mh1am7

AANHAIZLANIZYB I8N
226301: Ticagrelor 90 mg film-coated tablet, 1 tablet

1. quandanaly

1.1 Uiy ugdiandeuildy (film coated tablet) dwsusulsenu

1.2 dwdszneu  Tu 1 ule Useneumie Ticagrelor 90 fiaansu

13 nwurussy  ussqluunalnaiin (well-closed containers) taafiuamnuiiu

1.4 aan - WHaE : SEyTenIA Jeandymee wunAIIuse Tundn Tuvuney
B

- NEoeen : lenaIiiueIusTluNaeeT LasuuNITUL Uy 9Eeey

FeasyyTemietevnamsfn duUs¥NBULALTIUINATALT BN LaTTi
WA Judueny uasawzndousiuen Vdmau

1.5. M3neaeuAnautavialy
1.5.1. puanURved Tablet IMsuanina/n15msaa Universal test fasioluil

) 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 (c specific test (2.1.)

03A,Q3B,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)

(FaesrenuNaLiiafiAuInnn Reporting threshold)

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.)

1.5.2. padanURveg Active Pharmaceutical ingredient Hn15uaneNa/n15ms33 Universal
test mamolUll

ANIENTSUNTTIVUAT Ea B LA ALANYIZIaNTY

4 o o
P L Rl vk, SIS UTEEUNTINANS 20318 AITUN1T 3. 89%e NITUNTT

(un.niu  eyautends) (neg.adan Twsna) (ney.a@51 dnwadn)
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98 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
(Shelf-life COA only) (2.2)

4. | Elemental Impurities analysis

/Related substance cn

Q3A,Q38,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 impuirities
- Inorganic impurities
(Elemental impurities

analysis)

Complied to Active pharmaceutical ingredient
specification or specific test (2.2)

Meets the reguirements
Meets the requirements 1414380150579 heavy metal

Residual solvent (cH qic (rs6), uspaz

<867>EP general text 5.4, BP appendix VIl L, JP17
supplement1 p.2634-40)

or specific test (2.2)

5 | Polymorphism identification
(USP<941> X-ray powder diffraction)

mnuanin1silu polymorph Tikansnnenenessd

PRIy Crystalline or Amorphous

2. AusutANImAiia

ﬂamms:}ﬁLﬂiﬂzﬁﬂmmwrﬁu‘lﬂm’m finished product specification Wag drug substance
specification 71819899 nndwssuatuiientiu daldanneidouradinguAnenssUN1TaMNS
WAL ATENTASITUEY ﬁoﬁmé’%ﬁﬁuﬁl%’wﬁqﬁmLfluaﬂ'uﬁt,ﬁﬂuLﬁw%‘mﬂﬂiﬂmmgm
wndys3ulamiunds muusgmansensas suge 1389 seys1se . 2561 aviudl 6
Sunew na. 2561 (asUsznAlusiy Avemgunwiui 12 nuanwiug 2562) wag seyssie @uu
712) W.7.2562 aeudl 3 nsngIAs 2562 (a9 Usgnelusieiaanyununiudl 26 nsngiau 2562)

2.1 Finished product specification

Test Acceptance criteria
In-house BP 2023 / Ph.Eur 11.2
Identification test: Complied with product Complied with product
specification specification
Assay / 95.0% - 105.0 % 95.0% - 105.0 %.
ARENTIUNISIMURAT LA SEALAZAMENBAIRNE
l.aa*?a ........... Usesunssums 2,66%-51 ’ 0“}'/5}0 AT3UNTT 3. au"'ia ............... #/ ................... AITUANT

(uw.niu  eyaufoddy) (neg.ada Twina) (nyafe dwwada)
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Amount within 45 mins

Test Acceptance criteria
In-house BP 2023 / Ph.Eur 11.2
Degradation products /
Related substance :
- Individual unspecified NMT 0.2 % NMT 0.2%
degradation products
_____ (impurities) )
- Total degradation products NMT 0.5 % NMT 0.5 %
(Impurities)
Dissolution NLT 70% (Q) of the labeled NLT 70% (Q) of the labeled

Amount within 45 mins

Uniformity of dosage unit

Complied to finished product

specification

Complied to finished
product specification

2.2 Specification of Active pharmaceutical ingredient (API)

Test Acceptance criteria
In-house BP 2023 / Ph.Eur 11.2

Lescription White or almost white to pale | White or almost white to

pink powder pale pink powder
Identification test: Complied to the API Complied to the AP

specification specification
Assay 98.0 - 102.0% calculated on | 97.5 - 102.0% (anhydrous

a solvent-free basis substance)
Impurity E (Potential NMT 8 ppm NMT 8 ppm
genotoxic impurity (C3))
Related substance / Organic
impurities
- Impurity D NMT 0.30 % NMT 0.30 %
- Impurity A NMT 0.25 % NMT 0.2 %
- Impurity B NMT 0.2 % NMT 0.2 %
- Impurity C NMT 0.1 % NMT 0.1 %
- Each unspecified impurity NMT 0.10 % NMT 0.10 %
- Total impurities NMT 1.0 % NMT 1.0 %
Sulfated ash NMT 0.6 % NMT 0.6 %
Polymorphic Conformity to reference
standard (Form i)

Water NMT 0.5 %

18400 f L

.......................................... UsEEUNSTUNIG

- 4 =
(Un.niu  ayaudands)

ANENTTUNMSAMUAS IEasBunuaEALAN BN

2830 st
(ny.adan wsna)
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wewme - NMT = not more than

* 97298 Dissolution uag Uniformity of dosage units IWkuuienansuanisneazisun
HaM3ATIAATIEE Mnildudeneandeafidusiesliluly coA

- nydifiaanzifeuutenisiu (waive) MImsaasuiiasngistenisla Wduuans
wnansvangusanannlssueyiRde

- Drug substance specification ‘ﬁ'va1im1%1ﬂ1U3Lﬂﬁﬂsﬁ?Jaac§N§m drug substance #3©
ludiAs124 drug substance veadndnsdniagu avulaatuvis Fedinisnsae
Ansgiasunnhdedidmue

3. M3UTLNUAIUTEENSANABI1A1 (Price Performance)
=1 A - 1 - =y 1 -
FWALLBYANULDNANT L399 MTUTLIUAUTLEANSANRB51AT (Price Performance)

4. wnansildlunisiansun
wonansililunisfiansanquamenliidosdduenasmieusyymneiavionans
gy Fasteluil
1) duunenansmiiuen mwilvg uaz/mientwdingy
wurewn: lunsaliflderdunuuesdesdienarsuansieusldveseniiiumsiuses
MndNNUANEATINNTEIMISWALeT Aansietuiifevsld doaassese davhuld
Wisuwiiverdusuulunanililumsinyiviniy wariinisseydeanuieunsldet’
lwenansiiuen
2) duunenasuansdenuuuRaINYBINIUEUTTY (Waeuaznaesen) aailadunadeuls
3) duuidvetunsifsumiue (wuu n.e.1 w3e .1) ATUNNVUT WiBusIEavIBunnM
anwazlanzvesediiaguuazdeimunuinsgiuvesidnisitasizien (Finished Product
Specification and Analytical Procedures) fituns:fould Inedesdradainfueiivsenis
NSYNINAGTUFVTUTBMIB N TUsENA
wanging: nadlilegsynitveidsuuvawuilizinsziuasdetmuaunsgiuls
aeandewuiseiissmasuseaierieaanded innunmznTIINsE T LALEY
Wiuuvdundweudluasuuiasmenslunadsuiven (wu ne. 9) wie duundve
uiludsuwasmenslunsidousiiue (wu o.5) imdeuiude
4) duuluddynistuneoussuen (wuu ne.2 vie ne.3 vie ne.d vie 8.2 wdusnsd)
4.1.1.n3eiewanluusEnAlng (ne.2)
4.1.2 psdifeminduitensudsussyludsanalne (ne.3)
4.1.3 nsdifindranndsusang (ne.q)
wneng: nsaliimsidsuulasudludFueygauazanuiingn Wuuudundmeudly
wasuwasenslunsioumiue wuu ne. 9) wie duudweudluadiuuamenis
lunzeushsusnfniugFuoygrauazanuiingn (wuu o.6)

ANEATIUNSIMUATIEAH B BALaEANSNYNIZINE

T

USEENTTUNS s O s P OO ATIUNT L Eee— # ... g NISUATS
unniu  ayaudedds) (ney.adan dna) (ny.afsn dlvwdn)
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5) @umiladefusewnsgunsuang n unaninueiisn1snalun1sudnen (Good
Manufacturing Practices (GMP) lunaiafiiAgataatueadiiaus (dudrganiuseunis
nsvdeuladieglurianainisiusey) lasdesseneuse
5.1. nsdlefindnlulsmalng randpsiidunmaenlidesusennnsgiunisuane

pavdninausiuazIsnsiiatumsnanen GMP PIC/S VOINTENTNEAT1TUGY Tuvanes
fiaueve avuagamuseunsasvaey Treiinadusesiviulssmeaszmasan
didnvsednd

5.2. nsdidugnindransesyne Andndesidiunimaienisdesusewnnsgiuns
WAN NN LAYIB N IRUNSHERET GMP PIC/S W3 US cGMP vaaUstina
dudn lumneeiiausue atuaganuseunisnsavaey lasiinasusesieiulsenie
Usgmasmdidnnseiind

5.3. dnwmlideiusennnsgrunisuanemumdninaeiisnisfialunisuaningAusae,
@Aty (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.4. A milideiusemnsgIunsHan eI uManINMeIIEN1SAR N SHARN AR Fnueien
d1593U (Certificate of GMP Finished Product)

6) umsgIuvesteivuanuawingAudiend1fey (Active Pharmaceutical Ingredient
Specification) wagwdnsineierdniagu (Finished Product Specification)

6.1. duunsgruingiudiend1fey (Active Pharmaceutical Ingredient Specification)
wazumsgrunandueiendnsagy (Finished Product Specification) [CURPATERPATY
(Pharmacopoeia) Al#818amstinneilasunsgrustratfosdoadulumudenmun
uazunsgIveTinniluineladsemils swdsemansessassug
(399 s2YsMIEN

6.2. @11u1 drug monograph waaﬁaﬁ’wwﬁﬂﬁm (Active Pharmaceutical Ingredient) uag
wansusigd sz (Finished Product)

6.3. nsaiNTngAuRI81d1/y (Active Pharmaceutical Ingredient Specification) #3 ©
waAnsTtusied@15agu (Finished Product Specification) laiusinglusiisnen (Non-official
pharmacopoeia) Apsuanmangiuiednnssiuvesmsiaseidulunudendsde
Tasteluil

6.3.1 idermunuazimsgiureantsiessilussevessunanduandnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %38

6.3.2 forimuauagunsgIuYeINITUATIIENER (In-house process) fidanndasiu
ICH Guidelines %38

6.3.3 dotmuanazannsgunluvesmsiiasgidsmmnlilusse ssela fsen
wila UUSENANTENTINES ST (F09 SEySIEn dfusuuuentue
(General requirement for dosage form)

wueng: Jatmunnunningiiudiedfey (Active Pharmaceutical Ingredient

Specification) uazHin el 1d@u393U (Finished Product Specification) Aae8ne8a91nsi1s

AMZNIIUNTIIVUATIBaLL S oALAzANENYLEIaNIE

. ) %@w ) M
1.8418 'Jixﬁ']uﬂ'ﬁllﬂ?ﬁ T s R Ll T s L ATIUNI3 BoBE s FFEUIRF]

- L o - -
(un.niu  euauSende) (nw.adan Tusna) (nfy.adsy amwndn)
Y U | U
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Wweatuuazatuiientu snuwinsdidhsnaddermuauazinnsgrureanisinsey
wwzingAusmedfgy wie nandusiendusagy
7) dumisdeiusemanisitasney (Certificate of Analysis (CoA)) lnediaausenausig
7.1. dumlsdeiusemamyinswiingiusiaendndgy (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) lng@asusenausig
7.1.1Ldwwmwldesusemansliaseiingiviiend Ay vesnaningiuiaediny

w

(Supplier )

7]

7.1.2 dwwmilsiesusasmanisiianeiingiusiediAy vesndandndoueiendnsagy
(Manufacturer)

7.2. Auummdsdeiusenanisiiasinandneiendniagy (Certificate of Analysis of
Finished Product) vasranxansiusiendnsagy (Manufacturer)

7.3. lenansvienanguudunnuduiusseninagunsuanueingdu (drug substance) 4a
3.2 fugunskEnuasnansingied@uiagy (finished product)

7.4. wnansfiuanidorvuauazkan1TIiATIEy Elemental impurity w3e Risk assessment
report for elemental impurities mmﬁ‘is‘q‘l’ﬂumﬁ“ﬁﬁﬁu (ICH Q3D Elemental
impurities in drug products, USP <232>, <233>, <2232>, BP supplementary

chapter IV Q, Ph. Eur. general text 5.20

8) duenasianaansAn¥IALA (Stability data)
8.1. ANUNBNATUAAINANIIANBIAINAIRITLELEND (Long term stability data) 971U 3
JUMNTHER
8.2. @UNBNAITUANINANITANIANAIAILUANIIZLSY (Accelerated stability data)
WU 3 JUMIHER
8.3. duenarsuanansAnyiuansieamseinuiadineld 1 gn diuiuans
Uszandnanssnw (nsdleide) (6nd)
8.4. nsilfugiidiosarany ATeansrevld IduenansuanisAnwimundavdanis
azaluuay/v3e 1o / ndalald luiviazanesneg asutiulazaenndasnuionans
Afue (In use stability data)
9) dwwmisdeiuseanindneiendniagy (Certificate of Pharmaceutical Product) lawizen
unlulsznelng
10) AU MANZIUANALYATDINAN M9 (Bioequivalence) lauraN1TANWIAIINANYAYDY
nanieie (Bioequivalence) Lulunudanivun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies 38 gilon1sfnw1¥aussansnauasdaauya
YmARNUTET N3ENTRaIsIUAY InganTunsomitsnudinun@iauyaildiunssuses
0 dninnuamgnssumMsemsuazen adutlaglu (nsdilildenduuwuy)
11) dnumiidesusesninsgrunsuUinumdninueiisn1sialuiesuju@nis (Good
Laboratory Practices (GLP) 'Lunifﬁﬁﬁﬁﬂ’lsﬁﬂm%'ﬁawaﬁﬁﬁdﬂismﬂ
12) dumildesusennasiumaivinwuagnsgnesmumaninaei B msirtunsivin
wa¥N3¥1881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))

v

a - =
LD ol Ml UTEFWNTIUNTT LAWY B T i n33UN15 3. aate ATIUNTS
= £ o - = -
(uw.nu  eyautedde) (ney.adan Nasana) (ney.a¥s1 Elvwan)

ANENT TUNTINMUATIEAZL SUALASAMAN BTN TE
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13) flauesmeeidwinet eneg 1oy 3 miieusssiue

18) dumiiidesuseunasguiesUfiinag ISO/EC 17025 luseniseriiiaus (Eni)

15) denansuansiayanislasunsussqlu Green book veansuinenmansnisuwe (§hil)
16) dwuenasuanidoyanislasun1sussglu Orange book W89 US.FDA. %38 European

17)

Medicines Agency (01il)
Ase YA UL UUABILARINSANBININAATN (Clinical trial) vosenlulszivalnefiiansds
NANNARUNYRILNUSEUWIBUNUEIAULUULAEARUN LINTAITNINITUANE (6731

5. Goulvdus

1)

2)

5)

o1 idaueudatlitiosnd 24 Weu Tuainudweu sniuiiienanstusulunsdifilen

Wiss 1 fumsidn warilienansBugenuaniudsusilonunoglugunsuaniy

gniavn1swanidaauliunlsamerviasgdesdnuintedesusewanisiiasien

(Certificate of Analysis (CoA))

fueassoadiludusensundsueidoslndvunangviaidoinnsdenaninroufuany

IUIUIN

mnlsaneanudymamnmainuanfusiagdoinisdmsraiedinseiguam

Tmiendadusiesndudiuinveuamlielunsiiensiguamen wagdwenlusou

QnduAATIEAuLAlsINeI A

nsaiilaildfendunuu (original drugs) axdesiitenansuanstesldveseriiiunsiusesain

dinnuamEnsTIMIsMIsIAYe) fuansinguiveusld domsseds devuld Wieuwh

gdunuuluruiaeiildlunsinvidu sutinsudadounsldeBluaanuastenans

Mifuguardenuvasidoudulumudsenmansevssansisugy

e (e Busenlisnidndygneuasuimun fil

6.1. MNIMTFUATINAATIEAINNTIAVEIMERINTENgLA AN sIn T liiduluniy
NINTFIY

6.2. nsdindndnusienadatignisoniiviunniiesmaralagdinmuamgnssunisomnsuagen

6.3. nsdiwulgymamnmannuandia sifienadwasneUssAvsnauazauuasndeded e
1eisuen

6.4. n‘sﬁﬁﬂmznﬁumﬁmé"ﬁnﬁuu,aznﬁﬂwﬂ'@]ﬁmmaanmm‘]’m%m lsanegunaveenian
msdsdeslunsadoly

= e

ANENTIUNSAITMUAT AL BuALAsANAN BIaNTE

y .
o O//,QE/ a M/
...................................... UsEsMmNITUNTS Z.ﬂ-ﬂia..._.._..,_.,..,......:’..‘.,%@....,.“,ﬂﬁuﬂﬂ‘i 1 ) (REROMERERE by ORI ) 11 i

(uwniu  ayaudedn) (ney.adan Tusdna) (neg.afisn Alnndn)
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guinsunndUygyrtiuning vauszniu

Wi 1 97 23

wuudsiliuatUszansnineasian (Price Performance) Ussinngniail

fuus vimin Gevas)

1LasnmuaranENTAIIuUsElsvdderesyns 80

2.5707 20

1. aunmuazquaudEndulsslsvidenisssnms Govas 80) Fon136n

wnausimsUsziliuganwedndnsiendoaiiny AZUUU
. ineusiganiialu (General quality criteria) 20
1) 1RsgIUMSKAnemuMEnNaeiIsnsRluN s HEREN 1.5
2) wwnsgIngRudiendiny (Active Pharmaceutical Ingredient Specification) UAZIUINTFIU 3
zmsmmzaw_@a_mﬁmami (Finished Product Specification)
3) WAsHIUNBIU RIS 3
4) esgrumaivinyILaznsEEIMUdnInAsIENMTiRlunsiviiwasnsr ee (Good 25
Storage Practice / Good Distribution Practice ; GSP/GDP)
5) 11AIFIUKARI] 5
6) mEmg@&&a&&S%m:,_.Ew.qmaé 5
. InusigANIaWTE (Specific quality criteria) 80

1) waiigeinunmvilsdesusemansinget (Certificate of Analysis ; CoA) 18
2) msusudiunudes Elemental impurities (Risk assessment of elemental impurities) 3
3) walgauaunImnsAnwAuA (Stability data) 8
4) waiigunmunMYBIMYNLUSIYRiduiae ussiusiuazaan (Package & Labeling) 2
5) anuwiiigulunsuniasnnfuendiuiun (Therapeutic Equivalence) 10
6) lenansnnnuen 4
7)_deyauszdvsninlunisinu msdnw/Adenienain 25
8) nmuhsyiwnulaendsresinendiesngaain (Pharmacovigilance) 5
9) STUUDUTUNANITESITUY Wintinau 5

ANENTIUNSAIMURTIBARL BEnLas AL AL IaWTE

UsEaunssunis 28318 ATIUNTT

(uwmu eyauSeddn) (noy.adan Hrmu_aa

BB i i e AFIUMS
(gt Slvwndn)
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ATHUUII 100
Jovarazuuulagldvannisarsdmiin (danhuilnlagszuunisindodnininiaadesidnusedind) 80

2. 1 (5ewaz 20)

[

ar g - v X u v - = d 2 L
s.urEdg\EﬂmSum_:.__.m«E:sm&&yu_,Ez,ﬁsmmu:d:dag&masaﬁgg 3 JuBdnnsaling (Electronic Governmerit Procurement; e-GP) w8dnsu UUNAN
ATENTNNITABY

ARENIIUNINVUAT WA SIAUATALAN wULIaW Y

oS /7 wﬁ
—.ma.ﬂm ......................................... UsEs1unTINNIGg N.Wum.m_ ............ \Wo.kr ...... N3N 3 mamm nIsunNTs
(un.nlu eyausandy) (ney.adan Tusna) (ney.afisn Alnwada)
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YaN15An

NN sUTTEIUAMN KA s ety

ALY

n. inusiRuAIN3LY (General quality criteria)

20

IATFIUMIHARE M AMANINUIEMITIAlUNIHAREN (AsuuusaN = 98 1.1 + 1.2+1.3)

1.5

L . a . <l LV
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) Tuviiseniitaueuie ativargamiuseu
=4 s = at L | = 2 -
ninseaeulasiinaiusesiiviulsenmalszmesin/faden (i@endaladaunis)

0.5

1.1.1. 195un133uses GMP-PIC/S 910 PIC/S participating authorities 38 cGMP lumsnafiiieates
U API

0.5

[y ) = ' = = W r
1.1.2. 195un155U589 WHO-GMP %138 cGMP v3aifisuwin luvunafiliendasiu APl

0.1

1.1.3.1§%un"15¥U509 WHO-GMP %38 cGMP wialiisuiwh wsilissymnadaiay / liifienansuansnns
JUT93 GMP (luwarsas1)

1.1.4.1¢3Un3%U589 GMP-PIC/S 910 PIC/S participating authorities %38 cGMP %158 WHO-GMP
vuagnewiulssmaAlseninga uaghifienansuaninstiuvesiseny uss Wiindngunans
Tuvaneny (liwersas1)

1.1.5. lilasun1ssuses GMP-PIC/S wisa WHO-GMP (lsiwarsasr)

- . . L s 1
1.2 Certificate of GMP Finished Product Tumnagniiiaueis atuagamuseunsaaasulnesing
o = Qs = L
Jusestsiulszniadseningen (idenvalavenils)

0.5

1.2.1. lasums¥usas GMP-PIC/S 91n PIC/S participating authorities #58 cGMP waz/vise wilide
JuseINaniue (Certificate of pharmaceutical products: CPP) 910 PIC/S participating
P~ L < o 1% =l s at o
authorities lunineiiauetis (nsdendh) vieldsun1ssuses GMP-PIC/S andinau
AENITUNIIDIMNTHALEN

0.5

LT ar e i o s o i
1.2.2. 195umsiuses WHO-GMP wes Usemegudn lumnnfitisadestu Finished Product waz/v3e
wilydoiusesndnsias (Certificate of pharmaceutical products) lumnaeniiaueyiy (nseie
o £
1)

0.1

1.2.3. 195Un55uU599 WHO-GMP wailsisyymnedaau (iiersa)

1.2.4. 19¥umsiuses GMP-PIC/S wia WHO-GMP w38 cGMP fiviimengrisuiulsemadszninsien
wazhifienansuaninisiuvesionny (wersa)

ATINNTT

Q\ 1\ AENTTNATINTVUA 3 audunuarAUANYMZIONIE
1a3%s . UsEsIunssunis : /

(un.niu syauSodde) (nyyadan Lsna)

=
K- [ BRI _ ...................... n3aunNT3

(noy.a@sn Alvwdn)
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= v
YBN1IAT

= o a = ar
naeinsUsEEiuRMNWHER AT Yo a3y

ALY

- o ] [ wr s - e 4 2
1.3 ns@imdugmhdnanasdsene desdidnuvtidesusesmwdnsiue (Certificate of pharmaceutical
ar at o ] & L
products: CPP) wieutisdesusasnsinmuig (Certificate of free sales: CFS) Tumnaevilausiy

0.5

1.3.1. CPP 3@ CFS atuangn (mwseumsnsavaeu) nsdiderglvilergnisivsesdeiussmaysznag
7177 visaugndnlulsznelneg

0.5

1.3.2. 14ifl CPP vi® CFS vi3e i CPP / CFS fivumeng

wmsgwingAudlendifny (Active Pharmaceutical Ingredient Specification) uag
WnsguRaAnAusie1dn3agy (Finished Product Specification)
Avrsanmsnens1snIsiunsiioy (azuuusiy = 99 2.1 + 2.2)

2.1 wasguingAusiend1fey (Active Pharmaceutical Ingredient Specification) (tAandaladianils)

as 7] ] = 2 2 -
2.1.1. nseileizumsiuseslusingen (Official Pharmacopoeia) (t3anvaladanils)

v a @ o w =
1) #1989 USP, BP, Ph.Eur., IP, JP atuggn (muenansiitunzideuld) mindumsudlansdeu
apsdiunlulungifowidusiuas {e.5 7 p8.auilR)

1.5

15

| B
= ¥

2) #1984 USP, BP, Ph.Eur,, IP, JP atuagn (muenansvivunzideuld) mndmsunluseadinis
Buuilulungilouiiueua (@ 8.5 N8y oo, melu 2 Yuadihildsumsewsid waztiuunly
nauIuUTENINTIAN)

0.75

3) @989 USP, BP, Ph.Eur, IP, JP atulmindauszmea (muenansivunitsuld) syysnsen
mnimsunlanedunlylunsifownivetousasuds (.5 9 ae.0uliR)

L 3 = ar i 1 o L

4) 81983 USP, BP, Ph.Eur,, IP, JP atulmindtszma seysinsen wazmndnisunlulinnstiu
uilulunzilousiniuswa @ 0.5 Mg as. melu 2 Y uddililasumsoysi@ wazduunlunou
TuUsEnATIA)

0.25

5) 91983 USP, BP, Ph.Eur, IP, JP atudga wialwindiusenea svyssen uwazwilulunsileu
Fueuds uads lldduudlylunziousifuen

L5 - a o L o o v
6) 7994 USP, BP, Ph.Eur., IP, JP (@tumausmsiend sum.usend) wasuntulunsidousisvenwan
(fy.5 1 98.011R)

1 3 [=3 ar o L L =) o as
7) §1384 USP, BP, Ph.Eur, IP, JP (atfumiasnsnend sum.Usenma) uastuudlalunzideusmiven
L ol D-.“. =iy | s & ar g L | at
ua (@ 8.5 oy o8, melu 2 Yusdalilasuniseydld uazbuunlunowiulsznmesinn)
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8) 81983 USP, BP, Ph.Eur., IP, JP (atfugussienit sum Useme) wasudlelunsideusnduenud 0
waidis laldguudlylunzdoussuen
9) Fuduhmeatumniisemaiisen (laifansun) 0

2.1.2. annsgusieanu Official Pharmacopoeia vasusumaiiuandnues The International 1.5
Conference on Harmonisation (ICH) (tew7easdn ICH il Official Pharmacopoeia
harmonization Aiw USP, BP, Ph.Eur., JP., Ph Int.) ﬁm&mméts:muu;ﬂmé In-house
process MiaanAdaatu ICH Guidelines wax/m3e Pharmacopoeia General Requirements
(@onvaladonids)

1) $7984 In-house process fiaeaAdpsiu ICH Guidelines YBaUsumAaNNTN ICH wag/vie Official 1.5
Pharmacopoeia Tudu General Requirements (General chapter/general text 1iu Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) Wwae Specific test @3 Dosage form
(19u mﬁmggm@r_bdﬁmmmbm Dissolution test, %mgdﬂaﬂnr%mmmam Sterility test, Endotoxin
test, Particulate matter wavgmeanmuazewudeadl sterility test \Uusiv) atiudige ynviada
wazmunsudluiinmaudlalunadewhivenGeuiooud (o5 7 o.ayih)

2) $1984 In-house process TiapnARAU ICH Guidelines vosUszmaAauEn ICH way/vie Official 1.25
Pharmacopoeia ludiu General Requirements (General chapter/general text 1 Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) Way Specific test a1 Dosage form
(1 endiavSeuaugadestl Dissolution test, ndnusiAaniosead] Sterility test, Endotoxin
test, Particulate matter uasewgaanwazeInufesll sterility test 1usiv)
91enit sunUsene yasiada. nnidunisudle dmsudlelunsdeudmivenud @es 7 os.
)

3) $1984 In-house process fidenndeafu ICH Guidelines YasUsEMAmINTN ICH waz/vie Official 0.75
Pharmacopoeia ludiu General Requirements (General chapter/general text U Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) Wa Specific test @3 Dosage form
(wiu eavideuaUgadiosd] Dissolution test, ndnusimaniadiosdl Sterility test, Endotoxin
test, Particulate matter uazevganmuazeIWuipsdl sterility test 1ludu) atudign wialva
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4) 1484 In-house process fidanAdasU ICH Guidelines vasUsziedNTA ICH uay/v3e Official 1
Pharmacopoeia ludau General Requirements (General chapter/general text 19 Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) ua¥ Specific test @y Dosage form
(9w ediaviauaUyagiasdl Dissolution test, prdaUsimanidodesd Sterility test, Endotoxin
test, Particulate matter uazevigaam LAz WUABI sterility test 1WuAy) avuatuUsEnIA@is
g17 sun.Usenia yaate wesmnidunsudle fnsudlolunsdeusivend Ge.s 7 o,
RIHD)

5) $1984 In-house process TidanAdasfiu ICH Guidelines TasUssvAaLEn ICH waz/v3e Official 0.25
Pharmacopoeia Tudu General Requirements (General chapter/general text 1tu Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) wag Specific test @13 Dosage form
(1wu sudiavSouwnuyasosdl Dissolution test, g13nUsImaIn@edest Sterility test, Endotoxin
test, Particulate matter wazeswiganRLareNUABI sterility test \Wudu) aumuyszniafis
617 sun.Uszna gt nlumsudluinistunAlelunedeusiueud @ o.5 it ee.
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6) 81984 In-house process fiaeandasiy ICH Guidelines vBIUsHVAENEN ICH Waz/vi3e Official 0.25
Pharmacopoeia Tuaiu General Requirements (General chapter/general text 191 Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) wag Specific test #u Dosage form
(1u s uavSeunugadioa Dissolution test, ndausimanidiadasil Sterility test, Endotoxin
test, Particulate matter uazemeaanuazeumel sterility test 1Uusiv) atuarganselming

nIonuUTEN A Laly/lads

7) 81984 In-house TidanAday ICH Guidelines uslimsuyniate mudel) wislidenndeasiv 0

general chapter/general text wiefitorimuasasgruetdiiagy Nhiasandesmusisiend
Uszma/ludulymu ICH guideline

8) 87984 In-house process NidoanaBaiy ICH Guidelines MNIUTENAMTIEN (aifiarsan) 0
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2.2 wnpsgrundnsiausiodniegy (Finished Product Specification) (iBentaladiawide) nsdliiogsznite 1.5
nsvagawsluRMGUIE S o uUena IS oSN ISYUATY (WU 6.5) mieu finished product
specification lagvaunlyneududseniasennsinyeniden wazliiiv 2 U as Sudseninsim

2.2.1. naallesunisiuseslusisen (Official Pharmacopoeia) (idanvaladonil) |

v e w1 et ol |9 P v o=
1) 972983 USP, BP, Ph.Eur., IP, JP auuagn (mutenansnVunzideuld) ndumsudlongdeu deadl 1.5
unlvlungibeusivenuds @o.5 7 ov.oylR)

2) 983 USP, BP, Ph.Eur., IP, JP atuaan (mutenansfitunzifouls) mndimsudluiesiinnsty 0.75
uilulunailousiuenud @ o5 ity oo, melu 2 Jusgslaildisunmaoutd waztuudludewiy
Usznangimn)

3) $1989 USP, BP, Ph.Eur., IP, JP atiulwmindusema mutenansiitungideul?) seysisen wind 1

v - =i o = v v = wse
msunlvdesdindlyluvziloudiiueBauionud (fe.5 7 ou.0ulR)

4) §1981 USP, BP, Ph.Eur,, IP, JP atiulmindssme seyssnen wazmniinisudlefimstundlaly 0.25

= o o | o e M ar s = | ar
neilguiiveua (@ 8.5 18U se. melu 2 U uadadadlisun1seyi@ wasuudlunowiulsenin
31A)

5) 87984 USP, BP, Ph.Eur., IP, JP gA U3 usenA ey wazunlulungdeusisy 0
1ud widh lilddundlelungDeushsuen

6) 81984 USP, BP, Ph.Eur., IP, JP (atfumassnenit sun.Usynia) waswilulunsifousmyueuwda Ge. 1
5 1 98.043R)

7) §n98a USP, BP, Ph.Eur., IP, JP (tfumasinsnenii sun.Usena) uasBuudlelunsidousfusiuda 0.15
(3 0.5 My 0. melu 2 Yuadalldsunmseutd warbuudledewiuuszmnsan)

8) 1989 USP, BP , Ph.Eur,, IP snuseniaszyssien uadalulgualylunsideusuen 0

9) 9198931871 USP, BP, Ph.Eur,, IP wsiatusiindy Ussmasyysiisnen (liieasun)
2.2.2. nsdily/lgzumstuseslusisnen (Non-official Pharmacopoeia) uasgiufeansOfficial

Pharmacopoeia ém_a._._mu%ﬂ&gmgm:ama The International Conference on Harmonisation
(ICH) (lawrzvszimaaur¥n ICH v Official Pharmacopoeia harmonization Ao USP, BP,
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=4 L o L L ar
Ph.Eur., JP., Ph Int.).) VT8Y8NUUALAZUINIEIU In-house process NdanAaBINU ICH
. : < f 5 = =
Guidelines Wwag/138 Pharmacopoeia General Requirements (t8anvalavavils)

1) 871984 In-house process faenAd@aiu ICH Guidelines vasUsuvAandn ICH waz/vi3e Official
Pharmacopoeia Tudiu General Requirements (General chapter/general text 11 Universal
test (1.Description, 2.dentification, 3.Assay, 4.Impurity) Wa¥ Specific test #1714 Dosage form
(W esiaviSounUgadied Dissolution test, s1dnUsmarnidadosil Sterility test, Endotoxin
test, Particulate matter uazeMeanAmUazs UGB sterility test 1Uudu) atdudige ynviadie
wazymibunsuslufimsudlalunsfoudunSeuiesud (o5 7 ov.ouiR)

2) $1484 In-house process ideandasu ICH Guidelines vaaUszmednn ICH waz/vie Official 1.25
Pharmacopoeia Tugau General Requirements (General chapter/general text 1y Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) wag Specific test a3 Dosage form
(Wu sudiaviouwnuyasiosd] Dissolution test, dnUsiaanilasesd] Sterility test, Endotoxin
test, Particulate matter uageveanmuarewudeadl sterility test WWus) aduluaindiisznna
f31e7 sunUszna yoviada ndumsudle Smsudlalunsideusived Ge.s 7 ew.
BY317)

3) $7984 In-house process fidenndaafiu ICH Guidelines YBsUsvnA@NEN ICH waz/v3e Official 0.75
Pharmacopoeia ludu General Requirements (General chapter/general text 1 Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) wag Specific test @13 Dosage form
(Y m#ﬁsﬁm@;@dﬂmmﬂm Dissolution test, endaUsAandediosd Sterility test, Endotoxin
test, Particulate matter Lavemeansuazeunesl sterility test 1usiv) adudige wialual
n3szmAfsen?l sundszme yaviada mndumsufily SnsBusdlelunsdeusmivend @

e =i Ioas Tas ase = | ar
8.5 ity 88 mulu 2 Yuadshildfunseyid warbuuiluneuiulsyningai)

4) $1984 In-house process TidanAdaaiu ICH Guidelines UasUsEINeaLTN ICH LaL/¥3e Official 1
Pharmacopoeia Tudiu General Requirements (General chapter/general text 1% Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) Wag Specific test @13 Dosage form
(1u pudlaviFeuaugaso Dissolution test, sndausimatnitiosioad Sterility test, Endotoxin
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test, Particulate matter uagenreaamLareWuRedl sterility test 1Tusu) atuAINUsZNIARIG
< s = o a o = =

1?1 sun.Usznia yosiatia warwnidunsudly fimsuilylunsideushiveiwds @e.5 9

auLlR)

5) §1984 In-house process fidanAdasiu ICH Guidelines TaUszAaNEN ICH wa/vm3e Official 0.25
Pharmacopoeia ludau General Requirements (General chapter/general text u Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) W& Specific test #14 Dosage form
(W eudiaviounUgasiedl Dissolution test, endnuseandeded Sterility test, Endotoxin
test, Particulate matter UazeMeaamLareINURBIE steritity test udw) adumulsemenis
17 sun.Usznia navhds mn@umsudleinstundlvlunsideusueuds @ o5 ity ee.
melu 2 Yuddalilasuniseydd wazduuflunauiulszninsan)

6) §1984 In-house process Tiadonandasiu ICH Guidelines YeUszwAaNNTn ICH way/vi3e Official 0.25
Pharmacopoeia ludu General Requirements (General chapter/general text iy Universal
test (1.Description, 2.Identification, 3.Assay, 4.Impurity) W& Specific test @14 Dosage form
(W sudaviounUgasiosdl Dissolution test, daUsirnnidedeadl Sterility test, Endotoxin
test, Particulate matter uazeveaam LAz wuseadl sterility test 1Jusiu) atuaiganislviniy

visenudsena ualuladuunlylunesdyusisves

7) 972984 In-house MidanAdBAiU ICH Guidelines wilsinsuyniada aute1) vislinenadoiu 0
general chapter/general text ¥3aiivamimuninasgIueduiagy iliiaonadoimusmsei
Useme/luidulusns ICH guideline

8) #1984 In-house process fideandaafiu ICH Guidelines MniUszmAsisne (bifinsan) 0
3 | wnsgrumevissufjliinns ISO/IEC 17025 (Fantaladonils) 3
3.1, 1#$unisiuses ISO/IEC 17025 Tusremsenilaue anmiisnuiusesiiindede wiu 3
nsuAngmanimswmg Wusu waziinsmaseuasuyniadoniumnend s sun Ussma vie
avuluinm
3.2. I5ums§uses ISO/EC 17025 Tusnemseniiaue yaeiadamussiendiensds (*ss7e7; avulm 1.5
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3.3. lulasumsiuses 1SO/IEC 17025 Tusnanseniiaus

3.4 Wugmhiihnndeyszmaildiunsiusesnassumsnandesudasnnsassinseien
) L L) L s
mhsnuininweiesysiu PIC/S

4 | 1IM3IMN133UTBY Good Storage Practice / Good Distribution Practice ﬁmmv\m_u& aama&muaqm
| mily)

s
n

4.1. 18Sun135usad GDP-PIC/S 3::&53&5?&5&&9 WU SGS, BSI ISO

by
8

4.2. 19¥un135U589 WHO-GSP+WHO-GDP 9nnvihenuiusesiivaidiedie 1wy SGS, BSI ISO

4.3. 165uUn155U599 WHO-GDP 9nuiisnususesiundens 1y SGS, BSI ,ISO

4.4. 195Un155U589 WHO-GSP 9nuiisususesiunidens 19y SGS, BSI ,ISO

4.5. lailasun155usee GSP wise GDP

5 | wnsgrundniuel (dandaladanils)

5.1. 1 Huenfiutuy

5.2 WHO List of Prequalified Medicinal Products

P = ' as
5.3 18n15879ls0%e oglu Green book Lau1 - Uagliu

5.4 HanTITIATIERETITIMNY 3 Lot. @nseraimssiasugndeniuimmeniidngs) Tne
vieaufjiin1s ISO/IEC 17025 7ililiduan

b jbnbnjn | O |- |k |MN

5.5. Lillulusuade 5.1, 52,53, 5.4

wad & wa - v o
6 aemzcssme%..._..e.u:smsgaw._._s,._.z (fendalatonile)

hﬂ\ el L L
6.1. natleda Yesiuuas Jesiumutiu (Fendeladonil)

s (3 s & o e = ar -h.. =
6.1.1. ussqluusTiassitlasiuuag (nsdhnmsgrundysiisusey) waz/viodasnumutiunstlinnsgu
WndurTusEy) _._.mumBﬂuchcmim%@szc mmcmuc
:mas_z%scﬂﬂgzé‘_ flamnsydesn Lot No Emcwé Vg viheges (unit dose) uasd
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6.1.2 Wuenulalsiusguns uadeatiosiuuas (nsdhnmsgrundusiiusyy) uay/mietlasiunuiy 1
(nsslanmsgundusnivszy) dnsussyluussedusinuimue wilifinsseyliuuussgiust seyamy
Tulenansiiuen
6.1.3. &cmécﬂﬂc%a% a:ﬁﬁ.ﬁ?aﬂ%&gg (nadlanasgrundusiriusey) deaty 4

Ay Smeggmﬂc_.bm%jﬁeé zmmémeﬁm% Lot No Ew%é VN9 Megos (unit dose)
AU UAlsidd drdnusiannsadivssuudinen

W v = o o = = =

6.1.4. Sﬁ?:ﬂ?Eﬁségsmméﬂcgc (manimualugueniinill) uasd aansyyles (e 3
L nw\ )
M9A7, Foe, ALUSY) VN9 MiI8gay (semi- unit dose) Uazdl fhdnwsNaunsaT U VULEREN
o = = =
6.1.5. visqluussyfasinuanasgiuasutiu Guiiiwusluguand@ily) uasil aansyyion @ 2.5
v oo ' ' w = -

N15M, T887, ANULI) NN MiIeLes ( uslaidl sdnwsianunseduseuudine
6.1.6. UssqhuUTIYIeInIIeITIuAsUS ULt ualunuEu TR 1
6.1.7. ussqluussyiausilinsunimnnsgusey (muiidmuslunuaud@vl) uie Litestuuas (nadl 0

Wnsgrundusiu seylesiuuas) (LiRasun)
=S A S n_ - 9 o b
6.2. NIMLIRN /811/810uq (Fentelatenil)
6.2. H _.@.:3secﬂgagsésEmasdcms_._mm%u: VN Migeay (vial/ampoule/viann/429) aan
,Mé,ﬂ_mm,_ Lot No émcmé VN9 vidwgey (unit dose) AsUSIU

6.2.2. Etmégcmﬁbeﬁ,ﬁsSmesjﬁuc ATUIU e wiaelug (naes) 3
623, &:m_‘_.m_..mcﬂ@maams,_gﬂ_.:m.%__;mﬁuc lsimsudau 0
Hanshn
inausimsussiiuganmndndusisndoaniiy AZUUY

. InUAIgUANIANE (Specific quality criteria) 80

raigaduawisdeiusaeman1sAT1v (Certificate of Analysis ; CoA) (AzuuusIu = | 18
98 1.1 + 1.2 +1.3+1.4)

L1 mudiniusveswaiguinunmmivdesusemanisinsizidaenddey (Certificate of Analysis of 1

Active Pharmaceutical Ingredient) (i@andaladanite)
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1.1.1. COA usnsc asémz Supplier uaz Manufacturer Wag &Ssnscszmﬁc%muac

1.1.2. dlaw1zes Supplier Wag/v3e Manufacturer ¥3e ._.%aa.:zdzms_.smuzc

1.2. naiguipuamisdeusesuamsinseisend ity (Certificate of Analysis of Active
Pharmaceutical Ingredient) (idanvaladonils)

124

M3911U Active Pharmaceutical Ingredient Specification ¥14v84 Supplier waz Manufacturer wagi
nsuaneraluzuluuiaay iesyyrr LOQ/LOD ¥ee impurities 3aufls residual solvent AsU§y
snIule Physical test, Description, Appearance, Identification

1.2.2.

39U Active Pharmaceutical Ingredient Specification WAMUeved Universal tests uag Specific
tests 83 Supplier w38 Manufacturer uaziinsuanwaluzuuuusiay vieszysn LOQ/LOD va9
impurities 3331{4 residual solvent AsUtau sniuatie Physical test, Description, Appearance,
Identification

123!

Ay >9<m Pharmaceutical Ingredient Specification )n#%@as Universal tests uae Specific
tests saemb Supplier wag Manufacturer sgtnd;msazm?mipdd “Conforms, Complies, N/A”
laglisyyrn LOQ/LOD (uamuifiu <LOD, <LOQ, <reporting threshold) Tuwdeiiamsuanmaly
JUuLUMLeY sniuitie Physical test, Description, Appearance, Identification

1.24.

AU Active Pharmaceutical Ingredient Specification YNU9uee Universal tests wag Specific
tests ¥4 Supplier #38 Manufacturer watimsuanawaluzuwuu “Conforms, Complies, N/A” Tag
liiszyein LOQ/LOD (waimaliu <LOD, <LOQ, <reporting threshold) Fﬁemsﬁﬂﬁsaz&géEE
FIaY BNLIURITD Physical test, Description, Appearance, Identification

125,

M3INU Active Pharmaceutical Ingredient Specification NnWUavae Universal tests uas Specific
tests Y84 Supplier W38 Manufacturer Frgmmgmrrwsazm.ﬁtmd_._.dc “Conforms, Complies, N/A” Tu
Widaddymudiine wu Assay wie deyalsindedio (uiersam)

1.3. sﬁzmz:cm.ﬁ_mazmsmazma:J:gﬁmﬁcmmazmagﬂ5.3:33%,32 (Certificate of Analysis of
Finished Product) (idandaladanils)

131,

o

COA finished product l#¥ngfivfunisndnidieaiu COA Active Pharmaceutical Ingredient
Specification
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1.3.2. COA finished product lail¥ingiiujuntswdnidieariu COA Active Pharmaceutical Ingredient 0
Specification
L4. waigauunmmisdesusemansiasig Wiendiiagy (Certificate of Analysis of Finished Product) 8
(Fondoladonily)
1.4.1. @39 Finished Product Specification ynwadaues Universal tests uay Specific tests waziinis 8
uanwwaluguuuuiiay wissyyer LOQ/LOD asufiu eniiusiadie Physical description
1.4.2. w59V Finished Product Specification invadiaves Universal tests way Specific tests w#ifin1g 4

uanawaluzuuuu “Conforms, Complies, Not detect, N/A” Tnalsiszypn LOQ/LOD (wanuily
<LOD, <LOQ, <reporting threshold) Tuiteiimsuanwaluluvuiiay sndiude Physical
description

1.4.3. @331 Finished Product Specification ynatiouas Universal tests uag Specific tests wAtin1g 0
wamwaluguuuu “Conforms, Complies, N/A” Tusidaddymussnen 1wy Assay, Dissolution,
Related compounds {Wusiu w3a deyalsivniede (uiersa)

nsUsziliua1ades Elemental impurities (Risk assessment of elemental impurities) ({Fantals 3
Tonii)
2.1. Emmmdﬂ%é%eEgﬂu_.mmémﬂ_.smbsgé@a elemental impurities Eubsés%:jﬁed? 3

ICH Q3D Q_arr.sm,u API, Excipients, Water, Equipment, Container closure system iusiu) fin1551897u6n
muauly ag1etion - 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 fiwnansn1sas1zvien PDE vi3eil lamgnan1sviadeu Heavy metals munausidndesnsurimme

2.3 Taliivia Elemental impurity Risk Assessment Report Waz Heavy Metals

WaWgRAuAWNIANIIAINANY (Stability data) (iFandaladonils 3.1. w3 3.2.)

@ [0 oM

T 1) v oo @ a 2 o | o o ' v o W -
3.1 nsfdendndusealianunsivadaly (n-use stability) 1wy ende efinaunevld Sudy vee ns
e UNSNLUIATIing Az /Y30 In-use stability Tugusia Wudy
(AZUUUTIN = 98 3.1.1. + 3.1.2. %3999 3.1.1. + 3.1.3.)

QJ\ l\ AN IUNSAMUATIBASBUALAZ ALAN UL IOWIE
Lavie UsEgIunssunig 2.a%te \ MW % m nIsunNI1s 3, Eﬂw n«% NI5UMTT
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L. n3An®N Long term stability uay Accelerated Stability (iFandalndeni)

1)

fin13finw Long term stability uay Accelerated Stability aghatfos 3 Junisudn Wulumy
Forimualu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5% RH/
Accelerated Stability: 40 + 2 °C, 75 + 5% RH) warilnanisAnwiasuengeniinmualivuaan way
adenmaseuasudululunudiimunadiseylu shelf-life Specification waziiuanisiny
On-going stability ﬂ,m_\mummmcésga:ﬂﬁ?

2)

fim3#nw1 Long term stability Wag Accelerated Stability aehatios 3 qunsudn Wulumy
Foriyualu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5% RH/
Accelerated Stability: 40 + 2 °C, 75 + 5% RH) wagiinanisfinwasuegeniifmunl fuuaann uay

fivhdomamameuasudiululumudimusiiszylu Shelf-life Specification watlaifinantsiinn
On-going stability Aiteyadwavduiiagiiu

flmsfnwn Long term stability Wag Accelerated Stability aghaties 3 sumsudn Wuldsmu
forimunlu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5% RH/
Accelerated Stability: 40 + 2 °C, 75 + 5% RH) waziinanisfnuasuengendidvualivuaan wag
vidamsnadevliasuduvishilulumudrimusiiszylu Shelf-life Specification ugasy
AUI8 general requirement emam.:m:__d wazdinan13AnY1 On-going stability ﬂ&m&m&éss
\utlaglu

4)

finmsfinw Long term stability wag Accelerated Stability eghsuies 3 Jumiswina Wulumu
Yorualu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5% RH/
Accelerated Stability: 40 + 2 °C, 75 + 5% RH) waziinamsdnwinsuegeniiimualivuaain wll
virlamsnedeuliasufiuvialaiiiulumudimusiiszylu shelf-life Specification uazlsinsu
muiade general requirement vasetiug waziinanisdne On-going mhﬁmc_:a\ﬂnm_\mmmms_.sgag
Uagdu

5)

fimsfine Long term stability waz Accelerated Stability laiasu 3 umInds wialidulumy
Formunlu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5% RH/
Accelerated Stability: 40 + 2 °C, 75 + 5% RH) wFafinansAnwilinsuegeniirmualivuaain

Lase ..MV

ANENTTUNTSAMUAT YAz BIALAYALSNvEIOWIE

e UTEETUNTTUANS 2.a4%9..... OW%U ...... ATIUAT

(um.niu ayausedde) (nquadan Tusna)
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vizanamsiaTsilaruinasiigiss vialaifinan1sdinun Long term stability ¥se Accelerated
Stability

3.1.2. msfnw In-use stability (iFendaladionils) iy e1dn eriinaunauls

1) fteyanisfnmnenunsnsnelinuiissluenasifueasuiumnansazans

= W a - W = o w ! w
2) fveyamsfinwaunsivadalinunszyluenarsmiveudlinsudunnansazany

3) LifitoyanisAnwimunsivaundald

3.1.3. MsnadaumMIvinuvniasinen (Splitting Tablets with Functional Scoring Test) wag/ %38 In-use
stability (Fenteladenis): nsdlenda (Tablet)

PN IEIA

1) Wulumudeulussielud

e vinudadaenld inendisesuin (inutaedals) waziinsmeaeunisinudinSadioen Splitting Tablets
with Functional Scoring Test (Fahwinifingn 30 5n) wasdesiinisnaasy Dissolution test 53y
f78 MU General chapter; Quality Attributes of Tablets Labeled as Having a Functional Score
waziinansAnwUsyansnavasenivinus

e vi3a uinenil/ifisesurn fnan1svadeurunsinveasinmiivnulsaiaging (n-use stability

testing) ATUMNTBMMUAYDIIIENBS 19U USP wag finsviadeu impurities Tugniivnuys Tng
o a wa i Yo =4 =t = oo Y '
vBaUfjuAn1s ISO/IEC 17025 Nlalldgndn wasiinanisinuussavsuavesenditnus

2) Wilumuideulussielui

o vinuvsdeunls Winendlsosuin E::Eﬂ&% uaziin1smeaeumsvinutsniainen Splitting Tablets
with Functional Scoring Test @éﬁé:ﬁa% 30 \in) wazdosiinismadau Dissolution test 3731
§78 M1 General chapter; Quality Attributes of Tablets Labeled as Having a Functional Score

e win Wiaeniiifiseeurn Fnanisvedeuniuasiveasneiifnuletesing (n-use stability
testing) AsUMUTBAMUATBIMT BT USP wae finnsvageu impurities Tueniivnuta Tne
viesUfiRns 1ISO/IEC 17025 flsflgiuan

® yi3a dnansAnwIUsEavsnaveIvinuUs

3) Wulumudeuly fselul

ARENTIUNTSAMUATIBALBEALATARAN YL IOWE

2.83%0 m Wxﬁ &G N534N13

) .
L.aswe Uszaunssunis 7
(un.niu ayauseddy) (ney.adan Tusna)
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e vinuvadinenls Winenfisesuin 22&%25 ) waz fnsmageunsinuUniasine (Splitting
Tablets with Functional Scoring Test (Fnminaiae 30 Win) usiliifin1smeaeau Dissolution test
3IUGE M3 General chapter; Quality Attributes of Tablets Labeled as Having a Functional
Score

* vi3e Waeniihifisesuin finanisvnaeuaruasivedineiinuusataging (n-use stability
testing) AsUMUTBAMUAYBIAI1E1984 1u USP ustliifinnsmaaeu impurities Tugninus

4) vinudadinenld Winehifisesunn (Fnuvsedals) uwaiiniseaeumsvinuusnaginen (Splitting
i 5 u = ) Y Vet
Tablets with Functional Scoring Test) wag/w3afinansnaaeuniumssvssdinenivnulsesgie
81 (In-use stability testing) ATUAINVDAINUAVBIAITIDNBIYY USP

0.5

= 1 o& v & = w | e = o = 1t
5) nadivinuiadiaenlst Waeniisesuin (Fnudeedals) Lifimsveaeunisinudeedadine Lifivanaaey
ANAN viselinsvaaeunnumiila e iRnsvasian

0.25

6) Lifiseeunlyt wevnulainenld

o 4

1o ar - 2 S -L 2 ar 1 1
3.2 nsdloniiliisdudedlinnunsivasdald (n-use stability) u3aeAviusinuuadissn lufitevedlunis
vinulaen wie puAUya

M3An® Long term stability (Fandelndanils)

1) fim3finw Long term stability fianazdnuiu (Storage condition) agatios 3 qunsudn Guly
audorvualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) nseifianansaiy
nsAnwlan1u ASEAN Guideline #ioauuu Stability protocol vi3e sm:ﬂcﬂsm\::\amxmmf: Y.
PinamsAnwasusgeniifvualivuaan Taefinanising On-going stability Adayadwiamiy
Uaqliu (u ganangavheivhnmsmaaeudeslisng 12 Weu warliviuiy 3 Tuantuiity
lNA3) Uazuamnan1InTITlATwiiludae sniuiide physical description waviivhdenis
nAEoUATUSIU M1 TiEnese

2) imsAnw Long term stability fanneiaiu (Storage condition) 8g14tiey 3 .Mzzdzms laiOuly
awdorvualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) nsaifianansaiis

nMsAnwldn1u ASEAN Guideline #osuwu Stability protocol w3e winguiilaunisewiBian ee.
szzm:ﬁm:ﬁchm,&m\_s:é%ﬁ:aw%z lngfinani13finy) On-going stability ﬂ&mmmmﬁss__ﬂ:

&\ )\ meﬂﬁ.._nmﬂ_g_sﬁﬂuqm._ﬂ FQQErrWQIEEDaQﬂCEFﬂ.EJ!
XTI A UsEsunTsung 2840 w mw 7 w DTS 3, aufle «%
(um.niu eyauSends) (nay.adan Tusma) (ney.q@sn Alnwadn)

|
,
,
|
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Uaqiu (aw gaumgaviheiivinisvedeudedlisnnii 12 Weu warlivmidu 3 Yduanuiitu

lnas)uazuanNan1nTITlinsiiludauay sniiuide physical description wazilvdonis
o L L9 =

VNAADUATUAIU MIUFAISI8171919D 9

3) fimsAnw Long term stability fian1izdaifiv (Storage condition) 8gatiae 3 yumswan Wuly

auderimualu ASEAN Stability Study Guidelines (30 = 2 °C, 75 + 5% RH) fnan1sAneIATUDIY
efirvualivuaain udlaifinanisinun On-going stability ideyadwianduilagtu (u gane
gaihemhmsmaaeusiadlisiing 12 Weu warliuuiu 3 Yuenuiituienas) uasuaniwans
asrviinsziiludaiay enciuiide physical description wasdiwidenisnadeuasuday anusis

g1N971999

=l = -zl L s ety 1 2 1 = 1
4) 1m3finw Long term stability fianmzdmLiv (Storage condition) agnaties 3 Juniswde laiiuly

mwiariualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) finannsAnwiasuany
grivualivuean udlaifinanisiinu On-going stability Afeyaswiamilulaqtiu uazuanasa
mannvinssidudiuay snduide physical description warildemsveaasuasudau my
ARACAToANOY

5) fnsfinw Long term stability fianmzdafiu (Storage condition) agnetios 3 Junswdn laiduly
audorimuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) finansAnuIATUY
wriinmunlivuaan uslifinanisding On-going stability Yage uazuanssantsnsavdns ey

Conform, Complies, Not detected, N/A sniiuwate physical description waziwivenis
o L 2 =
NAFBUATUNIU MIUATIE19181984

6) insfnw Long term stability lai¥uluniu ASEAN Stability Study Guidelines, mjgm.ucmﬁmgﬂ

Il
= NCT T 1=

mMwualivuaain willvhdemsveaaevlsiasudiau musisiondisnsds (uiersan)

7) lifiienansmsdine Long term stability (Iia75as7)

WaRgIURMAMYBINYUzUTIYIANAAEY USTRAmsiuazaaIn (Package & Labeling)

4.1. MYULUII wag aaniseandupnsmuntunzidoue was Senansituendmsulsyansudily

(PIL) adunwlne

1.83%0

)p\ ANENTTUNTSAMURT WX TURALALAIEN VLN

.......................................... UsEEunTIunig Py TS, vy AN (o OO 11 1)

(un.nlu ayauseddn) (nyadan Tusna)

3: mam_w

S

NFTUMT

(ny.adsn Alnedn)
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4.2. MwUrUsTy way aaniseazideanssnuitiunadous waliifienansiifuendmiulszanswily
(PIL) atunwive

1

=4 =1 - Lh o o @ o r Dn_
4.3. MYULUITY 30 Randinaziduanssmuntuneiloue way Senansiifuendmiuusesuiily
(PIL) atun1elne

0.5

= =] = ¥ = b o ar o L) o
4.4. NMYULUITY 130 aandsvazidunnsnunTungilouen wilifionarsdfuendmsulssrsuiily
(PIL) atun1wlne

4.5. MYUYUSTY Way aan deaedenlingss muntunsidous (Wi

anainvisalunisuitadnwiuetdiuuuy (Therapeutic Equivalence): (Aiuys = 90 5.7, w3
(5.2 + 5.3))

10

5.1. Wusaduiuu

10

5.2. waNgadnmAMAINFuYavaINAnAnYiET (Bicequivalence) (Randaladavile) (do 5.2.1. vie
5.2.2. %39 5.2.3. %39 5.2.4. 39 5.2.5.)

5.2.1. msAnw@rsuyaduluammdninasivazuuima fiRlunsinmhauyavessranty (Azuuu
U =(1)+(2) +(3) + (@) + (5) + (6) + (7))

= e

(1) Dulpmuuuama falunisdnyiaaugayndanmun Tneidenuumaiiligredaaulfidumis
Fasteluil

(1.1)U.S FDA Product-Specific Guidances %58 EMA Product-Specific Bioequivalence Guidelines

(1.2)enandfgiSaihnsAneundedudt 1 unsia 2561 S1edamulsemadtinaIuALENs SIS LAY
£11399 ASEAN Guideline for the Conduct 984 Bioequivalence Studies astuil 16 NEAINEU
2560

(1.3)mandfgyisuvimsfinmeutudl 1 unsiau 2561 SraBemuUsemadiinauALEnITIASEMS LAY
81 1309 ASEAN Guideline for the Conduct ¥84 Bioavailability and Binequivalence Studies uay
AflemsAnunTsraninauasTauyavowmdninsien asiuil 6 funeu 2552

0.5

o ar v i & v e v [ = 1=t
(2) guuuumsinwuagdnnueimaiasiiisane wWkeulviweluideladends (Fondelatenis vislis)

LR ol ana UsesunITums

p\ (\J PENTTUNTTMUAT AU SoALAL RSN YN Y
G 2a9%0 b ?m.\x@d AS3LNTS

(unnu eyaudends) (neyadan Tusna)

3. Aste
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(2.1) misdczdmzdg Non-replicated design (two-formulations, two-periods, two-sequence 1
crossover design) 1NAsgIUNIARRENAAIATHUIBLNAT BLAZINANGITIWIU N TUAMAITU
nsfnwiigane (nsdlendinuulsusiugs)

(2.2) gUuwuumsfiny 38M13ANWILUY Randomized crossover design %3e parallel Qmm_mj (nseidu 1
TSIANASITINET) mesgruMsAnienaaalinsgUawATIBLasNAVGITIWIY N TUAMAIIY
N1ANWINEING (M1ANTT 12 AY, ASUANYILUUY parallel design AaaflinurunInNAin 24 AY) wariinig
\Nushaget1eton 9 90

(2.3) fims@nwnBiauya wilifienasuanmalunisAaamisiivesniada lwun %CV, %Power, 0
Geometric Mean Ratio 38 914U n Jumuasaun1sane luifisane

(3) yhmsAnwimusnsgiufeAnuiaLLIIgge 1.5

(4) avdnsesiveIIuTanIvuA A9 parent compound Wag Active metabolite (§13) 0.5
= H W 1 < P 2 = c

(5) u,_.mJmmurmmszdﬁaawca#%ummz_mms_..s_m@3\5m:smaemazmagﬂ_bﬂus (Incurred sample 2

. i ¢ o . ' | 2 a ' & <
reanalysis (ISR)) WuLNasIN15eeusu (%difference aglutng +20% agtios 2/3 Ye9iae1aianuai
quaniesen) wae seaudufedidenieafiufuiinisAnun

mummﬂm,_:,;_.mﬁ
(6) mwdniusuesemsiuniseedu (Fendeladenia) 0.5
(6.1) finsAnwviaienansmainmsifimunindefiouandliiuhewnsliinasenisgadumae 0.5
(6.2) \Tuenil awnsiiasiamsgadu nisvihnsAnwluanaziiamns (Fed condition) 0.5
(6.3) Wiuenil ewnsiinasienisaadu dnsvmsdnwiluawyluanzensmns (Fast condition) 0
(7)m5dl enantiomer 0.5
(7.1) Wfugit Laifl enantiomer 0.5
(7.2) \Jueniidl Enantiomer finsyinsdinet maderuun ASEAN guidelines for the conduct of 0.5

Bioequivalence studies (Revision 1,march 2015) 938 Guidelines on the Investigation of Bioequivalence

(European Medicines Agency)

AMENITUNTSMMURT WA BALA aEm:EE:_.w.:,_c
; Tl /s o
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(7.3) 1uenilil Enantiomer wsilaiiliinisvinsfinuily maderiivun ASEAN guidelines for the
conduct of Bioequivalence studies (Revision 1,march 2015) 58 Guidelines on the Investigation of
Bioequivalence (European Medicines Agency)

0

| =

(8) aninueiIsn 1WA luieeUfURns (Good Laboratory Practice (GLP)) (@andalataniia)

0.5

- oure @l femel =

(8.1) Hidunmiedesusesnnsgun1sufiRaundninasiismsaluesUijiRnis (Good Laboratory

o =

0.5

Practice (GLP)) TunsdlivinmsdnudauyalusesUsvine

] oo e g o L= = 24 = e
(8.2) hifidwumiideiusounasgrumsufiimumsninasiisnsiinluriesUfjiifin1s (Good Laboratory
Practice (GLP)) Tunsdiivihmsinuiieuyalusisszng wievihnsAnulasussnguanes

= = w = ' =5 = a0 A e = wras a
(8.3) ins@nunBranyalulszimalnelagantuSombsnuinuniauyaiindedevisldiumsusesnn
dUinnuAuEATIINTOIMIUAY IV ENITIANEIMERSNSUIWNE

0.5

5.2.2. I8UMIANY Bioequivalence laitluluniu ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies v3e gilonsnwn
Hsvavdrauasthauyaveswdndugien nsevsnasisagy (Liiansan)

= a ¢ a w & = o &, - vt =
5.2.3. hiflenansiigavinunmauauyavewdniosion lunsaifenduguwuuivsemaliiinsdnwdha
uya (Bioequivalence) wingnansieylus (laanzideuendl “NG” fiiu)

TO150T)

5.2.4. mninmsfnwdhauyalulsenalvelaso sy iinsvesudtm

5.2.5. Tunsaingnduguuuuiigneniulisiesihnsfinmnitauys Feswansenarsiulsyansnmuas
AMuUaBAAbYDIEN 1 Bicavailability study Wudu Liuudnsdlenaniyiivhnisfinunia-auya
wiudn Tiasenatsaude 5.2.1

' as ) - a w v e
53.  swnsiusesiaentsussyaslulenansiidediold (Fendalatawis)

5.3.1. usdunuy vie eanlyilé3uussglu USFDA Orange book vi3el#sunsiusesann EMA 41
ansawdsuwvugunuuld daruvindiedlunstiednufuesiuluy (Therapeutic Equivalence)

e ]

L3 a a-l L - o 3 a - ar @ i
5.3.2 \usnsuwuuviesandy AllseVendniue lumbdesonmandnsusiorandalwifiinnuyiniey
Aulunsiitadnufuenduluu (Thai Orange Book)

5.3.3. luflnan135u303 Therapeutic equivalence

o ar - o I o
wna1snnue (Hentalataunil)
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6.1. Wueduuuy vie fidevdldvesen muildsueuiRandtnnuanenssumsosuazen fvinidlen | 4
fugnsuwuuiidmminglulsznalne wazidoyaduq Arsudau Weatuayumsldeegrsaumvana
muUssmAdinuAunssIMIeMIsLAren Fos wuamslunmisdavienansiafiuen asiuit 3
nINNIAL 2556
6.2. Ievslivesn muiildSuoufRandrinnuangnisunmsamsuase Avifisufusduuuui 2
Smitludsanelne uwideyedug Linsudu auuszmadiinnuamenssunsemsuasen ee
wamidlumsdavihtenansiiuen asiuil 3 nsngnau 2556
6.3. Fouildvenn muilisueylAnndrinnuansnssunisevsuasen feenieduuuy 0
fayauszaninmlunsinm msAnw/Adeneedin (6.1+6.2) 25
7.1. MsAnw/Adeveedin (Gandeladanils) 20
7.1.1 pduuuy uanaenansmsifensndindusyavsnmuavaiulaendovesenlumsine smude | 20
Ualdvoseniildsuays
7.1.2 Juniifienansiusesimanlneianifieaiu grsiiuiieatu Tagavmnunaadesiu nssuauns | 20
KARUAzAIUANANAIN Vausld Tomisseds demuldiuiieatu saduwuu
7.1.3. gaandly MilAnw/Afenndindulsravsnmuazanutaenfsveslunsinmandeuddves
81 Wisuieuiuediuuuy AldTunsatuiluns Juaransrsnguiindade Toed
msAnweuUwuuieluil (Fandaladonils)
7.1.3.1. 38nsAnwluluy Meta-analysis 20
7.1.3.2. 35n1sAnwduluy Well-designed Randomized controlled trial 18
7.1.3.3. F3n1sAnwnlunuu Long term follow up RCT 16
7.1.3.4. Fn1sAnwnliuluu Comparative studies Wuu Cohort studies (prospective) 10
7.1.3.5. 3n1sfnwniunuy Comparative studies wuu Cohort 38 Case-control studies 8
(retrospective)
7.1.3.6. Wnsfnwiduluu Descriptive studies WUy Case report/case series 5

ANENTTINTIAMUATEavISunUas AUAN LS INE
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7.1.4 gy NANY/ATun19AaTn WUy Well-designed Randomized controlled trial shuyseavsnm | 0.5
wazAuUaeniuveIen lunsshy mudevsldussen Wisuiisuivedunuy lulsemalne ualsils
Sunsfimuilunsansmenisunnduazanonsugy

7.1.5. fifinw1/Ademendiin :&.u,_,_.s_.%mc_.gm::cm_,_s:_,éc 0

7.1.6. Lifins@nw/Adenendin 0

7.2. Yszaunsainaslimneaddin (@endaladenile) 5

7.2.1. inuilusgaunmsaimsldenidmendinldnalunissne limussnumsiinennislifeussae 5
$rouse Wliunnsdessoudsassansam Useavinavesen
7.2.2. vnufivsaumsaimsldeniimanatnlénalunissn %F.zcﬁsmjEAsEs:,aEgESEEsSF 1.5
fuhedeuduue ngalde wusienunsiinenslifaussasdieuss Tisunmsssasouises
Uszdndnm Uszdvduavessn agin
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