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Manufacturing Autherisation N: 2M-81/2020 dated 26/07/2020, GMP Cenificate No= 56112020

Huienmyr fle Asrenit CPJL Tipynait 103/c. 50066 Perrenno (aopeiius) — Hrasmiue

JHHCEIIIA WD RPAIDBOACTRO 0-8172020 ot 29/07/2G20, GMP-Cepindusar Ne: TRYH2020

Certificate of Analysis and Conformance
CepruukaT aHAIHIA K COOTBETCTBHA

Product neme / HaiueHODAHNE NEKDPCTBEHHONO CPEACTBA

Article No. / Lot No. / Aptixyn Ne / Cepua Ne
Marketing Authorization No. | PerucTpatsonios
yaocToBepenie Ne

APl name / HaunmenosaHie diapMaueBTHYeCKof
cylGcTanumy

AP} Manufacturer / Tlponssoinmeak AGC
Dosage form / JlexapeTaernasi dopMa
Container Type / Bun ynaxosxy

No. of Analysis / Ne ananuaa

BIX No./ Ne-BIX

BIX Version / BIX-sepcus

Quantity / KonnyecTso YIAK0BOK

Date of Manufacture / Jlata NpoN3nOACTS2
Date of Expiry / Cpox roauoctit

Number of Nonnative Documentation: /
Homep HOPMaTHBHOR JOKYMEHTILIN:

Berodual® inhalation solution 0.25/0.5 mg/ml
BEPOJLY AJI® pacTsop AN imiransuitit 0,25 Mr+ 0,5 mrfua

4606517 231714A
T1N015914/01

Ipratropium bromide anhydrous + Fenoterol hydrobromide
0.25/0.5 mg/ml / Minparponis Gpomua Geasonnuii +
®enorepona ranpobpotia 0,25 + 0,5 mrivn

Bochringer Ingelhcim Pharma GmbH & Co. KG
Inhalation solution / pacTeop A4 nuraaii
Bottle (glass, amber) / crexnannstil (RAKOR SHTAPHOFO WACTA

22002543 g
100904 / e S
02.05.2022 Lof 2
31.05.2025 - %
[1015914/01-141217 VarJ Hfaa Ne 1,23 (-_

\\ ’ (i 7=

=

[ hereby certify that all menufacturing stages of this batch of finished product have been carried out 'shiﬁgii_comp!ihnéi-with the
GMP requirements of the EU and that the batch of the finished drug product for medical use conforms 10 the-quality’

specifications established by the Normative Documentation.

HacToRuysM NOATEEPAURIO, HTO BEE CTAIMH NpOHIBOACTBA ABHIIOI CEpHit roTOROIO (POJYKTS BEINOAHEHE! B TIOAHOM
cooTReTCTBUM © TpeSosanuamu GMP EC, & TAKAKE 4TO CCPUS ACKAPCTELIHON NPEHAPATa AR MEARLIIICKOTD NPHMEHCIT

cooTBETCTAYET CRetduKaLmH HOPMATHBHOR AGKYMENTALI.

Remarks: f [lpumevanis:

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

Xpaneuune
Tpu TeMnepaTy pe HE BEILIC 25 °C, ne 3aMOpakHBaTE.

Packaging conforms 10 the approved Normative Documentation.

VYNaKkoRka COOTBETCTBYET COMIACOBAIHON HOPMATHEHOT HOKYMCHTAIH.

Labelling conforms to the approved Normative Documentation.
MapxupoBKa COOTECTCTRYET CcOrAacoBanuoil HopMaTHeKoil JOKY MEHTOUIH.

Date of Releasc / Jlara primycka: 30.05.2022

30.05.2022

l{ﬁflﬂ%&iﬂ?ﬁ}e&i—&ﬁh
Qualifie¢Person,
T ot

r.s5a Pao!é‘?.?fan
2~ O8O

Date / Name / Signature of the Qualified Person, Quality Assurance
Laota/ Vs / Moannes YNIONHOMOUEHHOTO WA, ofecneHenng KaueeTsa
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Certificate of Analysis and Conformance

Product Name: Berodual® inhielation solutlon 0,25/0.5 mg/ml

Batch / Lot: 231714A

Registration: Russia

Istituto De Angeli S.R.L.
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Test Specificatlon

Description

Colour
Transpareucy

pH

A clegr, colorless or almast colorless lquld, free of suspended
parilcles.

‘The odour is almost non-sensible.

Not more intensively colared than the reference solution Ba.

Not more opalescent than referonce suspension 072,

From 3.0t0 4.0

Decreaso of freezing point

From 0.50 t0 0.62 K

Relative denslty d(%10)

Iron

From 1.004 to 1,014

Not more than 5 ppm

Volume of contents of a pnckage

The average volume of the contents should be equal o or more
than the nominal Q (20 mL),

Not more than 1 outof 50 volumes is aliowed within the renge
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) =Q x 0.09

Dose and uniformity of dose

Identification

Not a single value should deviate by more than + 10% from the
average weight of 10 determinations, The total weight of 10
delerminations should ho within the range of = 15% of the
thearctlcal weight of 10 detzrminations.

The rate of dropping - not more than 2 drops per sec.

Fenotcral 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 retentlon time of the fenoterol hydrobromide pezk In the
chiromatogram of the test solution should correspond to the
retention lime of the fenaterol hydrobromide peak In the
chromatogram of standard solution A,

Ipratropiom bromide

In the chromatogram of the test solution the spot with Rfof
about 0.4 should correspond to the spot in the chromatogram of
the standard sclution.

The reteation time of the ipmtropium bromide peak In the
chrometogram of the teat solution should correspond to the
retention time of the Ipratroplum bromide peek in the
chromatogram of the standard solulion A.

Benzallionium chloride

The relention times of the moin peaks of homologues of
benzalkonium chiloride in the chromntogram of the test
solution should correspond to the retention tines of the main
peeks of homologuces of benzalkonium chiorlde in the
chrometogram of the standard solution,

In the chromatogsam of the test solution the spot with RF of
sbout .8 should correspand to the spot in the chromatogrum

Result

Conforms

Contorms

Conforms

35
0.54

1.007
Canforms

Conforms

Conforms

Conforms

Conforms

Conforms

Conforms

Conforms

Conforms

K
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Certificate of Analysis and Conformance Istituto De Angeli S.R.L.

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

Bateh /Lot 231714A

Registration: Russia Page3 of 5
Test Speclfication Result
of the standard solutlon.
Disodium edetato
The retention time of the disodium edetate peek in the Conforms

chromatogram of the test solution should correspond to the
retentlon time of the disodlum cdetate peak in the
chromatogram of the standard salution.

Related impurities :
- SCH 1100 BR (determined es tropic acid) 0.1 %
<0,6% (equivalent to 0.9% degraded Ipratropium bromide
anhydrous)
-BA 686 BR 0.0 %
<0,2% (cquivelent to 0.2 % degraded Ipretropium bromide
anhydrous)
-MEN 1187 BR 00 %
<0.2% (equivalent to 0.2 % degraded Penoterol
hydrobromide)
- Any single unspecified degradation product 0.0 %
<02%
- Total degradation products 0, 1% =
<1.0% . e Sel
Assay 3
Jpratropium bromide snhydrous ,'/ N e

From 23.8 10 26,3 mg / 100.0 mL 24.9/mg/ 100:mki
Fenotorol hydrobromide \ ) =
From 47.5 to 52.5 mg/ 1000 mL 502'mg / 106 L
Benzalkonium chloride \ i-3",
From 9.0 to 11,0 mg / 100.0 mL lO.U\mg"MQG‘mL -

% o

Disodium edetate ~- e
From 45,0 to 55.0 mg / 100.0 mL, 49.8 mg / 100-ml"
Microblological purity
Total aerobic microblal count
< 10 efiml! 0  CFU/ml
Tota!l combined yeasts/ monlds count
s 10! ofw/ml 0 CFUml
Staphylococcus aurens / ml:
Absent absent
Pseudomonas aeruginosa / ml: :
Absent pbsent
Bile-tolerant Gram-negative bacteria / ml
Absent obsent

Or Rus, Ph.- Category 2

- End of Report -
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CepraduxaT aHATH3A | Uncraryr Je Aareaun C.P.JL
COOTBETCTEBH :
Hessanne nexepotachuoro  BEPOJIYAJI® pacraop at wiransunit 0,25 Mr+ 0,5 Mriun
cpencTaal
Cepra Na: 231714A
Perncrpais: Pocens Crpannug 4 u3 5
Henurranue Crel(ad HKRLHH PeayauTaTt
Onucasne
TTpoapaunss, Gecperias wid nouTH GLCLBETIAN XHIKOCTh, CooTaercTnyeT
ce00ONHAR OT CYCNEKAKPOBANHEN YBCTHIL
Janax MOUTH Heoly THMEIH.
Ilpemoers
HETeleHBHOCTE OKPACINE HE ROMAKHA DREBLIATD CooToercTRyeT
HHTEHCHDROCTS OKpackn yraneitioro pactsopa BT, :
IipoapauaocTh
OnanccueHuis He ZOJKHE DPEBHLINTS ONARCCULIIHIO CootnercTayer
aranonnoll cycticusax 072,
pH
Ot13,0n04,0. 3.5
TTotisxcinne TOUKH JnMepIAHHN
Or0,50 20 0,62 IC 0.54K
OTitocrTeaklAn MIOTHOCTH (4*/)
071,004 no 1,014, 1.007
HKeneso
He Gones 5 pp CooTREToTBY T
Ofnem cogepMUMOre YIAKODKH
Cpoasuil offbent comcpiaMoro ponxcy Goimh paseit Hax CoorsereTByct
Gonume sonsmansiore Q (20 mn). He Gonee 1 13 50 ofpemon
pomyckacTea B npeacaax mexay (Q-X) (18,2 vem) 1 (Q Ma-2X)
(16,4 m) vt 11 0amoro 0Gsema 13 50 0GLeMes HE KOO fuiTh
nehee (Q-2X).
X {umy=Qx 0,09
Jo3n # OLMOPOAHOCTH IOIHPOBARUS
Hyr OAHOTO IHAYCHHN HC RONKNO OTKAOHATRCA Gones, uem CoorBeTTBYCT
+10% ot cpeancit maces: 10 onpelenenwil. OGmas mMacoa 10
ONpCACHEHW JIONEHR HEXONHTBOR U NpGReHEX +15% or
TeopeTuueckoit macest 10 onpeeaciti.
Cxopoets oTkanupanya ue Gonpmue 2 Kanoas/Cex.
TognaaKocTh
OenoTepona rnapobpomin
He XpOMETOFPIMME HCIBITYEMONC PRCTDOPA NRTHO © Rf CooTseTCTRyCT
okono 0,7 AOMKHO COOTBUTCTDOBATE NATILY UG
XPOMATOTPAMME CTAHIOPTIOND PACTROPA.
Bpeus yNCPAUBIIKR RHER enoTepolu 1sapobpoMitaa na CooTeeTcTBYCT
XPOMATOrPENIME HCIBITYEMONO PACTROPR KO0
CODTBETCTEORATL DPEMERH YHEPKUBAKHA Miko (eHoTepONA
ruEpoBpPOMILA HA XPOMETOTRMME CTANJIUPTHOTO PACTEOPR
Huoparponas Gposi
Hi XpOMETOrPAsME HCIRITYCMOr0 pacTeopa NATHO & Rf CooTacrerByer
0x0n0 0,4 IOMKHO COOTRETCTROBETS IWITHY HE
XPOMITOIPaMME CTRHARPTHOTO PAcTEOPS.
Bpesx yACPAHBRILHI [THKD WIPATPOTIHS Gpomuia Ha CoartnercTyeT

XPOMOTOrPAMME KCIIBITYEHOID PACTAOPR ROAMHO
COOTBETCTEOBAT: BRCMEHH YACPKHDAHNE THXA RIPATPONHA
GpoMHAR i XPOMITOIPUMNE CTRILIAPTHOMO pacrsopt A,

CoAC-100904-Y05




CeprauKar aRAIN3A H Wxernryr ae Aurenu C.p.JL

COOTBETCTBHA I

Hasuusne nexsporsenroro  BEPOAYAJI® pactsop aua piranatndit 0,25 mr + 0,5 nr/Ma
cToa: i

Cepus Nt 231714A

PernctpanHa: Poceua Crparnua 5 #3 5

Henwranae Crennrdnkanns Porynvrat

Bensanronid XT0pux
BpeMein YAEPKHOANRR OCHOBHEIX TKOD FOMORONOD CooTpercTayer
FeHBAIKOHKA XNOPKAR HE XPOMOTOTPAMME HCOLITYCMOTD
PACcTUOPA JOJTAHL] CODTRETCTAODLTE BPEMEHAM YACPKKBRIIR
QOHOBHKIX THYXOR roMonoron HEH3ANKOKKA XAOPHAR HA
XPOMETOTPAMME CTRILIEPTHOID PACTEOPH, s
Ha XpOMETOTPEMME HOTTLITY€MOr0 PECTBOPA RATHO & Rf CooTaCTCTBY ST
oxosto 0,8 RONKHO COOTBETCTROBAT: TIATHY HE
XPOMRTOrpAMME CTRRARPTHOMO PacTHOPA.

JlHuaTpin 0eTAT
Bpenn yACPKHBAHUS KA JHHOTPHA IAETUTA KA Coorpetorayer
XPOMETOTPAMMC HCITBITYCHOTD PRCTEOPA AOMEKHD
COOTBEICTEOBATY, BPCMCHH YACPHKHBANNA TIHKR JHHATPRA
9/1ETaTa KA XPAMOTOTPAMME CTRIBPTHOI PACTOOPA.
PoacTBCHHLIC NPHMECH . ,
- SCH 1160 BR (onpeaeiieMoro Kax TPORDa0R KHEHoTa) 0.1 %
<0,6% (axousancumio 0,9% pasnowenis Hopatponus
Gpomuas Geanopora) .
- BA 686 BR
<0,2% (axousanenTro 0,2% paanoixenus Knparponns
tipomupa Geanoguoro) )
-MEN 1187 BR
< 0,2% (axsnsancsTso 0,2% paanokeins OeioTepon
runpoSpoMHAz)
- JIIoG0T0 SAMKHHHOID HeCTeIhHUHPYCMON0 NPOJYKTA
PASNOECHIA
<02%
- CyMME BCEX TIPOAYKTOB PAIONKCITNHL
<1,0%
Konuuectnenioe onpeacnenie
Hnparponus fpomna
Sespoannlit

0123,8 1o 26,3 ur/100,0 mn 24.9 wmr/ 100 ®n
denoreposa riuapobpomun

Beinaakonng xioput

Or19,0 o 11,0 Mr/100,0 ma
JHnaTpHn JACTAT

Or 45,0 zo 55,0 Mr/100,0 mn
MuxpobiiosorHieckaR YICTOTA
Ofmee yieao aypolnsix Gaxrepit

He Gonee 102 KOE/Ma
O6mee wieno rpufon K Apommedt

He Gonco 10' KOE/stn
Staphylococcus pureus/ma

OtcyTersne

Pseudomonas Aeruginosa/ma

Oreyretsie

T pamM-oTpUIATEALIEIE BAKTEPIY, YCTORUHDBIC K weaan/ma

OrcyTernne

Hau T'D PG — Kereropii 2

- Koen orvotd -

OT47,5 20 52,5 1r/100,0 wn 50,2 mr/ 100 M0

10,0 ¥r/ 100 mn

49,8 mr/ 100 mn

0 KOE/wa
0 KOEMa
OTCYTCTRYET
OTCYTCTIYCT
OTCYTCTRYCT
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