Istituto De Angeli S.R.L.

Istituto De Angeli S.R.L.- Loc. Prulli Ne 103/C-50066 Reggello (F1) - Italy

Manufacturing Authorisation N: aM-81/2020 dated 29/07/2020, GMP Certificate No.: IT/96/112020
Wncruryt Jle Anrenn C.P_JL. Tlpynm 103/c- 50066 Perreino (opeips) — Hranns

Jnueraia Ha nporsoacTeo aM-81/2020 ot 29/07/2020, GMP-Cepdikar Ne: [T/96/H2020

Certificate of Analysis and Conformance
CepTudukar aHAIN32 H COOTBETCTBHSA

Product name / HauMeHOBaHUE 1EKAPCTBEHHOTO CPEeACTBA Berodual® inhalation solution 0.25/0.5 mg/ml
BEPOJTYAJI® pacTteop mis meranamuii 0,25 mr + 0,5 mr/ma

Article No. / Lot No. / Aptukyn Ne / Cepus Ne 460651/ 231720A

Marketing Authorization No. / Peractpaumnossoe I1N015914/01

yaocToBepeHne Ne

API name / HanmeHoBaHue apMalieBTHUECKOH Ipratropium bromide anhydrous + Fenoterol hydrobromide

cyfcTaHIHK 0.25/0.5 mg/ml / UnpaTtponua Opomua 6e3s0aHbIH +
®enotepona ruapobpomun 0,25 + 0,5 mr/mn

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

Dosage form / JlekapcTBeHHas (popma Inhalation solution / pacTBop /8 HHraNALHi

Container Type / Bua ynakoBku Bottle (glass, amber) / creknsHHblii (hiakon sHTapHOTO UBETA

No. of Analysis / Ne ananusa 22002655

BIX No. / Ne-BIX 100904

BIX Version / BIX-Bepcus 2

Quantity / KonnuecTBo ynakoBoK 71456

Date of Manufacture / JlaTa npou3BoJcTBa 09.05.2022

Date of Expiry / Cpok roaHocTH 31.05.2025

Number of Normative Documentation: / 1 N015914/01-141217 Var./Ham. Ne 1,2,3

HoMmep HOpMAaTHBHO# IOKYMEHTaLlHH:

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.

Hacroswmnm NOATBEPK A0, YTO BCE CTA[MK NPOH3BOACTBA JIAHHOI# CEepHH roTOBOIro NPOAYKTA BLIMOIHEHB] B NOJIHOM

coorseTcTeuy ¢ TpeboBanuaMn GMP EC, a Takke 4TO cepus I€KApCTBEHHOro npenapara /A MeAHLIMHCKOr0 NPHMEHEHHA
COOTBETCTBYET CreuH(HKaLHN HOPMATHBHOI IOKYMEHTALHH.

Remarks: / [Ipumeyanus:

Storage

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

Xpanenue
T1pu TeMnepatype He Beile 25 °C, He 3aMOpaKHBaTk.

Packaging conforms to the approved Normative Documentation.
Y nakoBKa COOTBETCTBYET COTNIACOBAHHONH HOPMATHBHOH JIOKYMEHTALMH.

Labelling conforms to the approved Normative Documentation.
MapKHpPOBKa COOTBETCTBYET COTJIaCOBAHHON HOPMATHBHOMN IOKYMEHTALMH. % oS

Date of Release / Jlata Boimycka: 30.05.2022

30.05.2022 V74

Date / Name / Signature of the Qualified Person, Quality Assurance
Jlata / Vims / TloAnuch YIOJIHOMOYEHHOTO HIa, obecneueHne kayecTsa
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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: 231720A

Registration: Russia Page 2 of §
Test Specification Result

Description

A clear, colorless or almost colorless liquid, free of suspended Conforms

particles.

The odour is almost non-sensible.
Colour

Not more intensively colored than the reference solution Bs. Conforms
Transparency

Not more opalescent than reference suspension 0/2, Conforms
pH

From 3.0 to 4.0 : 34
Decrease of freezing point

From 0.50 to 0.62 K 0.54 K
Relative density d(**/) '

From 1.004 to 1.014 "1.007
Iron Conforms

Not more than 5 ppm

Volume of contents of a package
The average volume of the contents should be equal to or more ~ Conforms
than the nominal Q (20 mL).
Not more than | 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 = Conforms
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 Conforms
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 Conforms
chromatogram of the test 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 Conforms
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 Conforms

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 Conforms
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 Conforms,
about 0.8 should correspond to the spot in the chromatogram A

COAE-100904-V05




Certificate of Analysis and Conformance

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

Batch / Lot: 231720A
Registration: Russia

Istituto De Angeli S.R.L.
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Test

Specification

Disodium edetate

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

00 %

<0.6% (equivalent to 0.9% degraded Ipratropium bromide

anhydrous)
-BA 686 BR

0.0 %

<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 to0 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 acrobic microbial count

< 10% cfu/ml

Total combined yeasts/ moulds count

< 10! cfi/ml

Staphylococcus aureus / mi:

Absent

Pseudomonas aeruginosa / ml:

Absent

Bile-tolerant Gram-negative bacteria / ml

Absent

Or Rus. Ph.- Category 2

- End of Report -

0.0 %

0.0 %

0.0 %

24,9 mg/ 100 mL

49.9 mg /100 mL
9.9 mg/ 100 mL

49.6 mg/ 100 mL

0  CFU/ml
0 CFU/ml
absent
absent
absent

CoAC-100904-V05




Ceprudukar anannza u

HMucruryr e Aurenan C.P.JIL.

COOTBETCTBHA
Hassanue nexapcreennoro  BEPOJIYAJI® pactsop s wiranaumii 0,25 Mr + 0,5 M/
cpeacTBa:;
Cepua Ne: 231720A
Perucrpaums: Poccus Crpannna 4 u3 5
Hensimanne Cnenndukanus PesyabTar
Onucanne
Ipospaurias, GecupeTHas win noutn Gecusernas kuakocts,  CoOTBETCTBYeT
cB060/IHAA OT CYCTIeHIHPOBAHHBIX JACTHII.
3anax NONTH HEOLTY THMBIH.
IiBeTHOCTL
HHTeHCHBHOCTD OKPACKH HE JIOJDKHA NPEBLIIATh CoorBercTByeT
HHTeHCHBHOCTB OKPaCcKH 3TalOHHOTO pacTBopa B7,
IIpospayuocTts
OnanecueHIys He AO/DKHA NPEBBIIIAT ONANECIIEHITHIO CoorsetcTByeT
sTanoHAol cycnensun 0/2,
pH
Ot 3,0 50 4,0. 34
TTonn:xenue TOYKH 3aMepP3aHHS
Ot 0,50 o 0,62 K. 054K
OmnochTenbHAS IIOTHOCTS (d2%20)
Ot 1,004 mo 1,014, 1.007
Keneso
He Gonee 5 ppm CooTBercTBYET

O0bem coRepIRHMOre YOaKOBKH
Cpemuuii o6beM copepaMoro fomkeH GuITh paseH wiH COOTBETCTBYET
Gonsme HomuEANsHOTO Q (20 M), He Gonee 1 3 50 o6nemon
nomyckaercs B npenenax mexny (Q-X) (18,2.mn) n (Q mn-2X)
(16,4 mx) 1 B otHOTO OOBEMa W3 50 06BEMOB HE JOIDKHO GHTE

MmeHee (Q-2X).
X (M) =Qx 0,09

Jl03a ¥ 0AHOPOAHOCTH A03HPOBAHAS
Hu opHoro 3paueHMs He MOKHO OTKNOHATBCA Gonee, deM CoOOTBETCTBYET

+10% ot cpeaseit macce 10 onpeaenenuii, O6mas mMacca 10
Onpe/ieieHRH O/KHA HaXomMThCA B npefenax t15% or

MopnuunocTL

TeopeTHueckoif Maccel 10 onpeaeneHui,
CkopocTh OTKankIBaHHA He Gonbiie 2 Kanems/cex.

Penorepona ruapoipomus

HnpaTponus GpoMna

Ha xpoMaTorpaMMe HCIBITYEMOTIO PACTBOPE NATHO ¢ Rf
okono 0,7 A0MKHO COOTBETCTRORATR NATHY HA
XpoMaTorpaMMe CTaHJapTHOro pacTBOpA.

Bpems yaepauBaHuA ITHKa (heHOTEpoNa rHApoGpoMEia Ha
XpOMaTorpaMMe HCTIBITYEMOrO PacTBOpa JOJDKHO
COOTBETCTBOBATL BPEMEHH YAepXKHBaHUA MHKka GeHoTepona
rupoGpoMuU/a Ha XPOMATOrpaMMe CTAHIAPTHOTO PACTBOpa
A,

Ha xpomarorpaMMe HCILITYEMOTO pacTBopa imTHo ¢ Rf
okono 0,4 1OMKHO COOTBETCTBORATE NATHY HA
XpOMAaTOTrpaMMe CTaH/IapTHOTO PacTBOpa.

Bpewms yaepXKupanns nuKa HnpaTporna 6poMuja Ha
XPOMATOIPaMME HCIIBITYEMOTO PacTBopa JO/DKHO
COOTBETCTBOBATE BPEMEHH YIEPKHBARAA TIHKA HIIPATPOIIHA
GpoMuia Ha XpoMaTOrpaMMe CTAHAaPTHOTO pacTBopa A.

CoorserctByer

CooreercTBYET

Cootsercryer

CootBeTcTBYeT

CoAC-100904-V05




CeprudukaTt anaaInza n

COOTBETCTBMH
HazpaHnre JIoKapCTBEHHOTO
cpe/cTRa:

Cepnsa Ne: 231720A
Peracrpanus:

BEPOJIVAJI® pactsop mis uuraisumii 0,25 mr+ 0,5 Mr/v

Poccns

HAucraryr xe Aureau C.p.JL

Crpannua 5 na 5

HenbiTanne

BeH3a/IkoHus XJI0pHI

JARaTpHA 3aeTaT

Cneundukanns

Bpemena y/iepHBaHAA OCHOBHBIX THKOB FOMOJIOTOB
GeH3aNKOHHA XOPHZA HA XPOMaTOTpaMMe HCIILITYEeMOT0

pacTeOpa N0JXHBI COOTECTCTBOBATHL BpEMEHAM Y ICPKHBAHHA

OCHOBHEIX NTHKOB TOMOJIOTOB GEH3aTKOHHS XJIOPH/A Ha
XpOMaTOTpAMME CTAHJIAPTHOTO PACTBOPA.

Ha xpomarorpaMme HCIBITYeMOTo pacTopa natHo ¢ R
okono 0,8 JOmMKHO cooTBETCTBORATH ILITHY Ha
XPOMaTorpaMMe CTaHAAPTHOTO PACTBODA.

Bpems yfiepkMBaHHA THKa ARHATPHS 3€TATa HA
XPOMATOTPAMME HCTIBITYSMOIO PACTBOPA JOIKHO
COOTBETCTBOBAT BPEMEHH YIePXKHBAHHA THKA AHHATPHS
3JIETATa KA XPOMATOTPaMMe CTAHAAPTHOTO PacTBOpA.

Popcreenanie npaMecH

- SCH 1100 BR (onpenensemMoro Kak TpoInoBasi KHCIIOTa)
< 0,6% (sxBuBanenTHO 0,9% pasnoxenns Hnpartpomms
6pomuna 6essogHOrO)

- BA 686 BR

<0,2% (sxsuBanentHo 0,2% pasnoxerus Mnparponus
OpoMuna GesnoHOO)

- MEN 1187 BR

<0,2% (3xsuBanentro 0,2% pasnoxenus PeHoTepona
reapoGpoMuaa)

~ Jioboro egRAMMHOrO HeCTIeUM(HIEPYEMOro NPOAYKTA
PpasNoXeHus

<0,2%

- Cymma BceX NIPOIYKTOB pasziiokKeHus

<1,0%

Konnvecrsennoe ONpeacJICHHE

Hnparponus 6pomny
Gesponbrit

Or 23,8 no 26,3 mr/100,0 mx

DexoTepona reapobpoMuA

Bensanxonns xaopuj

Jdunarphis sperar

OT147,5 po 52,5 mMr/100,0 mn
Or 9,0 mo 11,0 mr/100,0 mn

OT145,0 no 55,0 mr/100,0 mn

Muxpoburonorayeckas YHCTOTa
Obuiee uncno aspobunix 6axrepuii

He 6onee 102 KOE/Mn

O6uiee yncno rpubos u apoxcKei

He 6onee 10! KOE/mn

Staphylococcus aureus/mn

Orcyrcrsune

Pseudomonas aeruginosa/mn

OrcyTcTBHE

I'pam-orpunaTenbHbie 6aKTePAH, YETORYHBBIC K HKe T/ M

OrcyTcTBHE

Hnua I'® PO — Kateropus 2

- KoHen oryera -

PesynbTar

CooTBeTcTBYET

CootBeTcTBYET

CooTsercTryer

0.0 %

0.0 %

0.0 %

0.0 %

0.0 %

249 mr/ 100 mn
499 mr/ 100 mx
9.9 Mr/ 100 M

49.6 mr/ 100 mn

0 KOE/mn
0 KOE/mn
OTCYTCTBYET
OTCYTCTBYET

OTCYTCTBYET

CoAC-100904-V05




AABHAR CAYXKEA T10 HAA30PY

B COEPE 3APABOOXPAHEH

«CBefeHus o BBoge B rpaxaaHckuin odopoT B Poccuitckomn depepayun
NNEKapCTBEHHbIX CPEACTB MO COCTOAHMIO Ha 25.11.2022 09:46»

JaTta Buecenus B IIpoussoaurens Ceenenus o Oprammams, Homep Homep, nara
Toprosoe ‘ BbIIYCTHBINAS B
AHC (BbIMyCKaKOMHiT Crpana CTaqHAX Hopmarusuas nokymenramus CepHH, paspelueHns
P HAaHMEHOBAHHE : rpaxiaHncKHi I
0c3/ipaBHa 30pa KOHTPOJIb) NPOH3BOJCTBA obopor HNapTHH Ha H
Bepopyan®; pacteop nas ITNO15914/01-141217; Ham. Nel
uHransumi 0.25 mr+0.5 HHeTHTYT 16 Huctutyr e k [INO15914/01-141217; Ham. 000 "Bepuire
02.08.2022 mr/vn 1. (20 ), i wn nh Hranus Awnrenn C.p.JI., Ne2 k TTNO15914/01-141217: ::_,m.:rxmms._ P 231720A -

thnakonsi (1), mauku PR Hranus Ham. Ne3 k T :

KapTOHHBIE/ ~

N015914/01-141217




