Istituto De Angeli S.R.L.

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

Manufacturing Authorisation N: aM-81/2020 dated 29/07/2020, GMP Cettificate No.: [TA6H2020
Hucniryt Jle Anrennt C.PJL Tpynau 103/c- 50066 Perrenno (Pnopeinuss) - Hranus

Jlnuewsna ua npomsonctao aM-81/2020 ot 29/07/2020, GMP-Ceprudmrar Ne: ITH6H2020

Certificate of Analysis and Conformance

CepTHdHKaT aHAIH3A H COOTBETCTBHS

Productiname / Hanmenosanue nekapeTREHHOMO CPEACTBA Berodual® inhalation solution 0.25/0.5 mg/ml
BEPOJIYAJI® pacteop ana uuransumit 0,25 mr+ 0,5 mr/mn

Article No. / Lot No. / Aptikya Ne / Cepna Ne 460651/ 231080A

Marketing Authorization No. / PeructpaunonHtoe TTNO15914/01

yaoctosepenne Ne

APl nanje / Haumenosanue dapmauesTHyeckoil Ipratropium bromide anhydrous + Fenoterol hydrobromide

cyGeranumn 0.25/0.5 mg/ml / Hupatponua Gpomua Geapoauuiit +
®cuotepona ruapobponua 0,25 + 0,5 mr/mn

APl Manufacturer / TTpousroantens ADC Boehringer Ingelheim Pharma GmbH & Co. KG

Dosage form / Jlekaperennas dopma Inhalation solution / pacTsop ans HHranAunil

Container Type / Bua ynakosku Battle (glass, amber) / crexnsuuutit hiakon suTapuoro useta

No. of Analysis / Ne ananu3a 22000687

BIX No.|/ Ne-BIX 100904

BIX Version / BIX-sepcua 2

Quantity|/ KonnvecTro ynaxosox 71624

Date of Manufacture / Jlata nponssoacTsa 31.01.2022

Date of Expiry / Cpok roaHocti 31.01.2025

Number pf Normative Documentation: / MNO015914/01-141217 Var./ Ham. Ne 1,2,3

Homep HppmaTiBHOI J0KYMEHTALHMN;

1 hereby gertify 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.

Hacrosuium noaTsep:aato, 410 BCE CTAAHH NMPOH3BOJACTBA AaHHOH CEpHII FOTOROrO NPOAYKTA BLIMOIHEHB! B TOTHOM
cooTeerareny ¢ TpeGosaunamu GMP EC, a Taioke 4To cepua nexapcTsenioro npenapara ANA MEAHUMHCKOro NpUMeHeHia
COOTBETCTBYET CrCLPHKALUHN HOPMATHBHON JOKYMEHTALNH,

Remarksi / [Tpumevanus: /

Storage

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

KEIIICI"EE

pu TemrjepaType e Brime 25 °C, He 3aMOpaXKHBATS,

Packaging conforms to the approved Normative Documentation. ) . )

VYnaKkoBKd COOTRETCTBYET COrnacoBaliHol HOPMAaTHBHOR AOKYMEHTALHH. Isti ngelsT.l ™

Labelling|conforms to the approved Normative Documentation. a/g’!)q('

MapxnpoBka COOTBETCTBYET COrNAcOBAHHON HOPMATHBHON AOKYMCHTALMM. or .
O, 03 ol

Date of Release / llara suimycka: 01.03.2022

01.03.2022

Date / Name / Signature of the Qualified Person, Quality Assurance
Nata/ Ums / Tloanucs ynoanomouennoro auua, obecneyenne KayecTaa
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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/m}

Batch / Lot: 231080A
Registration: Russia Page 2 of 5
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 By, Conforms
Traosparency ’
Not more opalescent than reference suspension 0/2. Conforms
pH
From 3.0 t0 4.0 3.5
Decrease of freezing point
From 0.50 to 0.62 K 053 K
Relative density d(*%/1)
From 1.004 to 1.014 1.007
Iron Conforms
Not more than 5 ppm

Yolume of contents of a package
The average volume of the contents should be equal to ormore  Conforms
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 fess than (Q-2X).
X (ml)=Qx 0,09

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 solutlon 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 solutlon 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 maln 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
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Cert

Product/Name; Berodual® inhalation solution 0.25/0.5 mg/m!|

Batch

/ Lot: 231080A

chlsu'ﬁlion: Russia

ificate of Analysis and Conformance

: Istituto De Angeli S.R.L.
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Test

Specification
of the standard solution.

Dflndlum edetate

RLInted impurities

anhydrous)
-BA 686 BR

anhydrous)
- MEN 1187 BR

hydrobromide)
£0.2%

- Total degradation products
<1.0%

Assay
Ipratropium bromide anhydrous

From 23.8 t0 26,3 mg / 100.0 mL
Fenoterol hydrobromide

From 47.5 to 52,5 mg / 100.0 mL.
Benzalkonium chloride

From 9.0to 11.0 mg / 100.0 mL
Disodium edetate

From 45,0 to 55.0 mg / 100.0 mL
Microblological purity
Total acroblc microblal count

£ 102 cfi/ml
Total combined yeasts/ moulds count

< 10! cfi/ml
Staphylococcus aurens / ml;

Absent
Pseudomonas aeruginosa / ml:
Absent
Bile-tolerant Gram-negative bacteria / ml
Absent

Or Fua. Ph.- Category 2

The retention time of the disodlum 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.

- SCH 1100 BR (determined as tropic acid)
<0.6% (equivalent to 0.9% degraded Ipratropium bromide

< 0.2% (equivalent to 0.2 % degraded Fenoterol

- Any single unspecified degradation product

Result

Conforms

0.0 %

0.0 %

< 0.2% (equivalent to 0.2 % degraded Ipratropium bromide

0.0 %

01 %
0.1 %

24.7 mg/ 100 mL
49.8 mg/ 100 mL
9.9 mg/ 100 mL

50.0 mg/ 100 mL

0 CFUml
0  CFU/ml
absont
absent
absent

- End of Report -
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CepruduKaT aHAIH3A A Hucturyr Je Aaremm C.P.JL

COOTBETCTBHA
Haspanwe nexapotenHoro  BEPOIYAJI® pactsop ang wHransumi 0,25 Mr+ 0,5 Mr/ma
cpeacTsa:
Cepra Ne: 231080A
Pervcrpatms: Poccua Crpasvna 4 3 §
Henuiranne Cnennduxanus PesyneraT
Onucanne
Tpospaunas, Gecupernan Wi noamH BecuseTas kuakoets,  Cootnercrayer
cBoGOAHAS OT CYCIIEHAMPOBAKHLIX YACTHLL,
3anax nouTH HEONTYTHMBLIH.
LeeTHocTe
HHTeHCHBHOCTE OKPACKH HE AOVDKHA NPEBLILIATS Coorserctayer
HHTEHCHBHOCTh OXPACKH 3TANORHOTNO pacTsopa B7,
Mpospaunocts
OnaecLeHIMs He N0/DKHA NPEBLILATE OMATSCUSHLIHIO CooTserctByer
stanounoll cycrnexanu 0/2, }
pH
Ot 3,0 no 4,0, 3.5
Tlomoxenne ToMKH 3aMepIAHEE
070,50 5o 0,62 K. 053K
OraocHrentnan naoTnocrs (4%%:)
Ot 1,004 10 1,014, 1.007
Keaeao
He Gonee 5 ppm CooTBeTCTBYST
O0neM cORSPRHMOND YNAKOBKH
Cpeanuht offseM cofepkuMOro momxed 6uTh paneH BaH  CooTneTcTRYET
Goneine HomuHansroro Q (20 ma). He Gonee | u3 50 obnemon
nonyckacres b mpegenax Mexay (Q-X) (18,2 ma) u (Q Ma-2X)
(16,4 ma1) ¥ Hu oHOrO o0beMa 13 50 06BLEMOB He JOMXHO GEITE
menee (Q-2X).
X (Mn)=Qx0,09
Jlo3a H 0HOPOAHOCTE AOIHPOBANES
Hu onHOro sHaweHus He JOMKHO OTKAOHRTHCA GONCE, ¥oM Cooreercoyer
10% or cpeaneft maccr 10 onpeneneintit, O6nias Macca 10
onpeaenenkt nomkna naxoamtsea B mpenenax t15% or
TeopeTryeckolt Macest 10 onpenencuunii,
CropocTs OTKMBIBEHAA He Honnine 2 xanenn/cex.
NognnunocTs
Pexorepona ruapobpoMun
Ha xpoMaTorpamMMe HENBITYEMOTO pacTBopa NATHO ¢ Rf CoorsercTayer
okono 0,7 A0MKHO COOTRETCTBOBATL NATHY Ha
XPOMBTOrPAMME CTAHABPTHOIO PACTBODA.
Bpema yacpxunanus nuxa deHorepona ruapoSpomMuaa na Cooraerctayer
XPOMATOIPAMME HCITLITYEMOTO PACTBOPE AOMKHO
COOTBCTCTBOBATE BPEMEHH YACPXHBOHHA NHKa eHoTepona
rrapoGpoMKA HA XPOMATOrPAMME CTAHIAPTHONO PACTBOPA
Unpatponng 6pomma
Ha xpomaTorpamme uensrryemoro pactnopa natio ¢ Rf CooTeercTayer
oxono 0,4 nONXKHO COOTBETCTBOBATH NATHY HA
XPOMATOrPaMME CTARJIAPTHOTO PACTROPA.
Bpema yaepxusanns nixa Hnparponus Gpomuas Ha Cooteetcrryer

XPOMBTOrPaMME HCTIBITYEMOTO PACTBOPA AOMKHO
COOTBCTCTBOBATE BPCMCHH YINCPKHBAHHA NHKA HIPATPOIIAR
GpOMHAIA HA XPOMAE'TOTPAMME CTARAAPTHOTO PACTBOPA A.
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CepTHHKAT AHATH3A H Hucruryr ae Anresn C.p.JL

CODTBETCTBHNR
BaHHe ackapetaeknoro  BEPOJIYAJT® pacteop mia nuransuuit 0,25 Mr+ 0,5 mrimn
cTRA!
Cepua Ne: 231080A
Perhetpauna: Pocons

Crpaunua § 13 5

HCI}H‘I’!HHB Cneunduxauns

Bemiaakonus Xaopun

Bpemena yAepkHBAaHHA OCHODHLIX TAKOB TOMO/IOTOB
BeHIRIKOHRA XIOPHAB HA XPOMATOrPAMME HOTILITY EMOTO
PAcTBOPA AOMKHbI COOTBETCTROBETS BPEMEHAM YACPKHBAKNA
OCHOBHEIX TTHKOB TOMONOroR 6eH3aAKOHNS Xnopuaa Ha
XPOMATOrPaMME CTAHAAPTHOTO PacTBOpA,

Ha XxpoMaTorpaMMe HCHLITYeMOTD PACTBOPA NaTHO ¢ Rf
oxono 0,8 ZOMXHO COOTRETCTROBATS MATHY HA
XPOMATOrPaMME CTRHASPTHOMO PACTBOPA.

JURATPHS 3eTAT

Bpems yaepKHBAHHMA NHKE AMHATPHA SAETATA Ha
XPOMATOTPAMME HCITBITYEMOTO PACTBOPA LODKHO
COOTBETCTBOBATL BPEMEHH YACPKHBAHMN ITHKA TUHATPUS
S/CTATE HA XPOMBTOrPAMME CTAHAAPTHOTO PACTROPA.
PoacTaelHbIE NPHMECH

- SCH 1100 BR (onpeaensemoro kax Tponopas KHCIOTA)
<0,6% (axsupanentho 0,9% pasnoxenns Unpatponua
6pomuna Gessomuoro) ¥

- BA 686 BR

= 0,2% (axaunanentho 0,2% pasnoxenns Hnparpormms
Gpommna GearogHoro)

- MEN 1187 BR

<0,2% (sxeupanenTHo 0,2% pasnoxenns Penorepona
riapobpomuna)

- Jio6oro eAMHHYHOO HeCTIBUH{HLMPY EMOTO NPOAYKTR
PRBNOKCHMA )

£02%

= Cymma Beex TIPOYKTOB PasioKEHHS

<1,0%
ﬁ:ﬂ!‘lﬂﬂﬂ"lﬂﬂ onpeaejacHne
parponns Gpomug
GesBoanuil
Or 23,8 1o 26,3 mr/100,0 ma
)eHOTEpOIR THAPOGPOMBL
0O147,5 no 52,5 mr/100,0 mn
KOHNA XJIOpHA

071 9,0 ao 11,0 Mr/100,0 Ma

HATPMS 0eTAT

O1 45,0 xo 55,0 Mr/100,0 Mn
kpofHonoruaecxkas uHcToTA
mee wncao0 A3pobneix Gaxrepuit

He Goutee 10° KOE/Mn
Of6ntee wacao rpubon B Apoxxel
He Gosnee 10' KOE/mn
Staphylococcus aureus/mn
OrcyreTeie
Pseudomonas aeruginosa/mi

OrcyToTane

I'ppm-oTpruarensitLie Gaxtepnn, yerofiuuosie K menan/mi

Orcyrcraue
Wnn I'® PO — Kateropns 2

~ Kontett oryera -

PeayanTar

Coorsetcrayer

CoorsercnyeT

CooTserctayer

0.0 %

0.0 %

0.0 %

1%

0.1 %

24,7 mr/ 100 mn
49.8 mr/ 100 mn

9.9 Mr/ 100 mx

50,0 mr/ 100 Mn
0 KOE/mn
0 KOB/mn
OTCYTCTBYCT
OTCYTCTBYCT
OTCYTCTRYET
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