Wit 130 8

AMANYULIANILYDIEN
865707: Phenytoin sodium 250 mg/5 mL solution for injection/infusion, 5 mL vial

1. auautAnaly

1.
1.2
13
1.4

RUBHY
dulsznau
AMYUTUTIY
aa1n
\auTinEn

arsazaneunmniedmivan la Lidd

lu 1 mL Ysgnaume Phenytoin sodium 50 mg

UssqluvInLae Type | USuns 5 daddns

- 7R SryBen1sA Jeaniymaen vute AuLse Yundn Tunueeny

- napee: MonasiAueusslunase wasuuN1BuLUSIY 98 1UBY Aol
seyfosviedanien1sin duUsznaularIUINAINLTIVEILN LATTINER
Fudueny uasaumudousiuen Hiday

1.5. msvaaeuAnanEvly (General chapter)

1.5.1. gruandAves Injection N15uaRINA/N130373 Universal test fasialuil

L) Test Acceptance criteria
1. | Description/Appearance Complied to finished product specification
2. | ldentification 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
/Related substance cx specific test (2.1.)
) s e (FassrenunaiefiAnunnndi Reporting threshold)
products, FDA guidance for industry (August 2018),
USP<2325,<233>,<2232>, BP supplementary chapter IV
Q, EP general text 5.20)
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. Aruant@ves Phenytoin sodium Tn1suansea/n15ms33 Universal test fasaluil

L) 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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/Related substance qcx
Q3A,038,Q3D(R1), Elemental impurities in drug
oroducts, FDA guidance for industry (August 2018),
USP(41, 42)<232>,<233> <22325, BP supplementary
chapter IV Q , EP general text 5.20)

- Organic impurities

- Inorganic impurities
(Elemental impurities
analysis)

9o Test Acceptance criteria
3. | Assay complied to specific test of Active
pharmaceutical ingredient
(Shelf-life COA only) (2.2)
4. | Elemental Impurities analysis Complied to Active pharmaceutical ingredient

specification or specific test (2.2)

Meets the requirements
Meets the requirements Lil435n1159523 heavy metal

Residual solvent (cH a3c (s-6), uspaz
<467 EP general text 5.4, BP appendix VIll L, JP17

supplement1 p.2634-40)

Complied to Active pharmaceutical ingredient
or specific test (2.2)

2. auandAniumaiia

NamimmﬁmswzﬁqmmwLﬁulﬂm'lu finished product specification wag Specification of

Active pharmaceutical ingredient (API) #ignadsninindasniuatiuiiieanu eldeansilouse
AIRNUANEASIINSEMSWALE NTENTRATSAY Tennduriiuildsredateanduatui
Wisuwinselminiunasgrundusisulamsunis muussmansgnasTuge 13ee sy
61 WA, 2556 AvTuRl 11 Wwey wa. 2556 (awszmeluswAvangunwud 10 fquiey 2556)

2.1 Finished product specification

99 | Specification of Acceptance criteria Acceptance criteria
finished product Current USP In house
_____ 1 | Identification i) it B SRS 5 7 o
= 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
2 | Assay 95.0% - 105.0 % 95%-105% of label claim
Alcohol 9.0-11.0 % 9.0%-11.0% v/v
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o | 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

6 | pH

10.0-12.3

10.0 - 123

Injections

Particulate Matter in

>10 KL NMT 6000/vial
225 UL NMT 600/vial

210 KL NMT 6000/vial
225 YL NMT 600/ vial

8 | Related substances

(by HPLC)
- Individual impurity - - NMT 0.10%
- Total impurities - NMT 1.50%

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

Specification of API

Appearance

Solubility

Identification

A. IR absorption

Acceptance criteria
! Current USP

1E
4

complied to standard

brs

Acceptance criteria
Ph.Eur 10.0/8P

White or almost
white,very
hygroscopic,
crystalline powder

Solubility: soluble in
| water and in ethanol
(96%), practically
insoluble in
methylene chloride.

| First identification: A, C.

Second identification:B,C.

Acceptance criteria
In house

ot

First identification: A, C._or
Second identification:B,C.

complied to standard

complied to standard

B. HPLC (USP) or
TLC (Ph.Eur)

The retention time
corresponds to
standard

The retention time
corresponds to
standard

The retention time
corresponds to
standard

C. Reaction of
sodium

1.asde m )

(wy.odyy) indneanIned)

UsEEUNTINATG

No precipitate should
be formed

No precipitate should
be formed
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Acceptance criteria | Acceptance criteria Acceptance criteria
| Sieeetion ot A0 Current USP Ph.Eur 10.0/BP In house
Appearance of | The solution is clear g
solution. : j&éfﬂ} and not more [
intensely coloured
than reference
solution BYg _
2 | Assay by HPLC (on 98.0 - 102.0 % 98.5 - 100.5 % 98.0 - 102.0 %
aried basis)
3 | Loss on Drying NMT 2.5% NMT 2.5%
Water e
4 | Related substances

{1 Lt

- Phenytoin related
compound A
Or Impurity C
(Phenytoin sodium)

NMT 0.5%

NMT 0.2%

NMT 0.5%

- Benzophenone (USP)
Or Impurity A (Ph.Eur)

NMT 0.1%

NMT 0.1%

NMT 0.05%

- Phenytoin related
compound B (USP)
or Impurity E

NMT 0.9%

NMT 0.3%

NMT 0.9%

Impurity D

NMT 0.15%

- Any other individual
impurity

Or Unspecified
impurities

NMT 0.10%

NMT 0.10% (for each)

NMT 0.10%

-Total impurities

NMT 0.9%

NMT 0.5%

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.

sief s BIALAMYH
e i

NUYLNR

NMT = not more than

* Y1348 Dissolution wag Uniformity of dosage units Tiluulonansuanssaasiden
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- Drug substance specification #9158191ALUTIATIEVVBINNER drug substance %3®
luiiased drug substance vosfrang1d 193U atulaadunils Fainnsnsas
Ainsesinsuynviaderitmun

- nsdldneBannundusi$u USP atuft 41 vielminit Wuuuuansseunan1snsia
AATIERIte Elemental Impurities 8&14tae 3 Production Scale Lots lasvaaau
MADANTZUIUNITNER (Whole Process: Risks Assessment Report for Elemental
Impurities wa¥ Identified sources of Elemental Impurities, Evaluating control <
30%PDE) lau31891u3ULUUAILAY 138 % LOQ (Limit of quantification)) A1
wesgunduiiuildtuiedinauaugnssumsemsuazen

3. M5USLEIUAIUSLANSNINHBI1A1 (Price Performance)
=i = - i a a | .
SwazlduAMULENETS 1384 NsUsEuAUSEANSNNRBs1A (Price Performance)

4. wnasnidlunisnasan

d - vV al o @t
1ona1sAglun1sRasanAuA e IS8 Id1AULBNATNTDNTEYMNNBLIAUBNATT

MUAINU Aarelul

1)

2)
3)

4)

1.89%8 ...

dwenansiniuen Mmwlng wag/misnwdingy
vanemg: lunsaidldsduuuuasdesdionasuanideuddvesenfiunsivses

MnddnauaNgnsINNITeMISUaTYY Tkansiietuiideusld denisseds devihuld
Wiguwidusdunuulusueeilflumsinuindy wasiinissyydennuiountsldenly
lutenansmiuen
diunenansuanstomuuuaaIneInTurUsTY (Waeuazndasen) amuilatungdeuly
duurdmeatunsidoumiuer (Wuu n.e.1 wie 8.1) asuynnii wiausvazidunnm
dnwazlanzyesedniaguiasier mununsg1uvedisn1siinsieien (Finished Product
Specification and Analytical Procedures) fitunzifeuly lnedosdradasiveiiusenie
NSENTNATITUFVIUTOMTE MmN SENA

vangng: nsdifiegsgninvanasunvauileisimsgivazdeimuauinsgulv
aonAdasmumEITiUsEMATUTaMIaMIagaredNiNLANYNITINTEMNS AL
Tuuvdndveudluvdsuwamenslungdeudiiuen Wuu ny. 9) wie duuidve
uiluBsundasenslungdeusi$ue (W o.5) smdeuiushe
E’hLuﬂuﬁﬂﬁfgﬂﬁﬁumtﬁﬂuﬁ'ﬁ'um (WU 8.2 %138 8.3 %130 8.4 %139 8.2 LaAUANTH)

a.1.1.nsdifemanlulszmelng (me.2)

4.1.2 nsdifgnihduiemsuvussylulsanalne (ne.3)

4.1.3 nsdiemidransasuma (ne.4)

wuewg: nsdinsiasuulasudludiueyynuazanuiingn Wuuudnundmeudly
Wasuwassenslunsdsusiue (wuu ne. 9) vie duudveudludsuwasenis
Tunsiushiugifeafudiuaynnnuasanuiinga (Wu 6.4)
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5) duumiedeusewInsgIuNITHARIIMIINANINUNISN1IALUN1INARET (Good
Manufacturing Practices (GMP)) lumuaniliAsadasfueriliaus (aduarganiusaunis
nsvasulaedieglurianainsiuse) laeseausenaumy
5.1. dumiidesuseansgrunsnaneInumannueI s SR luNSNER TRgAUMEN

d1Agy (Certificate of GMP Active Pharmaceutical Ingredient (API))
5.2. dnumilsdoiusewnsgIuNISHAN I NVANINUNISNTAR IUNTHERNER T uTTE
@393 (Certificate of GMP Finished Product)
6) umsgIuvelaiuaRuaInIagAufiend1Any (Active Pharmaceutical Ingredient
Specification) uagransiaeied 593U (Finished Product Specification)
6.1. @uNMIFIUINYAURI81d1ALY (Active Pharmaceutical Ingredient Specification)
LazuInIFIURAnAueiE1d1593U (Finished Product Specification) Tngsgysiisngn
(Pharmacopoeia) l¥8iBamsitaneilasunsgusgetiossouduluamdervun
uazaRsgIuTeIsITilumnelamnemils auUsemansensasnIugy
304 srysen
6.2. d1Lu1 drug monograph ﬂaaﬂzqﬁ"amehﬁ'mv (Active Pharmaceutical Ingredient) uay
wandnusiendniagy (Finished Product)
63. NSANTA QAuAl81d1Ay (Active Pharmaceutical Ingredient Specification) %13 ®
wansiuaiendnsagy (Finished Product Specification) lsiusinglusiisen (Non-official
pharmacopoeia) fipsuanmangiuieniinasgruvesnsieswiiluluamudenidde
asialuil
6.3.1 ieimuanazinnsgreinsiinngiluimnevesUsanaiiuandnves The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) #38

6.3.2. fermuanazanasg eI IAsIZWEHER (In-house process) Tiasnndeiy
ICH Guidelines %38

6.33 o musuazinasguinlvesmsiieneinivualilussng dsela e
Wids MAUTENIANSENTEBITAY 1309 SEYTIEN zi"m%'ugmmumﬂgm
(General requirement for dosage form)

nureIng: YarvunnuaIningAudlie1difsy (Active Pharmaceutical Ingredient

Specification) uagnanitueie1d@niagy (Finished Product Specification) fiasensdsannssn

weatuuazaduidientiu snduusdnsdidseniidetmunuazinesgiuueanisiasey

wwzingAudend iy vie ndndoeiedusagy

7) duumiidesusewansiiasiet (Certificate of Analysis (CoA)) lnadeslsenause
7.1, duunwidsdesusemamsiianiingiuiiendreity (Certificate of Analysis of Active

Pharmaceutical Ingredient (API)) lngfasusznousme

7.1.Ldwmldeiusewansinseiingiusiiend Ay vesnaningiusiendity
(Supplier)

7.1.2d@wmldeiusewmansinieiingausiendfny vesndandndusiendniagy
(Manufacturer)
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1.2 aT'lLuwﬁaﬁa%’U‘sawamﬁmswmﬁmémﬁm%mﬁ"lL%ﬂgﬂ (Certificate of Analysis of
Finished Product) vesi{ndnnantusiendiiagy (Manufacturer)
8) ANUNBNATUAAINANITANYIAIINAI (Stability data)
8.1. ANUNLENANTUARINANITANYIAIINAIRITEELEN (Long term stability data) 97uu 3
FUNTHER
8.2. @LUNBNAITUARINANITANEIAINAIAITUAN128LSe (Accelerated stability data)
WU 3 JUNITHER
8.3. dunenaisuaniwan1sAnwiuansineramnsavnuiainenls 1 ga /duuiuana
Uszdndwanssnwn (nselenidin) (i)
8.4. nstiueniisesarats Aevnneuld IdiuenarsnanisAnwAuawIngans
azansuay/vmse o919 / wdalaly Tusvihavaiesney asudunazaenndssiuiendls
Anugn (In use stability data)
9) dnumildesusewandnueiendniagy (Certificate of Pharmaceutical Product) lawizen
unnlulszinalng
10) dumdngrunnuanyavenansiueien (Bioequivalence) lnanan1ifinwiauansares
nanAueien (Bioequivalence) Wulumudefiivun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies 38 filan1sAnw¥uszdnsnauasdauya
vaamdndtusien nspnseansisaigy Insanduremsnufnunirauyaitldfumsiuses
N dinnuaugnIIINseMswaren atutiagiu (nsallilyenduuuy)
11) dAwndsdefusesunmsgrunisufianundninusiisnasialuiesufidnas (Good
Laboratory Practices (GLP) Tunseifivinn1sfinundaauyaiisieuszme
12) dumilsdesuseunaspumafivinmagnszneeinamdninueiismsianumaiuinm
waznsza8en (Good Storage Practice / Good Distribution Practice (GSP/GDP))
13) flauaAiesdwinegveaeey 3 MU
18) dumidesuseanmsgruresufiins ISO/EC 17025 lusimseiliaue (@il
15) duenansuanstoyanislasunisussqlu Green book ¥BsnTUINEIMERTNITUNME (1)
16) dnunenansuaniteyanislasuni1sussqlu Orange book ¥4 US.FDA. 38 European
Medicines Agency
17) nsdilailedunuudeauansnmsnemneedin (Clinical trial) vosenluusumalnefiuansds
HANIARTNYBE WUTBUEUAUE IR UL VLA AR LU TANTNINISUNNE

C =
5. Waulvduq
[ | 4 " v i ) v ey

1) vweadlagwasbiiesndn 1 U duaniuiidwauen

2) navnisndandeusulviunlsanerviasedesdiumiideiusewwanisiininey
(Certificate of Analysis (CoA))
v v = ) = = & a4 o - o 1 °

3) guieardeslilugusensufsueideeinavunoigrisidlaiinnisidenanmwnouivunmy
TUIUI
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Smnenandusionazdudfuiaveuaildielumsiessiguaimen wazdsenludnou
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5) fauenmEve)Busenlisnidndygineuasuinug il

5.1. windimsduasalianginnnsuingmansnsumdudinansiaseiliiuluam
UMY

52, niﬁ‘iwﬁmﬁmﬁawﬁmﬁgnﬁaﬂLﬁuﬁumﬂﬁaamawmTﬂﬂéﬂﬁnmuﬂmznﬁumsa'm'rmasm

53 nscﬁwU{Ifgmﬂzu.n'mmnwﬁmﬁmﬁﬁm%dawaﬁaﬂizﬁﬂﬁmauazmwﬂﬁaﬂﬁ'mﬁiaﬁﬂwﬁ
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5.4. nsfifimugnssunsndunssukaznisitadngieenaindyden Tsameruiavesnidn
nsdsdeeluadedialy
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AudnsunmdUsyyriuniing vauszniu

wuuYssiiuA1Useansnineasian (Price Performance) Usstnnentaii(anan)

iauus vwiin Gowaz)
1.auniazauanAanidulstlovisenesiens 80
29701 20
1. auamuazausuAnduUsslovidennssiens (Gesas 80) FomsAn
naueinsUsaifiuguaweAnsusiendaaniiy T
fn. 52&35;:&&.3 (General quality criteria) 25
1) 1ASFIUNHANLIIUUENINANIBNSTRUNIHEANEN 1.5
2) wnsgIingAusendfey (Active Pharmaceutical Ingredient Specification) wavanasgu
nansiausedniagu (Finished Product Specification) :
3) WINIFIUMIVBIUFURNTT 2
4) WwsEIUMTAUNIYILaENTEIIBIMAMANINMeTIBN1STA NSV Y ILaENsEBEN (Good
Storage Practice / Good Distribution Practice ; GSP/GCP) :
5) UNTFIUNENUN 7.5
6) AuaNtATIBaUsHlsmiron1sUfTRY 7
v. inusiAUNTWRNIE (Specific quality criteria) 15
1) waigadaunmiideiuseman1siiaiie (Certificate of Analysis ; CoA) 15
2) wangIuAMNMNSANYIAINANA (Stability data) 7
3) naRgavnuNMYBINITULUTIYTIduTan Ussyisuavaain (Package & Labeling) 3
4) auwinfisdlunmstitdainwinueuluy (Therapeutic Equivalence) 15

AZNTIUNTAMURTIBazIEEnLEs ANBNYRIYINE
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5) N1sANY/A8NAGEN 20

6) STUUDUININNIILTIIN WANTINITY 5
7) m:ﬁm5.3Emmj%&@ﬂ_.ﬁuﬂ%é&ﬁ Risk assessment of elemental impurities 10
AZLUUTIN 100

Yopazazuvuulagldndnnisdaaimiin (raiminlaeszuunisdadoindrenaighedidnusoiind 80

2. 5141 (5awaz 20)

ar L ] L ar nﬂ W W [T - - L3 s s a
Fuussusiaargnusafiukarlrzuuulaeszuunisindedadneniaiginedidnnsetling (Electronic Government Procurement; e-GP) vaansuUgyinans nsensasnIsmas

AMZATSUATSATMUATEasBsALAYANENYMILIANY
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Fansen
inausinnsUsTfiugAWRARTUsiEn Feanilny Az
. 52&32542.‘.?2 (General quality criteria) 25
1. | nmsgruntsudnaamdninaieiisnisiiniunsudne (asunysan = 09 1.1 + 1.2+ 1.3) 1:5

1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) Tumnngiiausye avuagAnI 0.5

seunsnsivasulneiinasusedyulsEneUssmnsa/Aaden (dandeladouids)

vas ar

1.1.1. 1#5Un155U509 GMP-PIC/S 970 PIC/S participating authorities %38 cGMP 0.5

1.1.2. 1#%un155U599 WHO-GMP 38 %138 cGMP visawisuwin Tununafiiieatesiu APl 0.1

1.1.3.1#¥un135U589 WHO-GMP %38 cGMP w3aiisuin usiliszyminadaiau / liflienatsuans | 0
mMssuses GMP (luiWersasn)

1.1.4. 1#5un"155usee GMP-PIC/S 130 WHO-GMP w38 cGMP fivumengriewiuusznisemn 0
s wazhifionansuaninistuvesreeny (luiersasn)
1.1.5. LiildFun1s3uses GMP-PIC/S wie WHO-GMP (luiie15a47) 0

1.2 Certificate of GMP Finished Product lumnasiilausny atuaigamuseunisasavdeulasii | 0.5

nadusaeRaTulsEmMAUsEninsen (@eandeladonils)

1.2.1. 1#ifun13¥uses GMP-PIC/S 910 PIC/S participating authorities %38 cGMP wag/n5e 0.5
niladeiusomdnitug (Certificate of pharmaceutical products) 310 PIC/S participating
authorities Tuminaegfiiauee (nsdluningi) vieldsunisiuses GMP-PIC/S 910

AUNUANENTTUNITDINITUALEN

1.2.2. 19#5un135U599 WHO-GMP %38 cGMP ¥83 UsenAiNEn Tumneiifiaatestiu Finished 0.1
Product Was/v3e wildesuseananiue (Certificate of pharmaceutical products) Tu

= 0 w
WnALIMEaLanIe (nselendngn)

AMENITUNTATVUAT LAV B EALASAMAN MUZIANE
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Fansin
nausinMsUszfiuaunmrdadusiondoaiiy _ asn
1.2.3. l¢¥un1sSuses WHO-GMP usilsiszymnadau (liWersa) 0
1.2.4. [#%Un153U599 GMP-PIC/S Wi WHO-GMP 38 cGMP fivuseigneuiuusenimlsenan 0

] L 1
5901 walsifilenansuaninistuvesieany (luwersas)

1.3 nsaimdugnindrnnansseme desfidnumtidosuseswaniom (Certificate of . 0.5
pharmaceutical products: CPP) w3anisdesusasnisdmiig (Certificate of free sales: CFS) lu

L
NN INLAUBDUEY

1.3.1. CPP %38 CFS atiuandn (mwseunismsivdeu) nidlderylvilergnissusesiaiudsznia 0.5

- L -
Usenansa) vasiuenudnlulsewmelneg

1.3.2. lsifl CPP w30 CFS wide &I CPP / CFS Tivaineny 0

2. | mnsgruingAuRlendIAty (Active Pharmaceutical Ingredient Specification) uag 5
unsgrundnsneierdniagy (Finished Product Specification)
Aorsaurmsienasn1ssunsidoy (asuuysa = 98 2.1 + 2.2 + 2.3)

2.1 wmsgrringusendfey (Active Pharmaceutical Ingredient Specification) wa 2

wwsgruNanAugierdnsiagy (Finished Product Specification)

2.1.1. ymsgingaumendfiy (Active Pharmaceutical Ingredient Specification) ua 2
1AsgIUNANSTueiEd 593U (Finished Product Specification) nageuynifideves Universal test

AsUBIUAN ICH guideline loun Description, Identification, Assay Uag Impurities
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