Istituto De Angeli S.R.L.

Istituto De Angeli S.R.L.- Loc. Prulli Ne 103/C-50066 Reggello (FI) - Italy

Manufacturing Authorisation N: aM-81/2020 dated 29/07/2020, GMP Certificate No.: [T/96/H2020
Wneruryt [le Aurean C.PJL Mpyniu 103/c- 50066 Perrenno (Dnopenuus) — Hranus

Jlnuensus wa npowssoacrao aM-81/2020 ot 29/07/2020, GMP-Cepruduxar Ne: IT/S6/H2020

Certificate of Analysis and Conformance

CepTuduKaT aHAJIN32 H COOTBETCTBHUS

Product name / HaumeHOBaHHE NEKapCTBEHHOrO CPEACTRA Berodual® inhalation solution 0.25/0.5 mg/ml
BEPOJIY AJT® pactsop anst unransumii 0,25 mr + 0,5 mr/mn

Article No. / Lot No. / Aprukyn Ne / Cepua Ne 460651/ 231717A

Marketing Authorization No. / Peructpaunonsoe TIN015914/01

ynoctopepenne Ne

API name / HaumenoBanmne apmauesTHueckoit Ipratropium bromide anhydrous + Fenoterol hydrobromide

cybeTaHumu 0.25/0.5 mg/ml / Unpatponus 6poMun Ge3soausiii +
Menorepona ruapobpomua 0,25 + 0,5 mr/mn

API Manufacturer / Ilpouzsoautens AGC Boehringer Ingelheim Pharma GmbH & Co. KG

Dosage form / JlekapcTennan dopma Inhalation solution / pacTBop Ans HHranAuuii

Container Type / Bun ynakosku Bottle (glass, amber) / crexnsiHHbli 1aKOH SHTAPHOTO LBETA

No. of Analysis / Ne ananusa 22002612

BIX No. / Ne-BIX 100904

BIX Version / BIX-sepcua 2

Quantity / KonnuecTBo ynakoBok 70825

Date of Manufacture / [lata npoussoactaa 05.05.2022

Date of Expiry / Cpok roiHoCTH 31.05.2025

Number of Normative Documentation: / MNO15914/01-141217 Var./ Mam, Ne 1,2,3

Homep HOpMaTHBHOI HOKYMEHTALIMM:

I hereby certify that all manufacturing stages of this batch of finished product have been carried out in full compliance with the
GMP requirements of the EU and that the batch of the finished drug product for medical use conforms to the quality
specifications established by the Normative Documentation.

HacToswuM NOATBEPKAAID, YTO BCE CTAAHM NPOH3BOACTBA AAHHOM CEPHH rOTOBOrO NPOAYKTA BbIMONHEHb! B IOJIHOM
cooTeeTcTBUH ¢ Tpeboranuamu GMP EC, a Takke 4TO CepuA NekapcTREHHOTO Npenapara Al MEAHIHHCKOTO NPHMEHEHHS
COOTBETCTBYET CMEUH(pHKALIHH HOPMATHBHON JIOKYMEHTALHH.

Remarks: / I[lpumeyanns: /

Storage
At a temperature not exceeding 25 °C, do not freeze.

Xpanenune
TTpu TemnepaType He Bbiie 25 °C, He 3aMOpakHBaTh.

Packaging conforms to the approved Normative Documentation.
VnakoBKa COOTBETCTBYET COrNAacOBaHHONH HOPMATHBHON IOKYMEHTALIMH.

Labelling conforms to the approved Normative Documentation.

N O¢ Lo,
MapKkHpOBKa COOTBETCTBYET COTJIACOBAHHOIN HOPMATHBHOMH JIOKYMEHTALIHH.
Date of Release / Jlara seinycka: 01.06.2022
01.06.2022 Y RITAN
Date / Name / Signature of the Qualified Person, Quality Assurance &7 NN\

Jlata / Wims / Tloanuck yrnosiHOMOYEHHOTO JTHLA, obecneyeH e KauecTsa =/ RN

Pagn lLiof'5/ C':‘pauuua L 5
cmc-mogm-wos
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Certificate of Analysis and Conformance

Product Name: Berodual® inhalation solution 0.25/0.5 mg/ml

Batch / Lot: 231717A
Registration: Russia

Istituto De Angeli S.R.L.

Page 2 of 5

Test Specification

Result

Description
A clear, colorless or almost colorless liquid, free of suspended
particles.
The odour is almost non-sensible.
Colour
Not more intensively colored than the reference solution By.
Transparency
Not more opalescent than reference suspension 0/2.
pH
From 3.0 to 4.0
Decrease of freezing point
From 0.50 to 0.62 K
Relative density d(*%/2)
From 1.004 to 1.014
Iron
Not more than 5 ppm
Yolume of contents of a package
The average volume of the contents should be equal to or more
than the nominal Q (20 mL).
Not more than 1 out of 50 volumes is allowed within the range
between (Q — X) (18.2 mL) and (Q mL~ 2X) (16.4 mL) and no
single volume out of 50 volumes should be less than (Q-2X).
X{ml)=Qx0.09

Dose and uniformity of dose
' Not a single value should deviate by more than £ 10% from the

average weight of 10 determinations. The total weight of 10
determinations should be within the range of = 15% of the
theoretical weight of 10 determinations.
The rate of dropping - not more than 2 drops per sec.

Identification

Fenoterol hydrobromide
In the chromatogram of the test solution the spot with RF of
about 0.7 should correspond to the spot in the chromatogram of
the standard solution,
The retention time of the fenoterol hydrobromide peak in the
chromatogram of the fest solution should correspond to the
retention time of the fenoterol hydrobromide peak in the
chromatogram of standard solution A.

Ipratropium bromide

In the chromatogram of the test solution the spot with Rf of
about 0.4 should correspond to the spot in the chromatogram of
the standard solution,
The retention time of the ipratropium bromide peak in the
chromatogram of the test solution should correspond to the
retention time of the ipratropium bromide peak in the
chromatogram of the standard solution A.
Benzalkonium chloride
The retention times of the main peaks of homologues of
benzalkonium chloride in the chromatogram of the test
solution should correspond to the retention times of the main
peaks of homologues of benzalkonium chloride in the
chromatogram of the standard solution.
In the chromatogram of the test solution the spot with RF of
about 0.8 should correspond to the spot in the chromatogram

Conforms

Conforms
Conforms

34
0.54

1.007
Conforms

Conforms

Conforms

Conforms

Conforms

Conforms

Conforms

Conforms

Conforms
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Certificate of Analysis and Conformance

Product Name: Berodual® inhalation solution 0.25/0.5 mg/ml

Batch / Lot: 231717A
Registration: Russia

Istituto De Angeli S.R.L.
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Test

Disodium edetate

Specification

of the standard solution.

The retention time of the disodium edetate peak in the
chromatogram of the test solution should correspond to the

retention time of the disodium edetate peak in the
chromatogram of the standard solution,

Related impurities

Assay

- SCH 1100 BR (determined as tropic acid)

Result

Conforms

0.0 %

<0.6% (equivalent to 0.9% degraded lpratropium bromide

anhydrous)
- BA 686 BR

<0.2% (equivalent to 0.2 % degraded Ipratropium bromide

anhydrous)

- MEN 1187 BR

<0.2% (equivalent to 0.2 % degraded Fenoterol
hydrobromide)

- Any single unspecified degradation product
<0.2%

- Total degradation products

<1.0%

Ipratropium bromide anhydrous

From 23.8 to 26.3 mg/ 100.0 mL

Fenoterol hydrobromide

From 47.5 to 52.5 mg / 100.0 mL

Benzalkonium chloride

Disodium edetate

From 9.0 to 11.0 mg / 100.0 mL

From 45.0 to 55.0 mg / 100.0 mL

Microbiological purity
Total aerobic microbial count

< 10% cfu/ml

Total combined yeasts/ moulds count

< 10! ¢fu/ml

Staphylococcus aureus / ml:

Absent

Pseudomonas acruginosa / ml:

Absent

Bile-tolerant Gram-negative bacteria / ml

Absent

Or Rus. Ph.- Category 2

- End of Report -

0.0 %

0.0 %

0.0 %

24.8 mg/ 100 mL
49.7 mg/ 100 mL
10.1 mg/100 mL

49,5 mg/ 100 mL

0 CFU/ml
0 CFU/ml
absent =
absent =
absent =1

\

£y

. CoAC-100904,V05/

i




CeprudpmkaT aHaIH3Aa H

Hucruryr e Aurenn C.P.JL.

COOTBETCTBHA
Hazsanne nexapersensoro  BEPOJYAJI® pacteop ana wiranauuii 0,25 Mr + 0,5 mr/ma
cpencrsa:
Cepusa Ne: 231717A
Perncrpauus; Poccus Crpauuna 4 us 5
Henmitanue Crenuduxaunn PesyabTar
Onucanue
IMpo3spaqnas, Gecupernas wnn noutn Gecusernas xuakocts,  CoOTBETCTBYeT
cBOGOIHAR OT CYCTIEHAHPOBAHHBIX YACTHIL,
3anax novwTH HeolYTHMBIMH,
lsernocrs
HHTEHCHBHOCTE OKPACKH He HOMTKHA IPEeBLIUATE Cootsercreyer
HHTEHCHBHOCTE OKPaCKH STANOHHOrO pacrsopa B7.
Ilpoipaunocrs
Onanecuennys He A0MKHA NPEBLILIATE ONANECUCHLMIO CootsercTryet
yranoHHolt cycrenauu 0/2,
pH
Ot 3,0 mo 4,0, 34
Ionuxenue TOUKH 3AMeP3AHHS
Or 0,50 no 0,62 K. 054K
OTHOCHTeABLHAS MWIOTHOCTS (d/20)
Or 1,004 no 1,014, 1.007
HKenezo
He Gonee 5 ppm CootsercTyer

O6Bem copeprUMOro ynakoBKH
Cpenuuii ofmeM conepxumoro Jomked 6biTe paBeH HiH  COOTBETCTBYET
Gonbue Homuxanstoro Q (20 mn). He Gonee 1 uz 50 obnemor
Jomyckaetcs B npeaenax Mexay (Q-X) (18,2 mn) u (Q mn-2X)
(16,4 mn) 1 Hu opFOTO 06REMa B3 50 0GBeMOR He JOIDKHO GbITE

MeHee (Q-2X).
X (mn)=Qx 0,09

Jlo3a H OAHOPOAHOCTS XO3HPOBAHMEA
Hu opHOro sHauenus He JOMXHO OTK/IOHAThCA Gonee, ueM CooTBeTcTBYET

MoaaunHoCTL

+10% or cpenneft macent 10 onpeaenennit. O6mas Macea 1

0

onpe/ieieHuil JOMKHA HAXOAMTHECH B npenenax *15% or

TeopeTHyeckol Mmaces 10 onpexenenuit,
Ckopocts oTkansipanus He Gonbiue 2 Kanens/cex.

Penoreposa ruapobpomug

HnpaTponus 6povun

Ha xpomarorpamme ucrsityemMoro pacreopa natso ¢ Rf
okono 0,7 AOMKHO COOTBETCTBOBATS NATHY Ha
XpOMATOrpaMMe CTaHAAPTHOIO PAcTBOpA.

Bpema yaepsxupanus nuxa eHoTepona ruapoSpomMuaa Ha
XpOMaTOrpaMMe HCMBITYEMOro PacTBopa JIOJDKHO
COOTRETCTBOBATL BPEMEHH YACPAKHBAHUS KA (enoTepona
ruzipo6poMuaa HA XPOMATOrPAMME CTAHAPTHOIO PACTBOPA
A,

Ha xpomaTorpamme ucnbrryemoro pacrasopa natio ¢ Rf
okaio 0,4 I0MKHO COOTBETCTROBATE NIATHY Ha
XPOMATOrpaAMME CTAHAAPTHOIO PacTeopa,

Bpems ynepxuBanus nuka unparponus GpomMuaa na
XPOMATOrpaMMe HCIIBITYEMOTO PACTBOPA A0JIKHO
COOTBETCTBOBATE BPEMEHH YACPKUBAHNA THKA HIPATPOTIMA
GpomMHaa Ha XpoMaTorpaMMe CTaHIAPTHOTO pacTsopa A,

CooteercTyeT

CootsercTByer

Coorsercrayer

Cootrercrayer

CoAC-100904-V05




Ceprudukar ananza H

COOTBETCTBMSA
HasgaHie 1eKapCTBERHOO
cpencTsa:

Cepus No: 231717A
Perucrpargus:

BEPOJYAJT® pacteop /uia Huransumit 0,25 mr+ 0,5 Mr/mn

Poceun

Hucruryr ae Anrean C.p.JL.

Crpanmua 5 13 5

Hennrranwe Crnennduxanus

BeHzanxkonus xJopu

JIHHATPHS 3xeTAT

BpemeHa ynepKuBaAHMS OCHOBHBIX MMKOB TOMOJIOTOB
GeH3aTKOHUA XNOPHAA HA XPOMATOTPAMME HCIEITYEMOro
PACcTBOPA ACKHE! COOTBETCTBOBATE BPEMEHAM YASPKHBAHHSA
OCHOBHbIX MHKOB rOMOJIONOB GeH3aNKoHMA XIopH/d Ha
XPOMATOrpaMme CTaHIAPTHOTO pacTeopa.

Ha xpomarorpaMme HeneITyeMoro pactasopa natHo ¢ R
oxono 0,8 AomKHO COOTBETCTBOBATL IATHY Ha
XpOMATOrpaMMe CTaHJapTHOro pacTeopa.

Bpems yaepxuBaHHA HKA AHHATPHA SAETATA HA
XpOMATOrpaMMe HCIBITYEMOrO PacTBOPa AOJKHO
COOTBETCTBOBATh BPEMEHH YIEPXKHBAHUA THKA AHHATPHUA
3/IETATA HAa XPOMATOrpaMMe CTAHAAPTHOIO PacTBOpA.

Pojcreennnie npumecy

- SCH 1100 BR (onpeenseMoro kax TpOnoBas KHCI0Ta)
< 0,6% (>xBuBanentHo 0,9% paznoxenus Mnparponus
6pomuia Ge3BoiHOTO)

- BA 686 BR

<0,2% (axeuBanenTHo 0,2% pasnowenus Hnparponns
6pomuzia GesroqHOrO)

- MEN 1187 BR

<0,2% (axBuBanentHo 0,2% paznoxenus Pexorepona
ruppobpomuaa)

- JlioGoro enuHAIHOrO HecnenHpHIHPYEMOro NPOAYKTA
pasnoKeHus

<0,2%

- CymMma BceX MPOJIyKTOB PAIOMECHHA

<1,0%

KomiuecTaennoe onpeaeJicHHe

Hnpatponus 6pomug
GeasoanbIit

Or 23,8 1o 26,3 mc/100,0 mn

Penoreposta ruapobpomua

BeH3ankonus XJIopHa

Junarpus aaerat

Or 47,5 no 52,5 mr/100,0 M
01 9,0 1o 11,0 mr/100,0 mn

Ot 45,0 no 55,0 Mr/100,0 mn

Mukxpo6HoorHtecKas YHCTOTA
Oburee a0 33pobubIX GakTepHii

He Gonee 10? KOE/mn

Odburee ancno rpubor 1 aApoxoxe

He 6onee 10' KOE/mn

Staphylococeus aureus/ma

Orcytcraue

Pscudomonas aeruginosa/mn

OrcyrerBue

I'pam-oTpHnaTeNbAbLIE GAKTEPHH, YCTOHMHBBIE K XKeaun/ M

Orcytcraie

Hnu I'® PO — Kateropua 2

- Konen oTuera -

PeayasTar

Cooteerctayer

CoorserctByer

Coorsercteyer

0.0 %

0.0 %

0.0 %

0.0 %

0.0 %

24.8 mr/ 100 ma
49.7 mr/ 100 mn
10.1 Mr/ 100 mn

49.5 mr/ 100 mn

0 KOE/mn
0 KOE/mn
OTCYTCTBYET
OTCYTCTRYET
OTCYTCTRYET

CoAC-100904:V05




«CBe/leHnA 0 BBOAE B rpaxAaHCKuii obopoT B Poccumckoii denepauuu
JIEKapPCTBEHHbIX CPEACTB MO COCTOAHMIO Ha 25.11.2022 09:45»

Opranusanus,
Hara BHecenns B ITpon3eogurens Caenenns o Homep Homep, nara
Toprosoe o BLINYCTHBINAA B
AHC (BBIMyCKAOmuii Crpana CTaHAX Hopmarusuas noxymenramus . cepHH, pa3spemeHHs
HaHMEHOBaHHe IPAKAAHCKHI
Pocanpasuamsopa KOHTPOJIb) [POH3BOJICTBA obopor NapTHH Ha HJIIT
Beponyan®; pacteop mus [TN015914/01-141217; Ham. Nel
uHransammi 0.25 mr+0.5 HscTsryT ge HuctutyT e Kk [TNO15914/01-141217; Ham. 000 "Beputire
26.07.2022 v/ 1, (20 ), A Hramus | Amremn C.p.JL, Ne2 k [T NO15914/01-141217; prHHrep 2317174 | -
Anremu C.p.JI. . Harenbxaiv
daakonst (1), nauxu Hramusa Ham. Ne3 k I1

KapTOHHblE/ ~

NO015914/01-141217




