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Ceftification of Substances Department

KREATIVE ORGANICS PRIVATE
LIMITED
Dr Krishnamohan SEELAMSETry

Plot No.1306, Rddd No.65

Jubilee hills

India-500 033 Hyderabad, Telangana

cEP_RZ_PH_20 1 6-056 - 122L557

MFE / spc

Strasbourg, 21 June 2019

Re: RO-CEP 2016-056-Rev OO I Hydroryzine hydrochloride

Dear Dr SEELAMSETry,

Please find enclosed the certificate granted for Hydroxyzine hydrochloride following the evaluation

of the dossier.

If you find a mistake on the CEP, you should notify EDQM within 3 months. After this deadline, any

complaint will no longer be considered valid.

You are informed that the EDQM may share the assessment reports for this application with the
National Competent Authorities of the Ph, Eur. Member states, and with the EMA including EMA

committees and working parties/groups and the members and experts thereof.

In accordance with Resolution AP-CSP (07) 7, and as mentioned on the certificate, the submitted

dossier must be'updated after any change to its content, and this must be reported to EDQM.

This certificate is valid 5 years. It is your responsibility to ask for the renewal of the certificate in due
time.

Yours faithfully,

rf Alma KISO

Scientific Officer

Address: 7 All6e Kastner, CS 30026
F-67081 Strasbourg (France)

Tel: +33 (0) 3 88 41 30 30 - Fax: +33 (0) 3 88 47 27 7I - e-mail: cep@edqm.eu
Internet: http ://www.edqm.eu
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COUNCIT OF EUROPE

coNsHr- Dt rtuRo?f

Gffification of Substances Depaftment

Certificate of suitability
No. RO-CEP 2016-O56-Rev 00

,,,,,,:,::,:,,: .,, . ,::, 
':,:: 

,l::,,:ll, a\

t Nameof.the"substance:
2 HYDROXY,ZINE,',ITYDROCH_1.:RrDE

3 Name of hol@';;,.,,,'..,i...1'..i...,l...ii..i...ii..i'..i.....

4 KREATIVE O }ITCSI.:.F.NTVITE LIMITED
5 Plot No.1306, noaa'..n{o.'65',1,.'',...,........

6 Jubilee hills ,, ,, ,,,,,,

7 India-500033 Hydera,Eadi,,,f€lan$ana
,..,,,',.',... ..,, ' . .,i,,,i,B Site(s) of produdioni ,..'...i.,...,i.i..'...i..i'.1...'.',i.,,'.... 

,',.9 SEE ANNEX 1 
',,,,,,,,,,,,,,,',.',,,,,itt:,..',' 

,,.,'
, .:.:.:...:. .: : ::. j

i:::::: . ::

..,,,,,:,'
10 After examination of the informbtion,,,prwided on the manufacturing method and subsequent

LL processes (including purification) forr,this iu$mnce on the site(s) of production listed in annex, we

L2 certify that the quality of the substa:nffii;,:,'iS'......SUitanry controlled by the current version of the
13 monograph HYDROXYZINE HYDRO€f,l;tb,RX,DE;.;';,no. 916 of the European Pharmacopoeia,

L4 current edition including supplements, onl{i.',iif.i|t,,i5,,,,,silpplemented by the test(s) mentioned below,

15 based on the analytical procedure(s) given in,riHnneX.,,.,:.'.i.....i,,,

:,,,.,,,,,,. :::::::::':

L6 Any unspecified impurity detected by the rut,',.,.for,1..1feHted substances of the monograph is
L7 limited to not more than 0, 10%- 'i,,,,,,,,,,,i,,i,.,,:,,, 

',,,,,,,,,,,, 
,,,:,,t,

18 - Test for residual solvents by gas chromatography :i:,.'.,,i'.i',.r,,ir.. 

,,,,,,,,,;,.i.i....i.,..'''L9 Isopropanol not merc tfien,i;$O$O ppm
(Annex 2)

20 No elemental impurity classified in ICH Q3D is intentionat#,;!1[nffi,uCeO in the manufacture of
2r the substance' t":':':""""""""""'i""'i'i'i:

: 
i.......,.,'.. .. :,,,,,, .,,,:::,:',i,: 

'.

22 The re-test period of the substance is 60 months if stored,,.:r.'un$eiii',niitrogen in a double

23 polyethylene bag (outer black) placed in a polyethylene drum. 
',.,:'..i.'r.:.ii.'.i,. 

,.','..,,..,...,.,..

lit:i:t;:::::::;::t:::t::it:::::tttt,i,,;: r',;,:t:it,:i:t:i:::,:,,..

,:,, 
t::::::::::::::....... :.,i::::::::::,:':,",:

The holder of the certificate has declared the absence of use of matArilaf;:i;Ufi:'fi,U*an or animal

origin in the manufacture of the substance. 'iiii.il.:.l.l.li.:,lllii:t',,,.,,,,',',:.,..;l'.;i.,,..' ,,',i::,.,;,i;,:,;i,i' .,'i.i i,":,."",,

' ::: :i :i,::.::::::.:,,,... " :.,,.,, :: ::: :,

The submitted dossier must be updated after any significant change that mayi,..Alffini:theil,qruality,26
27 safety or efficacy of the substance.

Address: 7 All6e Kastner, CS 30026

F-67081 Strasbourg (France)

Tel: +33 (0) 3 88 41 30 30 - Fax: +33 (0) 3 88 41 27 7L - e-mail: cep@edqm.eu

Internet: http://www.edqm.eu
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ri::ii:ii;i:r;i:tli:iri:il::' 
..::i:i:ii:i:i:i:i::,

,....t..............i.....,.',.,.,1.:.28,i.l.i.. Manufacture of the substance shall take place in accordance with the Good Manufacturing Practice

'l.i'u..i,,.1.1i..f$i...1.i..i'": 

in accordance with the dossier submitted'

.,'1i $;.t'1'....- 
'.iji4.q,e 

to comply with these provisions will render this certificate void.

31

32

33

34

35

36

37

is granted within the framework of the procedure established by the European

Commission [Resolution AP-CSP (07) 1] for a period of five years stafting from

It..iU*.,,.:20!.9. lttoreover, it is granted according to the provisions. of Directive 200U83/EC and

',,:t!,'::!,i:!i i::l i t !a::!::,:,: i ::.: 
,,,,,,',,,t!,t:::i:::: 

i:: :::l:l:...

This ceffifreate'ha$i:traro annexes, the first of 1 page and the second of 3 pages.
r::::::::::::::: .:::::t::::::

Th i s ce ttif ieate;:ih-agiil

lingS.',,,,,,,,,,,,,,,,,,,i,,,,,,,,,,,,,,l,:,,,,,,,,

DECf-ARATION OF ACCESS (m1 :-61 ;6,"in;i:,by the certificate holder under their awn responsibility)
li"i:l1l...;1 

.1.'..i.'.'"i"1.'.....l...:':.:.

hydrcchloride

Date and Signature (of the CEP holdefl:

Diffiiffi..i200'*il&}lE0 and any subsequent amendment, and the related*guidelines.

Address: 7 All6e lGstner, CS 30026

F -67 08L Strasbourg (France)

Tel: +33 (0) 3 88 41 30 30 - Fax: +33 (0) 3 88 4127 7L - e-mail: cep@edqm.eu

Internet: htto : //www.edqm.eu
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turhrq!|itt id.LSlnt

off,.d(lB l&mffdEil
&lk t[fiEl&rdc*ef{

Site(s) of production for R0-CEP 2016-056-Rev 00

EDQM Certificate of Suitability
CEP No R0-CEP 2016-056-Rev 00
Annex 1 Page U1



tnsattrrc oryrnlcr
TIYDROXYZINE IIYDROCHLORIDE EP TEST PROCEDURES

" t',ff t',,Procedures

Test Procedure

t2

:,:.:.:,:,: i.i:.r ii i::ii- ::,:.:.:i::l

Residual Solvents
(GC)

a

:::::::::l:::::il:::li::::.

l,::j:::':::::::::i:::::::::..

:it:t:::il:tl:ilitli:::::t:::ttit:
::::,::::i:j:::;:l::::i:::::::::l:::l::::::

Solvents of Dimethvlformamide.
Isopropanol (tPAliiii:ii;gpcl;,ii,,,8+lbene are used for the standard
preparation and ) is used as a carrier gas.

Column i::li::"' :.::'}:ll::1:l::t:ji:t::::

ffi$;.,*.lt- film thickness

(b) Stationary phase - end propylphenyl-g4%

Blank:DNIF

l:':.i,:::.:'i.:::':':::.i::.:::'ir' .*:::::':ii:'i::'::i': j':i''

(a) Size - 30M x 0.53ffii ili:$,1

OSP-G43).'liiiiii;iiir"rir;;1:iiiiiiiii

'::: ::: :j :.: ..: ::: :::... . . .:: ...,.._ .,_ .._.. _ , i: ::j,
\.',,::::,:::i:ij::'14::::::i::"'i::il:il:::l:::l:::l:

':::j:i : : ::: :r: : . I ,i :f :fi 1:f:::::::: :::l

EDQM Ceftificate of Suitability
CEP No R0{EP 2015-056-Rev 00
Annex 2 Page 1/3
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fircattre oryantw

IIYDROXYZIII,E ITYDROCHLORIDE EP TE ST PROCEDURE S

'Di Test,,Frocedures
Sl;,

hfc..
,,,,tpst Parameters Test Procedure

a

Standard Solution: t".
10ppm solution of Isopropanol(IPA) and Toluene :

Transfer 32pL of IPA and 291tL of toluene into a 25mL
volumetric flask and dilute with DMF to volume and mix. Take
lml. of this solution into a 100mL volumetric flask and dilute
with DMF to volume and mix.

Test Solution: Weigh accurately 750mg of test sample dissolve
with 5mL of DMF.

r,Qh ro matosr ap h ic C o n ditio n s :
,Flov rate - 4.00mL / minute

Split :itit,t';r:,tr:i;,t;,',,,,:,,,1l,:,' -10
:::::.:::: ::.:::.::j:... : 

: :-:': ::::::::::.::::::.

H e a d S p aCi",' fursmetw s :

-

G.C Cycle Tffii.1;,2810$imin

Valve Ouen femp,,l, il ffiue;i,,

Transfer Line ffi$:i,.l.ii.I..

ib6,,.'- oStandby ato* pule;'l+,,i',,,,,,,,,,,,,,,,,,, 
.,, ..,,,,,,,,,,,,,,,,,,,,,,

Platen/Sample Temp:',r,,i $sG.i.l..i'tiii.ri...

Platen Temp Equil. Timeu;...il:00:

Sample Equil. Time - 10.0.0; in

.iDffbptor - FID

.ffi6ofo'r port temperature - 1400C

..Detettotnorttemperature - 2600C

iiiso"Iutnn.iio.v,,,en temperature - 45oC @old for 5 minutes) then

iai$ei.fCI'.1i2.0\e-@ZS'C per minute (hold for 2 minutes) then raise

to i$.Hq6i.i,@..,$$sc n"t minute (hold for 2 minutes).
Equilftii*ffi.:.tiffi91.r...... - l minute.

Pressurize - 10 PSIG

Pressurize Time - 2.00 min ''ii.ii.'iii

EDQM Certificate of Suitability
CEP No RO-CEP 2016-056-Rev 00
Annex 2 Page2/3



B: Test,Procedures
sIt

,No;
ifiest Parameters Test Procedure

I

Pressurize Equil. Time - 0.20 min
Loop Fill Pressure - 5 PSIG

Loop Fill Time - 2.00 min
Inject Time - 1.00 min

Ptocedure:

1. Condition the column for at least 30 minutes and ensure no
peaks are eluting from the column. Allow to equilibrate the

Eolumn.
:l:i:::; laKe )mL oI standard solutron and transter m to a vlal tor

i..i,.. i..,.,'iii. "'n injection'

$1,':$ffi,''5ml, of test solution and transfer in to a vial for each

....i'fi 

dsvl'"t".

SXiiii:i

Noii. ,:,:: Order of sequence
No.of

Iniections
I 02
2. Sv$ieirl'Suiubi I iw (Standard solut ion) 06
J. Bla#"""t""" 0l
4. Test SaruEle, ,' 02

; :; : 
::;;:;;::;::;::;::; 

:;::::,::;::,::;::;:; :;::

5. Svstem S uitabitr{Ml;...ffim.,.sy,stem suitability solution for
system suitabilib,i;ffi(l1e&e$1,*1,rc Resolution & RSD% peak
areas of IPA and folUene. ,,,,,,,,,,,,.,,11,..,

Acceptance criteria 
i'iii*i.l, 

li,ir.1....iii.iii',ll.'

' :i.:i::i::: ::: ::.:':::i:,' . ,' ". ::::::i:::::::::: .

L Resolution between IPA ffiii;tr6tuefigi..l NLT 2.0
i,.iii:iii:i;x,:l:l:l:ii:i.:li:ii:lliii:ii:liiii:iii:ii,

2. RSD for peak area of IPA and'i,ffilUaiqiiirillMT 15.0%
'::::'::: ::::::,'1.,,,.:.:'', :'::':,::::::,:::.:::l:,.

Calculation:
Determine the amount in ppm using fofld,winii

ppm Sample Area
Standard Area

*f 
rruathrgoryantm

TTYDROXYZINE HYDROCHLORIDE EP TEST PROCEDURES

EDQM Certificate of suitability
CEP No RO-CEP 2016-056-Rev 00
Annex 2 Page 3/3


