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Boehninger Ingelheim Pharma GmbH & Co KG, Binger Strafie 173, 55216 Ingelheim am Rhen, Germany
Manufactunng Authonsation” DE_RP_01 _MIA 2025 0009
Bepunrep Hirennxaiim ®apya 1'm6X n Ko KI', Bunrep [Itpacce 173, 55216 Hurensxadim-na-Peiine, I'epmanits

JInuensns va npowssoncteo. DE_RP_01_MIA_2025 0009
Certificate of Analysis and Conformance
CeprudMKaT aHAIH32 H COOTBETCTBHS

Russian Federanon/Poccuiickas Meaepaiis

Product name / HauMeHOBaHHE JIeKapCTREHHOTO Spiolto® Respimat®, metered dose solution for inhalations 2.5 pg +

cpeicTsa 2.5 pg /dose / )
Cnuonto® Pecnumat®, pacTBop 1A HHraiAUMA A03MPOBAHHBIH,

2.5 mMkr + 2,5 mkr/nosa
Article No. / Lot No. / Aptukyn Ne/ Cepus Ne 59111803 / 503650C
Marketing Authorization No. / Perucrpaunontoe JITT-Ne(006053)-(PI"-RU)
viaoctoBepeHune Ne
APl name / Haumenoeanue gapmaueBTHYECKO tiotropium bromide monohydrate /
cybeTanumm olodaterol hydrochloride /
THOTponuA Gpomuia MoHorHapart /
onoaarepon ruapoxiopua /

API Manufacturer / [ponszsoautens ADC Boehringer Ingelheim Pharma GmbH & Co. KG
API batch No. / Homep cepun ADC Tiotropium: 1109858, Olodaterol: 1058032, 1058060
Dosage form / Jlekapcteennas dopma PacTBOp 1A HHIANALHIT A03WPOBAHHbIH /
metered dose solution for inhalations /
Container Type / Bua ynakoBku inhaler with cartridge placed into an aluminium cylinder /

MHFAIATOP B KOMIUIEKTE C KAPTPHIUKEM, MOMELEHHbIA B
ATOMHHHEBBIA LHJIMHIP

Order-No. / No 3akaza 90467389

BIX No./ Ne-BIX 111803

BIX Version / BIX-pepcus 13

Quantity / KonuuecTso ynakoBok 70000

Date of Manufacture / Jlata npon3poacTBa 11.07.2025

Date of Expiry / Cpok roaHocts 31.07.2028

Number of Normative Documentation: / JITT-Ne(006053)-(PT-RU)-280624
Homep HOpMAaTHBHOI I0KYMEHTaLIHH:

EAEU GMP certificate number/ Ne GMP/EAEU/RU/01592-2024

Homep EASC GMP-ceprudukara
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.

HacToALWMM A NOATBEPAKIAID, YTO TPHBEACHHAS BbILUE HHPOPMALMA ABJIAETCA IOCTOBEPHOI M TOUHOH. 3Ta CepHA NPOAYKUHH
npoH3Be/icHa (BKIKOYas YIIaKORKY (MapKHPOBKY) W KOHTPOJb KauecTpa) Ha BbILIEYKa3aHHOM NPOH3BOJICTBEHHOM MUTOLIA/Ke
(IUI0WANKAX) B MOMHOM COOTBETCTBHH ¢ TpeGosannaMi [1paBin Hapnexallel NPOH3BOACTBEHHON NPAKTHKA Espazmiickoro
IKOHOMHYECKOTO COI03a W TpeDOBAHHAMH KOHTPOJIA KA4€CTBA JIEKAPCTBEHHBIX CPE/CTB, @ TAKKE B COOTBETCTBHH CO
criettnpMKAUHAMH, CONCPKALIMMHUCA B PErHCTPALIMOHHOM JI0CBE CTPaHBI-HMMIOpTEpa. 3anucH no NpoM3IBOACTBY, YNAKOBKE H
AHAIN3Y NPOBEPEHbI, M YCTAHORJIEHO HX cooTBeTCTRUE TpeGoBanuam [lpasun Halnekalei MPOM3BOACTBEHHOMN MPAKTHK

EBpainiickoro 3K0HOMHYECKOTO COKO3a.
Remarks: / [pumeyanus:

Storage
Keep at a temperature not exceeding 25 °C. Do not freeze.

Xpanenune
I1pu Temnepatype He biie 25°C. He 3amopaxuBath.

Packaging conforms to the corresponding registered Normative Documentation.
Y1aKoBKa COOTBETCTRYET 3apEerHCTPHPOBAHHON HOPMATHBHON 0OKYMEHTALMH.

Labelling conforms to the corresponding registered Normative Documentation.
MapKHPOBKa COOTBETCTBYET 3aPErHCTPHPOBAHHON HOPMATHBHOI IOKYMEHTA

.2/'. AA 168 2(:" Dr. Barbara Nikkaus-Humke f‘g Mﬁ)ﬂ K/ﬂ,\,&,

Date / Name / Signature of the Qualified Person, Quality Assurance
Jlata / Ums / TToanuck ynoasoMoueHHoro nuia, obecneuenue kadectsa
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Product Name: Spiolto® Respimat®, metered dose solution for inhalations 2.5 pg + 2.5 pg / dose

Batch / Lot: 503650C
Registration: Russia

Inspection Lot: 8318410
Page 2 of 7

Test (Method) Specification

Description (Visual)
A clear, colorless or almost colorless solution.
Color (Eur. Ph. or EAEU Ph 2.1.2.2)

The intensity of color of the product should not
exceed intensity of color of reference By,

Clarity (Eur. Ph. or EAEU Ph 2.1.2.1)
The opalescence should not exceed reference 1.

pH (Eur. Ph. or EAEU Ph 2.1.2.3)
From 2.7 to 3.1

Extracted volume (Weighing, 10 cartridges

Company method)
The extracted volume of each individual cartridge is
equal to or is more than 4.0 mL

Identification
Identification of tiotropium and olodaterol (HPLC
EAEU Ph 2.1.2.28 (concomitantly with Assay test))
The retention times of the main peaks in the
chromatogram of the test solution should correspond to
the retention times of the main peaks in the
chromatogram of the olodaterol and tiotropium
standard solution.
The UV spectra of absorption of tiotropium and
olodaterol of the test solution in the range of 200 nm to
400 nm should correspond to the UV spectra of
absorption of tiotropium and olodaterol of the standard
solution.
Benzalkonium chloride (HPLC EAEU Ph 2.1.2.28
(concomitantly with Assay test))
The retention times of peaks of the main Cy; and Cy4
homologues of benzalkonium in the chromatogram of
the test solution should correspond to the retention
times of peaks of the main C,; and C4 homologues of
benzalkonium in the chromatogram of the
benzalkonium chloride standard solution.
Assay
Tiotropium (HPLC EAEU Ph 2.1.2.28)
From 20.3 mg to 24.4 mg of tiotropium / 100 mL (from
90 % to 108 % of the label claim 22.6 mg/100 mL).
Olodaterol (HPLC EAEU Ph 2.1.2.28)
From 20.8 mg to 24.4 mg of olodaterol / 100 mL (from
92 % to 108 % of the label claim 22.6 mg/100 mL).
Benzalkonium chloride (HPLC EAEU Ph 2.1.2.28)
From 9.0 mg to 11.0 mg of benzalkonium chloride /
100 mL (from 90 % to 110 % of the label claim
10.0 mg / 100 mL).
Disodium edetate (Complexometric titration)
From 9.0 mg to 11.0 mg of disodium edetate / 100 mL
(from 90 % to 110 % of the label claim 10.0 mg /
100 mL).
Impurities (tiotropium)
(HPLC EAEU Ph 2.1.2.28)
Impurity BITH 27 SE:
not more than 2.0 %

Result

Conforms

Conforms

Conforms

2.9

4,3/4,3/4,3/4,3/4,3/

4.3/4.3/4.3/4.3/4.3 mL/cartridge

Conforms

Conforms

22,7 mg/100mL

22,6 mg/100mL

10.0 mg/100mL

10,0 mg/100mL
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Product Name: Spiolto® Respimat®, metered dose solution for inhalations 2.5 ug + 2.5 pg / dose
Inspection Lot: 8318410

Page 3 of 7

Batch / Lot: 503650C
Registration: Russia

Test (Method) Specification

Impurity BIIH 28 XX:
not more than 0.5 %
(Mass-spectrometry EAEU Ph 2.1.2.51)
Impurity BA 338 BR:
not more than 3.0 %
Impurity SCH 731 BR:
not more than 0.5 %
Total impurities:
not more than 5.0 %
Impurities (olodaterol) (HPLC EAEU Ph 2.1.2.28)
Impurity CD 676:
not more than 1.0 %
Impurity CD 1687:
not more than 1.0 %
Any single unidentified impurity
not more than 1.0 %
Total impurities:
not more than 3.0 %
Microbiological quality (Eur. Ph. or EAEU Ph 2.1.6.6,
2.1.6.7,2.3.1.2)
Total aerobic microbial count (TAMC)/g
not more than 10? CFU
Total yeast and mold count (TYMC)/g
not more than 10' CFU
Bile-resistant gram-negative bacteria/g
absent
Staphylococcus aureus/g
absent
Pseudomonas aeruginosa/g
absent
or Category 2
Uniformity of released dose (HPLC EAEU Ph 2.1.2.28)
The label released dose: 5 ug tiotropium/dose and 5 pg
olodaterol/dose (dose = 2 actuations of the inhaler).
The determination of uniformity of the released dose
for each substance is performed for each of 10 inhalers
on the first (initial) and the last (final) dose of the label
number of doses in the cartridge.
Requirement A
Individual doses: Not less than 18 out of 20 doses:
75 % to 125 %.

20 out of 20 doses: 65 % to 135 % of the mean value of

all individual doses.
If from 3 to 6 doses out of 20 exceed + 25 %, but do
not exceed + 35 %, test additionally 20 inhalers.

Requirement B
Not less than 54 doses out of 60: 75 % to 125 %.

60 out of 60 doses: 65 % to 135 % of the mean value of

all individual doses.
The mean value of the released dose should not exceed
+ 15 % of the label dose.
Aerodynamic particle size (Laser diffraction)
Fine particle dose <5 pm:
Tiotropium:
from 2,6 to 3.8 pg

<=0,1 9%
<=0,1 %

<=0,1 %

<=0,1 %
<= () ] %
<=0,1 %

< "0,' %

conforms
conforms

conforms

Conforms

3.1 ug

Result

<l

<l

CFU/g

CFU/g
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Product Name: Spiolto® Respimat®, metered dose solution for inhalations 2.5 ug + 2.5 ug / dose

Batch / Lot: 503650C
Registration: Russia

Inspection Lot: 8318410
Page 4 of 7

Test (Method) Specification

Olodaterol:

from 2.6 t0 3.8 ng
Number of doses (HPLC EAEU Ph 2.1.2.28 (section
*“Uniformity of released dose”))

Not less than 60 inhalation doses (inhaler actuations)

- End of Report -

Result

3.1 HE

Conforms

CoAC-111803-V06



Ceprudukar ananausa u
COOTBETCTBHSA

Cepusa Ne: 503650C
Pernctpauns: Poccus

Henpiranne (Meroa) Cneundmxanun

~\ Boehringer
II"I Ingelheim

HassaHue nexkapcTrenHoro cpenctsa:  Cnuonro® Pecniumat™, pacTeop Ats HHranaumii 103upoBanHblil, 2,5 Mkr + 2,5 mkr/nosa

Cepus ans ananuza: 8§31

Peiyaprar

8410
Crpanuua 5 uz 7

Onucanne (Busyansusiii)
[Tpo3paunsiii, GecuseTHbIil HITH MOUTH BeclBETHBIH
pacTBop.

Ipernocts (Egp. ®apm. nan ®EADC 2.1.2.2)

MHTEeHCHBHOCTL OKPAcKH MpenapaTa He 10/KHa
NpeBLILATE HHTEHCHBHOCTL OKPACKH dTanoHa By,

Mpospaunocts (Esp. @apm. nan @EADIC 2.1.2.1)
OnanecueHUMs He A01KHA NPEBLILLATL ITATOH
cparHeHHUA |

pH (Esp. ®apm. uan PEADC 2.1.2.3)
O12,7 no 3,1

Hisnexaemsiii 06bem (Becosoit, 10 kapTpnaxeii)
H3Bnekaemblit 06beM KaX10ro OTAEIBHOrO KapTpHIKa
pasex uian Gonee 4,0 mi.

Haentudukauus

Tuorponus u onoaatepona (BIKX ®EADC 2.1.2.28

(pa3aen «KonmuecTBeHHOE ONpeaesieHHe»)
Bpemena ynepkuBaHua 0OCHOBHBIX THKOB Ha
XpOMATOrpaMMe HCTbITYEMOIO PacTBOpa A0KHbI
COOTBETCTBOBATH BPEMEHAM YICPIKHBAHUA OCHOBHbIX
NHMKOB Ha XPOMATOrpaMMe CTaHJapTHOro pacTBopa
onogaTepona v THOTPONHA,
Y®-cnexTphl NOrIOUEHHA THOTPONHA W 0J101aTepona
ucneiTyemoro pactsopa B oonacti o1 200 M 10
400 uM nonKHBI COOTRETCTBOBATL Y D-cniekTpam
NOTNOUIEHHS THOTPONHA U ON10/IATEPOIIA CTAHAAPTHOIO
pacTeopa.

bensankonusn xaopuaa (BIKX ®EASC 2.1.2.28

(pasaen «KoanyecTBennoe onpeaeieHne»)
BpemeHna yaepKHBaHHA NMUKOB OCHOBHBIX FOMOJIOIOB
C)2 n C4 GeHIANKOHUA HA XpOMaTOTpaMMe
HCTILITYEMOTO PacTBOPa 10/KHbBI COOTBETCTBOBATH
BpEMEHAM YEPAKHBAHHA THKOB OCHOBHBIX IOMOIIOTOB
C)2 u C )4 GeH3aNKOHHSA HA XpOMaTOrpaMme
CTAHJAPTHOTO PacTBOpa OEH3AIKOHHA XI0pHaa.

KoanuecTBenHoe onpeaeieHne

Tuorponus (BIKX ®EAIC 2.1.2.28)
Ot 20.3 mr o 24.4 mr thotponus / 100 mn (o1 90 %
10 108 % oT 3a8BNEHHOTO COAEPKAHNS
22,6 mr/100 mn).

Oanoaatepona (BDKX ®EADC 2.1.2.28)
Or 20,8 mr no 24,4 mr onoaarepona / 100 mn (o1 92 %
10 108 % OT 3aABNCHHOTO CONEPKAHHSA
22,6 mr/100 mn).

Bensankonuns xaopuaa (BIKX ®EAIC 2.1.2.28)
OT 9,0 mr 10 11,0 mr Gensankonus xnopuaa / 100 mn
(o1 90 % no 110 % ot 3asBNEHHOrO coaepKaHHs
10,0 mr / 100 ma).

Jlumatpus sgerata (KomnaekconomMeTputeckoe

THTpPOBaHKe)
O719,0 mr a0 11,0 Mr aunatpus anetara / 100 ma (o1
90 % no 110 % ot 3asenennoro coaepxanms 10.0 mr/
100 mn).

CooTBeTcTBYET

CoorseTcTBYET

CooTBeTcTBYET

29

4,3/4,3/4,3/4,3/4,3/
4,3/4.3/4,3/4.3/4.3

CooTBeTcTBYET

CootseTcTByeT

22.7 mr/100mn

22.6 mr/100mn

10,0 mMr/100mn

10.0 mr/100mn

M/ KapTPHIAK
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CeprudukaT aHAIM32 H ~ .
COOTBETCTBUSA I I Boehrln_ger
iV Ingelheim

Haipanne nexapctrennoro cpeactsa:  Crmonto™ Pecninmat®, pactsop ans uuranaumii [o3vposankeii. 2.5 Mkr + 2,5 Mkr/nosa

Cepua Ne: 503650C Cepusa ans ananu3a: 8318410
Pernctpauns: Poccus Crpanuua 6 u3 7
Henwitanne (Metoa) Cneunduxauus Pesyabrat

IIpumecn THOTPONHSR
(BIKX ®EADC 2.1.2.28)

IMpumecs BIIH 27 SE <=0,1 %
He Gosee 2,0 %
[Mpumecs BIIH 28 XX <=(.1 %

He Gonee 0.5 %
(Macc-cnextpomerpun PEADC 2.1.2.51)

IMpumecs BA 338 BR <=0,1 %
He Gonee 3.0 %
INpumecs SCH 731 BR <=0,1 %
He Gonee 0.5 %
Cymma npumeceii <=0,1%

He Gonee 5.0 %
lpumecn onoaatepoia (BIAKX ®EADC 2.1.2.28)

IMpumecs CD 676 <=0,1 %
He Gonee 1,0 %
IMpumecs CD 1687 <=0,1 %
He Gonee 1,0 %
Thobas ennHuunas HewaeHTHGHUMPOBAHHAS TPUMECE <=(.1 %
He Gonee 1.0 %o.
Cymma npumeceii <=0,1 %

ne Gonee 3,0 %
Mukpobnoaornyeckas yncrora (Esp. ®apm. wan
GEADC 2.1.6.6, 2.1.6.7, 2.3.1.2)
Ob6uiee uncno a3podHuIX Mukpoopranuzmos (TAMC)/r <1 KOE/r
He Gonee 102 KOE
OBuiee YHCIO APOKIKEBBIX H MIIECHEBBIX IPHOOB
(TYMC)/r
ne Gonee 10" KOE
I'pam-oTpuuaTenbhbie  GakTepHH, YCTOHYHBBIE K COOTRETCTRYET
Kenun/r
OTCYTCTBHE
Staphylococcus aureus/r COOTBETCTBYET
OTCYTCTBHE
Pseudomonas aeruginosa/r COOTBETCTBYET
OTCYTCTBHE
unu Kateropus 2
OanopoanocTs BeIcBOGo#AaeMoit 10361 (BIKX DEADC

<l KOE/r

2.1.2.28)
3asBneHHas BeICBOOOKAACMAs [103a: 5 MKI' THOTpOIHS/ CooTeeTcTBYET
71033 ¥ 5 MKT onofaTepona/nosa (1o3a = 2 HaxKaTHs
HHranaTopa).

Onpenenesue 0QHOPOAHOCTH BLICBOOOKAAEMOIT 103k
JUIA KasKI0T0O BEUIECTRA NPOBOAAT ANA KAKIOTO M3
10 MHranaTOpoE Ha NepBoi (HavaTLHON) U nocneaHen
(KOHEYHOH) 403¢ OT 3aABJICHHOIO YHCIa 103 B
KapTpHKE.
Tpebopanue A
HuansuayansHeie 103b1:
He menee 18 13 20 no3: 75 % no 125 %
20 13 20 no3: 65 % po 135 % oT cpe/tHero 3HaueHHs
BCEX MHAHBHYANIbHBIX 103,
Ecnwm ot 3 10 6 103 n3 20 npepblwaior + 25 %, HO He
npesbiuaoT + 35 %, 10NOJTHHTENLHO HCITBITHIBAKOT
20 WHranaTopos.
Tpebopanue B
He menee 54 103 w3 60: 75 % 10 125 %
CoAC-111803-V06



CeprudukaT aHAIH32 U ~\ Boehringer

COOTBETCTBHSA .
I | IV Ingelheim
Haseaume nekapcTeenHoro cpeactsa:  Cnnonto™ Pecnumat®, pacTBOp Ui HHTANALHIH 03MpoBaHHbIi, 2,5 Mkr + 2.5 Mkr/no3a
Cepus Ne: 5036500 Cepus ana ananusa: 8318410
- Peructpaums: Poccus Crpannua 7 3 7
Henwitanne (Metoa) Cneundukauns PesyabTar

60 n3 60 103: 65 % no 135 % oT cpeaHero IHaueHHA

BCEX HHAHBHIYAIbHBIX 103

Cpennee 3HaveHne BLICBOOOKIAEMOI /103b1 HE JONIKHO

npesbiuath = 15 % 0T 3a8BIEHHO# 103b1.
Aspoannamudecknii pasmep uactuu (Jlasepuas

andpakums)
Mpakiing TOHKHX YaCTHI 03kl < 5 MKM:
Tuotponnsa 3.] MKT
o1 2,6 10 3,8 MKr
Onoparepon 3,1 MKr

ot 2,6 a0 3,8 mkr

Koanwuecteo 103 (BKX ®EADC 2.1.2.28 (pa3aen

«OaHOPOAHOCTE BLICBODOKAAEMOI 10361»)
He menee 60 MHranaLUMoOHHBIX 103 (HaxaTHH CooTBeTcTBYET
HHransTopa)

- Koneu oryera -

CoAC-111803-V06
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