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HOM(?]) pPerucTpanioHuoro YAOCTOBECPEHHAS

1 N012496/01

Jdara perucTpanunu:

16.09.2011

Jata nepeopopMmaeHHs PCrRCTPAIHONHOIO
YAOCTOBEPEHHS:

18.06.2014

Pemc‘rpauuomme YAOCTOBEPCHHE BLIAAHO!

Geccpouno

HaumenoBasue i ajpec 10pHIHIECKOro JHua,
'H3 HMSI KOTOPOFO BbIAAHO PEIHCTPAUHOHNOE
yaocToBepenne:

HOCPH ®apma I‘n«SX, Iepmanus
UCB Pharma GmbH, Alfred-Nobel-Str. 10,
40789 Monheim, Germany

TOpTOBOC HAHMEHOBAHHE JICKAPCTBCHHOIO
npenapara;

Hioxer®

Memzxyuapomloe HENATCHTOBAHNOC
HAUMEHOBAHHE HJIH XHMHYECKOC
(rpynmlpoao'moe) HAHMCHOBaHHC
{AGKAPCTBCHHOTO Hipenapara:

Hzocopbuaa aunurpar

[Jlexapcrsennas Gopma, 103HPOBKA (-u):

KOHUEHTPAT Ui IPHIOTOBNIEHUS PacTBOpa A
lundryamdt, | Mr/s

:Cocrtas JCRKAPCTBEHHOr 0 CPEACTBA

(Ka‘leCTﬁellllblﬁ H KOJHYECTBeHHbIH cocTaB ll(!i'lCTBylﬂﬂlllX H BCIIOMOIaATC/IbHBIX Beu.leCTB):

i

imsocopbuga amuurtpara (8 suge MC/H-natpua xnopuaa 10/90) 1.0 mr, senomorarenbhble,
eutectea (HaTpus xnopua 9.0 Mr, Boga s uubekuni 994.9 mr (a0 1.00 Mn) :

Dopmbl BoInycKka (AekapcTBennas dopma,
HOIMPUBKA, IIEPBHYHAS YIIAKOBKA,
KOJIMYECTBO JIeKAPCTBeHHOH dopMbl B
NEepPBHYUHOH YIAKOBKe, KOAUMECTBO
HepBHYHOH YNAKOBKH B NOTPeduTe/ILeKof
YHAKOBKE, KOMILIEKTHOCTD):

YenoBus oTnycka:

flo peuenty

PekBH3UTBI HOPMATHBHOI JOKYMEHTAIHH:

1 N012496/01-160911

jj{l{iﬁ;" IRy

KOHUCHTPAT A8 APHFOTOBACHUS PacTBOpa Ias| -
nudysuit, | Mr/vr (amnyna) 10 ma x 10 (nayka:

KapToHHas) P
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]
[
1
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Crpanuua 2 perucrpaiionnoro yaoctosepenis Ne [T NO12496/01

Haszgauus u (baKTH‘lCCKlle agpeca HPoH3BOACTBCHHLIX MIOIAIOR, YUACTBYIOIHX B 1Tpoiecce
HPOU3BOACTBA JEKAPCTBCHHOIO HIpenapara, ¢ YRKasaHueM 3Tiang Hponisoiacrsa:

TTpouseodcmeo 2omosol nekapemeenuol gopator EBEP ®apama Mena I'w6X, epmanis / EVER Pharma
‘Jena Gmbl, Germany

Otto-Schott-Str, 15 07745 Jena, Germany

[Tepeuunasn ynanoska JEBEP ®apma Hena 'voX, Tepamannsn / EVER Pharma
Jena GmbH, Germany

Otto-Schott-Str. 15 (07745 Jena, Germany

Bmopsnast/ nompeSumetbekas YilukosKka Diicnka Dapsacktotikais FMOX, Iepmanua /- Acsica
Pharmaceuticals GmbH. Germany !

Alfred-Nobel-Str. 10 und Mittelstr. 15 40789 Monheim, Germany

ITpoussodumens (Boinyeraouuie ROnmpots kawecmsd) Oftcura Dapyacsiorukans TMOX, Tepmanns . Aesica
Pharmaceuticals GmbH. Germany

Alfred-Nobel-Str. 10 40789 Monheim, Germany

3amecruresbs MHHHCTDA R H.H. Karpamansn

MY(i}xs,vlljp(c b)
ML

e
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%\ AESICA

CEPTHOUKAT KAYECTBA

0 JIEraJJEHOM HOCTYTIE Ka4ecTBEHHbLIX
dhapManeBTHYECKHX MTPOLYKTOB Hit MEXKAYHAPOAHbIH

PHIHOK
Hazpayue u .
REKAPCTREHHAS
dopma : Haoxer 0.1 %
Cepus Ne + 5711701
NpoaykT Ne : 1007638
ToneH no :01/2022

Venosus xparenus - [Tpu 1emnepa1‘ype HE BbILE
25°C

HasBayue 1 KORMYECTBO KaX/I0TO aKTHBHOTO
BelllecTha:

onHa amnyna coaepxut 10.0 My nzocopdiiaa
auHutpara B 10 aur pacTBopa.

HacTtosiiiMM yOOCTOBEpAETCA: YTO AAaHHEI IDOOVKT
NPOK3BOANMTCS B COOTBETCTBHY C pEKOMEHIALHAMH
BO3a "Xopoiuune npasiia NPOU3BOACTBA K KOHTPONA
xayectpa nexapcts” (GMP) ¥ B cooTBeTCTBMY C
HALMOHANLHBIM 3aKOHOAATENLCTBOM PenepatHBHOMN
Pecniybnuks Fepmannn,

VI1aKoBKa | Chiphe, HAPAAY C MPOHIBOECTBCHHBIM
{IPOLICCCOM, AHTPO M KOHEUBLIM MPOAYKTOM sI8JifoTes
NpeaMeTaMi KOHTPOMS KAuecTBa, OIPeneneHHbIM KiK
HalMOHANBHO, TaK 1 MEXKIYHAPOAHBIMH
Qapmaxonesmu, MM® i MITK cranrapramu 1
nPOH3BOACTBEHHLIM NMpoLeccoM Jiteuxa
Mapmacsiotixans ImM6X.

TpebyeMoe cOOTBETCTBYE (PApPMallEBTHUCCKMX,
$uaMecKuX H MUKPOOHONOTHYECKHX XapAKTEPHCTHK
OTpefeAeTes I KaxKIoy cephu Ge3 0roBOpOK.
CoOoTBETCTBYIOLIAST AOKYMEHTALDIST XPAHUTCH B LOCHE B
TeueHHe 6 RET B COCTABE OCHOBHOM AOKYMEHTALLHHN Ha
TIPOH3BOACTEEHRYIO CEPHIO.

HacTos i Mbl TAKOKE YAOCTOBERAM; YTO YKA3RHHBIH
BEILNE NPOAYKT COOTBETCTBYET YCTAaHOBACHHBIM

crie LU MKATIMANM, HA OCHOBAHIH YEr'o BHIIaeTCs
paspelilcHHe Ha ero BRIMMYCK ¢ NIPOM3BOACTRA
OTBETCTBEHHBIM KBAIM(HUWPOBIHHbIM 3KCITERTOM.

Jitcyka Gapmackiotikans I'M6X
Aesica Pharmaceuticals GmbH

(oo oo

Keanudmnimposanysii cneguatuct
Qualified Person . gahine Czwalinna

Monheim,
88 JUN 2017

CERTIFICATE OF QUALITY

on the Legal Status and Quality
of Pharmaceutical Products
Moving in International Comimerce

Name and

dosage form

of product : ISOKET 0.1 %
Batch no. 15711701
Article no. : 1007638
Expiry date :01/2022

Storage conditions : Do not store above 25°C

Name and amount of each active ingredients;

One ampoule contains 10.0 mg Isosorbide Dlmlrdl,e in
10 ml solution.

It is certified that the product is routinely manufactured
in accordance with the WHO rccomandatlons Qf

"Good practices in the manufacture and qu1l|ty control
of drugs” (GMP) and in accordance with the natlond!
legal requirements of the Federal chubhc of
Germany.

Packaging and raw materials as well as manufauurmg
process, the bulk product and ﬁmshed product are
stbject to quality controls set forth in national 'md
international pharmacopoeias, F. 1. P.and P. I. C,
standards and operating procedures of Aesica ™~
Pharmacewticals GmbH. )

With respect to the pharmaccutical, physical chemical
and microbiological specifications the reqmred quallty
of every batch is ascertained without reservations. T
respective documentation will be kept on file for '1:& '
years as master batch productlon record

We hereby also certify that the above mentioned
product conforms to the established spemﬁcations and
is released accordingly by the responsible quahﬁed
expert. .

Remarks: n/a

Ucnonmmrrens KOHTPons cOOTBETCTY]
Quality Assurance Facilitator
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%i% AESICA

CEPTHOUKAT AHANMIA

CERTIFICATE OF ANALYSIS

Hazsanye npogyxra
Product name

Cepus Ne
Batch no.

[TponyxTt Ne
Article no.

Crenndmkanms
Specification

Jara npoH3BoACTsa

: M3OKET 0.1%

ISOKET 0.1%

. 5711701
: 1007638
: P72,SPZ.03F/00 dated 29.07.2004

: 02/2017°

Date of manufacture

Xapaxkrepuernkn Kauectaa
Quality Characteristics

Tpeboranus no Kaueersy
Quality Requirements

Pesynnrar
Actual

Caoiicrea
Properties

Bremuui Bl
BusyansHelil KOHTPOAbL

Appearance
Visval examination

Conepunmo
Content

OCHOBHOIT YNTAKOBOYHBII MaTEphal

Primary packaging material

3anax
Odour

[TpozpaunocTe
Clarity

Uper

Colour

TTpospaunas, becuseTHan KUAKOCTE

clear, colourless liquid

Becuserhute 10 ma-OHIT-amnynst ¢ ooHIM

+ KPaCHbIM KOIOBLIM KONLLOM

colourtess 10 ml OPC-ampoule with
one red code ring

be3 zanaxa

odouriess

[1po3payran xHAKOCTE, T0A00HO BOAE

clear Lquid, like water

BecureTHasn *KHAKOCTE, MOROGHO BOAES

colourless liquid, like water

COOTBETCTBYE
complies

Cco OTBGTCTByg

complies

COOTBETCTBYE
complies




& AESICA

& Carhdnry Madicst Lo esy

Hassanue IponykTa
Product name

Cepua Ne
Batch no.
TTpoaykr Ne
Article no.

Cneugrxanna
Specification

Xapaxrepuersikn Kavecrea
Quality Characteristics

: UBOKET 0.1%

1SOKET 0.1%

5711701

: 1007638

: P72.SPZ.03F/00 dated 29.07.2004

Tpetorannsg no KagccTny
Quality Reguirements

S

PesyasTaT
Actual

Visnexaenblil o6bem

Extractable volume

OcmonsibHOCTD
Qsmolality

Nopaitanocts
1dentity

H3ocopbnna AnEMTPAT
1sosorbide dinitrate

Tect B2XX
HPLC test

Hatpua xnopua
Sodium chioride

OkpauliisaHye maMeHu
Flame coloration

Peaxints ¢ uuTpaTomM cepebpa
Reaction with silver nitrate

YuetoTa
Purity

3uauenne pH
pH - value

10.0-101.0wmn/ ml

276 - 306 MOcMon/kr
mOsmol/kg

COOTBETCTBHE XPOMATOTPAMME CPABHEHNA
to comply with reference chromatogram

NHTEHCHBHOE KeNTOS DRpaliBanie
deep and persistent yellow

Genpiil npewuTaT, pacTBOPHMELl B
pacTeope aMMuaKka
white precipitate, soluble in ammonia

5.0-7.0

10.4 mn / ml

292 miOcmon/kr
mOsmol’kg

COOTBETCTBYE
complies

COOTRBETCTBYE
complies

COOTBETCTBYE
complies 7
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2 Comat Madindf e

Ha3zsaHue npollyxTa
Product name

Cepus Ne
Batch no.

TpoiykT Ne
Asticle no.

Creunduxauus
Speeification

XapaxTepnermen Kayecrea
Quality Characteristics

: W30KET 0.1%

ISOKET 0.1%

1 5711701

: 1007633

: P72.SPZ.03F/00 dated 29.07.2004

Tpebosauua no Kauecrsy
Quality Requirements

(%D

PeiyRnTar
Actual

KonpuecTBo HacTHIL
Particulate matter

Caetosas OMOKHPOBKA
Light blockage

Hutpur
Nitrite
Microquant BETPUT-TECT

onpeaeAeklA HNTPITA
Microguant nitrite test

TocTopoHHHe HITPATH
Foreign nitrates

2-u3ocopdua MOBOHNTPAT
5-uzocopbria MOHOHNTPAT

2-1SM and 5-ISM

onpeaenenyte Metoaom TCX
TI1.C determination

Komryecrpeanbiii 23
Assay

Mzocopbina AHNKTPAT
Isosorbide dinitrate

OnpeaeneHite METOIOM BXX

HPLC determination

.1:.(

He Gonee 6000 vacTiwkouTeiinep > 10nmrst
NMT 6000 part./container 2 10pum

ile Gonee 600 vacTiW/ KoHTRitHED = 25MKM
. NMT 600 part./container = 25pm

<'] ppm (uacTeli Ha MAH.)

He Sonee 0.3 %o KaxOOr0
NMT 0.5 % each

He Goace 1.0 % B cysate, (10 OTHOWEHWIO K
n3ocopOuaa MITHITpaTy
NMT 1.0 % in sum, related to ISDN

(0.95 - 1.05 M/ /7 mg/ml)
95% - 105%

22 yacrun/KoHTeftnep
part./containér

0 uactuy/xouteitnep
parl.fcontaingr:

< | ppm

He ofHapyXeHh!
not detectable

HEe OMPeAEns ioTCA
not determinable




S& AESICA

Coniet Rdical

HazpaHHE MPOLYyKTa : W3OKET 0.1%

Product name ISOKET 0.1%

Cepia Ne : 5711701

Batch no.

[popyxT Ne : 1007638

Article no.

Creundurauns : P72.5PZ.03F/00 dated 29.07.2004

Specification

Xapaxrepnernkn KavecTra Tpebopanusa no Kavecrsy Pesynantar
Quality Characteristics Quality Requirements Actual

.7 1
ro S,

T o \“,"'l
Muxpobionorueckas 4IcTOTA
Microbiological Purity

70

CrepHiBHOCTS Y7 Crepunbo COOTBETCTBYE
Sterility sterile complies
BaxTepualbHble IHAOTOKCHHbE <5.0 En.2/mn < 1.0 En.9/mn
Bacterial Endoloxins L.U./ml L.U./ml

H30KET 0.1% yxazanHoii cepiu cOGTBETCTBYET crennpuraunn.
ISOKET 0.1% of the above mentioned batch meets the specitication.

Sitcuxa GapmaceroTikand [MEX
Aesica Pharmaceuticals GmbH

KanniryunposanHblii CNCUMLTHCT chonﬂm KO'-!TpOHﬂ COOTBETCTBHA A0KY.
Quatlified Person . . Quality Assurance Facilitator
Monheim, Pr. Sabine Czwalinna

08 JUN 2017



