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Bochringer Ingelheim Espaiia S.A. Prat de la Riba, 50, 08174 Sant-Cugat-del-Vallés (Barcelona) Spain
Manufacturing Authorization: 946-E

Bepumrep Mnrensxaitv Scnana C.A., Ilpar 1e na Pu6a, 50, 08174, Can-Kyrar-aems-Bamec (Bapcesnona), Mcnanus
. Jvuensus Ha pou3BoACTBO: 946-E

Certificate of Analysis and Conformance
CepruduxaT aHAIH3a H COOTBETCTBUA

Product name / HauMeHOBaHHE JIEKapCTBEHHOTO Spiriva® Respimat® solution for inhalations 2.5 pg per dose, 4.0 ml/
cpencTBa CrnpuBa® Pecriumat® pacTBop /U1 HHransuui 2,5 Mxr/no3a, 4,0 M
Article No. / Lot No. / Aprukyn Ne / Cepus Ne 162755/ H52858
Marketing Authorization No. / Peructpanronsoe JIII-Ne(003147)-(PT-RU)
ynoctoBepeHue Ne
API name / HaumeHoBaHue (apMaleBTHIECKON tiotropium bromide monohydrate /
cybcTaHIMH THOTpONHA 6pOMHAAa MOHOTHAPAT
API Manufacturer / I[Ipousogurens A®C Bochringer Ingelheim Pharma GmbH & Co KG
API batch No. / Homep cepun A®C 1109864
Dosage form / JlekapcTBeHHas popMa solution for inhalation / pacTBOp [J11 MHr ALK
Container Type / Bun ynakoBku cartridge placed into an aluminium cylinder /
KapTPHIX, HOMEIUEHHBIA B allOMMHHEBEIH LIFIIHHAD
Order-No. / Ne 3aka3a 4100427798
BIX No. / Ne-BIX 162755
BIX Version / BIX-Bepcus 4
Quantity / KonugecTBo ymakoBOK 240310
Date of Manufacture / [Jata mpou3BoaCTBa 09.05.2025
Date of Expiry / Cpok roaHOCTH 31.05.2028
Number of Normative Documentation: / JITI-Ne(003147)-(PI'-RU)-070923

Homep HOpMaTHBHOM TOKYMEHTALMH!

Ne of EAEU GMP certificate/ CepTudukat cooTBeTcTBUS TpeOboBaHUAM [IpaBii HaiexalueH [POU3BOJACTBEHHOM MPAKTUKH
~ EBpasuiickoro skoHoMHdeckoro coio3a: Ne GMP/EAEU/RU/00464-2022

I hereby certify that the above information is authentic and accurate. This batch of product has been manufactured, including
packaging and quality control at the above mentioned site(s) in full compliance with GMP EAEU requirements and quality
control requirements and with the specifications in the Marketing Authorisation of the importing country. The batch processing,
packaging and analysis records were reviewed and found to be in compliance with GMP EAEU.

HacrosmmM s MOATBEPIKAal0, YTO MPUBEACHHAS BBIIIE HHpOpMaI SBJIAETCSA JOCTOBEPHOM M TOYHOH. DTa CepHs MPORYKIHH
[poU3Be/IeHa (BKJIKOYas YIaKOBKY (MapKHMpOBKY) ¥ KOHTPOJIb Ka4eCTBa) Ha BHIIIEYKAa3aHHON IPOM3BOICTBEHHOH ILIONIA/KE
(mIomaKax) B MOJHOM COOTBETCTBHH C TPEOOBaHUSIMH ITpaBus HaJJIEXKaIEH IPOU3BOJCTBEHHOH IPAKTHKH EBpasuiickoro
SKOHOMHYECKOTO CO03a M TPeOOBaHIAMH KOHTPOJIA KaueCTBa JIEKapCTBEHHBIX CPE/CTB, a TAKXKE B COOTBETCTBHH CO
crienuUKANUAMHE, COAEPKAIMMICSA B PETUCTPALIHOHHOM JIOChE CTPaHBI-UMIIOpPTEpA. 3anucH Mo MPOU3BOACTBRY, YIIAKOBKE H
aHaIM3y NPOBEPEHBI, M YCTAHOBJIEHO UX COOTBETCTBHE tpeGoBanusam IIpaBun Haaexamen POU3BOACTBEHHON NPAKTHUK
EBpa3uiickoro 5kOHOMHYECKOI'0 COr03a.

' Remarks: / [Ipumeuanus: This CoAC has been issued to supersede the CoAC issued for this batch on 13.1 1.2025
Ne of EAEU GMP certificate: GMP/EAEU/RU/01971-2025

Storage
At a temperature not exceeding 25°C. Do not freeze.

Xpanenue
ITpu Temnepatype He Bbinze 25°C. He 3amopaxuBaTh.

Packaging conforms to the approved Normative Documentation.
VIaKkoBKa COOTBETCTBYET COINIACOBAHHOH HOPMATUBHOM JOKYMECHTALHH.

Labelling conforms to the approved Normative Documentation.
MapKipoBKa COOTBETCTBYET COITIACOBAHHON HOPMATUBHOM JOKYMEHTALUH.

13.1-L6 /Laic, Bedkos, Ubiey / il

Date/ Name / Signature of the Qualified Person; Quality Assurance e
Jlarta / Ims / IToanuch yIOJIHOMOYEHHOTO JIMIIA, obecrieyeHyue KayecTna

Page 1 of 5/ Ctpanuna 1 u3 5
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Cgrtnﬁcate of Analysis and Conformance = Boehringer
I"ll Ingelheim

Product Name: Spiriva® Respimat® solution for inhalation 2.5 pg per dose, 4.0 ml

Batch / Lot: H52858 , Inspection Lot: 170000139172
Registration: Russia Page 2 of 5
Test (Method) Specification Result

Description (Visual)

A clear, colorless or almost colorless solution in a 4.5 mL cartridge placed into an Conforms
aluminium cylinder. '

Colour (Eur. Ph. or EAEU Ph. Colorimetric method)

Not more intensely coloured than reference solution Bs. Conforms
Clarity (Eur. Ph. or EAEU Ph. Turbidimetric method)

Not more opalescent than reference solution I. Conforms

pH (Eur. Ph. or EAEU Ph. Potentiometric method) 28

From 2.7 to 3.1
Extracted volume of the contents (Weighing (10 individual values))

> 4.00 mL/cartridge 4.27/425/424/426/4,27/4,29 /4,29 | mL/cartridge
Identification 430/4,30/431

Tiotropium (HPLC (concomitantly with the Assay))

The retention time of the main peak in the chromatogram of the test solution and Conforms

the tiotropium UV spectrum of the test solution should correspond to the retention

time of the main peak in the chromatogram of the standard solution and the

tiotropium UV spectrum of the standard solution.

Benzalkonium chloride (HPLC (concomitantly with the Assay))

The retention times of the main peaks of homologues Ci2 and Ci4 of benzalkonium Conforms
chloride in the chromatogram of the test solution should correspond to the retention

times of the main peaks of homologues C12 and Ci4 of benzalkonium chloride in the

chromatogram of the standard solution.

Impurities (HPLC, Mass-spectrometry, Calculation)

BIIH 28 XX (ketone) <0,14 %
<0.50 %

BIIH 27 SE (dithienylglycolic acid) <0,14 %
<2.00 %

A single unidentified impurity

<0.50 % °
BA 338 BR <014 %
<2.50 % 0
SCH 731 BR A <014 %
<0.50 % Lot %
Sum of all impurities (for two methods) =
<4.00 % v 204
Assay : (s
Tiotropium (HPLC)

From 20.36 to 24.43 mg of tiotropium/100 mL (from 90 to 108% of the claimed 22,79 mg/100mL

content of 22.62 mg/100 mL).
Benzalkonium chloride (HPLC)

From 9.0 to 10.8 mg of benzalkonium chloride/100 mL 9,9 mg/100mL
Disodium edetate (Complexometric titration)
From 9.0 to 10.8 mg of disodium edetate/100 mL 10,1 mg/100mL

Microbiological purity (Eur. Ph.)

Total aerobic microbial count (TAMC)/g

Not more than 10> CFU <1 CFU/g
Total combined yeasts/ moulds count (TYMC)/g

Not more than 10! CFU <1 CFU/g
Bile-tolerant Gram-negative bacteria/g

absence conforms

Staphylococcus aureus/g

absence conforms

Pseudomonas aeruginosa/g

absence conforms

CoAC-162755-V02



Certificate of Analysis and Conformance = Boehringer
I"ll Ingelheim

Product Name: Spiriva® Respimat® solution for inhalation 2.5 pg per dose, 4.0 ml
Batch / Lot: H52858 Inspection Lot: 170000139172

Registration: Russia Page 3 of 5

Test (Method) Specification Result

or EAEU Ph. - Category 2

Uniformity of released dose (HPLC)

The claimed therapeutic dose of 5 pg/dose (2 inhalations). Conforms
Requirement A (n = 10):

Not less than 18 of 20 doses within 75 - 125 % from mean of all individual values.
20 of 20 doses within 65 - 135 %.

If 3 to 6 of the 20 doses exceed £25 % but do not exceed £35 %, test a further 20
inhalers.

Requirement B (n = 30):

Not less than 54 of 60 doses are within 75 - 125 % from mean of all individual
values.

60 of 60 doses within 65 - 135 %.

The mean value of all individual doses must not deviate by more than 15 % from
the claimed dose.

Fine particle dose: < 5.0 pm (Laser diffraction)

2.05-3.35 pg 2,52 ug
Number of doses (ND method (concomitantly with the Uniformity of released dose))
Not less than 60 inhalation doses (inhaler actuations) Conforms

- End of Report -

CoAC-162755-V02



CepTHduKaT aHAIM3A U Boehrin ger

COOTBETCTBHSA "

Ingelheim
HasBaHue 1€KapcTBEHHOIO CPEACTBA: CrnpuBa® Pecniumat® pacTBop U1 HHranaumii 2,5 MKr/103a, 4,0 M
Cepust Ne:  H52858 Cepus fis aHanusa: 170000139172
Peructpanus: Poccus Crpanuna 4 u3s 5
Hcnpitanne (Meron)  Cnenudpuxanus PesyabTar

Onucanue (BuzyajabHbli)

ITpo3payHbIit GeCLBETHBIH HIIM NIOYTH GECIIBETHBIA PaCTBOP B KAPTPH/IKE CoOTBETCTBYET
BMECTHMOCTBIO 4,5 MJI, IOMELIICHHOM B aIFOMHHHEBBIH LUITHH/P.

IiBetHocTh (EBp. ®apm. win ®EADC, KosopumeTprdeckuii METOX)

VIHTEHCMBHOCTH OKPACKH NpenapaTa He N0JDKHA NPEBHILIAaTh HHTEHCHBHOCTD CoOTBETCTBYET

OKpacKH dTajoHa By
Ipo3paunocts (Ep. ®apm. nin ®EAIC, Typouanmerpuieckuii MeToN)

OrnanecueHIMs He A0DKHA IPEBHIIIATh ITaJlOH CpaBHEHuUs | _ CoOTBETCTBYET
pH (Enp. ®apm. niau ®EAIC IoTeHHHOMETPHYECKHI METO)

0Ot12,7 no 3,1 2,8
U3Baexaemblii 00beM coaepxkumoro (Becooii (10 HHIMBHIYATBHBIX

3HAYeHHi))

> 4,00 MI/KapTPHIK 427/425/424/426/427/429/429/

MJI/KapTPHIIK
4,30/4,30/4,31 ®

Hnenrudpuxanus
Tuorponuii (B3XKX (o1HOBpPEMEHHO ¢ KOIN1eCTBEHHBIM onpejejieHHeM))
.BpeMs yep>kuBaHUsS OCHOBHOTO [IHK2 Ha XpOMaTorpamMme HCIIBITYEMOT'O PacTBOpa CoOTBETCTBYET
1 Y®D-CeKTp THOTPOIHS HCIIBITYEMOTO PacTBOPa HOKHBI COOTBETCTBOBATh
BPEMEHH yEPKHBAaHHSA OCHOBHOTO IMKa HAa XpOMaTOrpaMMe CTaHIapTHOTO
pactBopa U Y ®-crieKTpy THOTPONHKA CTaHAAPTHOTO pacTBOpa
Benzankouus xjaopun (BI2KX (oqHOBpeMeHHO ¢ KOJIHYECTBEeHHBIM
onpeneeHHeM)) '
BpeMeHa yiepXHBaHHs OCHOBHBIX THKOB ToMoJ1oroB Ciz i Ci4 GeH3aIKOHMS CoOoTBETCTBYET
XJIOpHZIa HAa XpOMaTorpaMMe HCIBITYEMOTO pacTBOpa J0JDKHBEI COOTBETCTBOBATE
BpEMEHaM yJIep)KUBaHHA OCHOBHBIX IHKOB roMonoroB Ciz u Ci4 GeH3aNKOHUA
XJIOpHJa Ha XPOMaTOrpaMMe CTaHAapTHOIO pacTBOpa
Hpumecu (BIXKX, Macc-ciekTpomMeTpusi, PacueTHblii Merou)
BIIH 28 XX (xeToH)
<0,50 % <0,14 %
BIIH 27 SE (qUTHEHUITINKONEBAs KHCIIOTA)
<2,00 % <0,14 %
EnuHM4HAas HeWAeHTH(UIIMPOBaHHAS IPHMECH
=0,50 % <0,14 %
BA 338 BR
<2,50 % <0,14 %
SCH 731 BR
<0,50 % <0,14 %
CyMMa Beex TpHMeceit (I ABYX METOZIOB)
<4,00 % <0,14 %
KoJsimuecTBeHHOE ONpeRe/ieHne

Tuorponuii (BIXKX)

Or 20,36 1o 24,43 Mr trotponus/100 Ma (o1 90 no 108 % oT 3asBICHHOTO 22,79 mr/100 mn
cozepxanus 22,62 Mr/100 m).

Benzankonus xaopux (BIKX)

Ot 9,0 70 10,8 Mr Genzankonus xnopunaa/100 M 9.9 mr/100 M
Junatpus >aerat (KomniekcoMeTpuieckoe THTPOBaHME)
Ot 9,0 1o 10,8 Mr qunatpus saeTaTa/100 M 10,1 mMr/100 mn

Muxkpoo6uosorunyeckas uncrora (Esp. ®apm.)
OGiuee 4nco a3pobHbIx MukpoopranusMos (TAMC)/r

He Gonee 102 KOE ' <1 KOE/r
O61ee YHCII0 APOXIKEBHIX U IUIecHeBbIX rpubos (TYMC)/r
He Gonee 10! KOE : <1 KOE/r

CoAC-162755-V02



CepTudukar aHaIH3a U -~ Boehringer

COOTBETCTBHUA .

| | W Ingelheim
HaspaHue 1eKapCTBEHHOIO CPEACTBA! Crmpua® Peciumat® pacTBop A HHranaumii 2,5 Mxr/aosa, 4,0 mn
Cepus Ne: H52858 Cepus a4 aHanusa: 170000139172
Peructpauus: Poccus i Crpanuna 5 u3 5
HcnbiTanue (Meron)  Cnenuduxanus PesyasTar

I'paM-oTpHIaTeNbHbIE 6aKTEPHH, YCTONIUBBIE K HKETIH/T

OTCYTCTBHE COOTBETCTBYET
Staphylococcus aureus/t

OTCYTCTBHE COOTBETCTBYET
Pseudomonas aeruginosa/r

OTCYTCTBHE COOTBETCTBYET
win ®EADC Kateropus 2

OaHOPOAHOCTH BHICBOGOKTaeMoii 10351 (BIXKX)

3asBlICHHAsA TEPaNeBTHIECKas 03a 5 MKI/103a (2 MHTaAIIHN) CoOTBETCTBYET

Tpeboranue A (n=10):

He menee 18 u3 20 103 B npepenax 75-125 % oT cpeHero 3HaY€HHs BCEX

HHIABHIYaIBHBIX J03. :

20 u3 20 103 B npegenax 65-135 %

Ecnu ot 3 10 6 103 u3 20 npessmaiot £25 %, HO He NpeBbILaloT 35 %,

HCIIBITHIBAIOT AOTIOTHUTENBHO 20 MHTaIATOPOB.

Tpe6osanue B (n=30):

He menee 54 u3 60 103 B npenenax 75-125 % oT cpenHero 3Ha4eHus BCeX

HUHIVBUIYJIbHBIX 103.

60 u3 60 103 B pepenax 65-135 %.

CpenHee 3HAYEHHME BCEX MHAMBUIYANBHBIX JI03 HE JIOJDKHO NpeBbIarh 15 % ot

3asBJICHHOH [1O3BI.

Jl03a MeJIKOAMCIEPCHBIX YacTHL < 5,0 MKM (1a3epHast AudpaKuus)

2,05-3,35 MKr 2,52 MKT
KoauyectBo 103 (Metoquka HJI (oaHoBpeMeHHO ¢ OHOPOAHOCTH

BBICBOO0KAaeMOii 103b1)) ;

He MeHee 60 MHraIsAIMOHHBIX 03 (HaXXaTHH HHTaIIATOPa) COOTBETCTBYET

- Konen oTyera -

CoAC-162755-V02



