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Istituto De Angeli S.r.L.-Loc. Prulli n. 103/c-50066 Reggello (F1)- [laly
Manufacturing Authorisation N: aM-81/2020 dated 29/07/2020, GMP Certificate No.: 1T/96/H2020
Hueruryro ne Aurenn C.PJT Mpynnu 103/c- 50066 Perrenno (Pnopenuia) — Hranus

Nuuen3na ua nponisonctso Ne: aM-81/2020 ot 29/07/2020, GMP-Ceprudpnkar Ne: IT/96/H2020 |

Certificate of Analysis and Conformance
CepTudukaT aHAIH3A H COOTBETCTBUS

Product name / HaumMeHoBaHHE NEKAPCTBEHHONO CPEACTEA

Article No. / Lot No. / Aptukyn Ne/ Cepua Ne
Marketing Authorization No. / Peructpaunontoe
ynocToBeperue Ne

API name / Haumenopauue dapMaucsTHUCCKOR
cyberaHumum

API Manufacturer / [poussoautens AGC
Dosage form / JlekapctaeHHas Gopma
Container Type / Bua ynakosku

No. of Analysis / Ne ananusa

BIX No./ Ne-BIX

BIX Version / BIX-sepcua

Quantity / KonuyvecTso ynakoBok

Date of Manufacture / [lata npoH3BoacTea
Date of Expiry / Cpok roaAHOCTH

Number of Normative Documentation: /
Homep HOpMaTHBHON JOKYMEHTALKH:

Berodual® inhalation solution 0.25/0.5 mg/ml
BEPO/IYAJI® pacTeop Ans uHranauuit 0,25 mr + 0,5 Mr/mn

460651/ 131788A
TTN015914/01

Ipratropium bromide anhydrous + Fenoterol hydrobromide
0.25/0.5 mg/ml / Unparponus 6poMua Gessoanstit +
enorepona ruapobpomua 0,25 + 0,5 Mr/ma

Boehringer Ingelheim Pharma GmbH & Co. KG

Inhalation solution / pacTsop anA HHranauxH

Bottle (glass, amber)/ crexnaHHbi# GnakoH SHTAPHOTO UBETa

21002515

100904

2

71945

13,05,2021

31.05.2024

TINO015914/01-141217 Var./Ham. Ne (-2

[ 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.

HacToAiunM NOATBEPHKAAIO, YTO BCE CTAAMH NPOHIBOACTBA ARHHOM CEPHM FOTOROTO NPOAYKTA BLINONHEHLL B NIONHOM
cooTseTcTBHH ¢ Tpebosanuamu GMP EC, a Taioke 4TO CepHA EKapCTBEHHOO Apenapara ans MEAHLIMHCKOTO NPHMEHEHHS

COOTBETCTBYET cneuHdHKalui HOPMATHBHOA JOKYMEHTALHK,

Remarks: / [Tpumeuanua:

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

XpaHemie
[Tpu TemnepaType He BhILE 25 °C, He 3aMOPaXHBaTE.

Packaging conforms to the approved Normative Documentation,

YnakoBKa COOTBETCTBYET COrNacoBaHHOH HOPMATHBHOM IOKYMEHTALIHH.

Labelling conforms to the approved Normative Documentation.
MapKHpOBKa COOTBETCTBYET COTMIACOBAHHOIN HOPMATHBHOI AOKYMEHTALMH.

Date of Release / lata epinycka: 21.07.2021

21.07.2021

Date / Name / Signature of the Qualified Person, Quality Assurance
Jata / Uma / Tognuce ynonHOMOUEHHOTO kLA, obecneyerie kauecTsa
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Certificate of Analysis and Conformance Istituto De Angeli S.r.L.

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

Batch /Lot 131783A
Registration: Russla

Page 2 of 5

Test Specification

Appearance
Clear, colourless or almost colourless liquid free from
suspended particles.
Odour almost imperceptible.
Colour
Not more intensely coloured than reference solution B7.
Clarity
Not more opalescent than reference suspension 0/2.
pH
3.0-40
Freezing-point depression
. 050-062K
Relative density d(20/20)
1.004 - 1,014
Iron
Not more than 5 ppm
Package coment volume
The average volume of contents should be equal to or greater
than the nominal Q (20 mL).
Not more than 1 in 50 volumes is permitted to be in the range
between (Q —x) (18.2 mL) and (Q - 2x) (16.4 mL) no single
volume out of 50 voiumes should be less than (Q -2X).
X (mL) = Q x0.09,

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 dropping speed is not more than 2 drops per second.

Identification .

Fenoteral hydrobromide
Ti 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 test solution should corrcspond to the
retention time of the fenoterol hydrobromide peak in the
chromatogram of standard solution A,

Ipratropium bromide anhydrous -
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,
Beuuikonlum 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

Result

Conforms

Conforms -

Conforms

34
053 K
1.007

Conforms

Conforms

Conforms

Conforms .

Conforms

Conforms

Conforms

Conforms
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Certificate of Analysis and Conformance Istituto De Angeli S.r.L.

Product Name: Berodual® inhalation salution 0.25/0.5 mg/ml
Batch / Lot: 131788A

Registration: Russia Page 3 of §
Test Specification Resnlt
of the standard solution,
Disodium edetate
The retention time of the disodium edetate peak in the Conforms
. chromatogram of the test solution should correspond to the

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

Foreign impurities
- SCH 1100 BR (determined as tropic acid): 00 %
<0.6% '
- BA 686 BR: 0.0 %
<02%
~-MEN 1187 BR: 0.0 %
<0.2%
- Any unspecified impurity 0.1 %
£0.2%
- Total impurities , 0.1%
<1L.0%
Assay ;
Ipratropium hromide anhydrous
23.8-26.3 mg/100,0 ml 25.2 mg/ 100 mi
Fenoterol hydrobromide: ‘
47.5-525mg/100.0 ml : - 50.2 mg /100 m
Benzalkonium chloride T b ke gl g " ot
9.0-11.0mg/100.0 ml - 9.9 mg/ 100 ml
Disodium edetate
' 45.0 —55.0 mg / 100.0 ml 49,5 mg/ 100 ml
Microbiological purity '
Total aerobie microbial and combined Yeasts / moulds count / ml
Not more than 102 cfu 0 CFU/ml
Staphylococcus aurcus / mil:
Absent absent
Pseudomonas aeruginosa / mi:
Absent . absent
Bile-tolerant Gram-negative bacteria / ml
Absent absent

Or Rus. Ph.- Category 2

- End of Report -
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CepTHHKAT aHAAM3A U HucruryT e Auremm C.p.JL
COOTBETCTBUS

Hasnanue nexaperaensoro  BEPOAVAJI® pacteop ana unrananuii 0,25 mr+ 0,5 mr/mn
cpeacTsa:
Cepns Ne: 131788A
Perucrpamus: Poccns Crpanuua 4 ua §
Henprranue Crnenndurauus Peayawrar
Onncanne

ITpoapaunasn, Gecuaertas wiH noutH becusetuas xuaxocts,  CooTeercTRyer
cBofoHAR OT CYCMEHAHPOBAHHBIX YACTHLL,
3apax mouTH HEOLYTHMBIH,

IlseTHOCTR

HHTEHCHBHOCTD OKPACKH HE IOJDKHA NPeBLIaTh CootseTcTBYET

HMHTEHCHBHOCTE OKPACKM 3TANoHHOro pactsops B7.
IpoapauHocTs

OnanecueHLHT He NOMKHA NpeBHILIATE OMANSCUSHIHIO Ccmmmye'r

aTanoHHol cycnenauu 0/2.
pH

Or 3,0 10 4,0, 34
MonwxeHHE TOMKH 3AMEPIAHNAS

010,50 1o 0,62 K. 053K
OTHocHTenBHAR MoTHOCTH (d20/20)

Ot 1,004 no 1,014, 1.007
HKeneso

He Gonee 5 ppm Cooreercrayer
OfbeM coaepMUMOro yna KOBKH

Cpennuil ofbem conmepaumoro aomikeH Ouite pased uam  CooTsercrByet
Gonbiue HoMHHATRHOrO Q (20 Mn). He Gonee 1 na 50 ofnemos
ponyckaercs B npeaenax mexay (Q-X) (18,2 mn) 1 (Q mn-2X)
(16,4 mun) ¥ 1y opHoro ofeema uz 50 06beMoB He BOMKHO GRITh
Menee (Q-2X).
X (mn) = Qx 0,09
Ho3a ¥ 0AHOPOAHOCTE AO3HPOBAHHS
Hu opnoro 3HaueHHA He AO/DKHO OTKmoHsTsCA Goses, uem CooTmeTcTmyer

£10% ot cpenueit Macce! 10 onpenenenuii, O6was macea 10

onpeaenexuii oMKHA HAxoAMTwes B npemenax +15% ot
Teoperuyeckoit Macce! 10 onpeaenenui.
CrkopocTs oTranemaisa ue Gonplue 2 kanens/cex.

IMoaauHHOCTL

Denorepona ragpobpomun

Ha xpomaTorpaMme HCNETyeMoro pacreapa narto ¢ Rf CootaercTByer

okono 0,7 AOMAKHO COOTBETCTBOBATL NATHY HA

XpOoMAaTorpaMme CTaHAapTHOro pacTsopa.

Bpems ynepxreasus nuka Genorepona ruapobpomuia Ha CooTBeTcTBYET

XPOMATONPaMMe HCTILITYEMOr0 PACTROPA JOIDKHO

COOTRETCTBOBaTH BPEMCEHH YACPXKHBaHHA NHKa (heHOTEpONA

ruapobpoMHAA HA XPOMATOrPAMME CTAHAAPTHOTO PACTROPE

A, . .

Hnpatponua Gpomua :
Ha xpomartorpamMme HCneITyemMoro pacraopa natHo o R CooTreTcTRYET
okono 0,4 JOMKHO COOTBETCTBOBATE NATHY Ha
XpoMaTorpaMme OTaHIAPTHOrO PACTBOPA.

Bpems yaepxkHBaHuaA nHka HNpatponka GpoMuaa Ha Coorserersyer
XPOMBTOrPaMME HCTIEITYEMOTO PACTROPA AOJKHO
COOTBETCTBOBATE BPEMEHH Y/Ie[KHBAHHA MUKa UIIPATPOTIHA
6poMiAa Ha XpOMaTOrpaMMe CTRHJAPTHOrO PACTBOpa A,

. CoAC+100904-V04




CepTHdMKAT aHAIN3A K

COOTBETCTBHUA
Haspaxue nexapcreenHoro
cpeficTaa:

Cepra Ne: 131788A
Perucrpaums;

BEPOIY AJT® pacteop ana uuranauuii 0,25 mr + 0,5 mr/mn

Poccua

Uucrutyr ge Arresn C.p.JL

Crpanuna Sua §

Henwrranue Cneonduxatns
Berakorus Xa0pua
Bpemena ynepxHBAHHA OCHOBHBIX MHKOB FOMONON0B
GeH3ANKOHUA XNOPH/A HA XPOMATOrPAMME HCTLITYEMOTO
PacTeOpa NO/DKHEI COOTBETCTBOBATH BpeMCHAM YACPXKHBAHHA
OCHOBHBIX ITHKOB roMo/IoroB GeH3aTKOHAA XTOPHAR Ha
XPOMATOrpAMME CTaHAAPTHOTO PacTROpA,
Ha xpomatorpamme ucnsiryemoro pacreopa natHo ¢ Rf
okono 0,8 [o/MKHO COOTBETCTROBATH MATHY HA
XPOMATOrPAMME CTAHAPTHOIO PacTBOPA.
JunaTpna aaerat
Bpems yaAepKHBAHUA NUKA JUHATPHA JACTATA HA
XPOMATOrpAMMO HOMBTYCMOrO PACTBOPA JO/MKHO
COOTRCTCTBOBATh BPEMEHH YACPKUBAHHA HKA AHHATPHA
3/eTaTa Ha XpOMaTorpaMme CTRHABPTHONO PacTiopa,
Mocropounue npHMeck
- SCH 1100 BR (onpeaensemMoro kak TpomoBas KHCIOTE)
<0,6%
-BA 686 BR
<0,2%
~MEN 1187 BR
<0,2% :
- EABHUYHOH HEHRCHTHDHUHPOBAHHON IpHMecH
£0,2%
= Cymma Bcex npumeceii
<1,0%
Konuuecreennoe onpenenenne
HnpaTtponus 6poMus
GeasoankIit .
Or 23,8 g0 26,3 Mr/100,0 Mn
Deaoreposa ruxpobpommy
Ot 47,5 no 52,5 mr/100,0 mn
Bensamcouus xaopug
07 9,0 no 11,0 mr/100,0 ma
JAHHATPUR eTAT
Or45,0 no 55,0 Mr/100,0 mn
Miuxpobnonoruyeckas uncrora
Ofince uncno aapobusix GakTepuit M APOAOKEBLIX M MALCHEBLIX rpubos
(cymmapuo)/ma
He 6onee 10*KORB
Staphylococcus aureus/ma
OroyreTeue
Pseudomonas aeruginosa/ma
OtoyTeTaHe
I'paM-oTpruaTensuste Gaxrepun, yerofunenie K meaau/mn
Orcyrereue

I/ﬁm '® Pd — Kateropus 2

- Koneuy oTuera -

PesyarTar

CooteeteTayer

CooraercTRyer

CootBsercrayer

0.0 %
0.0 %
0.0 %
0.1 %

0.1 %

252 Mr/ 100 mn
50.2 Mr/ 100 mn
9.9 Mr/ 100 mn

49,5 mMr/ 100 mn

0 KOE/mn
OTCYTOTBYET
OTCYTCTBYET

OTCYTCTRYET
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