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Certificate of suitability

" No. R1-CEP 2003-096-Rev 01

Name of the sﬁfbég‘qﬂce.'
NYSTATIN

Name of hofé‘ér i
ANTIBIOTICE SA

1 Valea Lupului Street
Romania-707410 Iasi

Site(s) of production.
SEE ANNEX 1

_R:I.-__CEP 2003-096-REV 00

COUNCIL OF EUROPE

CONSEIL DE L'EUROPE

After examination of the information provided on the manufacturing method and subseguent
processes (including purification) for this substance on the site(s) of production listed in annex, we
certify that the quality of the substance is suitably controlled by the current version of the
monograph NYSTATIN no. 517 of the European Pharmacopoeia, current edition including
supplements, only if it is supplemented by the test(s) mentioned below, based on the analytical

procedure(s) given in annex.

— Test for residual solvents by gas chromatography |
Acetone not more than 0.5%
Methanol not more than 0.3%

In the last steps of the synthesis water is used as solvent.

A risk management summary for elemental impurities has been provided.’

(Annex 2)

(Annex 3)

The re-test period of the substance is 36 months if stored protected from !_ight at a temperature
between 2°C and 8°C in a double polyethylene bag placed inside a cardboard box.

The holder of the certificate has declared the absence of use of material of human or animal

origin in the manufacture of the substance.

The submitted dossier must be updated after any significant change that may alter the quallty,

safety or efficacy of the substance.

Address: 7 Allée Kastner, CS 30026
F-67081 Strasbourg (France)

Tel: +33 (0) 3 88 41 30 30 ~ Fax: +33 (0) 3 B8 41 27 71 - e-mail; cep@edgm.eu

Internet: http://www.edgm.eu
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Manufacture of the substance shall take place in accordance with the Good Manufacturing Practice

- and in accordance with the dossier submitted.
30 Faif:_t}.re to comply with these provisions will render this certificate void.

:.-Thls certlﬂcate is renewed from 13 May 2010 according to the provisions of Resolution AP-CSP

(07) 1, and of Directive 2001/83/EC and Directive 2001/82/EC and any subsequent amendment,
and the reiated guidelines.

Thls cert;ﬂcate has three annexes, the first of 1 page, the second of 2 pages and the third of
1 page. '
This certifi cate has
lines. :

Director of B QM

Strasbourg, 25 September 2018
DECLARATION OF ACCESS (to be ﬁf{éd .f‘n'b:y the certificate holder under their own responsibility)

Antibiotice SA, as holder of the certificate of suitability
R1-CEP 2003-096-Rev 01 for Nystatin
hereby aUthORSES .......cormimssimmmssmmmmsimriiiin R TR R ER
(name of the pharmaceutical campany)

to use the above-mentioned certificate of suitability in suppdr't of their application(s) for the following
Marketing Authorisation(s): (name of product(s) and marketing number(s), if knowr)

The holder also certifies that no significant changes to the operations as described in the CEP dossier
have been made since the granting of this version of the certificate.

Date and Signature (of the CEP holder):

Address: 7 Allée Kastner, CS 30026
F-67081 Strashourg (France)
Tel: +33 (0) 3 BB 41 30 30 - Fax: +33 (0) 3 88 41 27 71 - e-mail: cep@edqm.eu

Internet: htip://www.edam.eu :
Page 2 of 2
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CONSEIL DE LEUROPE

nex 1: Site(s) of production for R1-CEP 2003-096-Rev 01

Production f’_f. NSfStatin:
Antibiotice SA

1 Valea Lunu'iui"'-ﬁi.ﬁéfef*
Romania-707410 Tasi =

EDQM Certificate of Suitability
CEP No R1-CEP 2003-096-Rev 01
Annex 1 Page 1/1
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9?‘_?“-‘ Substance Antibiotice a

2. Analytical Procedures

Content of acetone an hanol

Apparatus:
- Gas chlomatograpfh

- Headspace autosampler
- Analytical balance

Reagents:
-  Methanol R Lo
- Acetone R Hen et i
- N,N-dimethylformamide R

Preparation of solutions:

Test solution: . i

Dissolve a quantity of about 0.250 g of nystatm substance to be examined in
N,N-dimethylformamide R in a 25 ml volumetric _ﬂ_ask Dilute to volume with the same solvent.
Place 5 ml of the resulting solution in a wial for injection and add 1 ml of
N, N-dimethylformamide R. 4

Reference solution:

Dilute 0.300 g of methanol R and 0.500 g of acetone R Wl'fh NNd:mahy{ﬁeramxde Rina
100 ml volumetric flask. Dilute 1 ml of the solution with the same solvent to 100 ml. Place 5
ml of the resulting solution in a vial for injection and add 1 ml of N’N—dgmefhy{;‘ormam:de R.

Blank solution: Place 6 ml of N, N-dimethylformamideR in a vial for Enjcction.

Close the vials with a tight rubber membrane stopper coated with po}ytcu aﬂ Lloroethylene and
secure with an aluminium crimped cap. Shake to obtain a homogeneous soluuen s

Working parameters of the static headspace:

- Equilibration temperature: 105°C

- Equilibration time: 45 minutes

- Transfer line temperature: 110°C

- Carrier gas: nitrogen for chromatography or helium for chromatography
- Pressurisation time: 30 seconds

- Injected volume: 1 ml

Chromatographic system:
- Chromalooraph:c column: fused-silica capillary or wide-bore column 30 m long and 0. 32 mm
or 0.53 mm in internal diameter coated with macrogol 20 000 R (film thickness: 0.25 pm), A

EDQM Certificate of Suitability
CEP No R1-CEP 2003-096-Rev 01
Annex 2 Page 1/2
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.2. Analytical Procedures

er gas: nitrogen for chromatography or helium for chromatography,

space
to each solution and measme the reas of the solvents peaks. DISJEgaJ‘d the peak due to the
blank solution. -

Calculate the contents of resi vents by the formula:

%":

Where:

At = area of the solvent peak in the clnmnatoglam obtained with the test solution,

Ars = area of the solvent peak in the chromatogram obtained with the reference solution,
mgs = mass of the solvent used to prepare the reference solution, in grams,

mr = mass of substance to be examined used to prepare the test solution, in grams.

EDQM Certificate of Suitability
CEP No R1-CEP 2003-096-Rev 01
Annex 2 Page 2/2
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. .._ANTIB[OTICE S.A. ROMANIA
Y¥STATIN

Open Part

32832
Impurities

Tﬁ-b}::é:ino. 4 - Nystatin —Risk management summary for elemental impurities

o Intended route of administration / Use of the substance : ORAL

Intentionally Consu.]cred o ;
Class risk Conclusion
added ?
management ?

No Yes Absent

No Yes Absent

No Yes Absent

No Yes Absent

No No Absent

No No Absent

No Yes Absent

Tl No No Absent
Au No No Absent
Pd siee No No Absent
Ir _No No Absent
Os __No No Absent
Rh . No: No Absent
Ru o wNo No Absent
Se A Ne No Absent
Ag _No' No Absent
Pt " No . No Absent
Li 3 No e No Absent
Sb 3 Noo No Absent
Ba 3 No & Yes Absent
Mo 3 No Yes Absent
Cu 3 No Yes Absent
Sn 3 No : No Absent
Cr 3 No . Yes Absent

Note : 4bsent means that test results are less than 30% of ICI.-;I Q3D ()pnon 15

EDQM Certificate of Suitability
CEP No R1-CEP 2003-096-Rev 01
Annex 3 Page 1/1
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