CAHO®H JKEH3AHM

rpudxoB

TOTOBBIH [TPEMAPAT MNe CEPHH 9W2274
IMapameTpni MeTonsl Cneundnxaunn PesynbTaThi
HCCNIeAOBABHHIH
Hrentunduxaunsa B Hmmynosnextpodopes (LYON- | OcHoenofi IgG
QUAL-TECH-000019) komroneHT IgG
HaenTnduxauns C LTIP (LYON-QUAL-TECH- CooTBeTcTBYET CooTBeTcTBYET
000109) aHANH3Y AKTHBHOCTH
Turp OueHka aKTHBHOCTH 9-30En 19 En.
JHMGOUHTOTOKCHYHLIX | THM(POLMTOTOKCHYHBIX AHTUTEN | raMMarnobyiHHoB/ raMmmaro6ynunos/
aututen (LTIP50) € MOMOILBIO MPOTOUHO Mr Mr
nuromeTpun (LYON-QUAL-
TECH-000109)
AHTHTeNa K LYON-QUAL-TECH-000077 CpenHexBaapaTHbI 356
TpomGounTam (in vitro) npupoct < 486
BakTepnansHble apm. Esp. 2.6.14. <2,0 E9/Mn < 0,5 E3/mn
IHAOTOKCHHEI Kuuerudeckui xpoMoreHHsblit
Metoa (LYON-QUAL-TECH-
000163)
CTepunLHoCcTL B ®apm. Esp. 2.6.1 (QM-105) CooteetcTByET CooTBeTcTBYET
OTHOILIECHHH GaKTepHil n @apmM. Epp. ®apm. Eep.

HABJIOAEHHSA: HI1 Cepus 9W2274 ppinyiena us cepun 9W 1001
dapm. Esp.: Papmakonea Esponbi

Hpocralmemn:le HHKE MNOANHCH YKA3bIBAKOT HA TO, MTO PE3yALTATHI COOTBETCTBYIOT

crnenHpHKANRAM

Cocrasneno v S.8ahin Jara: 19 aBr 2019
YTBEPKAEHO: CoTpyIHuk oTaena
[Toansuch: BBITYCKA MPOAYKLUHHK

fmoanuce/
lposepero 1 /nognuce Hara: 19 aBr 2019
YTBEPHKACHO! QapmaleBsT
Toanucs: YnonHomoueHHbIH

COTPYIHHK

3a BBIMYCK cepHi

/moanuce/

Bepcus: 01 ot 19 aBrycra 2019

LYON-QUAL-FORM_EN-000070 V 0.3 /moanucs/ 19 asr 2019
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SANOFI GENZYME g

FINISHED PRODUCT CERTIFICATE OF CONFORMANCE

GENZYME Polyclonals - 23 Boulevard Chambaud de la Bruyere - 69007 LYON (France)

®* Product Name and Description : THYMOGLOBULINE (Rabbit anti-human
thymocyte globuline) Lyophilised powder for

infusion
* Dosage Form: 5 mg/ml
* Batch Number: 9W2274
*  Jtem Number : 701178
* FBP Manufacturing Date : April 24th, 2019
* FP Manufacturing Date : June 34, 2019
= Expiry Date: MAY 2022
* Number of Packed Units : 1201
® Destination : Russia
* Comments: No comment.
* Decision: PRODUCT RELEASED

Number of Released Units ; 1200

I hereby certify that all the manufacturing stages of this batch of finished product
have been carried out in full compliance with the GMP requirements of the
European Union and with the requirements of the Marketing Authorizations of
the destination countries.

Name of the Qualified Person:

Signature: Date: 21 AOUT 2019

—

LYON-QUAL-FORM_EN-000039 (V4.0) Page 1 sur |




SANOF| GENZYME +p

CERTIFICATE OF ANALYSIS

GENZYME Polyclonals - 23 Boulevard Chambaud de la Bruyere - 69007 LYON (France)

Product name and description: THYMOGLOBULINE® {rabbit anti-human thymocyte globulin) Smg/mL
Lyophilizate for concentrate for infusion 25 mg

: 9GY001909 Volume of final bulk product: 226,1 liters

: April 2482019

Final bulk product batch number
Manufacture date of Final Bulk Product
Finished Product Batch number : 9W2274
Release market: RUSSIA (According to Normative Document version 5)

Item number: 701178

Manufacture date of Filled Product : June 03,2019 Expiry date  : MAY 2022
Manufacture date of Finished Product : August 08, 2019
Number of containers 11200 vials of 10 sl Release date : 21 AOUT 2019
FINAL BULK PRODUCT LOT N° 9GY001909
Tests Techniques Specifications Results
Appearance Visual inspection (LYON-QUAL-TECH-000049) Liquid clear or slightly Clear colorless
opalescent, colourless or liquid
pale yellow
Glycine assay Formaldehyde titration 80-120g/t 102g/1
(LYON-QUAL-TECH-000131)
Mannitol assay High Performance Liquid Chromatography 8.0 -12.0 g/I 101 gA
(LYON-QUAL-TECH-000161)
Chloride assay Redox titration (LYON-QUAL-TECH-000095) 0.96-1.44¢g/1 1.14 g/
pH determination  Potentiometric determination 65-7.2 7.1
{LYON-QUAL-TECH-000106)
Protein assay Spectrophotometric assay 45-55g/1 5.0g/1
(LYON-QUAL-TECH-000067)
Lymphocytotoxic  Anti-lymphocytotoxic activity by flow cytometry 9-30U/ mg Q mean value:
titer (LTIP50) (LYON-QUAL-TECH-000109) of gammaglobulins 18 U/ mg of
gammaglobulins
Endotoxins Chremogenic kinetic (LYON-QUAL-TECH-000163)  <2.0EU/ml < 0.5 EU/ml
Bioburden Filtration on membrane <10 CFU/100 ml 0 CFU/100 ml
(LYON-QUAL-TECH-000034)
Parvovirus B19 NAT Testing (LYON-QUAL-TECH_EN-000004) Negative Negative
FINISHED PRODUCT LOT N° 9W2274
Tests Techniques Specifications Results
Appearance of the Visual inspection (LYON-QUAL-TECH-000088) Creamy-white powder il
freeze-dried product pec Y P powder
Liquid clear or slightly
Appearance S Clear colorless
of reconstitution Visual inspection (LYON-QUAL-TECH-000088) ;)glz;:)e;cent, colourless or pale liquid
Dissolution time Visual inspection (LYON-QUAL-TECH-000088) £ 2 min. at 20-25°C <1 min
Residual moisture  Coulometric assay {LYON-QUAL-TECH-000018) <3.0% 0.4 %
: Potentiometric determination
pH determination (LYON-QUAL-TECH-000106) 65-72 7.0
o AL Calorimetric determination
g';';;,io" 1/5 in NaCl (LYON-QUAL-TECH-000072) 2 240 mOsmol/kg 278 mOsmol/kg
Formaldehyde titration . .
Glycine assay (LYON-QUAL-TECH-000131) 40.0 - 60.0 mg/vial 49.2 mg/vial
High Performance Liquid Chromatography .
Mannitol assay (LYON-QUAL-TECH-000161) 40.0 - 60.0 mg/vial 50.6 mgfvial
LYON-QUAL-FORM_EN-000070 V 3.0 Page 112
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SANOFI GENZYME
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FINISHED PRODUCT LOT N° 9W2274
Tests Techniques Specifications Results
Chloride assay Redox titration (LYON-QUAL-TECH-000095) 4.8 -7.2 mg/vial 5.6 mg/vial
Monomers + Dimers:
Distribution of Size exclusion chromatography 950 % M+D: 99.3%
molecular size (LYON-QUAL-TECH-000038) Polymers + Aggregates + P+A+F:0.7%
Fragments: <50 %
Spectrophotometric assay . :
Protein assay (LYON-QUAL-TECH-000067) 22.5 - 27.5 mg/vial 25.2 mgfvial
Gammaglobulin Agarose gel electrophoresis 2950% 100.0 %,
purity {LYON-QUAL-TECH-000025} No albumin No albumin
Compared with the
. . electrophoregram of the No additional bands
ammaglo reference solution, no are found in the
purity SDS-PAGE (LYON-QUAL-TECH-000134) additional bands are found  electrophoregram of
in the electrophoregram of ~ the test solution
the test solution
identification A Immunodiffusion (LYON-QUAL-TECH-000054) Rabbit origin Rabbit origin
< 64 for each of the 3 Al: Negative
Haemolysins titer ~ Visual inspection (LYON-QUAL-TECH-000062) groups B : Negative
{Al1,B,0) O : Negative
Anti-A, anti-B . 0001 < 64 for each of the 2 Al : Negative
haemagglutinins Visual inspection (LYON-QUAL-TECH 72) groups (Al B) B : Negative
YTt Immunoelectrophoresis .
Identification B (LYON-QUAL-TECH-000019) Main component IgG IgG
IdentificationC  LTIP50 (LYON-QUAL-TECH-000109) E;;:;Pﬁes withtheactivity oo 1y
Lymphocytotoxic  Anti-lymphocytotoxic activity by flow cytometry 9-30U/mg IQg?Je/a:l;aluoef:
titer (LTIP50) {LYON-QUAL-TECH-000109) of gammaglobulins globulins
Anti-platelet
antibodies (in LYON-QUAL-TECH-000077 MFI < 486 356
vitro)
EP 2.6.14.
L) Chromogenic kinetic (LYON-QUAL-TECH-000163) =20 EU/ml s
Bacterial and
fungal sterility EP 26.1. (QM-105) Complies with EP Complies
test

OBSERVATION: Batch 9W2274 is issued from batch 9W1001.
EP: European Pharmacopoeia
The signatures below indicate that the results meet specifications

Compiled and verified by : ﬁiig E'v

Date: | g AUT 2019

Signature :

7
Verified and approved by :
Signature :

Date :

19 ADUT 2019

Version A dated on

/
19 AQUT 2019

LYON-QUAL-FORM_EN-000070 V 3.0
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