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1.5, mwmﬁauqmauﬁ’ﬁﬁﬂﬂ (General chapter)

1.5.1. puaudves Film coated tablet fin1suaning/n15ms79 Universal test sasialudl

¥o 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 cH specific test (2.1.)
gi’;ﬁiﬁCﬁ‘i’d?:::’;f‘n;”pfwt{:guz:gm (Fossrenunaiiafidnannndn Reporting threshold)
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.)

1.5.2. AranURAveY Active Pharmaceutical ingredient In13LanINa/n159533 Universal

test panalull
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90 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 qcn specification or specific test (2.2)
Q3A,038,Q30(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 .
o - Meets the requirements
- Inorganic impurities Meets the requirements Wl#38n15m529 heavy metal
(Elemental impurities
analysis)
Residual solvent (cH asc (8s-6), uspaz Complied to Active pharmaceutical ingredient
<067 EP general text 5.4, BP appendix VIl L, JP17 or Speciﬁc test (2.2)
supplement1 p.2634-40)
5 | Polymorphism identification minuansn1sidu polymorph Tlansn maneneid
(USP<941> X-ray powder diffraction) Ty Crystalline or Amorphous

2. auauUANIImALa

Nanﬁ‘im’)ﬁﬁmﬂzﬁﬂmmwLﬂuiﬂmu finished product specification a¥ drug substance

specification fi819891nndussvatuiiientu Fsldvanzidousedninanuamuenssunisenms
Laze NIENTAIINEY TeEnduhiuiiligd e duatuiiiieuwimdelmindiwasgu
wdysi$ulasfunils muusgniansenseasisuge 1389 sEYiisnen we. 2561 asiud 6
Suau na. 2561 (asszmalusiy Asampununiuil 12 puaiug 2562) wag seysse @UY
#12) W7.2562 asiuil 3 nsngIAL 2562 (a9 UsemalusnvRnanyununiudl 26 nangiey 2562)2.

2.1 Finished product specification

49 | Specification of finished Acceptance criteria Acceptance criteria
product USP2025 In house
1| Identification
-Tramadol HCl corresponds to that obtained | corresponds to that obtained
TLC / HPLC from the standard solution from the standard solution
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99 | Specification of finished Acceptance criteria Acceptance criteria
product USP2025 In house
-Paracetamol corresponds to that obtained | corresponds to that obtained
TLC/ HPLC from the standard solution from the standard soluticn

2 | Assay
Trarmadol HCl 90.0% - 110.0% of LA 95.0% - 105.0% of LA
Paracetamol 90.0% - 110.0% of LA 95.0% - 105.0% of LA

3 | Dissolution Test1 Test 2
Tramadol HCL NLT 80% (Q) | NLT 80% (Q) of Q is 80% at 30 min.
of the L.A.of | the LA ofis
is dissolved | dissolved in 20
. in 30 minutes | minutes |
Paracetamol NLT 80% (Q) | NLT 80% (Q) of Q is 80% at 30 min.
of the LAA. of | the LA of is
is dissolved | dissolved in 20
in 30 minutes minutes
Uniformity of dosage units Meet the requirements Meet the requirements
Chromatographic purity related Meet the requirements -z
toparacetamol |
4-Aminophenol in Meet the requirements
acetaminophen-containing drug
product (USP43)
Limit of p-Aminophenol (lan1g USP 39)NMT 0.01% NMT 0.01%
USP 2025 : meet the
requirements

6 | Chromatographic purity related
to tramadol hydrochloride /
related substance (HPLC)

-O-Desmethyl-tramadol (USP43)
.................. = NMT 02%
-Tramadol related compound A (USP43)
o NMT 0.2%
-Any other individual, (USP43-2025) NMT 0.2%
unspecificatied degradation NMT 0.2%
product (USP43-2025) -
-Totat impurities) (USP43-2025) NMT 0.6%
NMT 0.8%
8 | Microbiological purity

ANENTTUNTTATMUATEAL BEAUAS AN BB Y
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L) Specification of finished Acceptance criteria Acceptance criteria
product USP2025 In house
- Microbial enumeration tests Meet the requirements
- Specified micro-organisms Meet the requirements
2.2 Specification of Active pharmaceutical ingredient (API)
A. Acetaminophen
1 Acceptance criteria Acceptance criteria Acceptance criteria
98 | Specification of API
UsP2024 EP 11.0 In house
Appearance white or almost White crystalline
white, crystalline powder. Odorless.
powder
1 | Identification
A.IR absorption Complied to AP Complied to API Complied to AP
specification specification specification
B. HPLC (USP) /TLC Complied to API Complied to API
specification specification
C. UV absorption Complied to API
specification
2 | Assay by HPLC (on 98.0 — 102.0% 99.0 - 101.0% (dried 99.0 — 101.0% (dried
dried basis) substance) substance)
Loss on drying NMT 0.5% NMT 0.5% NMT 0.5%
Sulfated ash/Residue NMT 0.1% NMT 0.1% NMT 0.1%
on ignition
5 | Melting range 168 °C to 172 °C. 168-172°C
6 | Limit of Free 4- NMT 0.005%
Aminophenol
7 | Organic
impurities/related
substance
- Acetaminophen NMT 0.05%
related compound B
- Acetaminophen NMT 0.05%
related compound C | o
- Acetaminophen NMT 0.05%

related compound
D

1858 o ?/ ................. Usesnungsunts 28908,
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Acceptance criteria

Acceptance criteria

Acceptance criteria

¥2 | Specification of API
USP2024 EP 11.0 In house
- Acetaminophen NMT 0.001%
related compound J
- (if test)
- Acetaminophen
related compound K
(if test) . -
NMT 50 ppm NMT 0.005%
ARk NMT 10 ppm NMT 0.001%
- Individual NMT 0.05% NMT 0.05% NMT 0.05%
unspecified impurity i ———————— L — T S— e R s e
- Total impurities NMT 0.1% NMT02% | NMTI 02% lllllllllllllllllllllllllllllllllllllll
Chloride (Cl) NMT 0.014%
Sulfate (SOq) NMT 0.02%

10 | Sulfide No coloration or
spotting
11 | Heavy metals (as Pb) NMT 0.001%

12

Readily carbonizable

substances

Less than standard

B. Tramadol hydrochloride

Acceptance criteria

Acceptance criteria

Acceptance criteria

99 | Specification of API
USP2024 EP11 In house
Appearance white or almost white or almost white,
white, crystalline crystalline, powder
powder
1 | Identification (USP)

A.IR absorption

Complied to API

speciﬁcatig__r)"
B.Chloride Meets the requirements
C. HPLC Complied to API
specification

Identification (EP11)

First identification: B, D.
Second identification: A,

A. Melting point

180° to 184°C

LAMD osamsnn i Us¥81unssunIs

(wry.awssnd Uegasan)

ANENTTUNTTAMUATEEANS IRl ANGN ¥NEIEN Y
A

L

2.a%%8 2

s

NTTUNIT

(noy.adan T

-
?A nisun1T 3. 8we '
M8 (ney.a¥s Slnndn)




W1 6 910 10

Acceptance criteria

Acceptance criteria

Acceptance criteria

U8 Specification of API
usP2024 EP11 In house
B. IR complies with complies with tramadol
tramadol hydrochloride CRS
5 hydrochloride CRS
€. TLE : the principal spot in thé positive -
chromatogram cbtained
with test solution (b) is
similar in position and
size to
the principal spot in the
chromatogram obtained
with
leferense solution (a)
D. Chloride It gives reaction (a) positive
of chlorides
2 | Appearance of
solution
clear sample solution must be
clear
- Degree of coloration colourless sample solution must be
colourless
3 | Assay by HPLC (on 98.0 - 102.0% 99.0 - 101.0% 99.0 - 101.0%
dried basis)
4 | Sulfated ash/Residue NMT 0.1% NMT 0.1% NMT 0.1%
on ignition
5 | Water determination NMT 0.5% NMT 0.5% NMT 0.5%
6 | Content of chloride 11.6%-12.1%
7 | Tramadol related NMT 0.2% NMT 0.2% NMT 0.2%
compound A
8 | Organic impurities e
- Tramadol related NMT 0.2%
compound B
- Impurity E (TLC) NMT 0.2% NMT 0.2%
- Individual NMT 0.1% NMT 0.1% NMT 0.1%
unspecified impurity
- Total impurities NMT 0.4% NMT 0.4% NMT 0.4%
9 | Acidity NMT 0.4 ml NMT 0.4 ml NMT 0.4 ml
10 | Optical rotation - 0.10° to + 0.10° -0.10° to + 0.10°
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i Acceptance criteria Acceptance criteria Acceptance criteria
U8 Specification of AP
' USP2024 EP11 In house
11 | Residual solvent Complied to API
specification

nuwmg  NMT = not more than

* %799 Dissolution wag Uniformity of dosage units Tuikuuienashanisieaziden
HaM T ATIA nilldudimeazdeaiidusaeliluly coa

- nsdifaangzilouudanisiiu (waive) nsnsavasuiiasizisienisla Tiduuans
lnanswdngufsnanilasuayifcne

- Drug substance specification W3135191NUASIEUBIENER drug substance %38
luiiAs1e¥ drug substance wasgnanydnsagu avulaatunis Fafln15m329
Answiasunnidedirmun

3. NMsUsELIUAIUTZANS A NGas1A (Price Performance)
SIWALLDEANIUBNENT 1599 NSUTELEUAIUSEANSNINFDI1A0 (Price Performance)

4. wnansildlunsinnsun
nansiltlumsfiasanguameiiiissdduienasndsussymneiavionans
sy Fosialuil
1) dwwenansiiiven nwlve waz/miamwisingy
g lunsdndldeduuuuagdosdionarsuansdaudldveseniiiunsiuses
MndnauANgnIIINITeIMISkareY Tansheuiiteudld dearsse s devuld
Wisuwhiugdusuulumnaedldlumssnvwindy wazlinssyydomnuieunsldunld
lulenansiiuen
2) dnenasuamsdamuuLaaINTBINTLLUTTY (WHaeuaznaeden) suiilddunsdeul
3) dnurdvetunzilouidue) (W v.e.1 wie 8.1) asuyani wieuswariduanw
dnuniziawnzyeduiagunaz e mununs§IuYeeIsn13ATIwEN (Finished Product
Specification and Analytical Procedures) itunzifouly Tnadosdnedeiisueniivsenia
NIENINATITUFUTUTBIMIB IMINIUTEMA
wumn: nsdifiegseninvaildsuntauilyisiinsgivasdefmunuasguli
aonndeamumseniusemasusesvafneangasedinnuanzassunsaMSIATE
TWuuuduundveudluwdsuntamemslunadoudiiue (wuu n.e. 9) u3e duurdve
uiluwasuasmemslunadewiiue wu o.5) inwieuiume
8) dunluddymstunadewsnsuen (Wuu vie.2 vie ve.3 vio ve.d viie v.2 udusinsd)
a.1.1.nsdifiewanluussmelng (ne.2)
4.1.2 nsdifigninditemsuisussgluusemalng (ne.3)
4.1.3 n3ifemindranesUsema (ne.a)
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wanewg: nsaliinnswasuuvasudluiueugauaranuiings IWfuuuduundveudle
wasuuasenslunafouiuen wuu ne. 9) wie diundweudludsuuiassenis

lunsifowshivenieafudiuoyyauaranuiingn (wuu .4)

dumididesusownnsgruniswdnernumdninueiisnasnalunswdnen (Good

Manufacturing Practices (GMP)) luminafiiigadeafueniliaua (atua1gan1usounis

asvdeulndieglurieainissuse) lnedessznouse

5.1. dwmlideiusennasgiunisnansimundninasiisnsintunisnaningausae
dfy (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2. dumilsdesusewnnsgunsaneaund NS NMsARlun sARRER A s
d593U (Certificate of GMP Finished Product)

wnsgruvestefimuanuamingiudied1fey (Active Pharmaceutical Ingredient
Specification) uagninsiusiendn5agu (Finished Product Specification)
6.1. dumninsgruingiudaendifey (Active Pharmaceutical Ingredient Specification)
wazu1nsgIUNAneie1d11593U (Finished Product Specification) Tngszysisnen
(Pharmacopoeia) fl#8198amsAiasgilasanasgiussaosdoadulumudeimun
LaguRsgIuveImITiaTzilumnelamsemil auuszmansenTmsugy
09 syssIen
6.2. d1LU1 drug monograph maﬂﬁgdﬁ'w'}ﬁ'lﬁzy, (Active Pharmaceutical Ingredient) Wag
Nﬁmﬁ’m‘ﬁmﬁ'n‘?ﬂgﬂ (Finished Product)
6.3. n38lNTngAudIe1d1/ny (Active Pharmaceutical Ingredient Specification) #3 8
wanusigdniagu (Finished Product Specification) lsiusinglusinsien (Non-official
pharmacopoeia) faauanmangiuiteniinmsgiuesmsiiaseiilulumudenilde
Tovioluil
6.3.1. i uauazINS§INYBINTITERlum e senaiduaundnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %38

6.3.2 o muauazINASTINYBINMIUATIEEHER (In-house process) TidenAdaariu
ICH Guidelines %58

6.3.3 formuauazinasgrumnluvesmsinsigiimualilussien ssela ssen
wila uUsEIANsENIANsISIAY 1309 SEUsTIEN dwsugunuuetiueg
(General requirement for dosage form)

wueie: JefmuafuaIwingAudae1d Aty (Active Pharmaceutical Ingredient

Specification) wagnansiamiendnsagu (Finished Product Specification) #a48198991n#151

Wearukazatudentu sniuudnsdiidhsoideimuauasuisrsgruveansinsey

g dngiuiiendfy vie nandeierdniagy

dunmisdasusenanisiniegdt (Certificate of Analysis (CoA)) Tnesasusenausme

7.1. dumisdesusemaniiassiingAusieddty (Certificate of Analysis of Active
Pharmaceutical Ingredient (API) lnusasusenausme

AENTIUNIMVUATIEAz B ALAE AN WKANTY

............. V e UTETIUNTIUATT Zﬁﬁﬁﬂ%bﬁfbﬂﬁuﬂﬁ 3. aatio j% A73UNT5

(wey.anssnl Teenssn) (ney.adan Usna) (nry.afisn Elnwdn)



w1 9 970 10

s al at £ at

7.1.1dwumlsdeTusemansinseningauienddy vewnaninghusiendifny
(Supplier )
7.1.2 @ mldeiusesmanmsiinneingauiiend Ay vesndandndusisdnsagy
(Manufacturer)
7.2. @ummidsdesusenanisiinseindniueisndniagy (Certificate of Analysis of
Finished Product) vnanndnsiueiendnsagl (Manufacturer)
8) duenalsianmanisdnyiauA? (Stability data)
8.1. duLBNATULANINANITANYIAINALISEELE) (Long term stability data) §1u2u 3
JUMSHER
8.2. AUNBNAITHANINANITANBIAIUAIAIUAN1IZLSY (Accelerated stability data)
WU 3 JUMIHER
8.3. duwenarsuanimanisAnyiiuanaingraunsainuiadaeld 1 gn Anuiuans
UsgdvSwanmssnw (nsdiendn) (i)
8.4. nsdhfiugidesarany Adenould Tdwuenasanisinwmauawiandnis
avauuay/v3e e / vaulald luivharanesngg Asudiuuazasnadasiuienans
MAuen (In use stability data)
9) duumisdeiuseananiueiendniagy (Certificate of Pharmaceutical Product) law1zen
dntwtulsemelng
10) dwmanguAuaNyavewansinugien (Bioequivalence) Inananis@nyiAIuaNyaves
ARSI (Bioequivalence) tulunudariun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies 38 filan1sfnudrussaninanaziauya
vasndndnusien nsevsnasisagy lnsantuniomisnudnudauailsiunmsiuses
0 dunnuANgnTIIMIaMISWare atutlagiy (nsdllalveduwuy)
11) dwmdsdesusewinsgrunsufianundninasiisnisialuiesufUin1s (Good
Laboratory Practices (GLP) lunsdifivihmsfinundaugyafisnaszina
12) dinndidesuseannsgiumsiiuinmuarnsy g mumaninueiisnmsialumafivinm
waeNI¥1881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))
13) flauenAdesdiiegeteg ey 3 miaeussyiue
14) dumilidesusennmsguiesufiins ISO/EC 17025 lusemsenliaue (dnd)
15) @ nenasuansayansisunisussqlu Green book saansuAinenmansnisumng (i)
16) dwuienansuaniatoyan1sinsun1sussqlu Orange book U8 US.FDA. %38 European
Medicines Agency (1)
17) nsellalyesiuwuusisauananmsinemienad
HaneARlinvess WUTBUWBUAUEAULUULAS

iin (Clinical trial) voselutsznalvefiuansds
Anunluansansmanisunme (i)
5. Fovlvdun
1) eveslongdslitosnin 1 U duaniuiidweuen
2) vmnavnsuaniidwevliudlsmeiuiatgdesdiumiidosusonanisiasie
(Certificate of Analysis (CoA))
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5.1. mniinsgunsINATIERINNTIINEIMENSAIsURNELaNan1s e el uluaiy
1IN

52, ﬂiﬁwﬁmﬁmﬁmwﬁmﬁgnﬁaﬂLﬁuﬁumﬂ‘ﬁaammﬂTﬂﬂei’”nﬂ'mwuﬂmﬂﬁumia’mml,azm

5.3. nadinudgmamnmanudngd sifo1vdwanoUstansuauaranulasnisegiaei
lisuen

5.4, nirﬁﬁﬂmznﬁumimﬁ'ﬁmssuLLasnwﬁﬂﬂﬂ'ﬂﬁﬂsﬂaaﬂﬂﬁﬂﬂ’m%a'] Tsangrunavesnian
msdsteeluaiadnly
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wuUUsliuAU sz ansnmmas1an (Price Performance) Ussinvigniail

Aauls _ viwiin ($ovaz)
LannmnazaauATdulselsvddeniesvnis 70
2971 30
1. guamuazquandandulsslomnidanmssvnis Govaz 70) Famsdn
_.:E_s33?E:mab._sz@sbesm_,_am_mée ALY
n. wnausigaunmialy (General quality criteria) 20
1) IASHIUMIHERINUNENINETIENSTRLUNSHEREN 1.5
2) wasguIngAumendfey (Active Pharmaceutical Ingredient Specification) UaZHINIFIU 3
nandaiendnsagu (Finished Product Specification)
3) WNTFINRVBIUHURNS 3
4) t,_sﬂé:dSS3¢Jrrme:meﬂem:3d._s%SE&mmzdgﬂgj_.mcms,%_.rmuﬂuaam: (Good 2.5
Storage Practice / Good Distribution Practice ; GSP/GDP)
5) UAIFIUKEAUN 5
6) AnautRideUslovtronsUf TR 5
. NIRRT (Specific quality criteria) 80
1) wafigauaunwwiiideiuseanansiinse (Certificate of Analysis ; CoA) 18
2) msvszdiuanudes Elemental impurities (Risk assessment of elemental impurities) 3
3) WaNgAuAMAIWNISANYIAMNAIN (Stability data) 8
4) waigalRuaMYeIMYurUSITduias vssyiasiazaain (Package & Labeling) 2
5 enuvhiiiedlunisundashwiueifuuuy (Therapeutic Equivalence) 10
6) LNAININULN 4
7) deyauszAvBamlumsinw msdnw/Afemenddn 25
8) mudhsrimnuvaenievesnnendwengnan (Pharmacovigilance) 5
9) FEUUBUTUNMIIILGIIUY UANTNIU 5
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2. s1a~ (Gowaz 30)
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n. NNAMNINNILY (General quality criteria)

20

5s.ﬁé:ﬂzwse.sésm:_.ae..mm:,aaﬂ::ﬂzmse._ (AsUWUsIY = 99 1.1 + 1.2+1.3)

59

. . . - L ar 1
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) Tunuanenfiausune RUVAEA
museumsnsasulneiinasusesdsTulssmalsemasia/Anden (Aandaladouils)

0.5

1.1.1. liFun133uses GMP-PIC/S a1n PIC/S participating authorities 38 cGMP Tuninadi
\WNETaaiy AP

0.5

o o =N = = i L .L @ o
1.1.2.185un55U599 WHO-GMP v38 cGMP w3awfisuwin Tumnaitieadesiiu AP

0.1
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6.2.1. acm,_s:cﬂa:aﬂg,EsSmastezﬂc3.: VN9 mheeae (vial/ampoule/vann/ 5
UIN) mméméam% Lot No Emsm,ﬁ VN9 Mlegee (unit dose) ATUDIU

6.2.2. S_cm,_srcﬂgagsésSmdsdﬁuc ATUINU Wy mihelwy (naes) 3

Ln @ L al o )
6.2.3. Wugnislussgineinmiindushiusey liasudou 0

AIENTTUNIAMUATIEAL BBAUAY AN N vUsIaNY

3 3 Qm&;\mm\a : -
1.aave M Vi AsEEunssunig 2.8%8 ATIUNTS 3. a4 ATIUN13

7
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dan1sdn
inausinsUszliuaunweAns o deansin AZLUY
. INUTIAMMWRNE (Specific quality criteria) 80
1 | wangadguawnilsdeiusewanisiiass (Certificate of Analysis ; CoA) 18
|| (AzuuusIN = 99 1.1 + 1.2 +1.3+1.4)

1.1. mwduiusvewangadaunmnideiusemanisinsizisend ey (Certificate of 1
Analysis of Active Pharmaceutical Ingredient) G@endaladonils)

1.1.1. COA ¥mfiu fivimwas Supplier uaz Manufacturer wazuingAuindnguiieatu 1

1.1.2. flawzwed Supplier wag/v3e Manufacturer vise ladldgunswdmideniu 0

1.2. waiigadnmunmvilideiusesmanisiiasizimendifty (Certificate of Analysis of Active 8

Pharmaceutical Ingredient) (@andoladonils)

1.2.1.959U Active Pharmaceutical Ingredient Specification e Supplier wag 8
Manufacturer wazdinisuwanwaluguiuusiay wieseyal LOQ/LOD %84 impurities
53U residual solvent ATUIU BALIUWITE Physical test, Description,
Appearance, Identification

1.2.2.m390U Active Pharmaceutical Ingredient Specification NNITBYRY Universal tests 6
waz Specific tests 489 Supplier ¥3@ Manufacturer kadinsuansualuzuLuuiiay
W3852YA1 LOQ/LOD a4 impurities 53uf residual solvent Asuiu entude
Physical test, Description, Appearance, Identification

1.2.3. @53V Active Pharmaceutical Ingredient Specification 53&&3_2 Universal tests 3
WAy Specific tests ¥awas Supplier way Manufacturer wiinsuanemaluguiuy
“Conforms, Complies, N/A” Taglliiszyan LOQ/LOD (wanaidiu <LOD, <LOQ,
<reporting threshold) F%&mmmﬁpmsazm,ﬁ:md_._acma_.ms_ anIuite Physical
test, Description, Appearance, |dentification

1.2.4. #53nU Active Pharmaceutical Ingredient Specification NNUBYBY Universal tests 2
way Specific tests ¥89 Supplier ¥38 Manufacturer wslinsuansxaluguLuy
“Conforms, Complies, N/A” ﬂsmr_.ﬁ..uucl‘_ LOQ/LOD (uanadu <LOD, <LOQ,

ANENTTUNMSATMURTBEaUEURLAasALNBMILIaN Y

A
3 A/ . 4 AWK‘
184 UsEFIungsunis L ) TN, A AN NITUNTT

(wey.gwasel &N_qﬂev (ney.adan Tusina) (ney.glisn alnwidn)
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LNUINNTUSEIUANATWHAR B Yo E3iny AZLUY

. o L ar 2 LY 5
<reporting threshold) ._.ﬁﬁem.smﬁ;m%z&ﬁdpddsﬁm& HNIUMIUD Physical
test, Description, Appearance, Identification

1.2.5. a59AU Active Pharmaceutical Ingredient Specification ni%auas Universal tests 0
uay Specific tests ¥4 Supplier ¥3@ Manufacturer usidinsuansaluguhuy
| “Conforms, Complies, N/A” Tuvhdadfiynusnsien wu Assay wie doyald

undedte (liwarsas)
1.3. anudiusvemaigarnunmvideiusemanisiinsizviendnsagy (Certificate of 1
Analysis of Finished Product) (dandaladonils)
1.3.1.COA finished product l¥3ngRujunisndmaeriu COA Active Pharmaceutical 1
Ingredient Specification
1.3.2.COA finished product Lil#ingAugunisndnideiu COA Active Pharmaceutical 0
Ingredient Specification
1.4. wagaipunmvilidesusemanisinazienduiagy (Certificate of Analysis of Finished 8
Product) (iFandaladonils)
1.4.1. 53U Finished Product Specification y)n#itavad Universal tests uag Specific 8

tests uagiimsuanmaluzuuuudige nIeszyal LOQ/LOD ATUIY 8niiuive
Physical description

1.4.2. @391 Finished Product Specification s:&&m.ﬁ_@a Universal tests uwag Specific a
tests uaimsuananaluzuuuy “Conforms, Complies, Not detect, N/A” Tnglsiszy
fin LOQ/LOD (uansidiu <LOD, <LOQ, <reporting threshold) luwdefirsuaniug
lugunuudnia entiusiave Physical description

1.4.3. w541 Finished Product Specification %n#%auas Universal tests way Specific 0
tests ugtimsuanawaluzuwuu “Conforms, Complies, N/A” ludadfgmusiis
g1 19 Assay, Dissolution, Related compounds Lufiu 3o .m_\mu.__mf_.ﬂ_i\:m@mm (lsi
W27507)

AENITUNSIVUATBaDALA mJE.m.ﬁ.E.ER_.ﬂi -

u,m_amm_ %\ UIEE1UNTINNTT 28919 ?N)\Mtﬁu nIsunns 3 a3t Frtilink
31na)
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msUszdiuaa1sdes Elemental impurities (Risk assessment of elemental impurities)
(Wenvalatanil)

3

2.1. flenanssenulszifiuanundesueunafinnues elemental impurities Asudauans
gmzzjmmuﬂd ICH Q3D E:s:ma AP, Excipients, Water, Equipment, Container closure
system LJugiu)

- 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

= C=3 € 1 = | L s o e
2.2 @NaNINITIAIIBRAY PDE 13031 lWIZHaN1SNAEOU Heavy metals manaunmndusiisu
AvuR

2
tedoas

2.3 lsifivia Elemental impurity Risk Assessment Report Wag Heavy Metals

raRgadpmnwNIsAnEIAAAA (Stability data) (iFandaladanils 3.1. w3e 3.2.)

3.1 nsflenfTndusdesiianuasivusdnld (In-use stability) Wy e18a edinaunauld Wudu
w38 NMInedaunIsinuUIRIinguaz/v3e In-use stability Tusdin (Dusu
(ASUUUTIY = Yo 3.1.1. + 3.1.2. ¥i5a¥9 3.1.1. + 3.1.3.)

3.1.1. M3Anw Long term stability Waz Accelerated Stability (Fondaladonils)

1) fnsfnw Long term stability uaz Accelerated Stability agnetios 3 Junswan 1Wuly
auvarivualy ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75
+ 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) :muw_zmzjm:z‘_ﬁg,&%m
Avualivuaann _,_.mumma.mm:.d.msm._mm:3mcm.u:&:._as,_znngs:sﬂmﬁ._ﬁ Shelf-life
Specification uazinan13@n¥1 On-going stability m&@mmmﬁgs&:ai&ﬂ

2) #insfinw Long term stability uaz Accelerated Stability atietios 3 Junisudn 1Wuly
mutafinualu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75
+ 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) qumzmndm:fmmdmgm%ﬂ
Amualiuuamn uasiivhdemsvaasuasududulumuemvuniiszylu Shelf-life
Specification Weiliiiinan135@n®1 On-going stability ﬂﬂmgﬂmmﬁgsaiﬂﬁ&:

ARIENTTUNSIMMUAT DAL BIALAALENYLTIAN TS
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3) {im3finw Long term stability uaz Accelerated Stability 8g19%se 3 JunWan
Wulumudarimualu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) wasiinan1sdnw
v vualiuuaan uazliiadanmeseulinsufuvioli
m..,sﬁsmmnz._.ﬂ Shelf-life Specification wsiAsuUAIUAIT® general requirement
eaﬁsmﬁ waziinan13@ne1 On-going stability m.m_\@xmm\éss&:ﬂﬁqﬁ

lumuan

2

£

fimsfinw Long term stability ua Accelerated Stability 8e1avios 3 Junmsuan
Wulumadermualu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) uazilnan1s@nw
Asuagiiivuslivuaan uaiiviadanmeseuliasudaunielsiduluanuen
m,_szsm.uuﬁ._& Shelf-life Specification wagliasumuiatie general
requirement Ya9EN1LY WaziNaN15ANY On-going m,ﬁmcz_s\ﬂ&@am%ﬁ%g&g
Jagiu

5) fimsfnw Long term stability wag Accelerated Stability liasu 3 Jumsu@n vi3alal
Wulusudarwunalu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) #3aiinan1sAnw
Linsuengeniifvualiuuaain wiarnansinseiliiunasiviensds iskifina
N3AnYI Long term stability 5 Accelerated Stability

3.1.2. nMsAnW In-use stability iFandaladonils) iy e1da eriinaunauld

1) iideyanmsAinvianunsiuuedalinuniszyluenasiiiueasuiiunnansazats

2) fideyamsAnuanuasivadaldmuisyyluenasmiveusliasuiougn
asavay

3) ldfiveyanisAnwianuasiiaslaly

3.1.3 msvaaeumsnuUsnaisingn (Splitting Tablets with Functional Scoring Test)
waz/ ¥3e In-use stability (Fendioladewile): nsdeda (Tablet)

1) Wulumudeulesaseluil

ANENTILNIATMUATIBALIBUALEE AUENYLZIANTE

o TRLAG
UsEsunTIums 2.83%0 NSNS

(weyawsstil Jegassas) (ny.adan F%aa

(ney.g¥sn Alvwidm)
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o vnuvadeenld Waendiseruin nuuedsld) waziinsmadeunisinuuais
Winen Splitting Tablets with Functional Scoring Test Tm.\ﬂm,_ﬁﬁzﬁaam._ 30
1in) wazReadin1veaey Dissolution test $IuM18 AU General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score wagii
KaN1sANYIUSEAVSHaTIE TN

o e Wineniiuifisesuin TnanisvaaeuanuAasineTivnuURSin
81 (In-use stability testing) ATUAUTBAINUATDIINTIONIDY 1L USP uaz 3
MseEey impurities Tugiivinus TneviesufisRnms ISO/IEC 17025 #lsila
Hrdn wasiinamsAnyusransraveseniinuua

2) Wulumudoulaseelui 2

o sinuvasinenld Waendizesun Fnuvsaisld) wasdinsmageunisinudne
imen Splitting Tablets with Functional Scoring Test @&é&:rmsm; 30
Wln) wazsvaiinisnaaeu Dissolution test 3328 A3 General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score

e v Wnenil/Lifisesuin fnan1svadeuanuAsveasinenfivnulrdadie
81 (In-use stability testing) ATUMUTBINVUATDIAITID19BTY USP uag i
A1sMAEBY impurities Tugiivinuls TneesuftAns ISO/IEC 17025 Al
KHER

» memzmadméém«wsngmé,_m._m:_.sz_

3) ulumuideuly dedelui 1
o vinuvuidneld Waendsesuin Fnudsadeld) waz fnmegeunisinudnie
Winen (Splitting Tablets with Functional Scoring Test ﬁ,m_.\amémz_.msmg 30
Win) wsilsisinsnedeu Dissolution test Same #1s General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score
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52&3,EmuFm:meb,_szmsmeammgmmm;me] ATLUU

- & = 1 =t w a o - -
e y5a Waeniisifisesuin fnanisveaeuanuasivesdine ivnulnsausia
81 (In-use stability testing) ATUANTDANMUATBDIRITIBN9D9 LU USP ualaidl
NIIVAABYU impurities Tug AwnLL

4) vinuvadinels Wnelaifisesuin (Fnuvapsald) waiinsveasunisinutandasinen 0.5
(Splitting Tablets with Functional Scoring Test) WaZ/MIBANANITNAADUAINUAIG
geudiasniivhutsnieinet (in-use stability testing) AsUALT B TIUAYEIAT IS
\wu USP

= Vo v = £y P et wow 1 o T .
5) 3mE$3Fdﬁu’_3mJ.ﬁ3 tRENIBEUIN ﬁijrrdammaﬁsv __.u.mu,_DJMSEQ@dEJmSDFCaEmaFﬁSQJ 0.25

= e L

Lifinanaaouninunssi usalinsnageumuasilaeiesujiinisvedinan

6) laiflsoeunly uavnuuadinenls 0

10 at = e - ') i '
3.2 nadlenitlsisudusieaianumsiuaslnld (in-use stability) wiaeniivhuinudasinen laidl 8
fovsdlumsinidiaem we sualya

n15ANWI Long term stability am@a%&am‘m:n& 8

1) finmsfine Long term stability fianzdaifiu (Storage condition) aetias 3 unas 8
wan Wuluanuderfvualy ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) nadiftannsaciunisfinuléniu ASEAN Guideline #osuuu Stability protocol v3e
véngwildumseysiinn ee. fiinanisAnwasuaigeriifvualivuaain Tneiina
3@ On-going stability Adeyadwiamibutagtu ( yanatanThedivhmsvagey
fealiisndn 12 ey uarliumidu 3 Ylunntuiituenas) uavuaneanisnsan
Aanendudaay sniiuiide physical description warildenisnaaeuasudiau mu
fsenTieneda

2) fimsfinu Long term stability ianizdnifiu (Storage condition) aehatios 3 U3 3
wan laliulumiudervuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) nsdifiaansnciunis@inunléinm ASEAN Guideline #aauuu Stability protocol wie
wdngmildzumseysiioin ee. linansAnwasusigeriitmualivuaain Tnefina

AENITUNTSAMURTIBAZLBUALA ARAN BN
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n1sAnw On-going stability Adayaswanmdutagiu (u yanagavnedivhnmeasy
#adlilsni 12 iWeu uagliunwiu 3 Junntuiiduenasuazuanmanisnsae
Ansziiluiaay sniiuiate physical description wariivdonisvadauasufiau au
#9e1781984

3) finsfinw Long term stability flanazdafiu (Storage condition) agatios 3 JUNTS 5
e Wulumaterualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH)
mzm:\am:d;mm:w,.m._m.dmmécsﬁ:%m,S ualifinan1sAnu1 On-going stability #
doyadwemduilagliu (u ynmgavheiinmmeseusedlisinn 12 ey wagl
WA 3 Juanufiduenans) wasuanmwanisnsadeseiiluduey snduinde
physical description uagildenisnaaouasudau smussienfiensds

4) $n3fnw Long term stability fianzdntiiu (Storage condition) aghatios 3 FUNTT 2
wan Liduluanudadvunlu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) finamsAnwiasueigeniidivual fuuaain uslsifinan1sdinu On-going stability i
dayadwianidulagiu wazuanwmanisnsivinazidudnay enduiide physical
description wagiivadensnaaeuasulau musseniisnsds

5) fins@nu Long term stability ianazdnifiu (Storage condition) aghatios 3 FUNTT 1
wae Lilduluaudesvunlu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) finansAnwiasuangeiidivual fuuaain uslaifinan1sdinum On-going stability U
adn wazuanIman1snsIAs1emdu Conform, Complies, Not detected, N/A

2 1

BnLIUITe physical description wariimitenaaeuATUSIU MUTIEITNN9D

6) 1in13AN®" Long term stability Tiiulumu ASEAN Stability Study Guidelines, @nwn 0

Pl w4

L o ] o n- 2 - 1
AsuanguImMuualivuaan wildenisveaeullinsuiiau mumseniensss (I
W913047)

7) lifilonansnsAnen Long term stability (IsiWea150s7) 0

4 | naigniauunmyasmyuzussYilduiaen ussyinsiuazaain (Package & Labeling) 2 0 0

ABIENSSUNTATMUAS RSB BANAZAMENYIBIANE
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4.1. MYULUITY wae aaniisgavidenansamunvunzidous way fienarsiduendmsu
Uszmwumill (PIL) atumwilneg

2

4.2. MUUrUITY way aandsvasiduanssnuifunzidousn ualidiiienansifueidnsu
Uszmnwuml (PIL) atumwilney

=N = -l Ln"\ = =i o s o o
4.3. MUULUIIY Y38 aaniieaziduanssmuitunziloue) uay dlenansifuendmsu
Usenaunald (PIL) atunenlne

0.5

4.4. Myuzussy ie aaniisgazduansmnuitunsifous wiliflonansiiuendniu
Uszanwuml (PIL) atumwilneg

= a i o =
4.5, bqﬁdﬂdmu‘d LLEE 2an Emgm._mur@m_qﬂ_.ux_su.a AIHVNVUNE LUEUBN

s

5 | anuwindisulumsiniadneniuenduuuy (Therapeutic Equivalence): (A5 = 9o
5.1. w39 (52 + 5.3))

10

5.1. usndunuu

10

5.2. WaWgalauAwANIENYaYeINaniuien (Bioequivalence) (Bantoladanile) (Fo
5.2.1. %139 5.2.2. %39 5.2.3. #3@ 5.2.4. %39 5.2.5.)

5.2.1. msanwiauyadulunamdninasivaziuama foRlunisdnundiauyavesen
analey (ATUWUT = (1) + (2) + (3) + (@) + (5) + (6) + (7))

(1) Wulvmuwuamajuilumsfinun@auyayndemun Taoidenuuavmneilgsneds

ildidumiasasioluil

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

(1.2)  eandfyiGuhmsAnwmdeiuil 1 unseu 2561 S1edamusemadaiinay
ANENTTUNNTOIMNTUALE38Y ASEAN Guideline for the Conduct U84
Bioequivalence Studies as¥ufl 16 wyainnew 2560

(13)  sadiyisvhmsdnudauiui 1 unsau 2561 S19demuussmadiney
AMIZNTINNTENMNTUAZEN 1589 ASEAN Guideline for the Conduct 84

0.5

AEENTILNTINTMUATINAHEIALAL AN YTIaWY

; o % A
oA i %\ .............. UsEs1unNITUNTT 2.a3%8 = 4 NT3UNTI

Yaarssa) (ney.adan Tusna)
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Bioavailability and Bioequivalence Studies ua¢ filon1sAnwiausvansua
= a woo¢ @ =
wasTIAUYAYDINAN e asTuil 6 Turau 2552

(2) JUuuumsAnwuaziuuamatasieme Whiteuludwieluideladends (donte 1
Indanils viielaidl

(2.1) 3Uuuumsfinyn Non-replicated design (two-formulations, two-periods, two- 1
mmgcm:nm Qommo<mﬂ design) 53%&3%s_.mmzm,_mjmxmmzﬁe_.ﬁmé,_%.megagea
U N ecsémsgdandﬁsmém S.MEM_‘EESEE.M%?%V

(2.2) gUnuuNsAiny 35n3finwILuy Randomized crossover design %30 parallel 1
design Sﬂmacm\_sz%@ﬂﬁsmé Ss.mﬂ.::,_mm3_.mm:?m;mﬁﬁz%m%xaé:me
IWAMRNTILIU N .ﬁ_csémsg,_mm:d,__.ﬁm%m 1NN 12 AY, NSEANWILUY parallel
design fiBafliuIuiNmT 24 AY) waviinsiAusiegsedistien 9 0

(2.3) fimsfnw@anya uwibifienansuanwalunisiuamsiinesniada ldu 0
%CV, %Power, Geometric Mean Ratio %38 112U n susmdssumsanwliifisame
(3) msfnwausnasgiuAednyfinnuussgegn 1.5
(4) m3a9insEAueLTaimue Ao parent compound Waw Active metabolite (§157) 0.5
(5) mﬂemurm%ndsgmmcwﬁc&é%armmsrnmsgﬂug3mwaemazmzdm_.mﬂu$ (Incurred 2

sample ﬂmm:ma\m_m :mw: NIUNMUIINISEBNTU (Ydifference mm;_.ﬂfa +20% 981910y
2/3 é@aSummJaSaﬂtgﬂmEEJuSm\_eﬁv ey Smﬂiﬂl@gjdﬁqujziqéu

auyafhiuuans

(6) Amduiusyes s UNISeRd (Fondaladanda) 0.5
(6.1) fimsAnwveenansmadnmsiitianindedouandiifiuinemsliduase 0.5
MSYATTBIEN
(6.2) iuenil ensiiadanisgadu finisvinmsdnwluaniaziioms (Fed 0.5
condition)
(6.3) Wuenit ewnsiinasensgady finsvhmsdnwiluamzluanmzensmns (Fast 0
condition)

ANIENTTAUNTTA Jxram.._m._m..rw oRLaLA anwuzlany

< - -
183w M \ UsE61UNITUNTT P ) Lo %ﬁ ........ ATIUNTT 38919 e W& ATIUNTT

?_e,ms_ﬂ&\ tagarsn) (ney.adian Tusng) (ny.a®s1 Elnmdn)
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(7) A153 enantiomer

0.5

(7.1) Wuenit 14 enantiomer

0.5

(7.2) Wueniiil Enantiomer finsvinmsAne muderiivum ASEAN guidelines for the
conduct of Bioequivalence studies (Revision 1,march 2015) %38 Guidelines on the
Investigation of Bioequivalence (European Medicines Agency)

0.5

led el o

(7.3) Wueniifl Enantiomer wetlaififinsvhnsAnuly mutormun ASEAN
guidelines for the conduct of Bioequivalence studies (Revision 1,march 2015) viSe
Guidelines on the Investigation of Bioequivalence (European Medicines Agency)

gl =

(8) vaninausiIsNMsNAlueIU RN (Good Laboratory Practice (GLP)) (@antelade
vils)

0.5

- oase @ o <

(8.1) &l wmilideiuseanmsgrunsujiRnundninasiisnisialuiiosfoins
- L o 1
(Good l.aboratory Practice (GLP)) ,_,._‘_:mmmssJ:dmzﬁmamumm?sﬁ%&sj

0.5

Ceaed L

(8.2) Lifidvmmisdeiuseanasgunisufifeumdninasiisnmsinlukesiting
(Good Laboratory Practice (GLP)) Tunsiivihnmisfinwrauyalugrsuszma vise
nsAnwlaguigngndnies

= - = w i = P "
(8.3) imsfinwniauyalulsanalnelasaniuviemhsnufinuniaugaihiidete
vielafumsiusessndinauangnssunIseMIsILaL MR eNSIANEEER SRS LIME

0.5

5.2.2. s7e0umsfine Bioequivalence lsivulumu ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies #3® gilomsfinun
Tlsvivsnauariauyavessdniosion nsnsaasisugy (biinsan)

= - a  w o = 2

5.2.3. Liflenansiigainanwan wanyavewdnsiasion Tunsdivienduguuwuuiivszmels
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