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Istituto De Angeli S.r.L.

Istituto De Angeli S.r.L.-Loe. Prulli n. 103/c-50066 Rggello (F1)- lialy

Manufacturing Authorisation N*: aM-136/201 8 dated 07/11/2018, GMP Centificate No.: IT/233/H2018
WhenrmyTo ac Anremi C.PJL Tipynn 103/c- S0066 Perreanio (®aopewums) - Hranus

Jiieinnn wa npoinsoneTo Ne: M-13672018 ot 07/11/2018, GMP-Cepmidiicar Ne: IT/233/H2018

Certificate of Analysis and Conformance
CepTH(HKAT aHAJIM3A ¥ COOTBETCTBMS

Product name / HaumesoBanue NEKAPCTBCHHOMO CPENCTBA

Article No. / Lot No. / Aprikyn Ne / Cepur Ne
Marketing Authorization No. / PerucTpaunonnoe
ynocrobepeHie Ne

API name / HaiMenopanie hapmaleBTHicckoh
cybeTanitiu

API Manufacturer / Iponazonstens AGC
Dosage form / JlcxapcTachias hopma
Container Type / Bun ynakosky

No. of Analysis / Ne ananuan

BIX No./ Ne-BIX

BIX Version / BIX-sepcus

Quantity / KonuiccTad ynaKesox

Date of Manufacture / JlaTa nponu3soucTha
Date of Expiry / Cpox roanocTi

Number of Normative Documentation: /
Homep HOpPMBTHBHDIL AOKY MEHTALW ML

Berodual inhalation solution 0.25/0.5 mg/ml
BEPOJIYAIT pacteop and wnranaund 0,25 mr + 0,5 mr/mn

460651/ 933409A
1 NO015914/01

Ipratropium bromide anhydrous + Fenoterol hydrabromide
0.25/0.5 mg/ml / Yinpatponus Gposua Geasonusli +
dexotepona ruapoSponma 0,25 + 0,5 Mr/un

Boehringer Ingelheim Pharma GmbH & Co. KG

Inhalation solution / pacTeop Ans uHranaui

Bottle (glass, amber) creknsnikit YNAKOH AHTapHOTD UBETA

20000489

100904

2

71288

20.01.2020
31.01.2023

TI N015914/01-141217

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 thet the batch of the finished drug product for medical use conforms to the quality

specifications established by the Normative Documentation.

HaCTOALINM [OATBEP:/AI0, HTO BCE CTAIMM NPOH3BOACTBA AAINIOH CEPIN TOTOROMD NPOJLy KTa BLIMIONHEHLT B NONHOM
cooTpercTeI ¢ TpeGosanianit GMP EC, a Takike HTO cepita IEKAPCTEENHOTO NpENapara JUIA MEAHUMHCKOTO ITpHMEHCHHS

COOTBETCTBYCT CTIEIN(HKAUNHI HOPMBTHBHOM IOKYMEHTAIIHH.

Remarks: / [Tpnimeuanna:

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

Xpauenie
[py TCMNEPATYpE HE BLILLE 25 °C, He 3aMOpaKHBaTh,

Packaging conforms to the approved Normative Documentation.
V11aKOBKa COOTBETCTBYET COFNACORARNON HOPMaTHBHOT AOKYMEHTALKH.

Labelling conforms 1o the approved Normative Documentation.
MapKipoBKa COOTBETCTRYET cOrnacoBaniof HOPMETHBHO{ AOKYMEHTALIMH,

Date of Release / [iata samnycxa: 13.02.2020
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CeprrduKaT anaiusa u Hucraryt ae Asrexn C.p.JL
COOTBETCTBHA
Hasame nexapetienkioro  BEPOJIVAIL pacTRop Juid unrannusi 0,25 Mr + 0,5 mMr/Mn
CPeNCTBE:
Cepin Net 933409A
PorucTpamms: Pacens CrpasHug | w32
Hemurranne CreruhHKALAD Peayaurar
Onucanne

Tlpoapamnas, GecuperTas HIH NoTTH GecupeTias XHIKDCT:, CooTBeTCTBYET
ceofogHast OT CyCrnenABPOBAHHAX HACTHIL

Jonax now™d HeolmyTAMELL,
Ilpernocn
WirmeCHBHOCTE OKPECKH He JOJUKHA TIPEBRILLATD CooTseTcTBYCT |
WHTBHCHBIOCTE OKPACKH TANOHRONO pacreopa BY.
ITpoapayHocTs
OnanccoenlHs He AOMKHR NPEBLILIATS ONIISCUCHIAID CooTseTcTBYET
yranorwoll cycnenanm 0/2,
pH
Or 3,0 no 4,0. 3.4
Ionnxel e TOYKH IAMEPIANAT
Ot 0,50 a0 0,62 K. 054K
OrnocHrensans wWwioTRoeTs (d20/20)
Or 1,004 xo 1,014, 1.007
Kexneso
He Gonee 5 ppM CooTReTCTRYET

Ofnex coaepRIMOTe YTIHICOBKA
Cpexutiti 0GBEM CONCPXHMOro FONAeH OHTH papeH WiH CooTtserersyer
Gousme nomMusansHoro Q (20 wwr). He Gomee 1 13 50 obtemon
aonyckaetea B npeacnax mexy (Q-X) (18,2 M) n (Q mn-2X)
(16,4 Mn) minz omioro ofLema 13 50 ofBcMOY He AoKHO GHTs
menee (Q-2X).
X (mn)=Qx 0,09
Jo3a 1 oABOPOXRALTD AOIKPOBANNS
Hy OIFOro 3nauckus He ADMKHO OTKICHNTHCA Galce, MeM CoOTBETCTRYET
+10% oT opoezmedt Macew 10 onpegenennii. O6max macea 10

onpenencuiil JODKHR HAXOANTECH B NPEAEnIX +15% or
TeopeTiacckofl Macer 10 onpepencui.
CKOPOCTS OTKANLIBMTH KE BOHINC 2 KANENK/CEK,
TIogmiHHOCTE
Menoreponn ruapobpomun
Ha XpoMaTOrpaMMe HCITEITYENMOr0 PACTROPA TIATHO © Rf CooTseTcTBY LT
oxono 0,7 JIDNIKAO COOTRETCTBOBATE NATHY KA
XPOMBTOIPAMMO CTABNGPTHONO PACTEOPE,
BpeMma yepXcHnan v Iuke heHOTCpOoNa ruapobpoMHaa Ha CooTBeTCTEYET
XPOMATOTPAMME HCTIETTYEMOI'O PACTEOPA JOMKIN0
COOTBETCTROBATE BPEMEHH YACPKWDBAITHS THKa (henorepona
rHIpoGpOMILA HA XPOMETOIPAMME CTANJAPTIIONO RacTROpa
A,
Mupatponns Gporug
Ha XpOMATOrpaMMe HCITEITYEMON PACTROPE TIATHO C Rf CooTtsercTByET
okono 0,4 JOMKHO COOTRETCTBOBATS NATHY HA
XPOMATOrpaMME CTAUAAPTHOTO PACTBOPA.
Bpess yAepKHBLHBA TTHKA UNPETPONTHA Gpomnna fa
XPOMATOTPANMPME HCMBITYEMOrO PACTEOPA AOIDKIO
COOTHETCTROBET BPEMEHH YEPIKHEGHHA TIRKE HITPATPONBA
GpOMHIA 1A XPOMATOTPAMME CTANAPTHOTO PACTBOPR A,
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CepraduKaT anaIyia u HWncraryT e Aurenu C.p.JL

COOTBETCTBHS

Heasanue nexaporschsoro  BEPOJ[YAJT pacreop yik wermnAush 0,25 Mr + 0,5 mr/mn
cpeneTea:

Cepna Nei 933409A

Perncrpums: Poceun Crpenmga 2 13 2
Hermrranue Coieunduranng PeaysbTar
BemaIkoHHK XI0PHg
Bpemena ynep:KHBRHAA OCHOBILIX NHKOB NOMOJIOrOB CoorsercTeyer
OBHILTKOHAA XJIOPHAA HE XPOMETOTPAMME HCNLITYEMOr0
PACTROPE AOJDKHEI COOTBCTCTEOBATE BPEMEHAM YACDKHBANUA
OCHOBHEIX THKOB FOMDNToToB BEHIATKOMHA XIOPAS HB
XPOMETOIPAMME CTAHNAPTHOTO PACTBOPB,
Ha XpoMaTOrpaMMe HCITLITYCMOTO PAcTEOpE TIATHO © RE CoOoTBETCTBYET
oxono 0,8 JORRHO COOTESTCTBOBATE NATHY HA
XPOMETOrpaMMe CTAHAA)TROrO PacTeopa.
JuRATPHEA JRETAT
BpcMa yAEp#MUBaRAA TRKE THHETPHA 2RETATA HA CoorsercTayer
XPOMETOPaMME HOTILITYEMOTO PACTBOPE NOINKHO
COOTBETCTBOBATH BPOMEHH YACPAHBAHHA ITHKE JIHHATPRA
3JIETETE HA XPOMATOrpaMME CTRHIAPTHONO PACTBOPA,
Iocroponyue IpHMecH
- SCH 1100 BR (onponcaremoro Kax TRONOBAA KWGHOTE) 0.0%
<0,6%
-BA 686 BR 0.0%
<0,2%
-MEN 1187 BR 0.0%
<0,2%
~ Emmuaioit RowaeHTApHLMpoBanoit NpuMech 0.1%
<0,2%
- Cymma Boex npumcecii 0.1 %
<1,0%
KonmyecTpeniioe onpe/aeienne
Huparponnsd 6pomug
Geanpnuit
QOr 23,8 10 26,3 mr/100,0 Mn 253 wr/ 100 mn
®enoreposa TEAPOGPOMBN
Ot 47,5 1o 52,5 Mr/100,0 mn 50.6 mr/ 100 mn
BenanJikonun X,10pRjL
O19,0 a0 11,0 mr/100,0 mn 10.0*‘” 100 mn
JIRAATpAd dAeTaT
0r 45,0 zo 55,0 mr/100,0 ma 50,5 M/ 100 mn
MnkpolirojorRuecKas SHCTOTL
OGuxee wncao a3polnnix Gawrepuil B APOACGKEBRIX H MIECHEBERIX rpnfos
(cymmapuo)/mn
He 6osree 102°KOE 0 KOE/mn
Staphylococcus surcus/mor
Qrcyrersne OTCYTCTBYET
Pseudomonas seruginosa/mi
Orcyrerene OTCYTCTBYET
]‘pnm-o-rpm:mwwua Galmpml, ycToHunBEIE K XEeT0A/vT
OTcyToTBHE OTCYTCTBYET

Hinn IT'® PO — Karcropus 2
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nehapnncunoro apenapara

Bepunrep Hnrenbx:ll'sm ldmcpucm:m I‘MBX I'(:pr.wmm,

BOchrmg:r Ingclhc:m Intemational’ GmbH g

AAPEC MECTORNKDANIEHI AL pkaTens
(BAANCSLUA) PECHCTPAINOHHOID YOCTOBEPLUNR
JEKADCTREHIOTO MPeNaparTa

:“ ’I

Binger Strasse 17.\ 5521 6 lngemeam am Rheln
Germany
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| lara rocygapcraennoil perucTpain

NEKAPCTRENHOTO NpenapaTa _,: *

“Ta

24:07.2009 °
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Cpox peflcrBus perunpauummurn
YAoeTOBCpENUH NICKDPCTRENNOro npenapata

Geccpouno , .

AL AACERN

Nata sueceitnn napeitenuit s PETHCTPANHOKNOE
YAOCTOBCPEIIHE JICKADCTBCUILOID NPEItApnTa
(1aTa 3amenps pory c"'r_pu LHOHHOTO
{YNOCTOBEPENHS JICKIPCTBEHHONO NPENANATA)

14.12.2017

ry

.MihopMaunR 0 3apericTPHPODAHIOM NEKaPCTBERHOM NpenapaTe;

Toproroe HABMCIOBRHHE

Bepoayan®

Meaayuapoanoe HelaTCHTOBANHOE, HIH
TpyINHPOBOYHOE, MR XHAMIINeCKOE
HAHMEHOBAHHEC Ly

HMnparponita 6pomna + MeroTepon

Jluapcruumnu q)opnn e

pacTeop IR HUrAALM

[[o:mpnﬂm *, e

e

10 25 Mr+ 0.5 urfmn

fo BCIOMOraTENLILIX I]EIIIECTD

ol c]u:umcpmia riupoGpomin 0.500 mMr/mn, unpatponua 6pomun monoriapar 0.261 mr/va (B nepecueTe Hn
] Geaaomu.m ana'rpomm Gpmnm 0.250 Mr/Mn), BEIOMOraTENBHbIC BELICCTRA (ﬁemmmomm xnopu.n, e

diopm.l nsm}cua (neaapcmeunan dopma,
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Certificate of Analysis and Conformance Istituto De Angeli S.n.L.

Product Name; Berodual inhalution solution 0.25/0,5 mg/ml

Batch / Lot: 933409A

Registration: Russia Page 1 of 2
Test Specification Result
Appearance
Clear, colourless or almost colouriess llquid freo from Conforms
suspended particles,
Odour almost imperceptible.
Calour
Not more intensely coloured than reference solution B7, Conforms
Clarity
Not more opalescent than roference suspension 0/2. Conforms
pH
3,0-4.0 3.4 |
Freezing-point depression
0.50-0.62K 054 K
Relative density d(20/20)
1,004~ 1.014 1.007
Iron Conforms
Not more than 5 ppm
Package content volume
The average volume of contents should be equal to or grentar Conforms
than the nominal Q (20 mL).

Not more then 1 in 50 volumes is pormitled fo be in the range |
petween (Q—x) (18.2 mL) and (Q—-2%) (16.4 mL) no single '
volume out of 50 volumes should be less than (Q-2X).

X (mL)=Qx 0.09

Dose and upiformity 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 & 150f the theoretical weight of
10 determinations,
The dropping speed is not moro than 2 dropa per second.

Identification
Fenoterol hydrobromide
In the chromatogram of tho test solution the spot with Rfof Conforms
about 0.7 should correspond 1o the spot in the chromatogram of
the standard solution.
The refention timo 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
chromatogrem of standard solutlon A.

Ipratropium bromide anhydrous

In the chromatogram of the tost solution the spot with Rf of Conforms
about 0.4 should correspond to the spot in the chromatogram of

the standard solution.

The retontion time of the Ipratropium bromide peak in the Conforms

chromatogram of the test solution should correspand to the
retention time of the ipratropium bromide peak In the
chromatogram of the standard solution A,

Renzalkoniuw chloride
e The retention times of the main peaks of homologues of Conforms
benzalkonium chioride in the chromatogram of the test
solution should correspond to the retention times of the main
peeks of homologues of benzalkonium chioride in the
chromatogram of the standard solution,

Tn the chromutogram of the test solution the spot with Rf of
about 0.8 should correspond to the spot in the chromatogram

. IR DT TY
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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 933409A
Registration: Russia Page 2 of 2

Test Specification Result

of the standard solution,

Disodium cdetate
The retention time of the disodium edetate peak in the Conforms
chromatogrem of the test solution should correspond to the
refention time of the disodium cdetate peek in the
chromatogram of the standard solution.

Farelgn impurities
- SCH 1100 BR (determined as tropic acid): 0.0 %
<0.6%
-BA 686 BR: 0.0 %
<0.2%
-MEN 1187 BR: 0.0 %
<0.2%
- Any unspecified impurity 0.1%
<0.2%
- Total impurities 0.1%
< 1.0%
Assay
Ipratroplum bromide anhydrous
23,8 —26.3 mg/ 100.0 ml 253 mg/ 100 m!
. Fenoterel hydrobromide:
! 47.5-52.5 mg/ 100.0 m! 50.6 mg/ 100 ml
Benzalkoniom chloride
9.0—11.0 mg / 100.,0 ml 10.0 mg/ 100 ml
Disodlum edetate
45.0—55.0 mg / 100.0 ml 50,5 mg/ 100 ml
Microbiological purlty
Total aerobic microbial and combined yeasts / mounlds count/ ml
Not more than 10% cfu 0 CFU/ml
Staphylococeus aurcus / ml:
Absent absent
Pseudomonns aeruginosa / ml:
;. Absent absent
Bile-tolerant Gram-negative bacteria / mi
Absent absent

Or Rus. Ph.- Category 2

- End of Report -
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