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V4 COUNCIL OF EUROPE

Exmopean Directorate | Direction eumpéenne
for the Quality | de | qualite
of Medicines | du médicament
& HealthCare | & soims de sane COMSEIL DE LEUROPE

Certification of Substances Department

Certificate of suitability
No. RO-CEP 2020-149 - Rev 00

Name of the substance:
HALOPERIDOL

Name of holder:
VAMSI LABS LIMITED

A-14, A-15, A-31, A-32 and A-33, M.1.D.C. Area
Chincholi
India-413 255 Solapur, Maharashtra

Site(s) of production:
SEE ANNEX 1

After examination of the infofnﬁtidn' provided on the manufacturing method and subsequent
processes (including purifi cat:on) 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 HALOPERIDOL no. 616 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 the following impurity by liquid chromatography (Annex 2)
4-Chloro-1-(4-fluorophenyl) butan-1-one i"'_not more than 150 ppm

— Test for residual solvents by gas chromatography (Annex 3)

Methanol nb;t"::rribre than 3000 ppm

The substance is packed in two transparent pofyethy!ene bag_ __m two black polyethylene bags,
placed in a polyethylene drum.

The holder of the certificate has declared the absence of useaf rial of human or animal
origin in the manufacture of the substance. '

The submitted dossier must be updated after any significant change' nay alter the quality,
safety or efficacy of the substance. 2

Manufacture of the substance shall take place in accordance with the Goocl L ring Practice

and in accordance with the dossier submitted.

Failure to comply with these provisions will render this certificate void.

Address: 7 Allée Kastner, CS 30026
F-67081 Strasbourg (France)
Tel: +33 (0) 3 88 41 30 30 — e-mail: cep@edgm.eu
Internet: https://www.edgm.eu
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This certificate is granted within the framework of the procedure established by the European
Pharmacopoeia Commission [Resolution AP-CSP (07) 1] for a period of five years starting from
4 April 2023. Moreover, it is granted according to the provisions of Directive 2001/83/EC and
Directive 2001/82/EC and any subsequent amendment, and the related guidelines.

‘This certificate has three annexes, the first of 1 page, the second of 3 pages and the third of
4 pages.

This certificate has:
lines.

On behalf
Director of

Strasbourg, 4 April 2023
DECLARATION OF ACCESS (%o be filled in by the certificate holder under their own responsibility)

Vamsi Labs Limited, as holder of the certificate of suitability

RO-CEP 2020-149 - Rev 00 for Haloperidol

hereby authorises

(name of tbf pﬁamyaceuﬁca! company)

to use the above-mentioned certificate of suitablhty m support of their application(s) for the following
Marketing Authorisation(s): (name of praduct{s) ana‘ mameﬁng number(s), if knowr)

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

Date and Signature (of the CEP holder):
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Certification of Substances Department

“Annex 1: Site(s) of production for RO-CEP 2020-149 - Rev 00

Production of Haloperidol:

VAMSI LABS LIMITED

A-14, A-15, A-31, A-32 and A-33, M.I.D.C. Area
Chincholi A

India-413 255 Solapur, Maharashtra

EDQM Certificate of Suitability
CEP No RO-CEP 2020-149 - Rev 00
Annex 1 Page 1/1




Impurty -

[Breparation of Test solution.
Dissolve 100.0 mg of the Haloperidol to be examinad in methanol
dilute to 10.0 mL with the same solvent

Digsolve 10.0 mg of 4-chicro-1-(4-lucrophenyl) butan-1-one in 100 0 mi
volumetnc flask contaning 10 mi of methanol and diluted to up to the mark
with methano! Diiute 1.5 mi of above solution diluted to 100 mil of methanol.

EDQM Certificate of Suitability
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Column. size. 1= 0.1 m. @ = 4.6 mm; e
chromatography R (3 um).

Fiow rate: 1.5 mi/min

Detaction. Spectrophotometer at 230 nm
Injection: 10 i

Total run brme: 30 min. .,
“Relalive Retention time with reference to halopendol (retention
8 min); 4-chioro-1-(4-fluorophenyl) butan-1-one = about 2 2.

Imection sequence.

Sr No | Name of injection No._ of inection
ot Blank 01

02 Standard sciution 03

03, Test soiution o1

EDQM Certificate of Suitability
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l'\;‘;\Ll

¥1) butan-1-ane (in ppm) by using the following formula.
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30 m X 0.53 mm ID, 3.00 pm or g
Name of the datector FID {

Camer Gas - Nitrogen for chro
Injection system : Auto

Initial oven taemp 1 80°C
Initial tme 10 minutes.
Rate 15°Clrmen.
Final oven temp. -240°C
Final Time 2 mmnutes.
Injector temperature 225'C
FID temperature - 250°C
Camner gas (Na) flow . 3.0 mi/min
Split ratio c21

EDQM Certificate of Suitability
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Injection volume : 1000 i y
Note: Purity of diluents usad in tha analysis shouid e
Impurities sluting at the same RT as that of the diff
analyzed by this method.
Pregaration of blank sciution:

Transfer 5 mL of diduent to a headspace vial and saal the vial
Prapargtion of standard stock solution:
Accurately weigh about 0 60 g Methanol. 0.1780 g Toluene and 0.12
methylene dichioride in 100 mi volumetric flask contaming about 10
diluent. Make up the volume with diluent.

INCarg stocx Foiuton

gl AR s AR i Y
Accurately weigh about 0.05 g of Benzene in a 25 m| volumetric flask
containing about 10 mi of diluent, make up the volume with dilvent. Dilute
1.0 mi of this soluticn to 100 mi with diluent

EDQM Certificate of Suitability
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Dilute 10 mi ot il

sl
in 100 mi of vo. Al

to the mark with difiden

Freparabon of Sampee

Amnwwand_ bon :lmphbum\uid-

add 5 0 mi of divent &

Placs the sealed viai of the blank
headspace. Ne peak should ba obsél
& No. | Neme of soiverk.
of. | Methanol 1.
02| Methylene dichionde |
03 | Banzene
4. | Toluene

System sutabiity, :
Inject the standard solution in to the chromatograph us
chromatographic perameters and note the peak areas of
the chromatographic report. The system is suitable for

if. The relative standard deviation of area of six raplicate i

solvants is not more than 15.0% and Retention time NMT 2.0%,

should be nol less than 1.5

Precaution {o be taken dunng analysis. Heal the column at 240°C for halfi2

an hour before starting the analysis.

EDQM Certificate of Suitability
CEP No RO-CEP 2020-145 - Rev 00
Annex 3 Page 3/4




s Peak response of each solvent from the star
Cs° Concentration of standard soiution
Cu: Concentration of sample solution.
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