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865707: Phenytoin sodium 250 mg/5 mL solution for injection/infusion, 5 mL vial
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1.5. msvadeuRmantAanly (General chapter)

1.5.1. uaNTAves Injection fin15uaAING/N15ATIT Universal test saoluil

/Related substance ucx

Q3A,038,Q3D(R1), Elemental impurities in drug
products, FDA guidance for industry (August 2018),
USP<232> <233>,<2232>, BP supplementary chapter IV
Q , EP general text 5.20)

D) Test Acceptance criteria
1. | Description/Appearance Complied to finished product specification
2. | Identification complied to all requirement of all specified
procedures in the test on Reference monograph
3. | Assay complied to specific test of Finished product
(Shelf-life COA only) (2.1.)
4. | Elemental Impurities analysis

Complied with finished product specification or
specific test (2.1.) '
(FaereaunaiadiAnunnnin Reporting threshold)

( wey.edvwn indesennmad)

5 | Microbial limit test Complied with finished product specification or
specific test (2.1.)
6 | Uniformity of dosage forms Complied with finished product specification or
specific test (2.1.)
1.5.2. AouaniAved Phenytoin sodium finsuaninNg/ninsaa Universal test tastaluil
0} Test Acceptance criteria
1. | Description/Appearance Complied to Active pharmaceutical ingredient
specification
2. | Identification complied to all requirement of all specified
procedures in the test on Reference monograph
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U8 Test Acceptance criteria

Assay complied to specific test of Active
pharmaceutical ingredient
(Shelf-life COA only) (2.2)

Complied to Active pharmaceutical ingredient

4. | Elemental Impurities analysis

/Related substance c+
Q3A,Q3B,Q3D(R1), Elemental impurities in drug
products, FDA guidance for industry (August 2018),
USP(41, 82)<232>,<233>,<2232>, BP supplementary
chapter IV Q , EP general text 5.20)

- Organic impurities

specification or specific test (2.2)

Meets the requirements
~ Inorganic impurities Meets the requirements 114380151579 heavy metal
(Elemental impurities

analysis)

Complied to Active pharmaceutlcal ingredient
or specific test (2.2)

Remdual soLvent (ICH Q3C (R5-6,, USP42

<0675 EP general text 5.4, BP appendix VIll L, JP17
supplement1 p,2634-40)

2. gusudAnIumAla
N'ﬁﬂ"liﬁ‘J"W’lLﬂ'ﬂuﬂﬂﬂ.lﬂWﬂLﬂu‘Lﬂﬂﬂil finished product specification uag Specification of
Active pharmaceutical ingredient (API) fisnsdannundusifuatuiieniv FalgaanaTounio
ATNMUAZNIIUNTOMITUATET NTENTIATITUGY muma'ﬁm'ﬁuﬁlﬁawawauﬂuﬂww
msrum"m'ia‘lwm’mflmiﬁ"ml,né’ﬂumﬁu'lﬂmium ANUUTEMANTENTIEITITUEY 304 eEATURER
g1 WA, 2556 aeTudl 11 Wwen W, 2556 (aaﬂiyﬂ']ﬂ‘lm’mﬂamw,ur\mquw 10 Aquieu 2556)

2.1 Finished product specification

98 | Specification of Acceptance criteria Acceptance criteria
finished product Current USP In house
A Identification
- HPLC The retention time The retention time
....................................... corresponds to standard | corresponds to standard
- IR Spectrum corresponds the | Spectrum corresponds the
same wavelengths as same wavelengths as
Standard Standard
Assay 95.0% - 105.0 % 95%-105% of label claim
3 | Alcohol 9.0-11.0 % 9.0%-11.0% v/v
Fm.loﬂ'i‘il.lﬂ’ﬁ""]'lr'l'l.m'ﬁbf‘vLﬁﬂﬂuﬁuﬂwﬁ‘ﬂb‘m“m“w {‘
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99 | Specification of

finished product

Acceptance criteria
Current USP

Acceptance criteria

In house

Propylene glycol

37.0-43.0 %

37.0%-43.0% v/v

Bacterial Endotoxins

It contains NMT 0.3 USP
Endotoxin Unit/mg of
phenytoin sodium

NMT 0.3 EU/mg

pH

10.0-12.3

10.0 -123

Particulate Matter in
Injections

>10 L NMT 6000/vial
>25 ML NMT 600/vial

>10 )L NMT 6000/vial
225 KL NMT 600/vial

Related substances
(by HPLC)
- Individual impurity

- Total impurities

- NMT 0.10%

- NMT 1.50%

2.2 Specification of Active pharmaceutical ingredient (API) : Phenytoin sodium

Acceptance criteria

. Acceptance criteria

Acceptance criteria

98 | Specification of API
Current USP Ph.Eur 10.0 In house
Appearance White or almost
white,very
hygroscopic,
crystalline powder
Solubility Solubility: soluble in
water and in ethanol
(96%), practically
insoluble in
methylene chloride.
1 | Identification First identification: A, C. First identification: A, C._or
Second identification:B,C. Second identification:B,C.
A. IR absorption complied to standard | complied to standard | complied to standard
B. HPLC (USP) or The retention time The retention time The retention time
TLC (Ph.Eur) corresponds to corresponds to corresponds to
standard standard standard
C. Reaction of No precipitate should | No precipitate should | No precipitate should
sodium be formed be formed be formed
ANEATIINTTAMMURTHaY SeRuasANNYLBIANNE
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' i Acceptance criteria | Acceptance criteria Acceptance criteria
i Current USP Ph.Eur 10.0 In house
Appearance of The solution is clear
solution. and not more

intensely coloured
than reference
solution BY6

Assay by HPLC (on 08.0 - 102.0 % 98.0 - 102.0 % 98.0- 102.0 %
dried basis)

Loss on Drying NMT 2.5% NMT 2.5%

Water NMT 2.5%

- Phenytoin related NMT 0.5% NMT 0.2% NMT 0.5%
compound A
Or Impurity C

- Benzophenone (USP) NMT 0.1% NMT 0.1% NMT 0.05%

- Phenytoin related NMT 0.9%
compound B (USP)
or Impurity E

Impurity D NMT 0.15%

- Any other individual NMT 0.10% NMT 0.10% (for each) NMT 0.10%
impurity
Or Unspecified

impurities BEAERY U IO RS R A W st (S W 25 SRR

-Total impurities NMT 0.9% NMT 0.5% 5 NMT 0.9%

Free phynytoin Not more than 1.0mL ;
of 0.1 M sodium

hydroxide is required

to change the colour

of the indicator to

pink.

nuewR - NMT = not more than
* 97248 Dissolution wag Uniformity of dosage units Tiliuulenansuanisneazioun
nan5ns2e s wmndldudsssandeniidusiavlsluly coa
_ nsdifleansidoundinisiiu (waive) n15asaaasuiasngisienisla IWduuana
lnamdngusananilssueyiame
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- Drug substance specification iansananludinsigvivesian drug substance %39
TuBins18% drug substance Yo sfnans1dSagy atulaatunils Felinrsasas
Jmesiasuynihdetidivun

- nsiigeBannadudy USP adudl 41 vielmind Tuuuanssenunaningam
Jiaszwate Elemental Impurities 8819tio8 3 Production Scale Lots lagnaasy
MAPANIEUIUNITHER (Whole Process: Risks Assessment Report for Elemental
Impurities Wa¢ Identified sources of Elemental Impurities, Evaluating control <
30%PDE) 1ng31891%3UkuUAaY 38 % LOQ (Limit of quantification)) A1
mm':gwum5ﬁﬁﬂ¥u1ﬂﬁ§uﬁiaﬁﬂﬁmmﬂmzﬂ'ssum'imm'iu,asen ‘

3. A1sUseiuA1UsEaNSAMEa31A1 (Price Performance)
easdunnulenals 1589 MIUszliuAUsEANSAMRes 1A (Price Performance)
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z‘-'fnmus;amwmméﬁL%i]gﬂLLasi’aﬁ'mummﬂigﬂumaﬁ‘ﬁ’mﬁLﬂiﬁzﬁm (Finished Product
Specification and Analytical Procedures) itunsileull Inasdassredadivgiivsznie
nsENsNAsIsUgUsUTmEsnindtUsen e

wuneme;: nsdinegsenitvedsulauileislinnsivazdofmuauasgiuly
aenndesmuineivssmaiuseaiafnenangased WInuANENTIINETEMNIUASY)
Thuuvdiundwaudlawdsuutassenslunsdeusifuen (wuu ne. 9) vie duifee
utlandsuuassenslungdousiiuen (Wwu o.5) inmdoutushe
duunluddgnistunadousiuen Wy ve.2 vie vie.3 vie ve.d viie 8.2 udusinsd)

4.1.1.nsdlemanlulszmelng (ne.2)

4.1.2 nsdifemiditemsutussgluszmelne (ne.3)

4.1.3 nsdieidanaeussna (ne.4)

wuwn: nsdfinsasuulamdludSueygrauazanuiindn Tuuvdiudmeudly
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5) ﬁ'll.umﬁqﬁa%'maammgmmwﬁmmmwa"nanﬁﬁ%‘nﬁﬁﬁiummﬁmm (Good
Manufacturing Practices (GMP) lumnafifsadesfuerfivane (adudrganinsounis
asnasulaedteglutinainisiuses) Inefeslseneume
5.1, duunnideiusewnasgiumsansmamannuRasn1sIRlun1SHAR TR AUAIEN

@y (Certificate of GMP Active Pharmaceutical Ingredient (API))
5.2, dnumiidedusesnmsgrunisuansaumaninueiIsnsialunsudnnan ool
d5a3y (Certificate of GMP Finished Product)
6) umsgrureItennuanunningauftedifty (Active Pharmaceutical Ingredient
Specification) wasnansinsiendniagu (Finished Product Specification)
6.1. duununsgiuingiuiiend1fey (Active Pharmaceutical Ingredient Specification)
warunIgIuNdndueiedniagy (Finished Product Specification) Tnasgydnnen
(Pharmacopoeia) Mld81dsmsaTeilasunsgrusgripedouiulumudeimun
waranasgIuTeImMslaseiluhaeladnemils audsrmansEnTEnsIsgy
309 sEyFITEN
6.2. @1441 drug monograph ?Jadﬂzdﬁ";tﬂﬁ']ﬁ’ﬁy (Active Pharmaceutical Ingredient) uay
nAnsausie @393V (Finished Product)
6.3. n3diNTmgAUMI81d /Yy (Active Pharmaceutical Ingredient Specification) 13
nanSugiendusagy (Finished Product Specification) hivsnglusinaen (Non-official
pharmacopoeia) v'fmLmﬂwﬁngmdﬂmﬁmmgﬂwaamﬁLﬂswsﬁLﬂu“LUmwﬁawﬁﬁa
losieluil
6.3.1.53'*5’@r’i’mumu.asmmﬁgmﬂmmﬁmﬁw"Lu@Tﬁ']awmUizmﬁﬁ‘tﬂuﬁnﬁnmm The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) 30

6.3.2 Sof MUAKAZNINTTIUVRINTUATIEIENER (In-house process) fiaonndoaty
ICH Guidelines %38

6.3.3 Jotmunuazanasguiivasmaliangiimualussen ssele den
yil musTAnsETIENEISAY F8e sEyen dwiuguuuuetun
(General requirement for dosage form)

NUIGNA: TaAIMUAAMNINIRGAUAI81d1ATY (Active Pharmaceutical Ingredient
Specification) uagnanausigdniagy (Finished Product Specification) #999148431n6137
Weafuuazatuideaty snduudnsdiidmeiidfervunuazuinsgruveansiiasie
ez ingiuiendify vie ndndusierdiiagy

7) duumilideiusemanisiiagieyt (Certificate of Analysis (CoA)) lnessUsznausie
7.1, dunmildesuseamansinsieiingausmendfny (Certificate of Analysis of Active

Pharmaceutical Ingredient (AP))) Ingfasusznausie

7.1.1dAwumidsdesusamanisiinsetingAusdienddny vekdningauiiendfy
(Supplier)

7.1.2dwmilsdeiusesmanslieseiingausend iy venannaniasiendsagy
(Manufacturer)
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7.2. dAnuamiidefuseananisiiasivsinandusiendniagu (Certificate of Analysis of

Finished Product) vesnannan fausiendusagy (Manufacturer)
8) @uuenasuAMINaNITANEIAINALY (Stability data)

8.1. AUENANSUARINANISANYIAIMNAIAITEEEE (Long term stability data) §1uau 3
JUMIHEAR

8.2, ALUNBNEITHARNINANITANBIAINAIAlUEN1I2L59 (Accelerated stability data)
WU 3 JUNITHER

8.3. duendisuaninanisAnsfuansingramnsodnuUadesnld 1 ga /duuinans
Uszndnamssnw (nsdlende) @)

8.4. nsdhdueniidiasarany ATonneuld Wdwenansnansfinmaunwimdans
avanslay/M3e 139919 / vdalald Tudvharvaiesne asuiiulasaanndeaiuendls
Anue (In use stability data)

9) dnumilidsiusowmdnsiudiendniagy (Certificate of Pharmaceutical Product) lan1sen
vndhululssmelng

10) dLumdngIunuaNyaveIndingiieie (Bioequivalence) IngnanTsAnuAIUANYa YD
nanain (Bioequivalence) 1ulun1udaimuna ASEAN Guidelines for the Conduct of

Bioavailability and Bioequivalence Studies 38 glen1sAnwrdauszdnSuauaziaauya

YowAnAnusien nsznTvansisuge Tasanvuniemsnufinunrauyaiildiunisiuses

910 dinsueaazassunmseswazen atullagiu (nsalldlderunuy)

11) dumilsdeuseunsgrunsufiantunaninusiisnisialuieaujiinns (Good

Laboratory Practices (GLP) lunsdlilvimsfinwTrauyatisneyszne

12) diummildesusemnasgumsifuinyiuaznszasemuvdninaeiismsitalumsiiusnw
waznsEa1wen (Good Storage Practice / Good Distribution Practice (GSP/GDP))

13) flaues1mdosdsiiegnenogios 3 mieusTyiue

16) dumidosusonnmsguiesfitinig ISO/EC 17025 Tusemseiiaue (i)

15) duuntenasuansdeyanisladiunisussqlu Green book AeansuaneImansnIsLwmng (A1d)

16) dunenasuansdayanislizunisussqlu Orange book 189 US.FDA. %38 European
Medicines Agency

17) nsdflilvendunuudiosuansnsinemneeddn (Clinical trial) woseluyszmelngfuansia
wanupAtnvo LUTEUBURUEPULUULaEARITLN AT TWINNY
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(Certificate of Analysis (CoA))
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