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Dabigatran etexilate 110 mg capsule, hard, 1 capsule
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1.5. mInnaeunmantnily (General chapter)

1.5, ﬂmauumwaq Capsule An3uanIne/nInTa Universal test mma‘l‘du

/Related substance (ICH
Q3A,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)

1) 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

specific test (2.1.)
(FaesrenunalilofiAiuinnia 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.)
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D) 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
/Related substance (ICH specification or specific test (2.2)
Q3A,Q3B,Q3D(R1), Elemental
impurities in drug products, FDA
guidance for industry (August
2018), USP(41,
42)<232>,<233>,<2232>, BP Meets the requirements
supplementary chapter IV Q , EP Meets the requirements lil435n1501523 heavy
general text 5.20) metal

- Organic impuirities
- Inorganic impurities
(Elemental impurities
analysis)
Residual solvent (ICH Q3C (R5-6), Complied to Active pharmaceutical ingredient
USP42 <467>,EP general text 5.4, or specific test (2.2)
BP appendix VIII L, JP17
supplement1 p.2634-40)

5 | Polymorphism identification mnuanin sy polymorph Tuansn naeneed
(USP<941> X-ray powder 7wy Crystalline or Amorphous
diffraction)

2. gusuUAntamaiia

wamsm'mLﬂ‘iﬁvwﬂmmwﬁlulﬂmu finished product specification waz Specification of

Active pharmaceutical ingredient (API) fisnedmninduifuatiuieniu Falsaanuiduusie
AUNNUANENTTUNITOINITUATE NIENTNABIIUEY muma“ﬁmwﬁ'himqaqmauﬁuawﬂ
ma‘um'\ma'L‘wum'lmm'z‘mumﬁ’mmiﬂlﬂmiwm MINUTLNIANTENTNAITITUGY Saq JEYAI
g1 W0, 2556 avTudl 11 Wiy w.e. 2556 (aa'ﬂiun'wﬂ'lu'mmﬁm'mwm:rnuﬂ 10 fgu1ey 2556)

2.1 Finished product specification
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to Specification of finished product e g
(In-house)
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
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
count (TYMC/g)

NMT 100 CFU/g

- Escherichia coli/g

Absent

2.2 Specification of Active pharmaceutical ingredient (API)

i Speciﬁcation s Acceptance criteria
(In-house)
Appearance Complied to API specification
1 | Identification A, Bcr ACD
A IR Complied to API specification
B. HPLC Complied to API specification
C. Colour of solution (10% methanolic Not more intensely cotoured than reference
solution) solution Y2
B iClaity: gf ssolibion WS mevsndl Not more opalescent than reference suspension
solution)
ﬂmanimm*:ﬁwmmm_as15umuasqmﬁnwmams
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fo Specification of API AR T
(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 Sulfonic acid content QOr 12.5% - 14.0%
alkyl methanesulfonates NMT 2.3 ppm
Methane Sutfonic acid methyl ester and -~ '{ o bl
ethyl ester content et
- Methyl methanesulfonate or NMT 4.0 ppm

| Meyleser | e el
- Ethyl methanesulfonate or Ethylester | I\]MT 4.0 ppm
n-Hexyl methanesulfonate or Methane NMT 4.0 ppm

Sulfonic acid hexyl ester content

6 | Related Substances Sk T
NMT 0.15%
NMT 1.5%

b Sl 44 I PN N
s e e

- Each individual unspecified impurity

- Total impurities

8 | Residual solvents

Complied to API specification

IS

9 | Polymorphic identification KN ig-ap =

NMT 30 % of modification I

The PXRD pattern of sample should match with
the PXRD Pattern of standard form-|

By Differential scanning calorimetry Or
by PXRD

10 | Particle size
- Diameter (90)

NMT 20 pym

waewmg  NMT = not more than

NLT = not less than

* 49 Dissolution Wag Uniformity of dosage units Tluulenasuanisneazides
HaMsN5293A51e9 windldudeneandesnidusuariilulu coa

- nsdiieanzfoundnisidy (waive) Msnsiaasuliasieisionisle Iduuans
lenaswdngsnanlasueysiRce

- Drug substance specification 191561910 UAATIEIVBIERERN drug substance ¥38
1UiLAs191 drug substance ¥8sfuARENdNTgU atulaatunils Fsiin15msaa
Anszinsuynfideiiimue

3. MsUsziuAIUTEaANSAINMD31A1 (Price Performance)
s0aLldYARIULENANS 1589 NMSUSEIUAIYUTZANSAINeDIA (Price Performance)
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anwmumwwvwmmﬁﬂL‘iirgﬂl,m.,ﬂam‘wuﬂmmimwmaﬁms;Lﬂiwwm (Finished Product

Specification and Analytical Procedures) fiunzidouls Tnedeagradeiyuendiusenia

NEENTNANGIINgUIUTBMTaIMInIsI A
waneme: nsdifegseninvadsunlawileislieneiuazdorimuauinsgili

donAdBImuiseiUsENASUSaIMT oM TINadRR B T NUAMENTINNNTEIMITUAZEY

Twuvdnunaveudluvasuutasenmslunsfouiisuen (Wuu ne. 9) wie dLurAe

uiluwdsuuasmenmslunzidousiiiue (wuu u.5) indeuiude

duludgnstunedeusiuen (Wu ve.2 v3e ne.3 vie ne.4 vie 8.2 udusinsdl)
4.1.1.n3eiemanluUssmelng (ne.2)

4.1.2 ns@flemidiemsuvsussglulsanalng (ne.3)

4.1.3.Asdifignhidhannshesana (ne.d)

NUBA: nimnmsmaauuﬂamﬁ’lwmuaummu.a.,amuwwam Tuuvdnudwaudly
Wasuwasmenslunsousm3ue wuu ne. 9) vie dundveudluAsuwassienms
'Lummﬂumﬁummmnumuaqcy'muavamumam (wuv ©.4)
auuwmaa‘imaﬂmmﬁ'lun'ﬁwam&nm'mvramﬂmmsn'liwﬂ'l,unﬁwamm (Good
Manufacturing Practices (GMP)) TunuaefiiAgadesfiueriiaus (adua1gan1usaunis
aynaeulagdieglutaanainsiuies) lagdesssneume
5.1. eT'mLuwuqamusmmmmumwammmwanmmmsmswﬁlnmwammqﬂumm

d#ry (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2, dumideiusewnasgiunmsaanenmmdninasiisnisfialunisuinndafasion
@593V (Certificate of GMP Finished Product)

1 sgruvesteimuaguaningAuiietd1Ay (Active Pharmaceutical Ingredient

Specification) uagnAnsiausie1d 393U (Finished Product Specification)

6.1. dnurunsgrutngAusiendrfey (Active Pharmaceutical Ingredient Specification)
uazansgIuNARSusiendsagy (Finished Product Specification) lagT¥1A13181
(Pharmacopoeia) A48 adamsianeilneuasguedrnlosdondulunmudedmun
LLazmmsg']waamﬁl,ﬂ-mw"tuﬁmm’lﬂﬁmmwﬁq AINYTLMANTENTINANTITUGY
389 sEyshaen
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6.2. d1Lu1 drug monograph ?Jmﬁ‘:aﬁ"m??hﬁ'mu (Active Pharmaceutical Ingredient) uag
wanAnsierdnsagy (Finished Product)
6.3. nsalNTngAud181d1/y (Active Pharmaceutical Ingredient Specification) 3 8
wamsueie1d53U (Finished Product Specification) litusinglusiiamen (Non-official
pharmacopoeia) fasuanmdngueiinnsgiuvesnmsirswidulunmudendsde
Tastoluil
6.3.1 idefmuauasinnsgruresmsiiaseiluisevessamanduaindnyes The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %139

6.3.2. F0fMUALAZIINTEIUYDINTIATILIEHER (In-house process) Aidenndasriy
ICH Guidelines w38

6.3.3 dafuuauazanmsguialuresmsiiaseinsimualilusisen dsenla dsen
wils pmuUsznAnTENTIENEISAAY 389 Srysieie dwsuguuuueiug
(General requirement for dosage form)

nuENg: YeninuanuAINIngAuiie1d1Ay (Active Pharmaceutical Ingredient

Specification) wazn@nsiausiendn3agu (Finished Product Specification) #ie8148391n#15)

Fertunazatuifentu eniuudnsdiidsofidedmunuazinsgiuvesnisiesed

wwzingiusienddy wie ndndnsiendiiagy

7) dumlsdesusemwanisiiasieyt (Certificate of Analysis (CoA)) Tnesaausznaunie

7.1. dumlsdesusesmamsiiaseiingaudiendifity (Certificate of Analysis of Active

Pharmaceutical Ingredient (AP1)) lag@asusgnauniy

7.1.1dwmildeiusosmanislianetingaufendify veuaaingaudiaedty
(Supplier)

7.1.2 8w midesusesranislineiingiiudendidy vesfkdanindnusienduiagy
(Manufacturer)

7.2. dumiadiefusewmanisiisivindndueie1dniagu (Certificate of Analysis of
Finished Product) vesnannandasiendniagy (Manufacturer)

8) dwenasuananIsAnyIAINAL (Stability data)

8.1. dunenaisuaninansAne1ANAIAsEEEET (Long term stability data) 97u7u 3
FUNSHER

8.2. A1LUNNBNANTHARINANITANIAINAIAI IUANIILLSY (Accelerated stability data)
WU 3 JUNTHER

8.3. duulenarsuanman1sAniuanaingamnsainuuadaeld 1 gn Anuiuans
UszAvdnanisin (nsdlenwdle) (613D

8.4. nsalluidiasazany /densneuld Wdnunenarsnanisfinwimuaiamdens
avaunas/v3e 1309 / naaleld Tudvhavanesng asuiiusasasanaediuionans
fMnue (In use stability data)

9) duumisdeiusendndneiendniagy (Certificate of Pharmaceutical Product) law1zen

yudunlusemelng
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0) dumingIuauayavewdndiasien (Bioequivalence) IngnansfintImMINANYAYES

nAnS e (Bioequivalence) Wulumudaritmun ASEAN Guidelines for the Conduct of
Bioavailability and Bicequivalence Studies 730 @:ﬁ’amiﬁﬂ‘lﬂﬁ’lﬂisaﬂﬁwaLLaS%‘QﬂNQa
YOINANN UL NTENTNAGITUGY Tnsanntuvdomhsnudnuihauyedldfunsiuses
i dninauangnssunsensuase atullagiy (nsdlbildenduuuy)

11) duamifadefusesuinsgrunisuiRnundninasiisnisnalue s unnig (Good

Laboratory Practices (GLP) 'Iunsﬁﬁ'ﬁﬁﬁmsﬁnm*ﬁ"mmdaﬁ@haﬂssmﬁ

o L ) & o o Feed = [
12) EI'WLU']‘lﬂU\‘l’dﬂill‘Sﬂﬁi.l’\@l'iﬁﬂﬂﬂ'ﬁLﬂUiﬂ‘cﬂLLEIsfﬁ%’iﬂﬂEJ"I51"Iu%ﬂaﬂmm‘l‘l?ﬁﬂ"l‘iﬂmuﬂﬂiLﬂ‘U‘iﬂ't}'l

WaNs£weN (Good Storage Practice / Good Distribution Practice (GSP/GDP))

13) flauemdosdsiiegeenagnios 3 migussyias

14) dwmilidesusewnsgiuviesufjuans ISO/IEC 17025 Tusemseiiaus (Gd)

15) dunenansuansteyamsldfunmsussylu Green book weanmAiMeMARIATSUNTE (i)
16) dunenarsuansdayanislifunisussqlu Orange book 48 USFDA. w38 European

Medicines Agency (i)

17) nsaildlefendunuuisananinisAnemeaann (Clinical trial) ) wasglulssnAlnefiuanda
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