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Istituto De Angeli S.R.L.
Istituto De Angeli S.R.L.- Loc. Prulli Na 103/C-50066 Reggello (FI) - Traly
Manufacturing Authorisation N: aM-81/2020 dated 29/07/2020, GMP Certificate No.: ITS&/H2020

Wuersryr e Awremit C.P.JL Mpynnu 103/c- 50066 Perreano (Propeniuis) - Mo !
Jlhueisna wa npoissoactso aM-81/2020 0129/07/2020, GMP-Ceprudnncar Ne: IT/96/H2020

Certificate of Analysis and Conformance
CepruduKaT aHAJIH32 H COOTBETCTBHS

Product name / Hanmenosauue NeKapcTBEHHOrO CPEACTBA Berodual® inhalation solution 0.25/0.5 mg/ml
BEPOJIYAJI® pacteop ans nuramawiit 0,25 mr + 0,5 Mr/mn

Article No. / Lot No, / Aptikyn Ne / Cepus Ne 460651/ 231725A

Marketing Authorization No. / Pernctpaumonnoe TTNO15914/01

ynoctosepenne Ne

API name / Haumenosanue diapmaucsTHyeckol Ipratropium bromide anhydrous + Fenoterol hydrobromide

cyGeTanUmuy 0.25/0.5 mg/ml / Minparponis Gpomuz Geasoausif +
®enorepona ruapobpomun 0,25 + 0,5 mMr/ma

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

Dosage form / JlexapcTBeHHas GopMa Inhalation solution / pacTeop Ana uHranauuii

Container Type / Bua ynakoexu Bottle (glass, amber) / crexnanHsii (NAKOH FRTAPHOTO LBETA

No. of Analysis / Ne ananu3a 22002840

BIX No. / Ne-BIX 100904

BIX Version / BIX-sepcrs 2

Quantity / KonuyecTso ynakosox 71392

Date of Manufacture / [laTa npon3asojicTBa 12.05.2022

Date of Expiry / Cpok roiIHOCTH 31.05.2025

Number of Normative Documentation: / I NO15914/01-141217 Var./ Ham, Ne 1,23

Homep HOPMaTHBHOM A0KYMEHTALHH:

[ 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.

HacToRWHM NOATEEPKAAIO, HTO BCE CTAAMMK NPOHIBOACTEA NIHHOH CepHH rOTOBOTO NPOAYKTA BEIMONHEHD! B NONHOM
cooTsercTBHE ¢ TpeSosannamy GMP EC, a Taioke 9T0 CepHa AIEKBPCTBEHHOrD MpenapaTa Al MEAHUHHCKOrD NIPHMEHEHHA
COOTBETCTEYET CrietdtiMKaLiH HOPMBTHRHOH J0KYMEHTALKH.

Remarks: / TTpuMenanus:

Storage

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

Xpanchue
Tlpn TemMnepatype He Bhuue 23 9C, He 3aMOpaXHBATh.

Packaging conforms to the approved Normative Documentation.
ViiakoBKa COOTBETCTBYCT COMMIACOBAHHOMN HOpMaTHBHON NOKYMEHTALHH.

Labelling conforms to the approved Normative Documentation.
MapKHpOBKE COOTBETCTBYET COrAcoRaHHON HOPMATHBHOR AOKYMCHTALUMMU.

Date of Release / [lata sbimycka: 15.06.2022

15.06.2022

Date / Name / Signature of the Qualified Person, Quality Assurance
Jara/ Wms / [lonucs yIOAHOMO4EHHOTO JHLA, obecneyeline KavecTsa
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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

Batoh / Lot: 2317254
Registration; Russia Page 2 of 5

Test Specification Result
Description

A clear, colorless or almost colorless liquld, free of suspended  Conforms :
particles, ;

The odour Is almost non-sensible. l

Colour

Not more intensively colored then the reference solution By. Conforms
Transparency

Not more opalescent than reference suspenaion 02, ' Conforms
pH .

From 3.0to 4.0 34
Decrease of freezing point

From 0,50 to 0.62 K 054 K
Relative density 3(%/)

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 toor more  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) (164 mL) and no
single volume out of 50 volumes should be less than (Q-2X).
X(mh=Qx0.09

Dose and uniformity of dose ' o e mEe—rr
Not a single value should deviate by more than 10% fromthe  Conforms ‘
average welght of 10 determinations, The total welght 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 50,

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 retentlon time of the fenoterol hydrobromide peak In the Conforms
chromatogram of the test solution should correspond to the
setention time of the fonoterol hydrobromide peak in the
chromeatogram of standard solution A

Ipratropium bromide

Tn 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 jpratropium bromide peak in the Conforms
shromatogram of the test solution should correspond to the
retentlon time of the ipratroplum bromide peak in the
chromatogram of the standard solution A
Benzalkoninm 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

CoAC-100904-V05
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Certificate of Analysis and Conformance

https://pharmcert.ru/sert/00/52/8

Istituto De Angeli S.R.L.

__ /000788164

Product Name; Berodual® inhalation solution 0.25/0.5 mg/mi

Batch /Lot 231725A
Registration: Russia

Page 3 of 5

Test Specification Result

of the standard solution.

Disodium edetate
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.

Conforms

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

00 %

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%
Assay
- — .. Ipratropium bromide ashydrous
From 23.8 t0 26.3 mg/ 100,0mL
Fenoterol hydrobromide
From 47.5 to 52,5 mg / 100.0 raL,
Benzalkoninm chloride
From 9.0 to 11,0 mg/ 100.0 mL
Disodinm edetate
" From 45.0 to 55.0 mg / 1000 mL
Microbiological purity
Total aerobic microblal count
s 10? cfu/ml
Total combined yeasts/ moulds count
< 10" ofu/ml
Staphylococens aureus / ml:
Absent
Pseudomonas aeruginosa / ml:
Absent
Bile-tolerant Gram-negative bacteria / ml
Absent

Or Rus, Ph.- Category 2

0.0 %

01 %

0.1 %

254 mg /100 mL
51.0 mg/100 mL

10.1 mg/100 mL

50.1 mg/100 mL

0 CFU/ml

0  CFU/ml

absent
absent

absent

- End of Report - :

Crp. 1m31
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CepredaiaT AHANASA K

COOTBETCYBHH

Hessasue nexaporsenuoro  BEPOJIVAJI® pucrzop ans naransumi 0,25 Mr+ 0,5 Mr/mi
opezAcTEa;

Cepnx Ne: 231725A

PervoTpauns; Pocous

https://pharmcert.ru/sert/00/52/8___/000788164__ %D0%98%D...

HPacruryr e Aaresm C.P.JL

Crparmg 4 w3 5

HMenerranne CrenndHKALHS

Onucanne .
TIpospavnas, GectpeTHas WIK NOUTH GecipeTHaT KHIKOCTD,
crofofHAA OT CYONEHAHPOBAKHEIX SRCTHI,
3amax NOYTH KeoITyTHMBIH.
IpeTHOCTL .
VHTEHCHBHOCTS OKPACKY HE JOVNKHA IPERLULETE
FHTOHCHBHOCTS OKPACKH STANOAHONO PACTBOPS B7.
Tpoe3paanocTs
OnanecueHUNs HS HOMKHA OPEBEIIATS OTANCOLSHIHIO
yratouHok cycnerann 0/2.
pH
Or3,0 20 4,0,
Tlouuaenne TOUKH 3aMEP3aRAT

010,50 oo 0,62 K.
OraocuTenbaas naoTHoeTs (42%20)
' Or 1,004 go 1,014,
Keneso
He Gonee 5 ppM
OB6LeM coaepHHMOTO YIRKOBRI
Cpezrult ofseM CORSPXUMOro JGDKSH 6hITH paBeH HIA
Gonsmre HoMuHATEHOTO Q (20 Mx). Ho Gonee 1 13 50 o6beMoOB
omyoxaeres B ipeAenax memny (Q-X) (1 8,2 mn) 1 (Q Mn-2X)
(16,4 van) vt i opioro ofsema u3 50 00BEMOB HE BOMKHO OHITL
. — Menee (Q-2%), "
X (un)=Qx0,09
038 B 0ANIOPOSHOCTE ADSHPOBAHAS
’ Hi ONHOTO SHAYSHMI HG AONEKEQ OTIIOHATSOA Gones, weM

+10% o cpenmeit Maccs! 10 onpepeneHnil, O6uas Maces 10

| onpoaeneHdi NODKHA HEXONMTECR B mpegonax +£15% ot
TEOPETEVECKOH MACOsI 10 onpepencimii.
CropooTs DIKANSBAHHK He Sonsue 2 KRMEML/08K,

TopnuunocTE

enorepona raapoipomen
Ha XpoMaTorpamMe HOIEITYeMOrs pACTBOPA IATHO Rf
oxono 0,7 AO/DKHO COOTBETCTBOBATE NATHY HE.
XPOMATOrPEMMG CTAHAAPTHOTO PACTBOPE.
Bpema yAepKAnaHUs mixa Geuorepona ragpoCpoMuzas e
XPOMETOTPAMME HOITBITYEMOT0 PECTBOPE ZIOIDKHO
COOTBETCTEOEATS BPEMOHH YCDKHRAHHR [IHKA deroTepona
ruapo6pOMEZR Ha XPOMATOrPEMMS CTAHAAPTHOIO PACTEOPA
A,

Hnparponaa Gpomua
Ha XpoMaTOrpaMMe HCTIKTYeMOre PROTBOpA IATHO 6 Rf
oKoo 0,4 NO/LKHO COOTEETCTBOBATE NNTHY A
XPOMBTOIPAMMG CTEHAAPTHOTO PACTBOPA,
BpoMa yepKBANKA THKA Hitparporas Gponiie HA
XPOMETOTPAMME HOIEITYEMOrO pacTBopd AONKHO
COOTRETCTBOBATE BPEMEHH YACDKURAHAS IHKA HIPATPOIT
GpoMuzA Ha XPOMETOFPAMME CTEHIRPTHOM PACTECPA A,

Crp.1u31

PesyanTat

CoOTBCTCTRY ST

CooTBeTOTBYCT

CooTseTcTBYST

054K
1.007
CooTBeTCTRYeT

CooTBeTOTRYCT

CooTseTcTBy®eT

CooTtneToTsyer

CoornetcTyeT

CooTseTcTByeT
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CepradBKaT aAHANM3A K HuacturyT Ae Aarenn C.p.JL
COOTBETCTEBHA
Hasnenwe nexapersensoro  BEPOJIYAJI® pactnop ang sHranaunk 0,25 mr+ 0,5 Mr/un
CpeacTBa:
Cepra Ne: 231725A
Perncrpacus; Poceus Crpanuug § n3 5
“Wenurranke Cuengduraups Pesynptar
Beusalxonud XI0PHA
BpeMeHR YACPKHBAHKA OCHOBEEIX THKOB FONOIION0B Cootsercrayer

GEHSRIKDHHA XJIOPHAR HA XPOMATOTPAMME HCTIBITY CMOTD
PRCTBOPE AI/DKHE! COOTBETCTBOBATS BPEMEHAM YIEPKHBAHHE
OCHOBHBIX IHKOB NOMOJIOroB GBHIANKORKA XNOPHIA HE
XPOMETOrpaMMS CTAHAAPTHOTO PACTEOPR.
Ha xpoMaTOTPaMMe HCNLITYEMOTO PACTBOPA MUAITHO © Rf CooTBOTCTBYET
oxono 0,8 ZOMKHO COOTBOTOTRORATE IATHY HA
_ XPOMATOrpaMME CTaHAAPTHOTO PacTaops,
JIBHATpPHA IXETAT
Bpems yaepXHBaHHA TUKA AMBATPHA S/ISTATE HA CooTBeTOTBYST
XPOMETOIPaMMS HCITLITYCMOM0 PECTEOPA QKO
COOTRETCTBOBATS BPEMEHH YIePKHBARHA HKA IUHATPHA
3/6TATA HB XPOMBTOTPAMME CTAH/BPTRON pacTeopa.
PojxcreeHBEle NPRMeCH

= SCH 1100 BR (orpeeiacsoro Kax TPOroBas KUonoTa) 0.0 %
<0,6% (axauBanexrio 0,9% pasnoxenns Hnparponus
6pomuaa GesnoaHOro)
-BA 686 BR 0.0 %
< 0,2% (3uBnBAnenTHO 0,2% pasnoxenns Hrpatponns
Gponuna Geasognoro)
- MEN 1187 BR 0.0 %
<0,2% (axnaBanenTHo 0,2% pamoxeria DeHoTepona
rugpobpoMuza)

S ey s e T - ——= JTioGoTO eAMHAYHOTO HecTenHHIMpy eMoro npoayxTa-— - ==~ 1 e e B
PE3NOKEHAS "
<0,2%

- Cymma noex IIPOAYKTOB PAINOMEHAS 0.1 %

< 1,0%
KoJHuecTBCHHOE Onpeqoienne
Hupatponks Gpomag
Gespoannill

Ot 23,8 1o 26,3 mr/100,0 mn 25.4 mr/ 100 mn
tenoTeposa HAPOGpOMHE

0147,5 po 52,5 mr/100,0 mn 51.0 mr/ 100 Mn
Ben3aAKoHHA XI0pHK

01 9,0 o 11,0 Mrv/100,0 Mn 10,1 Mr/ 100 mx
JIanarpus 3A6TAT i ;

Or 45,0 o 55,0 Mr/100,0 ma 50.1 wr/ 100 Mn

MukpofHo0raIcCKas YHCTOTA
Ofnee umcao aspobneix Gaxrepuil

He Gonee 102 KOE/mn 0 KOE/mn
O6mee mcno rpubon U Apoxxoi

He Gones 10" KOE/mn . 0 KOE/mn
Staphylococcus aureus/ma

OToyToTEHE oTCYyTCTRYET
Pscudomonas seruginosa/ma

OrcyToTBHs OTCYTCTBYCT
I'paM-oTpHnaTenbRELe 6aKTEPHH, yeToHUNBLID K eaTH/MI

OrcyToTBHE OTCYTCTBYCT
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