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273501: Doxazosin 4 mg prolonged-release tablet, 1 tablet
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12 dwuszney  Tu 1 din Ysznausheiien Doxazosin mesylate Wiguwyin Doxazosin 4 me

13 awuzussy  ussqluusalnaiiv (well-closed containers) Ay
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1.5 m‘sﬂnmaawmauﬂ'ﬁﬁ"i}lﬂ (General chapter)

1.5.1. panURved Tablet fin15uaning/n15ns29 Universal test farialuil

0] 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
/Related substance (cx a3a038,030601), specific test (2.1.)
Exsaal imeuties in oy pRias; EL Badute it (Faesrenunadiefidunnin Reporting threshold)
industry (August 2018), USP<232>,<2335,<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 | Dissolution test Complied with finished product specification or
specific test (2.1.)
7 | Uniformity of dosage forms Complied with finished product specification or
specific test (2.1.)
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1.5.2. AndauURves Active Pharmaceutical ingredient {N1SLANINA/N15MSIT Universal

test AasolUl

L5 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
3. | Assay Complied to specific test of Active
pharmaceutical ingredient
4. | Elemental  Impurities  analysis | Complied to Active pharmaceutical ingredient specification
/Related substance (icH Q3A.038.Q30(R1), or specific test (2.1.2)
Elemental impurities in drug products, FDA guidance
for industry (Ausust 2018), USP<232>, <233>,
<2232>, BP supplementary chapter IV Q, EP general
text 5.20)
- Organic impurities
- Inorganic impurities: heavy metal
5. | Residual solvent (cH Q3c (Rs-6), uspaz | Complied to Active pharmaceutical ingredient or specific
<d67>,EP general text 5.4, BP appendix VIl L. test (2.1.2)
JP17 supplementl p.2634-40)
5 | Polymorphism identification Mnuanen15ilu polymorph liuansnmeneniesedindy

(USP<941> X-ray powder diffraction)

Crystalline or Amorphous 38 form 1@

2. AuaNUANI9vAiia

nan15ns29Azvigun I dulumn Iy finished product specification wag Specification of
Active pharmaceutical ingredient (API) 7ig198 99 nundusnsuatiuiiensu dsldaaneifouse
dinNUANYNTIINTEMSUALET ATENTINANSITNAY TeinduiSuiilderddaaduatui
WisuwihvFelminunmsgundusiiulashiunils suuszniansenssasisugy e spyse
81 WA 2561 avTufl 6 SurnAN W.A. 2561 (awszmeAlusvien U iuf 12 quamius 2562)
WA szyfmen @UUT 2) W.A2562 acufl 3 nIngIAm 2562 (@sUsznelusvinayunw ud 26

NINHIAU 2562)

2.1 Finished product specification

b} Test items Specification
In house

1 | Description Complied to finished product specification

2 | Identification Complied to finished product specification

3 | Assay 90.0 - 110.0% of the label

4 | Uniformity of Dosage Unit Complied to finished product specification

5 | Dissolution Complied to finished product specification
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/0] Test items Specification
In house
Water content NMT 2.0%

Average release rate

Impurities

- Any other impurities

- Total impurities

Complied to finished product specification

NMT 0.2%
NMT 1.0%

2.2 Specification of Active pharmaceutical ingredient (API)

D) Test Items Specifications
(Ph.Eur. 11.0)
1 | Appearance white or almost white, crystalline powder
2 | Identification
IR Conform to reference standard
3 | Appearance of solution The solution is clear and not more intensely
coloured than reference solution BY;
4 | Water NMT 1.5%
5 | Sulfated Ash NMT 0.1%
6 | Assay 98.0 - 102.0%
7 | Related substances Uy
-unspecified impurities: NMT 0.10%
-total impurities NMT 0.3%
8 | STORAGE In an airtight container
alkyl methanesulfonate esters | considerations of the quality of starting materials,
(Genotoxic and potential process capability and validation
impurities in doxazosin
mesilate) 1§0NI5NTI951AT5
il
-2.5.37 Methyl, ethyl and
isopropyl methanesulfonate in
methanesulfonic acid,
-2.5.38. Methyl, ethyl and
isopropyl methanesulfonate in
active substances
-2.5.39. Methanesulfonyl
chloride in methanesulfonic
acid
ﬂmznswmﬁmﬂumwamﬁuﬂuazﬁmﬁnummms
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LEREI NMT = not more than

* 91799 Dissolution Way Uniformity of dosage units Tiuuuienaisuanssieagziden
HaN13nTIRUATIE Mndliudsseandeadiduiiayilulu coa

- nsdifiaansLfundanisdu (waive) nsnsradauiiasizisienisle Iduuans
lenansvangusanailasueyiRse

- Drug substance specification #a1519nludiATIeiusngn drug substance 3o
ludiAsevt drug substance vasgndnendiagy atiulaatunis Feiinnsnsas
Answviasunniiadedidmun

3. MUTZIUAIUSEENSAINADI1A1 (Price Performance)
= gﬂ = [ =y I 5
FUALLDYANIULBNAT L83 NITUTEUAIUTLANTNINFDIIAN (Price Performance)

4. @NEN 1Y luN1SNATUN

=l = = o w
nansililumsinsanguameliissdduenarsnisussymneiavionans

PUERU ParplUT

1)

2)
3)

a)

o
18499 ...

(\\(? .
o

o - o
o T o, UsEFIunNIsuNs 2.83%8 /1/ n3sunN13 3. 89me

duunenansmiiuen Mwlve waz/miensdinge
wnewme: lunsaffildedunuuardesiionansuansdousldvoseniiiiumssuses

MndwinnuaaznssuNseMIsIazel fuansieriuiteudd denissede davuld
Weuwirive s lusuaeildlunstnvinindy uasdinsseydornuiiounslidenls
Tuenansrinuen
AlunenasuanIdemIILLRAINYBINITLUTIY (Weuaznanisn) muiildtunadeuls
dundrvedunsifiousiuen (wuu n.e.1 w3 g.1) ATUY AT WiBNsI18aLIBYARM
dnwnzlawzvewdniaguuardaimuaninsgruresisnisiiasesien (Finished Product
Specification and Analytical Procedures) fitunzideuls nefosdredamdueriiusenia
NIENTNAF1TUEUSUTBMIBIMinIUsEMA

UYL n‘m‘]fﬁaq'iwdwwamé"auuﬂamrﬂﬁ%'ims'\sﬁuam‘far‘iwumu'}mgw'lﬁ
aamé’mrﬁnur:oT'rs'lamﬁ‘d'ﬁ:mﬂ%'U‘iaw%aﬁﬁw8ﬁdwqﬂﬁaﬁ1ﬁ'ﬂmuﬂmn‘asnmimmmazm
Wiuuuduundvsudluasuntasenslunsdousduen (wuu n.e. 9) vis duurdue
uAluwAsuulassemslunsdoushiuen (wuu o.5) imdeufugne
duunluddynistunsdeusmiuen (wuu ve.2 v3e ve.3 vie 8.4 38 8.2 udusnsd)

4.1.1.nsdlfewanluUsamalng (ne.2)

4.1.2.nsdifiemihdiiemsutsussylulszmelng (ne.3)

4.1.3 n3diemidmnseUsEme (ne.4)

weime: nsaliinsiasuulaudlugfuougauazaniuiingn Wuuvdiumeeudle
waruwassemslunsifoumiven (wuu ne. 9) vie duundweudludsuwamenis
lunzowshiunfnfudiueygauazanuiingn (wuu ©.0)
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d1umilidesusesmnnsgun1sndnenundninusiisnisialun1sudnen (Good

Manufacturing Practices (GMP)) Tunsaniiiigadeafueniiiaue (aduaranan1usaunis

nsvaeulasdieglutiaainisiuses) lnesesusznaude

5.1. dwumididesuseanasguniandnenumdninasiisnisiialunisuaningauden
dAy (Certificate of GMP Active Pharmaceutical Ingredient (API)

5.2. dumideFusewnsgIunsHAN e uNANINNSIE N TR lunSHERNE R K ueTen
ﬁ'u.%%gﬂ (Certificate of GMP Finished Product)

u1nsgruvesdeimuaguaningiuiied fy (Active Pharmaceutical Ingredient
Specification) uagnininsiedniagu (Finished Product Specification)
6.1. dunsguingAudaedrfyy (Active Pharmaceutical Ingredient Specification)
WAZUINTFIUNAN AU Emml,wsﬂ (Finished Product Specification) 1nesgysi1s1en
(Pharmacopoeia) ﬂﬁmqmmsJLﬂ‘mﬂmammmuamauaamanﬂuiﬂmmammm
LLa.,mm'smwaaﬂ'ﬁ'um'wﬁ'l,um's'nsn'lﬂmswmwue AINUSENMANTENTIATITUAT
509 srushen
6.2. @11u1 drug monograph ‘Uadﬁ%ﬁw’]ﬁ’lﬁm (Active Pharmaceutical Ingredient) uag
wanAusied15agU (Finished Product)
6.3. nSAATH gAuAI81d1A Yy (Active Pharmaceutical Ingredient Specification) #3 @
wansinusie1d@1593U (Finished Product Specification) laiusinglussien (Non-official
pharmacopoeia) fpsuanavangueniinsgureansieseiiulumutenisde
Tosiluif
6.3.1 fiferimuauazinmsyuvensieseilusaewessuvadiluaundnves The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) #38

6.3.2. JofvuALAzINmTEINYBINSIATILERAR (In-house process) idanndaafiy
ICH Guidelines 3o

6.3.3 forfmuanazanasguhluvesmsiiessiiidwunlusse dsela ssen
wila PMUUTENIANTENTINAISIT0EY 1389 SEUM5EN dwmsugUuuuegtiueg
(General requirement for dosage form)

nuewme: Jerimunguaningiudendidey (Active Pharmaceutical Ingredient

Specification) uaznanfusiendniagy (Finished Product Specification) fisdnedanss

Weatuwazatuidentu snduusinsdiidsedideimunuazinnsgiuresnisiases

wzingauieddy vie nantusierdusagy

dwmladeiusemanIsiiasieyt (Certificate of Analysis (CoA)) Tnadausenause

7.1, dnmisdesusemamsiesieiingausieddy (Certificate of Analysis of Active
Pharmaceutical Ingredient (API) Tnssasusznausme
7.11dwwidesusesmansieseiingaufenddty vesdnaningausendidey

(Supplier )
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o

7.1.2 A wmilsdeiusamamsliangiingausiendiAy vesninndndoeienduiagy
(Manufacturer)
7.2. duumilsdeiusewanisiinnsinandueiendnsagu (Certificate of Analysis of
Finished Product) vasinanndnsiausiendnsagu (Manufacturer)
8) d@uenansianNanIsAN¥IALAT (Stability data)
8.1. @LWeNANTLANINANTANEIAINAIAITEEZEYY (Long term stability data) §7uau 3
JUMSHEAR
8.2. UNBNAITUANINANITANYIAMUAIALUANIIZLSY (Accelerated stability data)
U 3 JUMINER
8.3. duuenaisuanimansAnefiuansingranunsainuiadaenld 1 4a Anuiuans
UsedAnsnamssne (nsdede) (i)
8.4. nstlfusidesarany Adenenould Tdwuienarsnanmsinumauaiandanis
azauuaY/v3e W / vaulnld Tusivihazanesneg asutiulazaenndasiuienans
MnugM (In use stability data)
9) dnumisdeiuseninduaiendniagy (Certificate of Pharmaceutical Product) law1zen
dnthunludsenalng
10) dunvangIuANELYaveINan e (Bioequivalence) lagnanI1sAnwIAINENYAYDS
nAnSuNE (Bioequivalence) LUulunutaniviun ASEAN Guidelines for the Conduct of
Bioavailability and Bicequivalence Studies 38 gilon13AnwTruseaninanaziauya
vosndndnsien nsgnsaansisage lnsantuvdomhsnunndiauyaildfumsiuses
NN dednnuamznssumMIeskare) avutlaguu (nsaildldesiuwuy)
11) dumideiuseswinsgrunsufuinundninasiisnisialuiesuji@ntg (Good
Laboratory Practices (GLP) lunsalivhms@nunauyaiisneUszine
12) dumilsdiesuseanaspumsiiudnuuagnseneemuvaninusismsiatunsivsnm
warnNIE881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))
13) flauesnresdrinegeegten 3 mireussgsiue
14) dumilsdefuseunasguesufiinig 1ISO/EC 17025 Tusumseniiiaue (i)
15) duuenansuanstayanislasunisussqiu Green book vaensuingmansnisunme (6ni)
16) Auenasuansdoyaniilafun1sussqlu Orange book 484 US.FDA. %38 European
Medicines Agency (§13)
17) nssllildendunuudeanansmsdnymienddn (Clinical trial) vasenluvssvalnefiuanad
navnspdtinvess nUTsuiBuiug Rl uURaEAT iU TN sUwNg (i)

5. Joulvdus
1) sdesdlengwdeliitosnin 1 U uaniuiidweus
2) ﬂmﬂLmlmswé‘mﬁﬁmauiﬁuﬁisawaJwwa%ﬁme‘hmwﬂ'aﬁa%’usawamﬁmiwﬁ
(Certificate of Analysis (CoA))
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5.2. nstinanfausiorviiadgnidsniiviunniemaalasdninmuamznssunsewnsuaze
5.3. nsgiwulgmAmamannuansia sifio1vdnaroussavsnauayamasnfusoduaed

lnsuen
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gudnmsuwnndUyayrdiuning vausznu
wuuUsEEiuAUsEansnnaesian (Price Performance) Ussinneniadl

fuus vwiin Jevas)

1. arunmuazauantandulseloniemesunis 70

2.57A 30

1. auamuazauandaniulsslesidanenms (fevaz 70) Famsfn

52&:55«55E:JszmsmE&egmmmee sUUU
n. ineusigaunmnaly (General quality criteria) 20
1) 3PS IUMIHARIAUNENINASTIENSARLUNSHERYT 15
2) wesgIngAuiiendifity (Active Pharmaceutical Ingredient Specification) uWasnsgu 3
zmsmﬁz&mgm#mamﬁ (Finished Product Specification)
3) WIRTFIUN VB URNT 3
a) Esmmé:d_.mcm:%_._.muﬂuﬂm%sés%saﬁ_mm:dmﬂ%jrmam:@,__._.mu:.mua,_mm: (Good 25
Storage Practice / Good Distribution Practice ; GSP/GDP)
5) WAIFIUNEATA 5
6) AuauTRTBeUsElovionsUfTRn 5
. INUNRNNNIANIE (Specific quality criteria) 80
1) waigadnmnmuiidesuseawanmsiinig (Certificate of Analysis ; CoA) 16
2) nsUsziiuauides Elemental impurities (Risk assessment of elemental impurities) 3
3) WANEIUANATNNITANWIANLALN (Stability data) 8
4) 2%mammeb,ﬁamgéﬂucﬂﬂmm\gmmm; U339inusiLazanIn (Package & Labeling) 2
5) anusieslunmstideasnwiueiauluu (Therapeutic Equivalence) 10
6) LeNEISANUYN 4
7) deyavszdvBainlumsinun nsdny/Adenendin 25
8) mahseliemulaeadevesennewiveangnain (Pharmacovigilance) 5
9) FEUUBUIHINMUNIITUTITUT WANTNIIUY 5
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mmemumn:::Mmm_gsm::.._muoa%s&: (rathwinlagszuunsiadedadreanaigiaedianuseiind) 70

2. @ (Fewas 30)
) a w & o ow v ¥ ad a & % v o
fuvsiusmargnussdiuesldazuuulneszuunsdntedndnninigiedidnnseting (Electronic Government Procurement; e-GP) 4@W0siUIna
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n. 52%5232&.”._& (General quality criteria)

20

AsgIUNSHAREIAIMENINMUSASMITIRUMINEAL (AzuuaY = 9 1.1 + 1.2+1.3)

1.5

- - . . L s 1
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) lunsneniiiausuie auuangn
musaumsasnasulneiinaiusesfieiulsemausenmesia/Aaden (Fandaladouis)

0.5

1.1.1. ¥¥un13¥us04 GMP-PIC/S 910 PIC/S participating authorities 38 cGMP lunuanii
\endeeiu APl

0.5

1.1.2. 195Un155U589 WHO-GMP ¥38 cGMP wi3atfieuivin lumnaiiieadesiu AP

0.1

1.1.3.193Un135U583 WHO-GMP 38 cGMP iaawiguwin uslissymnataiau / ladiienans
wanaNssuses GMP (luwersas1)

1.1.4.1¢5uM33U583 GMP-PIC/S 910 PIC/S participating authorities %59 cGMP %38
WHO-GMP nvuagneuiuyssnialszningian warlifienasuaninistuveanasie

3o laiivingrunansiununeny (luWersas)

Bras ar

1.1.5. ll@sun1s3uses GMP-PIC/S %58 WHO-GMP (laiiWe15au1)

: ol = @
1.2 Certificate of GMP Finished Product Tunnagfitauswis atuaganussunmngidaey
Tneiinadusesfeiulssmauszninga (Fandaladonids)

0.5

Bat ar

1.2.1. 195Un1355U509 GMP-PIC/S 910 PIC/S participating authorities #58 cGMP Waz/u3s
nilsdosusowmaniiug (Certificate of pharmaceutical products: CPP) 910 PIC/S
participating authorities lunsnagnfilauews (nsdlsnihidn) wislésunissuses
GMP-PIC/S 3n@1tnauAEnIsuNIToImswazen

0.5

& as s o L L & at b .
122, Hsmdqumdmma WHO-GMP 184 dmﬂrﬁﬂﬂzwﬂ Aﬂgﬂuﬁﬁgmuémaﬁd Finished Product
waz/v30 Milsdesusowmdnie (Certificate of pharmaceutical products) Tumsan
gIlauevIe (nelu1inn)

0.1

1.2.3. ld5un13¥uses WHO-GMP waliiszymuaadaau (laiersa)

1.2.4. 1#5Un153U389 GMP-PIC/S ¥i38 WHO-GMP %38 cGMP fimunengnouiulsznne
Uszmenm uaghiiiienansuansnistiuvesionng (lsi915047)

1.89%0
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innuein1sUsziliuua kAR usionTaailny

AuLUU

L o 1 v ar ar - ar -
1.3 psandusnigrannseusena fesliduinihdesusewdnig (Certificate of
pharmaceutical products: CPP) wisutsdeiusesmatming (Certificate of free sales:
ad
CFS) lununeniaueune

0.5

1.3.1. CPP 38 CFS atuanan (a1wseun1snsavaey) nsalideryliilerynisivsesiviu
UsemAaysenangiag viselusinaaluusyinelne

0.5

1.3.2. lalil CPP vi30 CFS w3 & CPP / CFS ivinany

wnIguIngAudedfty (Active Pharmaceutical Ingredient Specification) was
wnsgIunafueisndniagu (Finished Product Specification)
Avasanmsnana1snsdunsidoy (azuuysau = 49 2.1 + 2.2)

Fovila)

2.1 masguingAusaendndey (Active Pharmaceutical Ingredient Specification) (tAanvaln

2.1.1. nsfilasunisTuseslusisnen (Official Pharmacopoeia) (t8onvalnvanik)

1)

= at ' Llh_x =i 2
1989 USP, BP, Ph.Eur,, IP, JP atfugiga (muenansiuneideuld) mndums
=l ar =i = o @ L =4 L LA
wilvniou desdiunlalunsilouiifueuad @o.5 7 au.oylR)

1.5

1.5

2)

1983 USP, BP, Ph.Eur,, IP, JP atuagn (maenarsnvungideuld) mniinsunly
D | = - o ar I — e - e e
fosfinastudlalunzidoudmsueuda (& u.5 Aou oy, nelu 2 Yuadsldlasunis
ol uavbuuflvnouiulszninnm)

0.75

3)

1 - at I 1 Lﬂ“w i 2/,
1984 USP, BP, Ph.Eur,, IP, JP atulminiszmea (auenarsnfunsileuld) sey
fsen wndinsudlvdesiudlulunzidewiivenFausasud (e.5 7 08.015)

4)

81383 USP, BP, Ph.Eur., IP, JP atulminitusznia szyssien wagmniinisunlull

= o @ v e o &l | v s
nstuudlulungifoushiveud (@ 8.5 7oy oo, n1elu 2 U widibilasunisewld
wazduunlunauiulszningai)

0.25

5)

914984 USP, BP, Ph.Eur., IP, JP waindUsznIA STUsIeT wazunley
o L ¥ ar Il .ESL_ =1 o
Tungidsudisueuan wade Wwigguunlylungidoussuen

6)

$1983 USP, BP, Ph.Eur,, IP, JP (atfugusinsieni sum.dsene) wazunluluneifeu
o 2 L Qb
frsueuen (fle.5 91 o8.0ylR)

....... UsEsunssung
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= w
YanN13A1

inausin1sUszliug N ImaAnS 9B Yo"y

AT

L = at o L L
7)  #1d1 USP, BP, Ph.Eur,, IP, JP @fumassnendi sum.Usznia) wavBuunlulu
= o @ w =4 ed = e () Qe =
nudeusiueud @ o.5 Adu ey, melu 2 Vuadldlafunsey i@ wavBuunly
nauiulszningiAn)

0.15

Lo -, ar o L
8) 813984 USP, BP, Ph.Eur., IP, JP (atiugiyssneni sum.useme) wazunluluneileu
Fsusnuan wade lulgguunlylunziieusisuen

9)  sudwhTeatumnusenmamsen (ldwarsan)

2.1.2. wnsgruseanu Official Pharmacopoeia yesUszinaiiduaninues The
International Conference on Harmonisation (ICH) (iew1zax1%n ICH il Official
Pharmacopoeia harmonization fie USP, BP, Ph.Eur., JP.,, Ph Int.) wietomuu
uAxLNMEIY In-house process MiaaAARBaTU ICH Guidelines Waz/v3e
Pharmacopoeia General Requirements (Gantaladonis)

1) 91984 In-house process Haonadeaiu ICH Guidelines vosUszmAaINTn ICH way/
38 Official Pharmacopoeia ludau General Requirements (General
chapter/general text 14U Universal test (1.Description, 2.Identification, 3.Assay,
4.Impurity) uag Specific test sy Dosage form (i eudaviieuaUyadiosd
Dissolution test, gn3nUsANediosl Sterility test, Endotoxin test, Particulate
matter wazemeeamazeudeadl sterility test \udu) atudge ynviade uax
yidumsuilafimsuAlelunsdousmiuenFeusesuds (.5 7 ou.o1iH)

1.5

2) #1989 In-house process TldeaAdaafiu ICH Guidelines vosUsemAaNn ICH waz/
%38 Official Pharmacopoeia lugau General Requirements (General
chapter/general text 11 Universal test (1.Description, 2.ldentification, 3.Assay,
4.Impurity) uag Specific test M Dosage form (19U sudavIaunUyanesdl
Dissolution test, e;msdﬂmﬂj&mmwam Sterility test, Endotoxin test, Particulate
matter uazeMEaARILazEINLSB sterility test 1usu) atulwmindiusznia
#31end sum Usznia yoiada wndumsudle fimsudlelungdeudfueuas
(§ie.5 7 98.01517)

1.25

-
1.a3to ...

AEENITUNISAMUAT A BUR nm:aEm:@EuBﬁJe

B USEETUNSSUNNS 20480 &\ kﬁ ATIUATT

(uwua Fuvunm) (nny. adan m._.m,_aa

3. asto Q%\ ATTUMTT

(ney.a¥s1 Alnwadn)




W1 6 31N 26

= v
YaN1Ian

ineusinsUszfiununwndndnsiendeailny AZLUY

3) $1989 In-house process Midanadasfiu ICH Guidelines vosUsgineen®n ICH wag/ | 0.75
3@ Official Pharmacopoeia Tudau General Requirements (General
chapter/general text LU Universal test (1.Description, 2.Identification, 3.Assay,
a.Impurity) uae Specific test ms Dosage form (1w e1dlavFauAUyadval
Dissolution test, s1@aUsiAanidadiasl Sterility test, Endotoxin test, Particulate
matter WAz MBBARWATENURB sterility test 1UuRu)
Usgmassnenil sun Usena yoviada windunsudla finsbundlalunsdou

F¥ueud @ v.5 Moy a8, melu 2 YuadilildSuniseusid wastuunlunauiu
Usznimsian)

4) 81989 In-house process NiaenAdasfiu ICH Guidelines vasUszinaAandn ICH wag/ 1
%3a Official Pharmacopoeia Tudiu General Requirements (General
chapter/general text 1u Universal test (1.Description, 2.Identification, 3.Assay,
4.Impurity) uae Specific test ma Dosage form (WU sdaviouaUgadoss]
Dissolution test, Emgdﬂaf%ﬂm&mam Sterility test, Endotoxin test, Particulate
matter LazeveaanILaze Uil sterlity test \usu) avumuysznAmIen
i sunUszne ynviadla warmnilumisudle dnmsuilulunsdeudSueu ([e.5
7l o8 81i1R)

5) 82984 In-house process fiaenAaesiu ICH Guidelines ¥83UssvAasNdA ICH uaz/ | 0.25
5@ Official Pharmacopoeia ludu General Requirements (General
chapter/general text 1Y Universal test (1.Description, 2.Identification, 3.Assay,
4.Impurity) uag Specific test a1y Dosage form (WU sndaviouaUgaRDsdl
Dissolution test, gndausAnnLtedeil Sterility test, Endotoxin test, Particulate
matter WaveMpBAR kazEWLFB sterility test 1ludv) atumulsznmadmsen

# sunUsenne yndhde wndumsudlatinstusdlalunsifeuiivewds @ o5

n

fu av. nolu 2 Vuadalildifuniseysid uagbuwnluneuiulszningini)

AENTIINTIAMUAS IAUBALAL AUANYUZIaNY

- ... K <
1.0978 X&@\Cmumai:mmrﬂ\ﬁ 2.89%9 b\\! Vs NITUNTT 3. a9 “v% " ATIUNTT

(uwua Tumunm) (Aey. adan Tusna) (ney.afs7 Alnwdn)



win 7 270 26

Fon58n

inuginsUsTiuAunTWRARAUeiB Yo sy AZLLUY

6) 8184 In-house process faonadaariu ICH Guidelines vasUsewnAaanTn ICH uaz/ | 0.25
38 Official Pharmacopoeia udu General Requirements (General
chapter/general text 19U Universal test (1.Description, 2.Identification, 3.Assay,
4.Impurity) uag Specific test m3 Dosage form (19U edavEauAUyadaadl
Dissolution test, gndnUsIEIN e ol Sterility test, Endotoxin test, Particulate
matter wazeeanRLavewuRead sterility test 1udy) atudrgavialmindd

- E__ <= o ar
vsenuUsema ualilaguunlyluneideus1suen

v oa o 2 at : . 1 o W - ]
7) 1984 In-house Tlaanrdesiu ICH Guidelines usihiasunniide mudel) vieh 0
v ) R ) o P
AAARDINU general chapter/general text 5@5m:éﬁsg\_smmémgmgmaﬁ 7
Lsiaenpdoamusseniivsenie/luidulusmu ICH guideline

8) #1984 In-house process fiaaaAdaarfiu ICH Guidelines snusenasingen (i 0
NA50)
- L o N 3 . - 2 o = =
2.2 npssrunansiusienduiagy (Finished Product Specification) (Fendaladonile) nsilil 15

ogfremimsWasUauA luA vz Fouiona Y Toa N M TYeUnlY (WY 6.5) uiax
finished product specification lngveurilunouiudszniausenaniny/aaden uazlihiu 2 U
w usenngm

2.2.1. nadilgsumssusastusisen (Official Pharmacopoeia) (iGandaladanile)

1) #1989 USP, BP, Ph.Eur,, IP, JP atiugnge (mutenansitungideuld) vnidums 1.5
= v - =l o as vooel o ase
wilonzideu desfiudlvlunelousiiueua (He.5 ¥ ov.0yls)

2) 1983 USP, BP, Ph.Eur, IP, JP atfuaan (mutenarsitunzideul’) madmsunly | 0.75
2 =i L = o al 3 =1 Ln- I e
Fosiinstuudlylunsidoumsueuds (@ o5 Agu e, nelu 2 Yuadalilasunis

e L L s
ousld uazBuudluneutuusznmiagia)

T &
= =

3) 1983 USP, BP, Ph.Eur., IP, JP atfulusininuszna (auenansndunezilould) sey 1
iaen wminfinsudludesiiudlulunzifoudiueGeuiasud (o5 7 ov.01p15)

1asie

ARLNTTUNITATVLATIWAULBERLAT AANYIBIAN T

b O/
T UsSEEIUNTILATS 2.a9%0 e A N3UNTS 3. 8490

(umua Junuam) (ney. adian Hmsaa

&N@ AFIUNG

(ney.atsn Alnwdn)




i1 8 77N 26

= v
YanN13n

inausinsUsTiugN WRERT sl ey

ALY

4)

1381 USP, BP, Ph.Eur., IP, JP atiulmindiseme syyssien wazvaniinisuiled

= = o as v e el = Ve v e
nstuudlylunidousmTueud @ o.5 7du o8, nelu 2 T uwadelilaiuniseyi@
warduwnluneuiulszniniin)

0.25

5)

$1484 USP, BP, Ph.Eur., IP, JP Usynea sEYisen wasuily
Tuneiuisueud uade llgduuslylunadousiiuen

3

$1984 USP, BP, Ph.Eur., IP, JP (atfumassnend sum.Usenia) uazunlaluneiley
o @ v =l L LTy
FTuLILaN (HE.5 1 98.0R)

7)

v a w o - -

1989 USP, BP, Ph.Eur., IP, JP @fumassnen?t sus.Uszne) uazBuudlyly
sifousfueuds @ 0.5 18y ee. el 2 Yuddelailifunsewsd uazBuunly

nauTuUsENINgIN)

0.15

8)

81991 USP, BP , Ph.Eur., IP mutszmeszymsen wadeluldialaluneideudiv
o

9)

$19830us5781 USP, BP, Ph.Eur., IP uwsatumnii ysenmassymsnen (lai
WASUN)

222,

nsailalgsunissuseslusisen (Non-official Pharmacopoeia) 4195§1UABIMY
Official Pharmacopoeia yoeUsymATduaindnues The International
Conference on Harmonisation (ICH) (tlaw1zUseimaauisn ICH 7l Official
Pharmacopoeia harmonization A8 USP, BP, Ph.Eur., JP., Ph Int.) .) Y30
Formuawazaesg I In-house process fidenndasiiu ICH Guidelines wag/vie
Pharmacopoeia General Requirements Qm,ma%m?&w:m&

1)

#7484 In-house process iaeandaafu ICH Guidelines YasUsvwmAaNEN ICH uaz/
%38 Official Pharmacopoeia Tugu General Requirements (General
chapter/general text Y Universal test (1.Description, 2.Identification, 3.Assay,
a.Impurity) wae Specific test @131 Dosage form (1u guiavsaunUyasel
Dissolution test, enanUsEINITe do el Sterility test, Endotoxin test, Particulate

1.5

P
1.83%8

A i

ARENTTUNNSATILATIIAZIBEALAALAN BUZIaN Tz

GrA
UsEsIunsTUNg 284t DN.\\J\O A59UNT3

(uwua fununm) (ney. adan Rﬂaa

3. a4%e

w ﬁ NITUNTT

(ney.aiisn Elnwadn)




Wi 9 270 26

= v
Yoani13an

Y o e = as
nasinnsUsTiuguAIWHARA I TR TRy AZUUY

matter WagevgaamLaze wuieadl sterility test iusiu) aduage yaiate was
= i o w - o [ = wa
vdunmsudladimsunlulunzifeusmivenGeuiesuad (§o.5 71 ov.0uilR)

2) #1984 In-house process iasaAdaafiu ICH Guidelines YasUsvmAaNTn ICH waz/ | 1.25
158 Official Pharmacopoeia ludu General Requirements (General
chapter/general text LU Universal test (1.Description, 2.Identification, 3.Assay,
4.Impurity) Wag Specific test mu Dosage form (1u eudlaviauaUyasiod
Dissolution test, Smgiﬂaﬁ:@«@m_\@am Sterility test, Endotoxin test, Particulate
matter wazeMEBARILATETNURB sterility test Wudu) atuluaindausenna
fsendt sum Usema yaviade mndunsudly Smsudlalunsioumsveudy

(8.5 N o8.0ULlR)

3) #7989 In-house process fiaaaAdasiu ICH Guidelines vasUsvmaan@n ICH waz/ | 0.75
w3a Official Pharmacopoeia ludiu General Requirements (General
chapter/general text 19U Universal test (1.Description, 2.ldentification, 3.Assay,
4.Impurity) Wag Specific test a1 Dosage form (WU eiav3auAUYasnedl
Dissolution test, mgmaﬁﬂaﬁaﬂm‘@mmam Sterility test, Endotoxin test, Particulate
matter WazeMEaAR LAz NuABl sterility test {Wusu)
Uszmams1enit sum.Usznd yaviada ndunisudly Snsguudlalunadeu

o o 1 Lr\.-. e M o QA L 1 @
fMsvenan (3 8.5 Nt 98, melu 2 Yuadebilasun uazdunnluneuiu
UsznIns1an)

4) 87981 In-house process Ni@oAAGBINY ICH Guidelines vesUsvweandn ICH waz/ 1

38 Official Pharmacopoeia ludu General Requirements (General
chapter/general text 14U Universal test (1.Description, 2.Identification, 3.Assay,
4.Impurity) Wag Specific test mu Dosage form (11 eniavzauaUgarodl
Dissolution test, mu_mgiﬂmﬂzr&e@mﬂm Sterility test, Endotoxin test, Particulate
matter WazveeanRLazENuRa sterility test 1ufy) aUUAINUIENIARITIEN

ARENIIUNIAMUATIEASBUALALAMENYUZIAN 1Y

i UsesuNsIuNTT AS3UN15 3. 8988 o #W@\ .............. ASTUMS

(uwua Fumunv) (ney. adan 1dana) (neygis Alnade)

1asde




1w 10 9110 26

- v
YBNIIAT

= o o o ar
inmsinsUszliuaun T WRART NTiB YR sy ATUUY

L ar =t o s 2 =
7 sunUszne yasiada wazvnnlunisudly dnsudlulunefeudsueue (@e.5
5 91 98.0Y3iR)

¥ e =l 2 o i = =

5) 91984 In-house process N@anARBINU ICH Guidelines vaUssinAaunan ICH uaz/ | 0.25
%38 Official Pharmacopoeia ludiu General Requirements (General
chapter/general text LU Universal test (1.Description, 2.Identification, 3.Assay,
4.Impurity) kag Specific test #1u Dosage form (1 m.:.msﬂmmpmiﬁmm@am
Dissolution test, n@auseanadesd Sterility test, Endotoxin test, Particulate
matter WagevigoaRILazE WUl sterility test 1Uusiv) adumuliznaigen
= w o - = = 5w v e
7 sunUszna yavhda wndumsudladinsBuudlulungdeusiiveue @ o.5
Lhn =l 1 el el L 1 at
7t pe. melu 2 Yuadslallaiuniseudid warduunluneuiulszningnn)

6) #1484 In-house process iaaaadasiu ICH Guidelines vosUsemAaunTn ICH uag/ | 0.25
i3 Official Pharmacopoeia Tudiu General Requirements (General
chapter/general text 19U Universal test (1.Description, 2.Identification, 3.Assay,
a.Impurity) Wy Specific test my Dosage form (WU snifiaviounuyades]
Dissolution test, m‘_msiﬂmﬂvrﬂmmwam Sterility test, Endotoxin test, Particulate
matter waveveannuaze Ul sterility test {usiu) atudgamielminid

wamuUsena_ualuladuunlyluvedyusniiuen

7) #7989 In-house TidanAdaafiu ICH Guidelines usilinsunnviate mude1) ik 0
aonAdeafu general chapter/general text  vieiiferfuuninasgiuetdiiagy 7
1 L o = ! ¥ .
liaeamndasnussieniusena/ludulumu ICH guideline

8) 87984 In-house process faeandpaiu ICH Guidelines sniuszniasisien ( 0

Wa38U7)
3 | snasgrumieiesUfjiins ISO/IEC 17025 (idandaladonils) 3
3.1, [6%unssuses ISO/IEC 17025 lusneniseniiidue anmihenuiusesiiundede 1wy 3

. ¥ e v o W o v oo =
nsAneEansnmsunmd Wudu wasiin1sveaeuaIuYNITanINANTIE101989% 9.
Uszna viisatulutinin

ANENSIUMSATMUATIBALTEALAZAAN YUY
"1

. f /]
v o e
.-.mme_ x USEETUNIIUNTS 2.89%8 D“J\. NTTUNTS

4
E.z.cmmcsg\_é (ney. adan Tsna)

3, a4e

A

ATIUNTT

¥

(ney.adisn Blveadn)




w1 11 290 26

= v
Yan1IA1

inausin1sUstiuguakEnTusienYaaslny AZUUY

1 =3

was a a ar o o o
32 1A%un1sSuses ISO/IEC 17025 lusteniseniliaue Y9Hagan LN enensds (*6157¢7: 15
avulminTivsemea seysis1g) Mnvisauiusesiuiiede Wy
nsuineAans nsuwng Wueu

3.3, lallg%un1ssuses ISO/IEC 17025 lusneniseniliaue 0

3.4, [Huenhdhanslsamaildiunsuseanasgiunsindinuiiiinmsnalne 3
' a0 oA oA )
NUUILNUNUNTBNDTENU PIC/S

i
n

n Esquézﬂmfuma mooamﬁoqmmqum&nm\moouQmiv_&o:vqmnmnmnmmv\mc&
| (@andoladonids)

o
U

11 8% un1sSuses GDP-PIC/S aanvasususesiivnidede wwu SGS, BSI ,ISC

Lrar L%

4.2, lesun135uses WHO-GSP+WHO-GDP nvIsususesndede wu SGS, BSI,ISO

4.3, la5un1ssuses WHO-GDP nAhenususesudeie 1wy SGS, BSI ,ISO

0.4, 18%un1sSuses WHO-GSP annmiheanususesiiundede wu SGS, BSI,ISO

4.5. lulasumssuses GSP vie GDP

5 | wnsgrundadus (Fondaladonils)

5.1, 1Wugnsuuy

5.2 WHO List of Prequalified Medicinal Products

=i = ' @,
5.3 s1emseiisede aglu Green book weu1 - Yaqlu

bmjnnlbtiv i |[O |- = N

5.4 wanATITRRT e 3 Lot. Ensasadnswiasunniadenusiisneniienads) lne
WeauuAns ISO/IEC 17025 Alallaiginn

5.5. laiidulumuvide 5.1, 5.2, 5.3, 5.4

o

6 | quantARiBaUsTevidonufiRnu (Fendeladonils) 5

=i ) w & e ] [ o5
6.1. nsdeda Uastuuas Jeauanudiu (Genteladenil)
6.1.1. ussqluusTYnsitaatuua (nsdunasgrundusiiuszy) uas/viedasiunnuti 5
(nstanasgrunduiiuszy) uariimsszyliluussgfusidanu asuty

AMENTIINTIMUAT AL EUnLasALANYNEIaNTE

V|
Lasie il v UsEsUNTIHNTS 2.a18 T, \ N53UMS 3, astie n95UM3

(uwua Fununm) (ney. adan Wana) (ney.a%51 Alnvidn)



Wi 12 90 26

Famsdn
524_3.“5..,25232235aseéwmée AZUUY
3285‘_353.?:2% fiaainszyvesn Lot No Emcmé NN ey (unit dose)
uazdl Fsnwsiaansativauudinn asudhu
6.1.2 Wuedialivssquss uddesiosiuuas (nsdinmsgrunduiiuszy) waz/viedasu 1

h =i ar o ar =1
ANYAY (NSTNAIFIUNFYITUTEY) finsussgluussydasimuimvue ualifinsseylivy
VERRTALY srywwizluenaisiiuen

6.1.3. ugiussgluuneen g?&cﬂ%ﬁﬂﬁ:ﬂgg SMEE‘_&%S@%E%E 4
Hasiunautiy SMEEE&,ESm%._.MSe ummédecém% Lot No émﬁmé NG Miae
goy (unit dose) ATUNIU UAlsET frdnusfianansntvseuuiioen

6.1. n cﬂ&acﬂgeaﬁégB.Maégu.:mé Asémm‘_:gﬁaamzcs&uﬁé uazd aan 3
me.ﬁmS (@omsdn, Toen, AnuusY) A miutes (semi- uazdl FadnwIn
A IUUERE

6.1.5. cﬂ&gcﬂdzEﬁ%zgﬁméﬂch (ufifvuslunmandAiall) wazd aam 2.5
meﬁaﬁ (Fansén, Feen, AaLS) N9 MeeeY (semi- unit dose) wilaldl Gndnwsi
AN IaTUIL VLAY

v € v = o wa o
6.1.6. _S..M@Hcdmibaﬂséﬁsmmé%ﬁgés:,_?sﬁsEmudsﬁiv 1 1

6.1.7. ussgluusTasiliiasumisnasguszy naifmuslugueudinly) wis b 0 0
Jostunas (nsdlmsgrundashiu seylestuuas) (liResan)

= S = = o 2 =
6.2. nItlenda /emiv/e1due (@entelavenila)
e v = o @ o i1 ' .
6.2.1. Wugnilussyinsiauiindeiisussyasuniu yn e (vial/ampoule/vwass/ 5
: |
119) A8NILYTEELN Lot No Tudueng vnq wiieeey (unit dose) ATUNIY

Ln s L ar o s L ] L} -
6.2.2. Wusitiussyiasinuindwhiusgy asutu e melvg (ndes) 3

LIK a L as o et 1
6.2.3. Wusniiussyfusinuiindusiivszy linsudou 0

ANENITUNIIINUATIEAS _.m.msr_.m_cmn: AnwuElany

/ ? ”‘0 -
U3851UATINNTT 2 madw h%\\! ATIHATT 3. aite &/ﬁ@ AFTUNTT

w ¥ !

(uwua Fununw) (ney. adan ?..3:3 (ney.q¥a Elnwadn)

1.aite




Wi 13 971 26

Fon158n

o a  ar =i ar
inausinsUsTiununWHAR usiEN Yo any

SLUU

V. 52&@233526 (Specific quality criteria)

80

naigadpuawisiiaiusasmanisinTizd (Certificate of Analysis ; CoA)
(AzUuusIx = 99 1.1 + 1.2 +1.3+1.4) .

16

1.1. anuduiusvomaigalnun e susemanisilaseismend iy (Certificate of
Analysis of Active Pharmaceutical Ingredient) (dontaladonis)

1.1.1. COA Jaqiu fivisves Supplier uag Manufacturer uagiluingAunndniuieaiy

1.1.2. flawrzues Supplier waz/wie Manufacturer vive laildguniswdnipieaiu

1.2. nafigavnmunwrtideiuseamansliassidmenddty (Certificate of Analysis of Active
Pharmaceutical Ingredient) am.mm.m.mﬂa&.mxm_&

1.2.1.9590U Active Pharmaceutical Ingredient Specification Ve Supplier wag
Manufacturer wazdinsuaninaluzuuuusiigy nieseyea LOQ/LOD ves impurities
59384 residual solvent ASUEIU BALTUITS Physical test, Description,
Appearance, Identification

1.2.2.0854fU Active Pharmaceutical Ingredient Specification %n#1aed Universal tests
waz Specific tests ¥e3 Supplier ¥38 Manufacturer wadnisuanaraluguLuuimiay
vi3eszyAn LOQ/LOD we impurities 7964 residual solvent Asufiu snviuviade
Physical test, Description, Appearance, Identification

1.2.3. @53ffu Active Pharmaceutical Ingredient Specification y)n%8e4 Universal tests
way Specific tests Waves Supplier wag Manufacturer rramag.urrm@azm._ﬁma_.rcc
“Conforms, Complies, N/A” Taglaiszyen LOQ/LOD (wanaitlu <LOD, <LOQ,
<reporting threshold) Tuvhdefimsuanwaluguuuusay snukde Physical

test, Description, Appearance, Identification

1.2.4. a5911U Active Pharmaceutical Ingredient Specification 5:?&32 Universal tests
Waw Specific tests 99 Supplier #38 Manufacturer usfinsuanwaluguuuy
“Conforms, Complies, N/A” Taglsisyyan LOQ/LOD (wanaillu <LOD, <LOQ,
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<reporting threshold) Tutenimsuanamaluguuuusiiay eniiuive Physical
test, Description, Appearance, Identification

1.2.5. 331U Active Pharmaceutical Ingredient Specification ¥n#uaues Universal tests 0
uaz Specific tests Y83 Supplier #38 Manufacturer utinsuanInaluzuLuy
“Conforms, Complies, N/A” luwdaddgyausngnen 1y Assay wie doyall
Unidetio (liner5as)

1.3, pnuduiusvemaiiganunmmlidesusemanisiiaszviendusagy (Certificate of 1
Analysis of Finished Product) Qmmam.wﬂam.m:m&
1.3.1.COA finished product T ingaujuniswdninelnu COA Active Pharmaceutical 1
Ingredient Specification
1.3.2.COA finished product lallaingaivjunisnaniiieanu COA Active Pharmaceutical 0
Ingredient Specification
1.4. waguiinunmniideiusesmamsinszienduiagy (Certificate of Analysis of Finished 7
Product) (i@andaladanils)
1.4.1. @530 Finished Product Specification )n#iauae Universal tests wag Specific 7

tests wazdnmsuanamalugluuudiay wiosyym1 LOQ/LOD Asuiiu uniiuviie
Physical description

1.4.2. 33U Finished Product Specification 9n#3%ava4 Universal tests uag Specific 3.5
tests uAtinTswanINalugULuY “Conforms, Complies, Not detect, N/A” Inglaisyy
f1 LOQ/LOD (wanaifiu <LOD, <LOQ, <reporting threshold) luwatefinmsuanisa
Tuguuuudiay eniiuvtie Physical description

1.4.3. m33au Finished Product Specification %n1Uauae Universal tests way Specific 0
tests waiin1suanwmaluzuLuy “Conforms, Complies, N/A” Tuvhdoddaymasiie
g 19U Assay, Dissolution, Related compounds (Hufiu #3e &mﬁmﬁtﬁmmm@ (lai
Wa7150U7)
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:dﬁmu_.m:mﬂzrmca Elemental impurities (Risk assessment of elemental impurities)
(Fontelavoni)

5

2.1, flonansuanInansns29 elemental impurities asufausmmannsiiszelu ICH Q3D (0
uvas APl, Excipients, Water, Equipment, Container closure system Wudiu) agraves 3 u
nuAn waz n1smenue LOQ asuynmgmuiteuly stles

- Oral and Cutaneous (7): Cd, Pb, As, Hg, Co, V, Ni

- Parenteral (10): Cd, Pb, As, Hg, Co, V, Ni, Li, Sb, Cu

- Inhalation (14): Cd, Pb, As, Hg, Co, V, Ni, Li, Sb, Ba, Mo, Cu, Sn, Cr

2.2. flonansuanINANIATIY elemental impurities_AsU§aUAMMENN3ATEYlU ICH Q3D (N
Wwds API, Excipients, Water, Equipment, Container closure system LTugi) ag19ves 3 U
MsnaAn watinsIsnum LOQ liasunnsgaudouly

o . —_ ' o =
2.3, fllenasuaninansngia elemental impurities Laiasudiaunumndnnisiszylu ICH Q3D
(yAuweas API, Excipients, Water, Equipment, Container closure system \Hudu) othaves 3
funsHan wdiin1snenud LOQ asuynsinmuleuly

2.4, ienasuanINansnTaa elemental impurities liasudaunumanansiiszylu ICH Q3D
(Mnuvas APl Excipients, Water, Equipment, Container closure system LJugiu) agetios 3
sunsndn wariinisssnudt LOQ Linsuynsmauiouly

2 5. nasUsEiiunUAsamETiuves elemental impurities liaenadesiunundnns
ﬂauﬁﬁ ICH Q3D 33_.5‘_% API, Excipients, Water, Equipment, Container closure system vu
fu) vige lenaslilasunisiuses vie luuanaanans Risk assessment of elemental
impurities Y38 KAN5AATITAANAT PDE wieil lnwznan1snnaay Heavy metals AULNEUAT

LAEUANS UNTAUA

2.6 l1ifin1sne@euna Elemental impurity Risk Assessment Report uag Heavy Metals

lLifiarsun

naigulaunmnsAneInuAin (Stability data) (@Fondaladonils 3.1. w3 3.2.)

i o v o ) - [ - i a - | v
3.1 nsdlenfisndusesianuasiivasdald (in-use stability) 19y eniln erfinauneuld 1wy
Wio mMsvaaeumsTnuUAIasineway/m3e In-use stability Tusde W

AENTTUNSAMURT WaAsBEAUAT AN HUIAW Y
Fd

Ch»
,,,,,,,,,,, um_._..,........,.._._.._._..%umé:ﬂu:d 28 0. \@)\W‘J n33uNT3

(uwua Fununm) (nry. adian lusna)
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(AzuuUs9Y = 99 3.1.1. + 3.1.2. 3999 3.1.1. + 3.1.3.)

3.1.1. M3An® Long term stability wag Accelerated Stability (Gandolndonils)

1) #n135Anw Long term stability wae Accelerated Stability 2819UBY 3 .M..::dzms Huly
pugaiunlu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75
+ 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) rrmumzm:‘_mm:d,_zmc@ﬁm‘_ﬂ
fsusliuuaan waziivadenimegeuasufululuamudidmueiiszylu Shelf-life
Specification wazilnan13finy1 On-going stability ﬂm_\mmmmﬁgg&ﬁmﬁﬁz

2) iln1sAnen Long term stability wae Accelerated Stability egneties 3 unisude {Wuld
sudarivusly ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75
+ 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) qumzm:dm:dﬁ.udwﬁmgﬂ.
fvusliuuaan weiivhiensnageuasufrudulunudiivuaiiszylu Shelf-ife
Specification wslifinan13ANY1 On-going stability Aoyasmandutiagiu

3) §innsAnwn Long term stability uay Accelerated Stability 8g1auies 3 JUNTHER
Wuluanudenivumly ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) wardinan1sAnen
asuogeiitmualivuaan uaziiiadenismedeulinsuiunialiduluaiue
:.._scasmeﬁ._.: Shelf-life Specification wiASUAINRITa general requirement
YBEIURY warinan13Any On-going stability s.ﬂ_mgmméssaxﬂﬁcc

4) 1n15AN¥ Long term stability way Accelerated Stability 2819UBY 3 JUATHER
Wuluaudervusly ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) uaziinan1sfiny
mm:m,_mm,_ﬂmég._mcgmé uaiivadanmmaaeuliiasuduvieliluluaue
:Jszgsmeﬁ: Shelf-life Specification wazliasuaunate general
requirement em,._méﬁ.._ wardnan1sAny On-going wﬁmc;&\semﬁmmﬁgsac

Uagiu

ANENSSUNSATMUATIBALLTEALARALANYTIAWTE

. WV i ﬁ.n/h / %
1.84%8 USEEIUnTINNTG 2.8378 NSN3
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5) finsAnw Long term stability waw Accelerated Stability liiasu 3 Juniswia wsals 0
Wuluaudariivualy ASEAN Stability Study Guidelines (Long term Stability: 30 +
2°C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) #3ailnansfn
Linsuergeniidvualiuuaain vianan1sinsieilaiinunasingsds wieliting
nsAN®1 Long term stability 138 Accelerated Stability

312. M3ANW In-use stability (Bondaladonidy) wy erdn eritnaurould 4

1) fdeyamsinwaruashuasdalimuiissluenasmivaasudunansazas 4

2) feyamsfnuanuashvuselimuiszyluenansmiveudlinsuiunn 2

ansavany

3) hifideyansAnwaunssvantaly 0

3.1.3 mIvedeun1sTinuUsessEine (Splitting Tablets with Functional Scoring Test) il
uay/ v3e In-use stability (Fondeladenils): nsdieudn (Tablet)

1) Wulumudeulesasoluil 4

o snutusiaeld inendlsosunn Guvardslé) wasiinismaaeuntsinuueeie
dinen Splitting Tablets with Functional Scoring Test @.\a&,_smzwmge._ 30
$in) wazdeaiinnsnadau Dissolution test S2un78 AU General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score wavdl
wansAnwUsEAvSHavesefivhuUs

o 30 dineniuifiseruin finansneasuanuAsTiveinefivnuUnTaEln
81 (In-use stability testing) ATUMUTBAVUATDWNTIE1IBY 1 USP uag i
nsnadey impurities lugnfivnuus TnevesufiRnts 1ISO/IEC 17025 il
fuan wagiinansAnwuszansraveseiivnus

L ar 1} EP.
2) WulusuEeulasseluil 2
e Jnuvasiaenld dinenfisesuin (Fnuueesald) wazin1snaaeunITiNLUIATS
ieen Splitting Tablets with Functional Scoring Test Fadwmiindinen 30

ANENITUNIAMUATIBAXBUALALAMANBIULIANE

L AUEEuNsINNTT 2.a%%9 \VN} x\Nu, NIUNTI 3, gam@ &/%ﬂ\ ATIUATT

wa L7

(unua Fununw) (ney. adan Tusna) (ney.aTs lvnendn)
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win) wazAeeiinisvadau Dissolution test S7u678 MU General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score
= o = = = Y = o T

o 132 Winenii/bifisesunn dnan1IeasuAUAINYBILINEIIRNLUIATILEIA

81 (In-use stability testing) ATUALTDAUUATBIRITIONBULY USP wag i

- g s L o 1} 2 = aAs 1
AsvageU impurities Tugniivnuus Tnetesuji@ns ISO/IEC 17025 #laild
WIAR

® 438 finan1sANWIUTEEVBHAVBIIMANLUY

3) Wulumudeuly Fedeluil 1

o nuvasiaeld dineniisesunn Gnuvendals) wag Snmegeuntsiinuianie
Jinen (Splitting Tablets with Functional Scoring Test H.w.\,._._w,,ﬂs&:rmsm,_ 30
i) urlifinnsweaeu Dissolution test Samse AU General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score

o 3o dinunisifisesunn Tranisveaeunnuasiiredineiivnutaiadie
81 (In-use stability testing) ATUMMUTEVUAYBIAITIO1989 1ty USP usilaill
nISMAADY impurities TugvALUS

4) Fuladineld Waelifisosuin Gnuteessld) watinsageunsinuUnading 0.5
(Splitting Tablets with Functional Scoring Test) WA/MIBTNANTNARBUAIILAIG?
yaainenirnuusedadine (In-use stability testing) ATUALTDMUUATENTIB1B
LU USP

5) nsavinudasinenls dinenfisesunn @inuveaiald) Lifinmsneaeunisdnuusaiadaen | 0.25
Liifinanaaeuanuain walinsvegeurnunsilaeieslfuAnsvesguin

6) lutisoruinly wavinuuadinenla 0

- 10 Y o w e - - v 1 . '
3.2 nsdlenilsruspdinnuasiunsdeld (In-use stability) wiaeviainudadine il 8
fovstlumsniing vie suauga

AMNTIHNTINTUUATIBAZLB DAL AN BULIANIE
|

w v Rl
JAszsunssunig bR I 5 et LR Al AS3UNTS

1avde ... s
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inausin1sUszifiunmunwkanTusio1 eaniiny AT
M3AN® Long term stability (Gandaladonils) 8
1) §ins@inw Long term stability fianTizdaifiu (Storage condition) agnslias 3 sun1s 8

nan Wuluanutenvualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) nsdifianunsaiiunts@inuléionu ASEAN Guideline #@auuu Stability protocol %38
wingildiumseyiRan ee. MllnamsAnwasuangeniiivualivuaain Tnsdina
A13ANY1 On-going stability mmaammsrss&:mﬁmﬁ (u %Smisﬂdmﬂ&):;mssm@:
gadlalsngt 12 Wou warliunuiu 3 TunfuiiBuienans) LaslaniNansnTas
Taseiidudaae sniiusiade physical description wasiimidan saAaaUATURIU MY
Fseniienada

2) §imsAnw Long term stability fian1izdmiiu (Storage condition) aeaties 3 Jun1s 3
nan laiuluaiutenimunlu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) nsd@ifianansaiunisdnunléinnu ASEAN Guideline #f@auwwu Stability protocol %3e
winguildsunseysiian eu. flinansAnmasuagefimvusliuuaann Tasiina
n13@n®1 On-going stability deyadwambutlagiu (u ganangavheiivinmmedey
Foslisnndt 12 e warliunuiu 3 Yunnfuiituenanuazianiwanisnga
insemdudaay eniuiade physical description wasiidenisnadeuasudiau o
Fsenignede

3) finsAnw Long term stability fianigdafiu (Storage condition) agwifes 3 Junis 5
nan Wulumuderivualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH)
finan1sAnwasuangeiiivualivuaain udlifinansinw On-going stability

o ) ar v o o ) ' - |
doyaswanuilaglu (u wumgavheiimvmeaeusedlininiy 12 wiou wagl

=y s ar LL - ar 1 3 LT
PILAY 3 VTUNNTUNDULENES) LAZLARINANITATIIATILTUANAY BNLIUTITD

1 1Y

i i o o dv a
physical description WazIHITBN1TNAGBUATUNIU MUAITIEI DD

4) finsAinw Long term stability flan1azdaufiu (Storage condition) aghetias 3 Junns 2
wan Lidulumutenmuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) flman1sAneasuaigenfinvualivuaain walifinan13fing On-going stability #i
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Hoyadwiemiueqiu usruanmanisaalinnyiildudauay snciuide physical
description wavivhdenisnedouasuiay MMuF1I1e1one8e

5) finsAnE Long term stability fianmedaifiu (Storage condition) aenstios 3 §unns
ade Lidulumuderimusly ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) mzm:dmm.%ﬂ:m.ﬁ%mmé%,_.m::nm,_: welsifinansAne) On-going stability U
a1gn waruanian1snT i1y Conform, Complies, Not detected, N/A

-\ E

nciuriate physical description waziivhdensnageuasuiiau Ausen7e1sds

6) fims@nw Long term stability laiiiuluma ASEAN Stability Study Guidelines, Ainw

-

= o ' o Av a y
asuageniimvualivuaan uilivhdenisvaaeulsiasudau mumsefionsds

Wa15047)
7) lfllenansnsfinun Long term stability (luWe15a47)

zmmaamag._zeaanaéucqmaﬂmnmmﬁ ussyiusiuazanin (Package & Labeling)

= = o5 = = o w o w
4.1. Muuzussy waz aanilseavideanssnuifunslous waz dwnansmnuendmay
Usgmaumily (PIL) atummine

4.2. MTULUTIY way amniianidunnsinmiitunsideun wibifienansiivendmiv
Usznsuiald (PIL) atumwing

4.3. ruruTIy vie amnilssazideansimuitungdoue way Senasmiuedmiy
Usgnauild (PIL) atunwive

0.5

4.4. wuruTIY Yo aaniinvaundeasnuiitunsloun wilifienansinvendmiv

Usznwuiill (PIL) atunwiing
4.5. Muurussy ues aann Jvanidunlings muiitunvdeuen

Taifianseun

auvinfisulunsudadnenfueaduuuy (Therapeutic Equivalence): (Aziuus = 99
5.1. %39 (5.2 + 5.3))

10

5.1. Wug1fuuuy

10

._..ma&m_

5.2. waRgaURMAwAINANYAYaINEAiueieT (Bioequivalence) (dendaladanil) (fo
5.2.1. vi%0 5.2.2. #30 5.2.3. #ip 5.2.4. 38 5.2.5.)

ARIZNTTUNISAVUATBAEIBUAUALANANYEIaNY

A w\ﬂ\ o4 g }
f 28998 T, LFTUNTS

UsEs1unTaNnIg

(uwua Jununn) (noy. afian E%aa
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5.2.1. msAnw@rauyadulunmumdninasinazuuameujialunsdnuauyavosen
analey (AzUUUT = (1) + (2) + (3) + (4) + (5) +(6) + (7))

7

(1) WulumuuuameujoRlunisfinundausayndenivun Taidenuuamaiilgdneds

wnildaumidaarelui

(1.1)  U.S FDA Product-Specific Guidances %38 EMA Product-Specific
Bioequivalence Guidelines

(1.2) %m&@ﬂ&aé:ﬁm:ﬁﬁmﬁﬂﬂ 1 uns1AY 2561 o 1B uUszMAdinny
ANIENSIUNTOIMNSUALENL38Y ASEAN Guideline for the Conduct ¥4
Bioequivalence Studies astudl 16 ngAdneu 2560

(1.3) %mgmeﬂma,mﬁjm:,%u@tﬁﬂ 1 uns7Ax 2561 8edamuYsEnIAd1nay
ANIYNTTUNTOMNTUALEN 1389 ASEAN Guideline for the Conduct w83
Bioavailability and Bioequivalence Studies wag mmmmjmzd‘_mﬁ_mum.«_mzm
warTauyavesHaniusion actufl 6 funau 2552

0.5

= o ) = v o o 1 & v 2 - = o
(2) jUwuumsAnwuazsnnueaalinsiisae iiieulvisieluilielatents (Gente
Tndonts viialul)

(2.1) m¢_.rd:3mm:d,_ Non-replicated design (two-formulations, two-periods, two-
sequence crossover design) tnasgIuNTsARLEane @i UIBINAY LA INANN
$1uu n TuimMERUN AN ILEawe (nsdlendanuwusuTiugs)

(2.2) UwuunTsAne AMsAnwwuy Randomized crossover design 5o parallel

. = da | o aa a ar '
desien (nsdilueniifidnaiading) mesgrumsAnidenanaainsiiiemansuay
AUy n Jusmdssunsfinyiisae Gnnndt 12 A, nsdifinyiLuy parallel

design fosiisrurunnny 24 au) waziinsiiudetvetios 9 39

(2.3) finsAnwnirauya wilifienansuanwmalumsnnuamiinesnieda liun
9%CV, %Power, Geometric Mean Ratio %38 $1uau n FusimdisumsAnwlsiisme

o = =
(3) YhmsAnwmuansgIuABANYINAINLIIGIER

1.5

(4) psaviaseusmdarianun fie parent compound waz Active metabolite (i)

0.5

ANENTIUNMIANUAT B BEALAYAIENYUEIRNE

71
i~ DT_Q %Vo
- —?
1.a3t8 Yo Us61unTIunTs Nmzﬂm NSN3

(uw.ua Jununm) (ney. adan F._Naa

=
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(5) IneaziduamIvadeutilusnegadoniNenANYNABIYBINANTTIATIEY (Incurred
sample reanalysis (ISR)) WuNMu9iN1TEBNIU (%difference aglutae +20% ag1eto

w ' o - . P 2 < e ' =4 = @ e A =
2/3 vewhedaivianduaniiages) way aeuludletrudandeatuiuinis@nwdn
auyamihuuans

(6) AnuduRusTRIEMINUNIRNTY (Hentelatenily)

0.5

= - - - o oo v o2 e '
(6.1) An1sAnwMIBLENATNINIVINSAHANLU B Hawans AL IMNS LUl Nase
NINATUVBIELN

0.5

(6.2) \uen? gwmslinaransgada insvinmsAnwluanaziiamis (Fed
condition)

0.5

(6.3) 1Wusi pnsilnaden1Igadu dnsvimsAnululamzludnizanamis (Fast
condition)

(7) N153 enantiomer

0.5

(7.1) Huend 13l enantiomer

0.5

(7.2) \Jueniisl Enantiomer fin1svinnsfing audarmun ASEAN suidelines for the
conduct of Bioequivalence studies (Revision 1,march 2015) %38 Guidelines on the
Investigation of Bioequivalence (European Medicines Agency)

0.5

(7.3) Wuenitdl Enantiomer uatlaififinisvhnis@inualu anuderivun ASEAN
guidelines for the conduct of Bioequivalence studies (Revision 1,march 2015) %38
Guidelines on the Investigation of Bioequivalence (European Medicines Agency)

gl

(8) wdninausIsMsNAueURTRNT (Good Laboratory Practice (GLP)) (entielate
vila)

0.5

o=oade &ead

(8.1) e Eé&ammmcmmé‘_s.u.méa,_ﬂ_w:s%zsmEzaﬁmmdﬁﬂgﬁmémﬁmﬂ_j
(Good Laboratory Practice (GLP)) .ESEss,_Bmmgd,_damgtmgﬁ,_a.ﬁu_.sm

0.5

faaad

(8.2) laidid _..Ssmammmﬁma%%mé:,_émcss,_zsmar:Es,.aaﬁsm?smémﬁmaj
(Good Laboratory Practice (GLP)) lunsiifivinmsAnuihauyalugsuszne vio
imsAinwlagusengnanios

AENIIUNTSTVUATIBALTER _._.m_e_m_Em:v.Ec_.mﬁ g

Yo hr 28380 g\w&\o

srenrssesiarrassnesaranenno U TS TUNTINATT
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=] ar 1 =f = L 1 L =
(8.3) finsAnwihauyalulsznalnglaganiuviembsnufinuniauyanudeis
Y30 AT UNMTTUTDININAITNIUANENTSUNITOIMNSHAZ EIMS BN TUINEIANEASNITUANE

0.5

5.2.2. S8UMsAnY Bioequivalence Taitulumu ASEAN Guidelines for the Cenduct of
Bioavailability and Bioequivalence Studies %38 #fillan13finw
PszdvionauayTrauyavewminingien nisnsiansisaiey (Winnsan)

' - a w e = v

5.2.3. Lifienasfigadaunnauauyavewdndngen lunsainenduguwuuiivseneli

fimsfinwiauya (Bioequivalence) vianandiglva (l@wnzilousdl “NG” firfiv)
(Lifansaun)

5.2.4. minvhmsfinsdauyalulszmelnelaeviesu fiRnisvesuitm

e & = [ | a o = = v W
5.2.5. lunsd@inenluguuuungneniiulisesihmsfinuiauya fesuansenansiu
UsgansnmnazanuUasniuvesen LU Bioavailability study tlusdu Viuusnsdien
v = e et = a a ET W
adlyvihn1sAnwnPauyaiiuiy iaisuenaisniute 5.2.1

L) ar L L
53.  shumsiusesiienisussyastuenansiidedald (Fandeladowil)

5.3.1. Wugduuuy vi5e eransiryiildsuussglu USFDA Orange book veléisumsiuses
11 EMA Fanunsaddsuwnugnauwuule danuindeulunisirdasneniuenauuwuy

(Therapeutic Equivalence)

2 4 @ = | a W f ar a W ) e
5.3.2 Wugndunuuwissanisy fisetendniug lunhdesenisuindusienaninlwmiad
Anuvinfsiulumsiitasnwnnuenduiuy (Thai Orange Book)

1a a.mm

5.3.3. luifinan135uses Therapeutic equivalence

o w - o T
Lang1snInuaen hrﬂm—zdgﬂ!dgﬂav

6.1. Wugduwuy vi3e Sideudliveser muildsueyiRnnd innunmznssunmsosuazen
fvnidissfugduwuuiidmnglulsamalng uariiteyadun fiasudiu eatuayunis
Tenegnaumgua muussmadiiinnuanzassumsesiaze 383 wumilums
Javinenansifuen asiuil 3 nsngem 2556

AMENITUNITAIUAT .._rmurmm_EquaEm.:ﬁEuEi i

Y o 2 asta AVNN\x \.O NFIUATT

U3e51UNITUNTT
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a2 ﬁﬁmdaﬁdéaaeg SJE%Emd@ﬁEB&JDQ‘_ﬁDaJﬂEgﬂjmmu‘_DJmmJﬁ‘_mFm&m_.._ VLN UET 2
w = e ' | = I w o s
Funuunsmmirelulssmalng wideyadu Linsutiu mudssmadiinauanenIsuns
DIVLABE L8 FﬁdSJaﬁiDJmasﬂg__@jmejgD.Cm_‘_ a9IUN 3 N3nNgAd 2556

6.3. Toudldveen muildiueyiRnndriinnuamenssunisemsuaze desnine iy 0

7 | YoyauszAniamlunisinm msfine/Ademeadiin (6.1+6.2) 25
7.1. mfnw1/Adeneedin (Fandaladonil) 20
7.1.1 g1duuuy fuanuenansmaidemerddnduussansmmuezamuvaeaduvesely 20

nsinw audeuslivesiilifueyia

7.1.2 Wundillienansiusesimdnlaegndndeiu gasdiudeaiu dngivnnuvanseniu | 20
nsrUUMINaRLarAuANAUNN Faudld demrssre devihaldiiudeiu erdiuwuy

et
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