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ANANWUZIANILYDIEN
648495 : Dabigatran etexilate 150 mg capsule, hard, 1 capsule

1. anuautAialy
11 guuuy
1.2 d@ulsenay
13 2wususiy
1.4 Qain

usdiauavga dmsuiuusenu

Tu1 wAUYa Usenausie Dabigatran etexilate 150 me

ussyluunsUaaiin (well-closed containers) tosfuuasuasaiuiu

- wnaw : szyBennsi Jeaniynieen vureAImuse Sundn TUNUADTY
WvTinan

- napewn : flenansmiug1ussqlundesen uaruunwuzyssy stos
doaszyBormSedonmsi drulszneunaraunnuuswesen 1
wan Tudueny uasiaunsdousiven idaay

1.5. navaasuguantivialy (General chapter)
1.5.1. puandives Capsule fn15uanina/n1sns3a Universal test sasoludl

_fa 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 (ICH specific test (2.1.)
Q3A,Q3B,Q3D(R1), Elemental (Fassreaunaliofidnuinniy Reporting threshold)
impurities in drug products, FDA
guidance for industry (August
2018), USP<232>,<233>,<2232>,

BP supplementary chapter IV Q,
EP general text 5.20)
5 | Microbial limit test Complied with finished product specification or
specific test (2.1.)
6 | 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.)

test mamalul

1.aste
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1.5.2. pruanURves Active Pharmaceutical ingredient fin1suanana/n13ms39 Universal
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%8 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 (ICH
Q3A,Q3B,Q3D(R1), Elemental
impurities in drug products, FDA
guidance for industry (August
2018), USP(41,
42)<232>,<233>,<2232>, BP
supplementary chapter IV Q , EP
general text 5.20)
- Organic impurities
- Inorganic impurities
(Elemental impurities
analysis)
Residual solvent (ICH Q3C (R5-6),
USP42 <467>,EP general text 5.4,
BP appendix VIII L, JP17
supplementl p.2634-40)

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

Meets the requirements
Meets the requirements 119351150570 heavy
metal

or specific test (2.2)

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

wnuanan1siu polymorph Tiuansnmaneniased
78y Crystalline or Amorphous

2. arusNUANInALlA

Han13n TRz mdulunanu finished product specification Wag Specification of
Active pharmaceutical ingredient (API) fignsdsanundashsuatiudisanu ddldansidouse
AUNNUANZNIIUMIDMTUALEN NENTIAS AT e Suilisedepauatud
Wisuwinvielminiunnsgrunduiiulas$unils masenansevseansisngy 589 sy
87 WA, 2556 a9Tudl 11 Wwieu WA, 2556 (asuszmlusivfeayununiud 10 fiquisu 2556)

2.1 Finished product specification

AENSTUNTS N MUR T IEA B uALAAMAN BTN Y
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d0 | : Acceptance criteria
Specification of finished product
’ (In-house)
1 | Appearance Complied to Finished product specification
2 | Identification
- WV Complied to Finished product specification
HPLC Complied to Finished product specification
3 | Assay (Shelf-life) 90.0% - 110.0% of the label claim
4 | Dissolution NLT 80% (Q) of the labeled amount of Dabigatran
etexilate should dissolved in 45 minutes
5 | Water Determination (By KF) (if test) or NMT 4.0% -
Loss on drying (if test) Capsule shell (weighing) NMT 4.5%
Pellets (Release) (weighing) NMT 0.7%
Uniformity of dosage units Complied to Finished product specification
7 | Related Substances (By HPLC)
- Amide Compound or NMT 1.0%
alkyl methanesulfonates NMT 2.7 ppm
- Any single unknown impurity ~ NMT 0.20%
-N-nitroso-dabigatran etexilate Complied to the standard
- Total impurities NMT 3.6%
8 | Microbial Enumeration Test

- Total aerobic microbial count (TAMC/g)

NMT 1000 CFU/g

- Total combined yeasts and molds

NMT 100 CFU/g

- Escherichia coli/g

Absent

2.2 Specification of Active pharmaceutical ingredient (API)

4 ‘ Acceptance criteria
) Specification of API
(In-house)

Appearance Complied to API specification

1 | Identification A, Bor ACD
A. IR Complied to API specification
B. HPLC Complied to API specification
C. Colour of solution (10% methanolic Not more intensely coloured than reference
solution) solution Y2
D. Clarity of solution (10% methanolic _

_ Not more opalescent than reference suspension
solution)
ARENTIUNTINMUATIDALLEUALAYALANYIUBIAN 1Y
l.au'"ﬁ;_a p WJ UsEaIunNgsuNg 2,?13%8 ; OQP 3. aﬁa W ATTUNT
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Acceptance criteria

t0 | Speciﬁcation of API
i (In-house)
2 | Assay 98.0% - 102.0%
3 | Residue on ignition/Sulfated ash NMT 0.10%
4 | Water determination NMT 0.80%
5 | Methane Sulfon"_i&lﬁcid contentOr 12.5% - 14.0%
ior methanesu[fdnates o

Methane Sulfonic acid methyl ester and

ethyl ester content

S
e

Sulfonic acid hexyl ester content

- Methyl methanesulfonate or NMT 4.0 ppm

Methyl ester S| N
-[Ethyl methanesulfonate or Ethylester | NMT40ppm
n-Hexyl methanesulfonatemc-)r_ m!"\;l.;thane NMT 4.0 ppm |

6 | Related Substances :
- Each individual unspecified fmpuri_t)lx NMT 0.15%
-Irotal impurities NMT 1.5%
8 | Residual solvents Complied to API specification
9 | Polymorphic identification SR | SO
By Differential scanning calorimetry Or NMT 30 % of modification Il
by PXRD The PXRD pattern of sample should ma"tch with
the PXRD Pattern of standard form-|
10 | Particle size
- Diameter (90) NMT 20 pm
vaewes  NMT = not more than

NLT = not less than

* ¥ata Dissolution waz Uniformity of dosage units iuuulenansuanisuazidus
HANSASIATIE il FudareasBenfidusavlilulu coa

- nydeamzidundanisiiu (waive) msnsavaeuiiasizistenisla Tduuans
nansudngrusananiildsueyiade

- Drug substance specification i915131nlUAATIEMUBERER drug substance ¥3o
TuliAsesd drug substance vosfudnndsagy atulaatunils Faiinnsnsaa

a v v e
QLﬂiqgﬁﬂiUﬂﬂﬁ?maﬂﬂ']ﬂ‘Uﬂ

3. MIUszliuA1UsEaNsn1nsas1A1 (Price Performance)
{ = dI = i - ] 1 .
SI8ALLBEARINLBNATT 1594 NTUTEUAUTEANSANMB5IAT (Price Performance)
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4. wnansilglunsiansan

enansfldiunisiarsannuamenliissadduienarsnioussymunsiavionans

MUAIRU fasalul

1)

2)
3)

6)

denarsiinuen Mmwilne uas/mian1e1sangy
vanemg: lunsdndldenfuuuuasdesiionarsuansdeusldveseniiniumssuses

Mnd1dnauAnEnsTNTeMITUALeY Akansinerduiiveudld demissyye deviuld

Wisuwhiverdusuulusueedlilumsinviinty waslinmsssyternuiieunstdenls

Tuenansmiiuen

duuNNATUANITEANULAANYBINTULUTT] (WEuaznaasen) auiildtunsdeuls

durdvetunsifeumiue (wuu n.e.1 vie g.1) ATUYNVUT niBusIEariBunnu

anwazlanzvewdniaguuardeimuauinsgiuvesisnisisesien (Finished Product

Specification and Analytical Procedures) iunsifeuld Tnofosdadadfueniivsenia

NIENTNABITUFVIUTBTO WMNI sz
NUBING: ﬂszﬁﬁ‘agj'ﬁzwiwuaLU5auu,‘daaLnrﬂm’j%"‘;m'swﬁuasﬁaﬁmummmgm’lﬁ

aamﬂﬁmmwﬁﬁmﬁ‘dszmﬁ%’usawﬁar;*h's"nsna‘wqmaﬁa'e‘f’ﬁmWﬂmzﬂs‘mmimmﬁua:m

Wiuuudndvsuiluasuutamenslunsdeuiuen (wuu n.e. 9) wie duurfee

uiludsuuasenslunsdeuiiven (wuu o.5) indoufudne

duuludynistunadousnsuen (wuu ne.2 wie ve3 vie ne.d vie 6.2 udausnsi)
4.1.1.nsdifewasluUszmalng (ne.2)
4.1.2.nstifiemhdRemsususTyuUszmelng (ne.3)
4.1.3.n3dienindnndeUsana (me.4)
waeimg: nsdliinsiasuulasudlefueymuaraniuiingn Wruuudiudueudle

Wasuwasemslunsidouiiue wuu ne. 9) wie dundwsudludsuulasenis

lunsoussusineafugiueygnauazanuiingn (wuu o.4)

dumilsdefuseinsgunisuaneinunaninueiisn1snalun1sudnen (Good

Manufacturing Practices (GMP)) lunyinfitieavesfuenfilaus (aUua1ganIusauNIs

nsavdsulnedieglutianainisiuses) lnefesuseneude

5.1 dumisdeiuseaunasgruntsndnsinumdninasiisnsialunisaningauiae
@Aty (Certificate of GMP Active Pharmaceutical Ingredient (API)

5.2. dnumilsdeiusewnnsgunsHansmumdninueiasnsinlunsKERNER S e
ﬁ’ltg‘ﬂgﬂ (Certificate of GMP Finished Product)

WnsgIuveIteimuanuaIningAudie1d1Asy (Active Pharmaceutical Ingredient

Specification) wagn@nsinsiend 393U (Finished Product Specification)

6.1. dnurunsgruingiusiendifny (Active Pharmaceutical Ingredient Specification)
wazNIRIFIUNANA9iB1d1T93U (Finished Product Specification) Tngszysiisen
(Pharmacopoeia) fil#8198amsTinszlasinasgiussaossonduluaudeimun
wazAsIuTeIMTIATzilusnelassemils mulssmansgnTeassng
3849 s2YFTIEN

ANENTTUANSATMUAT IEaUEALALANGNUNEANY
USEFUNTINNTS 289T8.nsn nITums 3. asde .. AIIUNTT
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6.2. d14u1 drug monograph 28973512 #1d1A%Yy (Active Pharmaceutical Ingredient) ua
winsituaiedn5agu (Finished Product)
6.3. N7 TA nAuAI81d1Agy (Active Pharmaceutical Ingredient Specification) #5®
wanAnusie1dnsagy (Finished Product Specification) hiusinglusinsien (Non-official
pharmacopoeia) fiasuanmdngiuieniiumsgiuvesnsiinsgidulunudonite
Taseluil
6.3.1 SarmuauazamsyuvesTiaTeilussevesUsavaiiiuaindnves The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) #5®

6.3.2 o munuarannsguYeINs AT EWENAR (In-house process) iaenndasriu
ICH Guidelines 38

6.3.3 formuanaziassunluresmstimsginiiwmunlilusisen dseila dsen
vild PUUTENIANSENTNASITUGY 1F03 SEYFTIEN ﬁww%’ugmmumﬁguq
(General requirement for dosage form)

waeng: Tadvuannn wingAudiendndsy (Active Pharmaceutical Ingredient

Specification) wagndnsiaeiedn5agu (Finished Product Specification) A89819899n#157

Wertuuazatuifendu snfuwdinsdiidhsoddermuauazinnsgiurensinsey

wnzingaumed iy vis wandurienduiogy

7) dumiadesuseananIsilAseyt (Certificate of Analysis (CoA)) lngfpausenaumiy

7.1. dwmilsdeiusemamsiasetingiusiaandfey (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) lngneusznausme
7.1L1Ldwmildesusemanslinseiingiumiendfny vewndningausiiendfgy

(Supplier)
7.1.2 8w milideiusesmanisiianetingaumieddty vesnansdniusienduiagy
(Manufacturer)

7.2. dumilsFesusewanisiasgindnfusisndagy (Certificate of Analysis of

Finished Product) vesgnannan fniendnsagu (Manufacturer)
8) duenaThaNINANIANYIANLAYAY (Stability data)

8.1. duenasuanINan1sANBIAINAFITEEZE1 (Long term stability data) $7u7u 3
FUMSHER

8.2. UBNATUANINANITANYIAIINALAITUAN1I2L59 (Accelerated stability data)
U 3 JUMIHER

8.3. dunienansuanimanisinuiiuaniingrannsavinuatineld 1 4a /dnuiuans
UsgdnSuamssne (nsdlewdin) i)

8.4. nsslifiusidiosarany /devneuld Iiduuienarsuamsfnmauniangams

vatpuaz/mie 1o / vaulald ludvharaiesieg asuiiulardennassnuionals
AAuen (In use stability data)
9) dnumiladefuseandnsinsienduiagy (Certificate of Pharmaceutical Product) lanigen
dnthanlulszmalng

ALENTTUNITAMURATILAZ B uRLaTALSN BUZIaNY
N/ |
BT TN | o, S UEFIUNTIUNG 289%8...... Y/ ... NTTUNNS . A% ASTUNS
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10) dumdngiunuanyavendnsiugiel (Bioequivalence) InBRAN1IANYIAINALLATDY
HARA N (Bioequivalence) luluniutaniviua ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies 38 gilan1sAnw1@iusza@ndnanasdranya
yoawAnusien nignsnatsisuge Tnsanmdundemirsnudnudauyaiildfunsiuses
90 drdnauanznssunisensuare adullaguiu (nsalylyensuuuy)

11) AwumdsdefuseansgunsufUanumaninusiisnisnalureaujiinis (Good
Laboratory Practices (GLP) lunsdiivinn sy Frauyaiisnsusema

12) dumiidesusennnsgiumsifivinmuagnsznsemundninaeisn s tumaiuinwm
wagns¥a18e (Good Storage Practice / Good Distribution Practice (GSP/GDP))

13) flauesnA9BIdwIngee e 3 MNBUTTYIMN

18) duwildesuseunmsguiesufiRms ISO/EC 17025 Tusnemseniaue (Fni)

15) dwnenansuansdeyanisliiunsussglu Green book yasnsuinenmaninisunng (61d)

16) dlulenansuanitayanisiniun1sussylu Orange book 484 US.FDA. 38 European
Medicines Agency (81dl)

17) nsdilaildendunuudeuansnmsfinymnandin (Clinical trial) vesenluyssmalnefuanada
nanadinuaseTsuiisuivesuLuulasAtuwlunsansnInMsewng (i)

5. Reulvduq
1) gwesiogmdolifosnit 1 U Yunniuiidweuen
2) smnavniseanidaevlunlsangiuiasrfesdnuimiidesusesnanisiiasgy
(Certificate of Analysis (CoA))
3) fuwazdesdluBusensundsundieslndnunengvieulaiiansidesanwisufvuanu
U
) mnlsmeruranudgumauamanudadusitazdsinsamsiuiialinnzinuam
Fwirendadnriesnduiiuinveumlidelumsiasginunme wazdweiludiuo
gnaudiATIzRAuRAlIINeIUIa
5) fauenm(une)Buselionidndeynrounsuivun fail
5.1. mniimsgunsivdinsizinnnsuineimansnisunndudinanisiasizsiliduluaiy
UIMTFIU
5.2. nsdinAnfnsiovindgnidoniiuiuanismanlnedinuanznssumsomsuaze
5.3, asdmuilymamnmannadnsi vifo1dmaseyussansuauayauasnfusefUied
Insuen
5.4. n3difinnznssuNsINdYnsTNRazn s Adne1eenantyden Tsaneutavesnian
msdsdeenluadedaly

=bh e

AENIIUNIIMNUATIEALBERALAY AIGN YUEIRNE

!
o A :
Us¥51UNIINNISG 2.89%9.... \ % nIsunNg 3. 8918
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auinmsunnddayeyiuniing vausvu

HuUUUsEuAIUIEANSNINABS1AN (Price Performance) UssLnvneniail

= ¥
Aauus Wwmn (Govay)
EDL i
Launmuayauaniandulsslosisamesunis 80
2.57A7 20

= '
1. Auamuazauantandulszlevidenssnuns (Gavas 80)

w1 13910 23

= v
UYaN13A"

inausinsUszliuunmndadusisndaaniiy AZIUY
n. nausiaaun LY (General quality criteria) 25
1) 11955 uMsKAReImUvaRINSITNIARlUNSHEREN (CGMP Y38 GMP-PIC/S) 1.5
2) wnspuIngeRuiedry (Active Pharmaceutical Ingredient Specification) UagIINTgIU
Wansineiedn393U (Finished Product Specification) 3
3) uesgIuNIiBalfunRnTs 2
4) WwIgIUMIAUIIvazNITaIB e RaNINAITsNSARUNMS A UShvuaznsEaeen (Good
Storage Practice / Good Distribution Practice ; GSP/GDP) 2
5) ATFIUREASUIN 15
6) AuanAEaauslevionisuiiRnu 9
. ineusiRunWIawIE (Specific quality criteria) 75
1) waigauunmmildeiuseinansinsiey (Certificate of Analysis ; CoA) 10
2) msUsziiuanudes Elemental impurities (Risk assessment of elemental impurities) 5
3) wailgauamnImMsAnyIATILA (Stability data) 8
4) waiiguinmunmuesmuurussYRduiae usseiusiuaraain (Package & Labeling) 3
5) anuwhweulumstdeashwduendiuwuy (Therapeutic Equivalence) 10
6) Lenansniven 4
7) teyauszdviainlumsinw nsdnwn/Adeneadin 25
8) nsihszisanuuaeaivressnendiosngnain (Pharmacovigilance) 5
MS\ﬂ\ 2&3&5Jm_.._.,_.._._cg.mwcmﬁmcs:muaem.:gussd
.—,mz..mm ......................... .h .............. UIE51UNIIUNTT %AU LLATIUNTT 3 mnmm ..................... &ﬁm\ ............. n33uNT3
(unneywd godndana) (ney.adian Thsmna) (ney.qfisn Alvwadn)
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j 9) IEUUBUTUNMUNATEEIIUY WAninauy 5
AZUUUTIU 100

b0 & oas 1 H s ' % Y w X e ow ar - o =

Sovazasuuulaglivdnnisdrsdmiin (@afwinlaszuunsindedndnanaigfediannseiind) 80

2. 57m (Gowaz 20)

Fudsimumezgnuszdiuwarlinzuuulagseuunmsindedadnninigiedidnnseiind (Electronic Government Procurement: e-GP) vonsulyInan
NITNTNNTAR

ARIENSIUANSATMUAT DAY BUALAL ALANYEIaN Y

/
Uszs1unisuns 2090 L Tl ATIUNT 3. 8370 NTIUATS
(uw.nywsd | Bodmiana) (ngy.adan Tna) (noy.gtis Slndn)
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innsinTUszIliuRMA WK AR i Taanslty

ALY

n. inausigan il (General quality criteria)

25

15

Ssnuéadzmse._s.Esm.asesmmadaﬂgdzmsmg (AZUYYTIN = Y9 1.1 + 1.2+1.3)
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) lunsimeniliausne atuaan
musauMInTNasulasinasusesdsTulsemeadseninsia/daden ((Fandaladanils)

0.5

1.1.1. 1#5ums$uses GMP-PIC/S 910 PIC/S participating authorities ¥38 cGMP luvsanii
\Aeadeau AP

05

1.1.2. 195Un155U589 WHO-GMP %58 cGMP w3aiiisuwin lunsneiiiiedeetiu API

0.1

1.1.3.195un133u589 WHO-GMP %8 cGMP vieiiteuwin usliszymnadaiau / lifilenans
wanIn135uTes GMP (luWersas)

1.1.4.185un135U589 GMP-PIC/S 910 PIC/S participating authorities %38 cGMP %38
WHO-GMP #ivuimengriouiuussniauszninsian u ghifionansuaninisiuveneniy

1=

w3a liivangrunansiuvuaeny (liarsas)

1.1.5. ladlaisunmssuses GMP-PIC/S w38 WHO-GMP (lu#a95as7)

- . . L ar ]
1.2 Certificate of GMP Finished Product lumneagfitausvie AUUAEANINTEUNIINIIIEDU
lneilnasusesiiviulszmeusznmnsin (@andaladanis)

0.5

1.2.1. 195un35us83 GMP-PIC/S 911 PIC/S participating authorities #38 cGMP was/%3e
wiladeTusenadnsio (Certificate of pharmaceutical products: CPP) 210 PIC/S
participating authorities lumnmefiauswie (hsdenhudin) visldsumsiuses
GMP-PIC/S 2 ndina1uAmMgns siNITeMsuaze)

0.5

1.2.2. 19Fums¥uses WHO-GMP wes Ussinagan luvanaiifieadeasiu Finished Product
<4 L . ) - ar o i .
UaE/138 NUIABTUIBINANNY (Certificate of pharmaceutical products) Tunsng
gIEuevIe (nselsningn)

0.1

1.2.3. l95un33uses WHO-GMP wilsissymunedaiau (luarsasm)

Bras @ ) =4 P 3 o
1.2.4. IFUn15¥U583 GMP-PIC/S %38 WHO-GMP %38 cGMP nusagNauIUlIENIA
(= - ] 1=
Uszmasim waghifiienasuaninsiuvesonny (luiiersan)

.................................. Uses1unssunis 2.a3%a

/ ALENTSUNSAMLAT eI BuRLALAMLANYUEIONIE
DHl oo

/

NITUNTT
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=
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Fan1sén
inausinsUsziliugaunwaanisiondessing AT
1.3 nsdidusmindrnnseusze desifdiunmiidesuseanios (Certificate of 0.5
pharmaceutical products: CPP) wianthdaiusesnisdmmune (Certificate of free sales:
CFS) lumnaeniliauens
1.3.1. CPP w3e CFS atuanan (miuseunIsnsisae) nsdiieglvilergnissiuseioiy 0.5
Ussmausenansim viselueniindalusznalne
1.3.2. il CPP w3 CFS vi3e i1 CPP / CFS iviunong 0
2. | imsguingAuAedfty (Active Pharmaceutical Ingredient Specification) uay 3

wnsgrundnineiendniagy (Finished Product Specification)
Avrsanamansrsnisiumsdoy (axuuusas = 99 2.1 + 2.2)
2.1 nesguInAUAIeE1ARY (Active Pharmaceutical Ingredient Specification) (tdandaln 15
Jonil)

2.1.1. nsdlls¥umsiusedlusiiaen (Official Pharmacopoeia) (iFandaladonis) I

1) §198s USP, BP, Ph.Eur, IP, JP atiudrga (mutenansiitunsifeul’) mnidums 1.5

uilwnzdeu dosudlalunziloumiuewd @l 5 7 os.0uiH)

2) §1989 USP, BP, Ph.Eur,, IP, JP atiudan (muenansiiunsidoul?) wninsudly | 075
fosimstuutlalunzifousiveud @ o.5 fiu ov. melu 2 uaddlildduns
oyl warduudlunoututszninsian)

3) 88 USP, BP, Ph.Eur, IP, JP atulmind1uszma (msenansiitunsdoul’) sz 1
M3 mndimsudlvdesiiudllunsdousiuenSauiesuds @le.5 7 oo.01s7R)

4) ©Wd3 USP, BP, Ph.Eur, IP, JP atulmindiseme seyshsen wagmndnisudlell | 0.25
natuuilylunsdousduenuds @ v.5 it oo, melu 29 waigalailgsuniseyd®
uarduudluneutulszninsan)

5) €81 USP, BP, Ph.Eur,, IP, JP MUsENA SEYTIEn kavudily 0
lunzifousSueuds waidh lldduudlolunaoushiuen

/ ANZASIUMSIMMURTIAZBUALASAIANUTIaN Y

%
P o / ,
LRIIE i J ................ UTe51UNTINNG 2./370........ L}%ﬂv ....... N3aunNTg 2 mamm % NTIUNTS
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M3fnY Long term stability iielannisznisuaniudeu Auen veslsenenua (Gandalade
=
yidy)

6.3.1 fims@inw Long term stability ian1adaifiu (Storage condition) athsties 3 ju 5
nsudn Wuluamudarivunalu ASEAN Stability Study Guidelines (30 + 2 °C, 75 +
5% RH) nsaiianansniiumsfinwleiniu ASEAN Guideline #esuuu Stability
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protocol vi3e angufilisunseuiiAan ee. NiinanisAnenasuongeniifivual
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6.3.2. §ms@nw Long term stability flanizdnfiu (Storage condition) agnaties 3 U 4
nsndn Liluluaadeimunlu ASEAN Stability Study Guidelines (30 + 2 °C, 75
+ 5% RH) n3diftenusaciunisAnwldmu ASEAN Guideline #oauuu Stability
protocol e udngitldsuniseysifinn ee. inanisAnwasuogendirmuals
vuaan lasdinan1sdny On-going stability iteyaswaniduilagti waruanwwa
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. InausiAMAWIAWIE (Specific quality criteria)
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1 | wangadgunwmilsdeiusasman1siasz (Certificate of Analysis ; CoA)
(AT = 99 1.1 + 1.2 +1.3+1.4)

10
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1.1.2. filaw1zes Supplier wag/vie Manufacturer wie lillysuniswddeany 0
1.2. waiigadamunwvilidesusesmansimseisedifity (Certificate of Analysis of Active 5
Pharmaceutical Ingredient) (Gantalatanile)
1.2.1.93539N0U Active Pharmaceutical Ingredient Specification am_“émb Supplier way 5

Manufacturer uaziimsuananaluzunuuiingy vieseyr1 LOQ/LOD vas impurities
704 residual solvent AsUSIU BNLIUWITE Physical test, Description,
Appearance, Identification

1.2.2.#390U Active Pharmaceutical Ingredient Specification NNWT8vee Universal tests 3
Wwag Specific tests 499 Supplier W38 Manufacturer uaziinsuanimaluguwuumiay
WiasEYye1 LOQ/LOD w8 impurities 53384 residual solvent msufiau enuuide
Physical test, Description, Appearance, Identification

1.2.3. @391U Active Pharmaceutical Ingredient Specification NNWITBveY Universal tests 2
wag Specific tests Vv Supplier uag Manufacturer usfinswannaluzuuuy
“Conforms, Complies, N/A” Iag/liiszysn LOQ/LOD (uaaaiflu <LOD, <LOQ,
<reporting threshold) ?._m\,._.m_\m.m__ﬁ.upm%zmﬁﬁmirrcc&ﬁme 8ALIUAITD Physical
test, Description, Appearance, Identification

1.2.4. 7591 Active Pharmaceutical Ingredient Specification yn#oves Universal tests 1
way Specific tests 84 Supplier ¥3a Manufacturer ugifinsuannaluzuuuy
“Conforms, Complies, N/A” Taglaiszyp1 LOQ/LOD (wamailu <LOD, <LOQ,
<reporting threshold) lushifeimsuanwmaluzuuuuiiey sndute Physical
test, Description, Appearance, Identification

1.2.5. @33 Active Pharmaceutical Ingredient Specification ¥)n#uavas Universal tests 0
waz Specific tests 489 Supplier ¥38 Manufacturer uafinshanwaluguwuy
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“Conforms, Complies. N/A” luhiadfgyaussnen \tu Assay wie veyalyl
unwvetie (luwersa)

1.3. anuduiusvomaiguinuammilsdesusewanisinsziendniagy (Certificate of 1
Analysis of Finished Product) (Fantalatoni)
1.3.1.COA finished product lfingausun1snasaeniu COA Active Pharmaceutical 1
Ingredient Specification
1.3.2.COA finished product liileingiiugunisudaifieariu COA Active Pharmaceutical 0
Ingredient Specification
1.4. waigvaunmnivdeiusewanisiaeiendniagy (Certificate of Analysis of Finished 3
Product) (iBandaladonils)
1.4.1. @531 Finished Product Specification 9n#U8v83 Universal tests uag Specific 3

tests uagiinsuananaluguiuuiilay vieszyal LOQ/LOD ASUMU Bniuvhite
Physical description

1.4.2. @331 Finished Product Specification ..m:&u&mema Universal tests ay Specific 1
tests usitinsuaninaluzuuuy “Conforms, Complies, Not detect, N/A” Tnglaisey
A1 LOQ/LOD (uanaliu <LOD, <LOQ, <reporting threshold) Tukteiimsuanina
luguuudian snviuiide Physical description

1.4.3. @33nU Finished Product Specification ¥n#Uavad Universal tests uag Specific 0
tests uaiinsuansnaluguuuy “Conforms, Complies, N/A” luvhitodAgyaudng
81 19U Assay, Dissolution, Related compounds 1Juéiu %3 .mmummgc.ﬁﬂmmm (laf
W915047)

2 | MmsUsufiuanudes Elemental impurities (Risk assessment of elemental impurities) 5
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2.1. fleNETUARINANTINTIT elemental impurities AsufauAvENNsAsEylY ICH Q3D (yn 5
Wnas API, Excipients, Water, Equipment, Container closure system usu) egraties 3 U
MINan wag In1551891u61 LOQ Asunnsgaudouly
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2.2. LDNANIUANINANTINTI elemental impurities ASUNMAMMENN1TATEYLU ICH Q3D (¥n 3
Wnas API, Excipients, Water, Equipment, Container closure systern 1fugiv) aghatios 3 U
MR wAfinsseuan LOQ liasuvnsmmuiiouly

2.3, 9NANIUARINANTNTIT elemental impurities LiaTudaumamannsfisyylu ICH Q3D 2
(MnUvas API, Excipients, Water, Equipment, Container closure system (dusiv) aghatios 3
JUNTIHER ueSinITIBNUA1 LOQ asuvnsnnuiteuly

= " v ] w =
2.4. IenaLANINANIIATIY elemental impurities laipsudaumuvannisiiseylu ICH Q3D 1
Ezr_.gm_b API, Excipients, Water, Equipment, Container closure system &i&é a8141ae 3
1 - I 1l L
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2.5. nansUsziiiuanuidesesunadiiinves elemental impurities luganndaumundnns 0
ﬂmucﬁc ICH Q3D Q_E_.gm.a AP, Excipients, Water, Equipment, Container closure system (Ju
o) vie enasldlediunisiuses wie luuansienans Risk assessment of elemental
impurities ¥58 NAN1SAATITAAUAT PDE

3 | waigaiauAMNMsANYIANUALY (Stability data) (Fandaladonids 3.1. 3e 3.2.) 8
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3.1 nstlgNINTunaillnNnuasiueiUnly (In-use stability) Wy &3 g17naunauly Wuauy 8
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Y39 MINAADUMIANUUIATIIREILAE/MS0 In-use stability Tugudin 1 Jusiu
(AZUUUTIY = U9 3.1.1. + 3.1.2. %3990 3.1.1. + 3.1.3.)

3.1.1. M3Anw Long term stability uay Accelerated Stability (s¥ondaladonils) 4

1) fimsfinw Long term stability uay Accelerated Stability aeiatios 3 JUNIHES 4
Wulumudeivusly ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) Waziinanisanen
Asuageniiivualiuuaain waziiviidensmasauasuduiulunuddvuniissy
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2) {im3s@nw Long term stability uar Accelerated Stability aghatioy 3 FUNITHER 3

\ulupuderimualu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) wazilnansanw
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m,_scsﬂ.__muc._.: Shelf-life Specification LAATUANUWIVD general requirement
VDI WariinansAnw On-going stability ﬂ.mmﬁmmsgsagﬂaﬁﬁ
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3) §iM3fin¥ Long term stability @y Accelerated Stability aghatios 3 JUNIHEN 1
\ulunudarimualu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) wasinan13ane
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finm3Any Long term stability ua Accelerated Stability lsiasu 3 JUNINEn uely 0
\lumudermualu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) w3ainani1sAnen
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M3ANY Long term stability w38 Accelerated Stability
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1) fifeyamsAnunauasihuasdaldnuiissyluenashivnasufunnansazans 4
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313  msveasumsinuuseisiinen (Splitting Tablets with Functional Scoring Test) 4
uag/ v130 In-use stability (Fendeladonil): nsdlendin (Tablet)
1) Wulunudouludselui 4

o vinuvadneld Wnenfisesuin Fnuvaesslé) wagiinsmeaeunisdnuyapse
Wnen Splitting Tablets with Functional Scoring Test ﬁ&amgﬂnz_.msm‘_ 30
1in) wazdesiinisnaaeu Dissolution test $3ue38 My General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score wagdl
KA IANYIUsEAvSHATRIEN iU

o vi3a Winenil/lifisesuin Tnan1snaaeuaLAITIvBIdneTivhulInIain
81 (In-use stability testing) ATUMUTBNINUATBIAISIDI9DY LU USP uay 3

- g o e 1 ar = e i 1
N1snAaaY impurities TugWvinuus Tnevieadfjuisinig ISO/IEC 17025 #iluly
EHAN UaziinanfnwIUszansuaraseivinuus

2) Wulumuideuly selud 2
o vinuvaddneld winenfisesuin Fnuderdald) uag finsvaaeunisinuuenie
Winen (Splitting Tablets with Functional Scoring Test (Frdwdniinen 30
Win) wilaifin1svmaeu Dissolution test SamMe mu General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score
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81 (In-use stability testing) ATUANTBANUATIAITIO198Y 19U USP weilsifl
N1INAABY impurities TugMANKU

3) Winudadinenld Weehifisesun (Fnuvaedals) widinsmedeunisinulsedasinen 1
(Splitting Tablets with Functional Scoring Test) Wa¥/WIBUNANIINAABUAIILAIG
yaadinenfivnuusniadine (In-use stability testing) ASUANTBfMVUAYBITIIE195
\¥u USP
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4) lugisesunli wainuuadinenls 0
3.2 nsdlenilisiiudesdinnuasiunsUald (In-use stability) Wiaeniivunuvadiaen L 8
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4 | wafigainunYBINYUTUIIRAUATE UsTgRsiuazamn (Package & Labeling) (iFan 3
doladanils)

4.1. Muuzussy uag amniseandansmuiitunsidoue 3
4.2. MwurUTIY Ve amniinenBuansmuiitunsdum 1
4.3, MurUssy uay amniiseanden linss muiitunsadeuen 0
5 | anuwinmeslunisuntiasnuniueadunuy (Therapeutic Equivalence): (Rzuuus3 = (Y2 10

5.1. w38 5.2) + 5.3)
5.1. Wugduuuy 10
5.2. WangIuRmuAMAINENYaTaINanAMYiEn (Bioequivalence) (Handolatiavila) (4o 7

5.2.1. 3@ 5.2.2. ¥39 5.2.3. w30 5.2.4. w30 5.2.5.)
5.2.1. msAnasuyaidulunmumdninasivazuuama foRlunsAnuniauyavesen 7
Ay (ATuuLTI = (1) + (2) + (3) + (@) + (5) + (6))

(1) dulumanamajialunsfinu@auyayndedmvun Tadenuumeiilignede 1

wuldiaumiaasolud

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

(1.2)  grandiyiiduvhnisAnumdaiuil 1 unsan 2561 S1edasmudsemedtinau
ANIZNTTINTOMTUALETDY ASEAN Guideline for the Conduct w84
Bioequivalence Studies avJul 16 AR e 2560

(13)  eadfyiiduvhnsdnwideutud 1 unsau 2561 $1e8smuusemadninay
ANENTIUNNIDMITUAZEN 1599 ASEAN Guideline for the Conduct 84

_ AMENITUNIATVUAT BB BURLALALSNWUZINTY
.o el : d
Lasde UsesunssunTs 2.a9t0 NF3UNTT 3. aute NIIUNTS

(UW.NIYWIF }mgmmamv (ney.adan .E\,_nm (ney.afis1 Slvwndn)




Wi 19 910 23

Yon135A1

inugin1sUsziliugnraR st Jaaiiny

AU

Biocavailability and Bioequivalence Studies war Allan1sAinwiiusydnsna
= = ar o o = =i
WAYTIAUYAVDINANN NI a3 TUN 6 HurAl 2552

o = & e = 2
(2) MMIANYININLINTFIUABANYINAIINLIIEER (Highest marketed strength)

(3) A529INTLAVLIMUUBAIMUA FiB parent compound Way Active metabolite (£il)

(a) mﬂemu_.mm_ssdssmmdnw\#:&umm_ﬁFm@srmasaﬁagnmmé@azm:dmgﬂu._m (Incurred
sample _ﬁmm:mc@m :mmz HIUNMIINTEBU3U (%difference mm._.:a,z +20% 9g13UDY
2/3 ,N_mzSmm,_,_sasuasmtzj_.mﬂeé uaz fendufiteirudaadeaiuiuinsinmniiag
uyauuan

(5) mnuduiusyese Msiunsgedu (Fendelatenil)

(5.1) finsAnwvaelenansmdvnMsndanuundeneuansliiiuine s iiiuase
NIAATUVBIEN

L =1 1 = = o
(5.2) \uen? amnslinasianisgada fin1svinns@nwluaniaefiemns (Fed

condition)

0.75

(5.3) Wue onsiinasiensgadu dnsvimsAnululamzluaniizenamis (Fast
condition)

0.5

(=]

(6) ._‘._mzsasam:dsﬂ:smémﬁmad (Good Laboratory Practice (GLP)) (Fentalate

Wika)
(6.1) mm#g;g?mmmﬁmé,_g.mwa_:ad,,_mcgségms_be&mmadgﬂcm@émgzj
(Good Laboratory Practice (GLP)) FﬂEsséd%ﬁﬁmgz%iﬁ%u_.sm

e

(6.2) .E_m%Eémammwcm%zgsmmé%émcsﬁzsm:52&&32%5“_\2&%3“

(Good Laboratory Practice (GLP)) FS&&%:&%ES%%.EE %30
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= o i = b
(6.3) finsAnunBranyalulszmalnelaganiuviemhsnufnundauyaiuitede
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5.2.2. 59897UM3ANY1 Bicequivalence luitfuluniu ASEAN Guidelines for the Conduct of 0
Bioavailability and Bioequivalence Studies %3 @__mmsjm:g
Tuszlivbrauayrauyavewmandneien nssvsnasisag (bifsan)

5.2.3. Lifilenansigainanmanuanyavosndniueie Tunsdenduguuuuivsemelyd 0
fimsfinw@iauya (Bioequivalence) wiaenandieylval @unsideunil “NG” friv)
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5.2.4. mavinmsAnndauyalulszmalvelasieosy fuiinsvesuishy 0

5.2.5. lunsaiftenduguuuuiigneniulsideainnsinuihauys Fowanuenaiseu 7

UsransnimuaranuUasnieveds 1o Bioavailability study Wudiu uusnselen
@ e - = i Ve 5
andigvinmsdnwiauyaiiisiy nasauenasaute 5.2.1

' ar = o
53.  siumsiusesdienisussyadluenansidieiold (Fendaladanile) 3

5.3.1. {Wugsiuuuu vise snandayiiléisuussqlu US.FDA Orange book vi3aldsunissuses 3
210 EMA Tranunsaiddsunnugnsunuuls danuvindisslunisvidasneiueiduluy
(Therapeutic Equivalence)

5.3.2 \ugndunuunisealiy Niisedondaiu lumidesonswanfueieransalmiad 1
AnuisuiulunisudasnwfugIduluy (Thai Orange Book)

5.3.3. Lifinan153Us09 Therapeutic equivalence 0
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7 | deyavszaviamluntsiner msfine/Adeneediin (7.1+47.2) 25
7.1. nMsAnw/Adeneediin ((7.1.1 %39 7.1.2 %39 7.1.3)+7.1.4+7.1.5+7.1.6) 20
701 gndiunuy ikanaenaisn1sitennsnaindulssans nmuagamnuaenfevese iy 10
ns¥nw adeudldueeniilasueyia
7.1.2. nanily HidAnw/Afemenaindudssansimuazanutasadeveselunisne 10
mutevdldvesen WSsuisuiueduwuy Alsum
assuguiidede Wesnnibudwiuinunlsaifimududou Jaimsdnwma
suwuuiseluil (Fandaladonide)
7.1.2.1. BmsAnvuduuuy Meta-analysis #13ana clinical outcome 10
7.1.2.2. FWnsAnwudunuy Well-designed Randomized controlled trial fi¥ana 8
clinical outcome
7.1.2.3 BsAnwuduiuu Long term follow up RCT #i3ana clinical outcome 6
7.1.2.4. Bnsdnwndunuy Comparative studies wuu Cohort studies (prospective) q
7A@ clinical outcome
7.1.2.5. Fmsfinwndunuu Comparative studies wuu Cohort W38 Case-control 2
studies (retro prospective) fi¥ara clinical outcome
7.1.2.6. WmsAnwuluwuu Descriptive studies WUy Case report/case series 1
7127, manly Aidnw/Afeneaiin wuy Well-designed Randomized 0.5
controlled trial MuUszaEnmuaraulaeafsvaelunisinw audeusld
veeen Wisuisuivesuwuy lulsumalne walsildsunisanuilunsaisma
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7.1.5. A5189Un15398n19aaln (Clinical trials) fuuseandnnwazanulassseveseni
s L ] i ] dam ¢
Ld@UBIIAINU Reversal agent Yidskanan1svasTingUae

7.1.6. fnansfnmBudiun Expected plasma levels 789 Dabigatran 18uluniy EHRA
guideline 2021 # Peak Levels 52-383 ng/mL uag Trough levels 28-215 ng/mL
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8.3. UARAWIZLNANS Risk management plan (RMP) 283U3Sviduiinve wdnsiost 1
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