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829410 : Apixaban 5 mg film-coated tablet, 1 tablet

1. quani@Analy

1.1 guuuu Wusdiawdeuiidu dwiuiulsemu

1.2 dwtseneu 1 dia Useneume Apixaban 5 mg

13 AwuzuIsy  UsIluueUnaiin (well-closed containers) Joafupuiu
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1.5. MsvadeuRnaNRTlY
s = o 1 n¥
1.5.1. AuauUfves Tablet IN1skanIng/n1ins19 Universal test Aasielull

¥ 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 ucx specific test (2.1.)

Q3A,Q38B,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)

(Fa3s18arunaiiaiAunnin 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. AuALURYDY Active Pharmaceutical ingredient finsuanana/n13n9 Universal
VT |
test sasialuil
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/Related substance c+
Q3A,Q3B,Q3D(R1), Elemental impurities in drug
products, FDA guidance for industry (August 2018),
USP(41, 82)<232>,¢233>,<2232>, BP supplementary
chapter IV Q , EP general text 5.20)

- Organic impurities

- Inorganic impurities
(Elemental impurities
analysis)

%0 Test Acceptance criteria
1. | Description/Appearance Complied to Active pharmaceutical ingredient
specification
2. | Identification complied to all requirement of all specified
procedures in the test on Reference monograph
3. | Assay complied to specific test of Active
pharmaceutical ingredient
(Shelf-life COA only) (2.2)
4. | Elemental Impurities analysis Complied to Active pharmaceutical ingredient

specification or specific test (2.2)

Meets the requirements
Meets the requirements 1143801501573 heavy metal

Residual solvent (cH asc (rs-¢), uspaz

<467> EP general text 5.4, BP appendix Vill L, JP17
supplement1 p.2634-40)

Complied to Active pharmaceutical ingredient
or specific test (2.2)

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

fivdnguuansnisidu Polymorphism ulueiiale

2. AngNUANNALiA

HAN1IATI97LASE ﬁﬂmmmﬂulﬂm’m finished product specification wa¥

Specification of Active pharmaceutical ingredient (API) figradamnndasisuatuineniy
FalfaanzilouredninnuanensTNNTaMSUALE) NIENTNAIETAY waindusinsuild
mwwamﬂun‘uwmaum'msa'[mum'}mmig'ml,nﬁ"nmiulﬂmiwm AINUTTNIANTENTN
GRBREI G Lsm suumsﬂm WAl 2561 astuil 6 uneu e 2561 (aaﬂs“mﬁ‘luﬁwﬂﬂm
qLunmww 12 QUAUS 2562) uas SEYsTIeN (aUUii2) nA.2562 aciufl 3 nINIAN 2562 (89
Ussmelustiaanguneiuil 26 asngIAx 2562)

2.1 Finished product specification (In house)

27 -
v0 g ’ : Acceptance criteria
Specification of finished product
1 | Identification
-HPLC The retention time: corresponds to standard
2 | Assay 95.0% - 105.0 %
7 ﬂmxﬂﬁun'ﬁﬁwuwﬂavﬁaﬂLm.,qmé‘nwmmaﬂ'ls
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i Specification of finished product AP
3 | Dissolution, if tested 80% (Q) of the labeled amount of Apixaban
should dissolved in 30 minutes.
4 | Disintegration (wnliiilu COA ngan Not more than 10 minutes
wandWa) (A15)
Uniformity of dosage units Meet the requirements
Related substances (by HPLC),
if tested
-Individual impurity -NMT 0.2%
-Total impurities -NMT1.0%

2.2 Specification of Active pharmaceutical ingredient (API) (Inhouse)

Acceptance criteria
%o Specification of API b

1 | Identification

A.IR absorption complied to standard
B. HPLC The retention time: corresponds to standard
Assay by HPLC (on dried basis) 98.0 to 102.0 %
3 | Heavy metals - NMT 20 ppm
¥39 Elemental impurities Complied to the API specification
4 | Related substances (by HPLC) :
-Any other individual impurity NMT 0.10%
-Total impurities NMT 0.90%
5 | Residual Solvents Complied to API specification

VUYL NMT = not more than
* $h4a Dissolution kay Uniformity of dosage units Tiluuianansuanisngaziosn
nan1sAsITes1est ndlldudeseazdeaidusaauliluly coa
- nsdifeanzidsund Ny (waive) N15M519@8UTLASIENI1BATLA Tiuuana
Lanmswanmumﬂaﬂﬁlﬂwauummu
- Drug substance specification wm’:'m'wmﬂ'[.U’JLﬂ'i"lvwilaqawﬁm drug substance %39
TudAsnent drug substance yaefning1diiagy adulaatunils Felinnsnaaa
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3. A15UsEiuAIUSEANSNIWABIIAT (Price Performance)
=t 41 - 1 - 1
S10aLLBYANINLENETS 1599 N15USEIUAUTEENTNNRB31A0 (Price Performance)

4. wngsildlunsiansan

nasililunisfsanauameliiFesdduienanmioussymneiavienans
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1.a3%8

duenansmiiugn Mwing wag/MIen Ny

wanewe: lunsdlfidldeduwuuasdeiienansuansdoudlfveniiumsiuses
MndnnuAnEnITINMIeIMISEazE Tkansiteiuiideudd denisseds devhuld
Wieuwhdveduuuuluruaeildlunssnuvindy wazlimsszydeanudoumslionly
Tuienansiiuen
dUENANTUAAITEAILUURAINYBINIVUSUTTY (WHIBWATNEBIEN) pailatunsiouly
drundvetunsidoudiuen (wuu n.e.1 vie 8.1) asunanid niensuazidunnm
dnunizlamszrosediiagiuasdodmunninsgIuvesisnsiiasiesien (Finished Product
Specification and Analytical Procedures) funeifouly Taodpsdradesniueiivsenia
nsEnTNA g TUTeMTelvinIsEA

wurewg: nsdiiegsznitveadsunlauflyifinseiuasdedmuaunsgld
aennasImETivsEATUTBMS DR Bagased TN UANENIINNTEIMSILATEN
Truuvdundweudlowdsuwamemslunsdeudiiuen wuu ne. 9) vie duue
uiludsuuwuasenslunsdeusiiuen (Wu u.5) inndeufiume
dunludfynstunsdousiiiuen Wy ne.2 vide vie.3 vie ve.d viie 8.2 wmusinsd)

4.1.1.nsdlewanluUssnalng (e.2)

4.1.2.ns@ifeninditemsutsussqlulsanalne (ne.3)

4.1.3. psdifemiudhansUssng (ne.6)

NAUENR: nsmumstﬂaauuﬂmuﬁ‘lwwaummuavamuwwam Wuwudnunmveuily
L'UaEmuﬂamam‘ﬂuﬂv!,uaumium (WU n.8. 9) wie duuirveudludsuulasienis
lunsifoumiueniefudiuoyginuasanuiingn Wy 8.4)
dumiedefuseanasgrunisangrnumdninasiisn1sialuniandngl (Good
Manufacturing Practices (GMP) Tunafiiigadeafueniiiaus (adua1ganusaunis
asnasulnediegludianainisiusey) lnedenseneudie
5.1. ﬁ'umvmqﬁa's'usaqmmmummammmmanmmmﬁmwﬁ‘lumiwammqmumm

dAey (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2 ehLu'mﬁ'qﬁ'a%’usaqu’m*sg'mmwﬁmmmwﬁ’nLﬂmﬁ“ﬁ'msﬁﬁ‘lumwﬁwﬁmﬁmﬁm
d3a3U (Certificate of GMP Finished Product)

uasgruresdefmuaguaningAudigndifgy (Active Pharmaceutical Ingredient

Specification) wagnaniusiend3agu (Finished Product Specification)

6.1. AnurnsgruingAusaend1Ay (Active Pharmaceutical Ingredient Specification)
uaruInsgIuNdnTueiendniagy (Finished Product Specification) [CERRAT R bRl

(Pharmacopoeia) dE1sBmsiissilasunmsguedwlipedeaiulumaderimun

m»/ AIENTINNTSAIVUAT GaLLBUALAEANANBUBIANY
A ]
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uazanmsgIuressliaseilummeladmnemis audssmeansEnsas1sugy
309 szysen

6.2. 1111 drug monograph y99%3%281dR ey (Active Pharmaceutical Ingredient) uae
wanAnusiednsagu (Finished Product)

63 nSEATH gRudae1d1fg (Active Pharmaceutical Ingredient Specification) #5®
wanAtusiendniagy (Finished Product Specification) laiusanglusi1snen (Non-official
pharmacopoeia) s’w’muaﬂmé'nﬁmdqmﬁmmsngma&m'ﬁLﬂswﬁl.flummm’fawﬁqia
Tasieluil
6.3.1 feimunuaznsguTeIsInTeilumnevesUsemaiiduaundnves The

International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %58
6.3.2.90MNUALAZIATFIUYDINITAATIEIRHAR (In-house process) fiaenadearu
ICH Guidelines %38
6.3.3.{|'aﬁ"muﬂu,azmmsgﬂuﬁl'ﬂﬂwmmﬁmsﬂzﬁﬁ ualilushsnen shsienla shsen
vils sasznnAnsEnTIEEISAgY (309 STy dmuguuuygiun
(General requirement for dosage form)
nu1gng: TefrvunnuaINingAuie1d1Asy (Active Pharmaceutical Ingredient

Specification) wagn@nsTausiend3a3u (Finished Product Specification) #i18198391n6131

Worrusazatuiiieaiu endusnsdiidaeniidefmuauazinnsgiuvesnsinget

g inghusenddy vie nbadnsiendiiagy

7) dumildesusesmanisiasiedt (Certificate of Analysis (CoA)) lngsipausznaume

7.1, duumbideiusemamnrsiingausdiendrfey (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) InefnUsznaume
7.1.1 dwumildesusesansiaseiingiudienddty vestinaningiiudendey

(Supplier )
7.1.2 dwuwmiidesusesmansTianeiingiusenddyy vesuamndntasiunduiagy
(Manufacturer)

7.2. dnumilsdesusemanisiinsizindndueiendniagy (Certificate of Analysis of

Finished Product) veafju@nséinsaeiendniagy (Manufacturer)
8) AuNenNaATLAMNANIIANYIANINAWN (Stability data)

8.1. A1lUNLBNATTHAMIHANTSANYIAINAWITEELET (Long term stability data) ¥1uau 3
JUMIHAR

8.2, ANULBNATSUERINANITANEIAINAIAIlUAN1ILLSY (Accelerated stability data)
U7 3 JUASHER

8.3. dlulonansuannansanwikanaigramtsarnudadaele 1 e /dnuiuans
UszdvBuansinw (nsdenda) @i

8.4. nsthifuenfidosazany Afeneneuld WdiuenansuanisfinumuAmIvanTs
avanuay/Mie 13aane / vaulald ludvharaiesne asudiuuazaenmdenuienans
MAuen (In use stability data)
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9) dnumiidesuseanidnsusiendiiagy (Certificate of Pharmaceutical Product) an1sen
Yudhunluuseimalng

10) duumdngrunuansavendniieien (Bioequivalence) Tnanan1sANYIAINENYAVDT
HARA e (Bioequivalence) Wulumrudanimum ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies 38 quammnmmﬂsuﬁwﬁwauazmﬁm‘ga
YOINANTUINY NTENTIEATITUEY Tngaantuviemissnufinuiauyaiidzumsiuses
90 dfhaunmenssumsamnsuaze atutlaqiu (hsdllaildenduuuy)

11) dnsenunnsuseiuauds (Risk Assessment Report for DNA Reactive (mutagenic)
Impurities)

12) mmwuaﬁmusaammsmumiﬂgummwanmmmam‘sm‘lwmﬂgummﬁ (Good
Laboratory Practices (GLP) lunsdifiviinsAnwfrauyafisineuszne

13) ﬁ'nmwﬁaﬁa%’mmmmgwnﬁLﬁU%’nmu,ﬂsnismﬂtnmmwﬁnmmﬁ%‘msﬁﬂunmﬁu%’nm
Laznsz91E (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) flavenimiesdsinegiseiogneleon 3 mirousyis

15) mL'uwmaammaqmmmuwmﬂgummﬁ ISO/IEC 17025 Tustemseniiiaue (13

16) dwunenansuansdeyanislazun1sussylu Green book yaansuiveransnsunng (eni)

17) mtumnmﬁuaﬂwauamﬂcﬂi'umw's'isq'lwuqaaﬂamswamﬂmcnmmmulwwummwm
WisnlumstninSneniuenduuiuu (Thai Orange Book) (GRM)

18) dwunienansuansdoyanslasun1sussqlu Orange book U483 US.FDA. %38 European
Medicines Agency (§1%)
9) nseilaldenfunuudasuaninisnymiadiin (Clinical trial) ) veseluyssmAlneiiuanss
NamaﬂauﬂwmmmiaumE}Uﬂ‘ummuuwuaumwuw"lu'mﬁﬁmqrmu.wwa (6n3)

5. doulvdug
1) wedlangmaslivesntr 1 T tfuanuiidaweue
2) ﬂ'mnLammmamwawaulmﬂswaqmaﬂvmaqﬂ%mwuaaasusamamnLﬂﬁvw
(Certificate of Analysis (CoA))
3) ﬁmu'-aw’i’mﬂuEuaau%’mﬂﬁaumi.i’jamlné'wmmqvﬁaLﬁaLﬁmm'il,ﬁauamwriauﬁwummu
TR
8 wnlsmernanuigmaunmanuasdusiuazdesnisdmmadeliaszsiquam §
Siendadasisnaiuffuliaveudildtislunsiwsziquaimen uazeeluduand
gndudianziAuunlsmeg1ua
5) NLauasﬂm{mw)auﬂaulmmanammﬂnauﬂiumuum il
51, mn;umiaumﬂmm-5'1mmmimm'm1&1mimiwwauawammﬂwﬁmLflulﬂmn
WATFI
fi2. nmnamnmsnﬂwumunmﬁaanﬂumnwmmmﬂimaﬁqummﬂmunssum'smm'suaum
5.3. nsdimulgmannmaInwansin sitoraduaraysvasnanavmnaensiosefUaei
isuen
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