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AMANHULANITUDIEN
229129 : Amoxicillin 875 mg + clavulanic acid 125 mg film-coated tablet, 1 tablet

1. puaNTAvlY

11

1.2

13

1.4

JukuY ugdinndeufidy (film coated tablet) dwiusuusenu

dwvseneu  Tu 1 dia Usznaumedaen Amoxicillin Trihydrate %daugaﬁu Amoxicillin
875 mg Uaz Clavulanate Potassium ﬁauu“aﬁ’u Clavulanic acid 125 mg
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15 mwmﬁauamanﬁﬁﬁ;ﬂﬂ (General chapter)

1.5.1. aruand@ves Tablet Insuanana/nsnsia Universal test fastoluil

0] 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
/Related substance «cH Complied with finished product specification or
Q3A,Q38,Q3D(R1), Elemental impurities in specific test (2.1.)
iﬂ:ﬁ?ﬁ;ﬁi S§§<§f§§3§,ﬁr$ﬁ§1ﬁjgp (FsmenunaiiieiiFnunnnia Reporting threshold)
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.)
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1.5.2. AouanURves Active Pharmaceutical ingredient finMsuwanina/n15m529 Universal
test Apalull

L) 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 114350150523 heavy
general text 5.20) metal

- Organic impurities

- Inorganic impurities

(Elemental impurities

analysis)

Residual solvent (icH Q3c (R5-6), UsPa2 Complled to Actlve pharmaceutical Ingredlent

<467>,EP general text 5.4, BP appendix VIl L, or specn‘"c test (2.2)
JP17 supplement1 p.2634-40)

2. guanUAnanailn

Naﬂ"ﬁmn'ﬂ’ilm’wﬁﬂmn'mL“TJu11Jm1:J finished product specification wag Specification of
Active pharmaceutical ingredient (AP)) 19819 nundusuatuiiendy Saldvanzifouse
dNNNUANZATINNITOIMITUALET NTENTIEIEITAIY ﬁ’;qﬁmé’ws?w%’uﬁ'l%’é’wﬁaﬁmaﬂuaﬁ'vi'f'i
maumea’lwunmmmmumaﬁmwlmmiwm AINUTZNIANTZNTIIAGITUAY 13 309 LY
g1 WA, 2561 asuil 6 SUAN WA 2561 (aaU‘svmﬂ'l.us'nmﬂmmunmmw 12 ﬂumwuﬁ 2562)
uae sEYmTeN (RUUA2) W.1.2562 aviuii 3 nINgIAY 2562 (asUszmAlusIviaayu w1 IuT 26
N3INGIAN 2562)

2.1 Finished product specification:
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Yo Specification of finished Acceptance criteria Acceptance criteria
product USP 2024 BP 2024
1 | Identification
HPLC or TLC The retention times of the major The principal spots in the
peaks of the Sample solution chromatogram obtained with test
correspond to those of the solution correspond in position
Standard solution, as obtained in and color to those in the
the Assay. chromatogram obtained with the
standard solution.
3 |Assay s
Amoxicillin(875 mg/tab) 90.0 - 120.0% of the L.A. of 90.0 - 105.0%L.A. of Amoxicillin
__ _amoxicillin -1
Clavulanic acid (125 90.0 - 120.0% of the L.A. of 90.0 - 105.0%L.A. of Clavulanic
mg/tab clavulanic acid acid
4 | Dissolution
Test 1 or Test 2 (nsedlailaily
Test 1 Tszy Test A4y
Tususesmamsiasie
Test 1
-Amoxicillin NLT 85%(Q) of the L.A. is NLT 70% (Q) of the L.A. is
dissolved in 30 minutes dissolved in 45 minutes
- Calvulanic acid NLT 80%(Q) of the L.A. is NLT 70% (Q) of the L.A. is
dissolved in 30 minutes dissolved in 45 minutes
Test 2
-Amoxicillin NLT 85%(Q) of the L.A. of
amoxicillin is dissolved in 45 s
minutes
- Calvulanic acid NLT 80%(Q) of the L.A. of
calvulanic acid is dissolved in 30
minutes
5 | Uniformity of dosage units - Meet the requirements Meet the requirements (if test)

- Mass variation of
Amoxicillin

- Content uniformity of
Clavulanic acid

Water determination

NMT 11.0%
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90 Specification of finished Acceptance criteria Acceptance criteria
product USP 2024 BP 2024
Microbial enumeration Total aerobic microbial count
tests NMT 10 cfu/g and total
combined yeasts and molds
count NMT 10 cfu/g
6 | Related substances
- Amoxicillin dimer NMT 2.0%
- Any other secondary NMT 1.0%
peak
7 | Clavulanate polymer and NMT 5% W/W, calculated with
other fluorescent respect to the content of
impurities clavulanic acid.
2.2 Specification of Active pharmaceutical ingredient (API)
(A) Amoxicillin Trihydrate
] Acceptance criteria Acceptance criteria
Specification of API
? USP 2024 BP 2022
1 | Appearance White or almost white, crystalline
powder
2 | Identification First identification: A.
Second identification: B, C.
A. IR Corresponds to the standard Positive by IR absorption
B. HPLC or TLC Corresponds to the standard The principal spot in the
chromatogram obtained with the
test solution is similar in position,
color and size to the principal
spot in chromatogram obtained
with reference solution (a)
C. Chemical test g - | Adark yellow color develops
3 | Assay 900- 1050 microgram of 95.0 - 102.0% (anhydrous
amoxicillin per mg (on the substance)
anhydrous basis)
4 | Sulfated ash NMT 1.0%
5 | Related Substances/ :
Organic impurities
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Lo Acceptance criteria Acceptance criteria

Specification of API USP 2024 86 2035
- Amoxicillin related NMT 1.0%

compound | (D-

Hydroxyphenylglycine)
- Amoxicillin related NMT 1.0%

compound D (amoxicillin

open ring)
- Amoxicillin related NMT 0.5%

compound A ( 6-

aminopenicillanic acid)
- Amoxicillin related NMT 1.0%

compound G (D-

hydroxyphenylglycyl-

amoxicillin)
- Amoxicillin  related NMT 1.0%

compound E ( amoxicillin
penilloic derivative)

- Amoxicillin related NMT1.0 %
compound M (N-(penicillan-
6-yl) open ring
amoxicillinamide):

- Amoxicillin related NMT 1.0%
compound C ( amoxicillin
rearrangement product);

- Amoxicillin related NMT 1.0%
compound J  (@amoxicillin
open ring dimer):

- Amoxicillin related NMT 1.0%
compound L (N-(penicillan-
6-yl) amoxicillinamide)

- Any unspecified individual NMT 1.0% NMT 1.0%
impurity
- Total impurities: NMT 5.0%
Crystallinity Meets the requirements
Dimethylaniline Meets the requirements :
Solution S i ' - | Compiled to the standard (if test)

pH 3.5-6.0 35-55

ANENITNNTIIMUAT waBoaLas RN YNTIANY
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9 Acceptance criteria Acceptance criteria
Specification of API

] USP 2024 BP 2022

7 | Specific Optical rotation +290° to +315° (anhydrous

substance)

8 | N,N-Dimethylaniline Maximum 20 ppm

Water determination Method I: 11.5% - 14.5%
11.50/0-14.5%

(B) Clavulanate Potassium

e . : Acceptance criteria Acceptance criteria
99 | Specification of API
USP 2024 BP 2022
1 | Appearance White or almost white,

crystalline powder, hygroscopic.

2 | ldentification

A. IR (BP) Complied to the standard
B. Reaction of potassium Complied to the standard
(BP)
A. HPLC (USP) corresponds to the Standard
B. Chemical Meets the requirements
Identification Tests,
......... pOta SSium — -
3 | Assay 75.5 - 92.0% of clavulanic acid 96.5 — 102.0%(on the anhydrous
(on the anhydrous basis) basis)
4 | Polymeric impurities and NMT 0.40
other impurities absorbing
at 278 nm
Specific optical rotation +53 to + 63 (anhydrous
substance), determined on
solution S.
5 | Related Substances /
Impurities
Impurity E NMT 1.0%
Impurity G NMT 1.0%
Any other impurity NMT 0.2%
Total impurities NMT 2.0%
Procedure 1 : Total NMT 2.0% o
impurities:
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Acceptance criteria Acceptance criteria

99 | Specification of AP
: USP 2024 BP 2022

Procedure 2 : Limit of NMT 0.01% e
clavam-2-carboxylate
potassium
Procedure 3 : Limit of NMT 0.2%
aliphatic amines
Procedure 4 : Limit of 2- NMT 0.8%

ethylhexanoic acid

Bacterial endotoxins test

NMT 0.03 USP Endotoxin Units/

NMT 0.03 USP Endotoxin Units/

mg.
Aliphatic amines NMT 0.2 %
total of aliphatic amines:
2-Ethylhexanoic acid e _ NMT 0.8 %
Sterility tests meets the requirements,
pH 55-8.0 55-80
Water determination NMT 1.5% NMT 0.5%

winewe, nsaiingauiiu diluted potassium clavulanate Tilasizinuiate (C)

(O) Diluted potassium clavulanate

Test Item

BP 2022

Appearance of diluted
potassium claoulanate

White or almost white powder, hygroscopic.

LUSunuiendAgy

91.2-107.1% (of the content of potassium clavulanate
stated on the label.

2.ldentification

MU

A. HPLC

Complied to the standard

B. Reaction of potassium

Complied to the standard

C. corresponding
identification test (a) or
(b)

(@) A quantity of the substance to be examined,
corresponding to 20 mg of cellulose, when placed
on 'a watch-glass and dispersed in 4 mL
ofiodinated zinc chloride solution R, becomes
violet-biue.

(b) It gives the reaction of silicates

3. pH

4.8 - 8.0

4.Polymeric impurities and

other impurities

Absorbance not greater than 0.40
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Test Item BP 2022

Appearance of diluted White or almost white powder, hygroscopic.
potassium claoulanate

5.Related substances

Impurities E NMT 1.0%
Impurities G NMT 1.0%
Any other impurity NMT 0.2%
Total Impuirities NMT 2.0%
6.Water NMT 2.5%
VUG NMT = not more than

NLT = Not less than

* ¥hdle Dissolution wag Uniformity of dosage units Tuuutenansuanisisagides
KaN130329%0512% mnidlPudsseazdeeaidudiar3luly coa

- nsdineamsifoundanisiiu (waive) nsnsrsaeuiinsgsistenisle auuan
lnawdngusinanilasueyidae

- Drug substance specification Warsannnluliasevivesiudn drug substance %58
luliAs1ev drug substance vaanansdnsagy adulaatunis deiinnsnsae
Tnsresinsunnhdeiirnnue

3. MsUsEUAITZANSANABIIAT (Price Performance)
EazldEanueNaTs 1389 N1sUsTiuATUSEANS ARasAT (Price Performance)

4. wnansildlunisiansan
Laﬂmsﬁli‘lumsﬁmsmﬂmmwaﬂﬁﬁ'mé’wﬁuLaﬂawsw‘%’amswmaLamanmsmuﬁwﬁu
sasioluil
1) dnenasmiuen mwilne uaz/mMSenwsings
wwing: lunsdiifldedunuuazdosdiionansuansdeysldusieniiimnisiuses
nndrdnuANgnTINNTeIMISWALY Aansietuiitevsld donassese devuld
wguwntugwusuulurumeililumsinvviniu uasiinisssyudeanuieunsldenly
Tuienansriuen
2) dwunenansuanitenNuLRAINYBINITULUTTY (WHaBLaznaedT) muiidtunsdeuls
3) duwidivedungidsuiiuen (Wuu n.e.1 vie v.1) ATUNNUEN WiauswaziBunAn
anvazlanzvawdiaguuardeimuainsgiuresisnisiiasesien (Finished Product
Specification and Analytical Procedures) fitunzifiould Tnodosdradedifusiiusenia
NIENTNAGIUGUTUTOMIBIMainIsEme
UERETVIE ﬂsaﬁﬁagjﬁxm"}waLﬂﬁtmu,Uaaurﬁ‘lﬁ%ﬁmsﬁzﬁuazﬁaﬁwuﬂmmgwu’lﬁ
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Wuuvduudweudludsuuamenislunsdoushiue (wu ne. 9) wie duudive

uAluasuassemslunsdeusi$ue Wy o.5) inwdoutude

4) dwuluddynistunsdouszuen (v ne.2 vie vie.3 vie ve.4 wie 6.2 ududnsd)

4.1.1.nsdiemAsluUszmAlny (ne.2)
4.1.2.nsdiemndilensudsussylulsanelng me.3)

4.1.3 nsdilemidnseUseme (ne.4)

wewg: nsiifinisudeuuvawudlegFueygnuazaniuiings Wuuudwndveudle

Waguwasmenslunadoushiven (wuu n.e. 9) vie duundveudludsuntassenis

Tunsloussuenffuduoygnauazanuiingn (W o.4)

5 dnumilsdeFuTennsgIunIsREne I IUnanIN NI SN157AluN1SNENE (Good
Manufacturing Practices (GMP)) luviafliigadeafuendiiaus (aUua1dAnINTBUNIS
as1eaeulaediegluraainissuses) lassesuszneusie
5.1. dwmilvdeiusesnasgiunisudneimunaninasiisnsnlunsnaningiudae

d1Azy (Certificate of GMP Active Pharmaceutical Ingredient (API))
5.2. dwmilidafusewnnsgIunsHaRe R UNENIAMeIT N SRR N SNANKER ArusTen
@393 (Certificate of GMP Finished Product)
6) wmIgIuveItaimuanuaningAuAIe1d1Any (Active Pharmaceutical Ingredient
Specification) wagwinsinied@ 593U (Finished Product Specification)
6.1. dwnsgruingauiiedrAy (Active Pharmaceutical Ingredient Specification)
LAz Igunnasie1dniagU (Finished Product Specification) Tngsgysisien
(Pharmacopoeia) Al#8198amsTiaseilnssnasgiuethatiosdeadulunudetmun
waramIgINLsINsleEilusnlamsemis ANUTEMANTENTIETITEY
309 spyssen
6.2. @11u1 drug monograph ?Ja&ﬁzdﬁ’m’lé’}ﬁ'fg (Active Pharmaceutical Ingredient) way
wamsioueiendnsagy (Finished Product)
6.3. n3difiTw gAuAI81d1Aty (Active Pharmaceutical Ingredient Specification) %38
Wanausied15agU (Finished Product Specification) laiUsinglusisnen (Non-official
pharmacopoeia) fipduanwanguiefinnassuresmsianemdulumudeniade
Tasialuil
6.3.1 iferivuauazanasguvensinseilushsevesysumaiiivaininves The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %58

6.3.2. FBMMUALALUIATTINVDINMTUATIEHERAR (In-house process) Tidanndasiu
ICH Guidelines %38

6.3.3 dofmuanazanasgumlusesmsiiasieidtmunlSlusise ssele frsmen
wils MUUTENIANTENTIANSIS0IEY (389 SEysien dmduguuuueniug
(General requirement for dosage form)

wueme: Jatmuanuniningauiiedify (Active Pharmaceutical Ingredient

Specification) uaznansnusiend gy (Finished Product Specification) #iesdneBaanshsn
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Wertuuazatuiieatu enduudnsdiidhenidermunuazinasgiuwenisiinses
neingiudeddny vie ndndusiendiiogy
7). duumlsdeiuseman1sinsieii (Certificate of Analysis (CoA)) Tnedaausznause
7.1. dunmiledesusewaniinneiingdusiiend @y (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) lnesaausenaudie
7.1 1Ldwmildeiusesmansiieseiingiuiienddy vesndningiusendfy
(Supplier)
7.L2dwmildesusesmanslineiingiiudiend iy veskdandndneiondusagy
(Manufacturer)
7.2. dwmilidedusewanisiiasigindndueisrdnSegu (Certificate of Analysis of
Finished Product) ﬂadﬁwﬁmwamﬁmﬁmﬁ’ﬁ%gﬂ (Manufacturer)
8) duunenasuanINaNIIANYIALAWNA (Stability data)
8.1. dluenaTUAnINANISANYIAIUAIRISEELET (Long term stability data) $9u2u 3
JUNIHES
8.2. dwenasuanwan1sAnwinuAialuan1izise (Accelerated stability data)
U 3 JUMIHER
83. duunenarsuansranisdnuinansitrannsavinuadiaeld 1 g /dnuuans
UsednSuanissnw (nsdledia) (chil)
8.4. nsdiifueniisosazans /Fevnneuld WaunenasuamsAnmmuashandins
avaTeuay/v3e Woa / naaulald ludvihavaiesineg asudhuuardenndasiuienans
ANuEN (In use stability data)
9) dnumisdeduseadniusiedniagy (Certificate of Pharmaceutical Product) tawizen
utanlulsemealne
10) dumdngiuaiuanyavewanineien (Bioequivalence) IngnanisAnwiadmanyaves
NARA NN (Bioequivalence) tulunadarivua ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies w3® filon13Anwi¥iusyansnanazTranya
vowanAsi) NIznyNas1suge lasantunSemisnufinuirauyaildsumsiuses
11 ddnnueuznssunsemskazen atutlagty (hsdlilvesuuuy)
11) dwwmidefusesninsgiunsujuiiaundainasiisnisidluiesufodinns (Good
Laboratory Practices (GLP) 'luﬂ'igﬁ‘i?']ﬁwm'iﬁnm%"mmgaﬁﬁmﬂﬁmvﬂ
12) dumilade usaunas P Iumsius Ny M nsE e MUVE NS N STR luMSLAuS W
wagNI¥1881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))
13) flaveniasiosdsiognenathnios 3 mheussium
16) duuwnisiiesuseannsguiosUuRnag ISO/IEC 17025 Tusrenseniiave (@il)
15) dnunenansuanstayanislaiumsussylu Green book vaansuinermansnisunng (i)
16) dAunenarsuanstoyanislaiunisussylu Orange book wes US.FDA. 38 European
Medicines Agency (§13l)
17) asdlidlderdunvudipaaninisfinymiendin (Clinical trial) voserluyssmalnefiuansds
NaVNAALNYDIWUTUTIBUAUEPTULUULAEARLIWLUINTANTNaNISUwng (§3))
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5. Joulvdu

1) swiesdlogwdebitosnin 1 U duaniuiidweuen

2) vwniavnisnanfidaneuliunlsmerviassdesdiuiviledofusesnanisiiasz
(Certificate of Analysis (CoA))

3) fueioailluburesiudsundioslndnmegwiaideinnsidenanmrisutmunny
U

49 minlsmewranudgmauamanedndusitasdeinsdmsiaivedngsinunin
Tmhenandusiestudiuiaveualidislumsimssiaunmen wazdselusiuou
andullasgiduunlsainerua

5) favenmuin)Busenliundndyyineunsuimun fail
5.1. mAflinsgunsIiinTeinnnsuinermansnsunndudmanisiiaseiliidulung

B
v
l

NI

58 ﬂ‘sﬂwamﬁmﬁawﬁmﬁgm‘%’aﬂLﬁuﬁumﬂ'v’faama':rﬁﬂ.ﬂEJei"]ﬂ'm'mﬂmsniimmia'}mma:m

5.3. asdmulgmemnmanudesdo siitervdamasieyssansuauasaasnfuediaed
Teisuen

5.4, ﬂmi"?'imusﬂsmm'sLﬂé’i’%ﬂ'ﬁﬁuLLa:ﬂﬁﬁﬂﬂ’mﬁﬁa']aanmnﬁ'zy%m lsaneuiavesnian
msdsteeluadadnly
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w1 1970 25
quinsunnddygyiuning vauszniu
wuudseiiiuAUszansnIweasian (Price Performance) Ussinneiadl

Auus uwiin Gowaz)
LasnmuaranaNTAMIuUstlosisemerenis 70
2.57M 30
1. puamuazuauanulsslviddamessnis Govaz 70) Fonadn
ineinsusaiiugunkansueiondoanioy AZIUL
. inusiaaunwiialy (General quality criteria) 20
1) 195§IUMSHARIMUME NS SNSRI HEREN 15
2) wwsgnIngushendify (Active Pharmaceutical Ingredient Specification) uazunsg 3
zmsm\qu_m,_mﬁmamd (Finished Product Specification)
3) WNTHIUNBIUGURNS 3
4) esgumIivinwnaznsEsmMaNnNETIS NS TIRlunsI AU IvILeEnsE e (Good 2.5
Storage Practice / Good Distribution Practice ; GSP/GDP)
5) RSP IUNEASTUN 5
6) AnauAdeslemisensufiny 5
. INUARUAINIRNE (Specific quality criteria) 80
1) wafigauRunwriiadeiusesnamsiiasiey (Certificate of Analysis ; CoA) 18
2) msUszdfiuaudes Elemental impurities (Risk assessment of elemental impurities) 3
3) wafigatannInnIsAnYIAINAI (Stability data) 8
4) waiganunmYeIMTUEUsIYRduiae1 UTTAneiuavaan (Package & Labeling) 2
5) Anuwnieslumsidasnwniuendiuluy (Therapeutic Equivalence) 10
6) tenansifuen 4
7) deyavszdnsninlunisdnw msfinwr/Ademandiin 25
8) mswhszlsmnuvaendevessnmendiesngdnain (Pharmacovigilance) 5
9) FEUUBUTHNMIIATUTIINY UANINIY 5
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Ay (nsdlunasgrundusiiussy) imsussgluvssdusinuiivun wibifimsszylivu
ussinu seyamglulenasiiven

6.1.3. \Jugniiussglunseen Insussyluvssyineidestuuas (hsdlnesgnundusiiuivy) 4
Hosfunnuiiy (nsdlnmsgrunduiiusey) Saanszyliesn Lot No Fudueny vng mide
tow (unit dose) AU uaTull Fdnwsfianunsodivsuuding

6.1.4. U55qLuUsIYPTUTIRIINATIIUATUNIY (mafifualunainill) uaed aann 3
gytoen (Fonsfn, Teen, Aaniuse) g iieges (semi- unit dose) dasdd ¥

aunsatvaEuuLing

6.1.5. UTTTIUUTIPIUINUINATIIUATUNIY (aisvuslunuati@nill) waed aan 25

svyeen (Fonmarn, Fee1, AuLse) Yng iaeges (semi- uni usilald] Fadnwsii

ansntuUssuuing

6.1.6. S.Mﬁ.ﬁﬂcmmﬁmﬁz&séﬁ_ﬁm;cmﬂ_mﬁﬁséﬂmé:&c@Eaﬁ%&%& 1

6.1.7. USILUUTITUATLIATUA MRS IUTZY (muitvuslunuandivily) wse L 0

Yostuwas (nsdhnssgrundusiiu seylesiuuay) (liWersan)
o - H < - v v =
6.2. nsdlenan /ot/endus (Fentelatenily)

o @ F = o as w ' ' 3

6.2.1. {WusiussyiasinuinduiiussyasunIu v mieye (vial/ampoule/vaan/

L at Y 1 1 . ar

¥79) aanszy¥eE) Lot No Judueny ynq miieegey (unit dose) ASUNIY
Lnl ar L3 L o @ 1 ' '

6.2.2. upndlussyiusinuindusiniusyy asutiau g wielvg) (ndes) 3

Ln as L ar o e 1 1
6.2.3. Wusiidussyfusimuindusiivszy liasuiu 0

EEuzm.mP_:;mJ....StEmg mﬂ.mz&;ﬂuaemﬂ:.@ﬂzurﬂi,ﬁ M
- W woNI S m WO 3
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Fonnsén
inauginsUszIfiugunWHAR A1 Ya sy AZLUY
. SE%_@EB,:E:@ (Specific quality criteria) 80
1 | waRigaupunmwilsdeiusamanisiasieil (Certificate of Analysis ; CoA) 18
(AT = 99 1.1 + 1.2 +1.3+1.4)
1.1. anuduiusvemaiguinunmutiidesusewmanisiinseidiedfey (Certificate of 1
| Analysis of Active Pharmaceutical Ingredient) am.ma&.mua%mxn&

1.1.1. COA mgiu fivivves Supplier way Manufacturer waniuingiuiinanjudsaiu 1

1.1.2. fllaw12ue Supplier wax/v3e Manufacturer w3 lildgumsndnisieiu 0

1.2. wafigangunmmisdeiusemamsliaseisiendifiy (Certificate of Analysis of Active 8
Pharmaceutical Ingredient) am_waawmma%m:u&

1.2.1.m35391U Active Pharmaceutical Ingredient Specification w8 Supplier waz 8

Manufacturer kaziin1suanInalugunuumMiay ¥3eszya1 LOQ/LOD v84 impurities
52184 residual solvent AsUNMY BNLIUTITE Physical test, Description,
Appearance, Identification

1.2.2.01591U Active Pharmaceutical Ingredient Specification ¥)nviteved Universal tests 6
Wag Specific tests 489 Supplier %38 Manufacturer _.rmnmzd_._.msazmﬁgma_.Ecm.u_.me
#3932y LOQ/LOD %83 impurities 52384 residual solvent psUiU snLiule
Physical test, Description, Appearance, Identification

1.2.3. #59AU Active Pharmaceutical Ingredient Specification s:mu.m@e@a Universal tests 3
uay Specific tests wawas Supplier waw Manufacturer uwaginsuananaluzuuuu
“Conforms, Complies, N/A” Tag/liszyan LOQ/LOD (wanuilu <LOD, <LOQ,
<reporting threshold) .E&emw,m__mﬁ:m%zm._.cm.%ddmﬁmd gnLIunYe Physical
test, Description, Appearance, Identification

1.2.4. @591 Active Pharmaceutical Ingredient Specification s:,m_\u,ﬂ._‘we@a Universal tests 2
waw Specific tests a3 Supplier W3 Manufacturer usiiin1suannaluzuuuy
“Conforms, Complies, N/A” lag/laiseyen LOQ/LOD (wamaillu <LOD, <LOQ,

AMENTIUNMSAMUATIBAsBEALAT AN YMEAN Y

1.asde D N lsesunssnng b oty & el A35UNTS 3. adie J.N@\ NTIUATS

(we.nnud FAuaued) (nty. adan lusna) (et Elnwndn)
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= - at L ar
inausinsUsziiugnN WREASIiB Yo Ry ATUUU

<reporting threshold) lusidemisuanmaluguuuuiiay sntiuide Physical
test, Description, Appearance, Identification

1.2.5. #597fU Active Pharmaceutical Ingredient Specification n#atauas Universal tests 0
wag Specific tests U84 Supplier 38 Manufacturer usinsuananaluzuwuy
“Conforms, Complies, N/A” TushtadAgyaussen 1w Assay wse veyali
undetie (liersan)

1.3, pnwduiusvesnaigalnaunminisdesuseaanisiinsieiendiiagy (Certificate of 1
Analysis of Finished Product) (dantoladani)
1.3.1.COA finished product l¥ingavsuntsnaniiedriu COA Active Pharmaceutical 1
Ingredient Specification
1.3.2.COA finished product Lil¥ingRusunisn@nifiednu COA Active Pharmaceutical 0
Ingredient Specification
1.4. nafigarlnaunmmiisdesusemanisiiasgiendiagy (Certificate of Analysis of Finished 8

Product) (tandaladonils)

1.4.1. #3591 Finished Product Specification Nn#taua1 Universal tests Waw Specific 8
tests uaziinmsuanwaluguuuuiiay wieseyal LOQ/LOD Asumiu snliuive
Physical description

1.4.2. @59 Finished Product Specification NN#Uau81 Universal tests Way Specific 4
tests waiinsuanawaluguuuu “Conforms, Complies, Not detect, N/A” Taglaisyy
A LOQ/LOD (uamallu <LOD, <LOQ, <reporting threshold) luwadafinisuansa
Tuguuuudia sniiusive Physical description

1.4.3. m33ffu Finished Product Specification 9n#¥ava4 Universal tests uay Specific 0
tests walimsuananaluzuluy “Conforms, Complies, N/A” Tutedfitynusiig
87 WU Assay, Dissolution, Related compounds (ufiu wse qm\wﬁmg%rﬂmmm (laf
W975047)

ALEZNTSUMSAMUAT BRI BHALAY AIAN BUTaNTE

ﬁ_ DA, _ u@
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2 | nsUssfiuaandes Elemental impurities (Risk assessment of elemental impurities) 3
(@ondelateonis)
2.1. flenansmenulssidiuanudsvesuvasiiinves elemental impurities ASUAIUAI 3

sm3zqmﬂmud~i ICH Q3D (Mnuuas API, Excipients, Water, Equipment, Container closure
systern Wud) Snmsmenue audeuly ethalles

- Oral and Cutaneous (7): Cd, Pb, As, Hg, Co, V, Ni

- Parenteral (10): Cd, Pb, As, He, Co, V, Ni, Li, Sb, Cu

- Inhalation (14): Cd, Pb, As, Hg, Co, V, Ni, Li, Sb, Ba, Mo, Cu, Sn, Cr

2.2 flenasn1sAszsia1 PDE wiedl lawenan1svnaeu Heavy metals ansinausiindusiniu 2

AUUR

2.3 il Elemental impurity Risk Assessment Report uag Heavy Metals 0
3 | waRigaiauaMsAneIANAA (Stability data) (Fendaladanils 3.1. w3 3.2.) 8

3.1 nsdlenfisidudeainnunsivasdald (n-use stability) Wy e1dn enfinaunewld Husu 8

vie mMavedeunisinuuriainenuay/mie In-use stability Tuenidin [Gudy
(AzlUUSI = 99 3.1.1. + 3.1.2. #3999 3.1.1. + 3.1.3.)

3.1.1. M3 Long term stability uae Accelerated Stability (sandaladanile) i

1) iimsfinw Long term stability waz Accelerated Stability aeietios 3 Junisuan Wuly 4
autervunlu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75
+ 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) warilnansAnsiAsuegei
Amuslfuuaain uwaziiadenmmeseuasududuluamudrimuaiissylu Shelf-life
. . = = ; B o v a = LY
Specification uazinan13An¥1 On-going stability sﬁwammsggacmaﬁcg

2) ilmsfine Long term stability Uaz Accelerated Stability agatios 3 Juniswdn 1July 3
auTafivunlu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75
+ 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) wariinan1sAnwiasuege
fvualiuuaan uariivihdenimeaeunsuiudulumusimusiiszyly Shelf-life
Specification walsifinan13@ne On-going stability m@\@mm?ﬁs&caa@?

AENTTUNTIAMUATIBABUARAL AT MUTIaWTE

2 _\._ m N
1m0 ? /;\ Us¥EIUNTTUNTS 2a3te \wm&.: \ m NI5UNT3 3, aatle . A33UNT3

Voot Mo deoneedinng o SN,

(nay.nunud Saupug) (ney. adan Tudna) (ney.a¥37 Alvwadn)
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3) {ins@nw Long term stability uaz Accelerated Stability ae9tiey 3 JUNIIHER
Juluanudariivualuy ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) uazdinan1s@nw
asugenfiivualivuaan uaziiviademswaaeulsiasufuviolidulunudn
3scs.s@.sc_q_.ﬁ Shelf-life Specification WAATUAIURIYD general requirement
Ya9B1UUY Uarinan13finy) On-going stability ﬁa@tmmgssaﬁﬂ@acc

2

4) fin3fnw Long term stability waz Accelerated Stability 9e19taY 3 JUNITHER
Wulanudeiwualu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) uazdinan1sfinw
asugEnifvualfuuaan udiiadensveseulinsuduvselilivlunue
fviuaiise zylu Shelf-life Specification wazhiasuniuinde mmnmqm_.
requirement ewae,_:.cw_ uazdinan1sAnyn On-going mhﬁmd_:a\semﬁmméss&ﬁ

UagUu

5

—

fin1s@nwn Long term stability waw Accelerated Stability laiagu 3 Juniswiin w3alu
Wulumudieruualu ASEAN Stability Study Guidelines (Long term Stability: 30 +
2 °C, 75 + 5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) w3aiinan1sAinw
Eﬂcmﬁ%mméﬁsﬂc:wmé wianan15nsIeRlaun e fian s ieliting
N15ANW1 Long term stability #38 Accelerated Stability

312 msAnw In-use stability (iFondaladonids) 1wy erda eriinaunauld

1) fdeyamsAnwinnuasnuudalinunssylulenarsiiugiasuiiuynasazaty

2) feyansAnwinnuasivuzalinuiszylulenasiiugiudliasuiiugn
asarany

3) Lififeyanisnmiaunsinuuslaly

3.1.3 Maveasunsvinuusniaing (Splitting Tablets with Functional Scoring Test)
uax/ vie In-use stability (Fondeladiewile): nsdlondia (Tablet)

1) Wulumudeulusaseluil

14990 ...
?e,:%és msxmﬁEu (ngy. adan Fm.ﬁa

ARIENTTUNTINTMLATIDAZLBBALAZALAN M EANE

2.a3t8 g@f&a@ S NIIUNTT

Q (,.\ . A5EEUNTINNTT

3. asde

$2

NIIUNTI

(nep.ads Alnvadn)
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o vhuvadinenld wnendisesuin nuuse3sls) waziimmaaeun1sinuunis
Wieen Splitting Tablets with Functional Scoring Test (Fadwminidinen 30
151) wazsaeiinisneaau Dissolution test 334618 #13 General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score wazdl

=5 - L ar 1
NANIANYIUTELEVTNAVIINUNUUY
=y 3 =i 1y = at o= - W (] - =1

o %3a Winenil/bifisesunn INan15NAABUAINAIFIVBIIAENIVINLUIATIL

8 (In-use stability testing) ATUAMTBAUATDIASI979B Wi USP wag

. agn L ot 1 2 g 1
nsnedey impurities lugfivnuus Tnevesufiams 1SO/IEC 17025 7iliily
L =5 - L @t '

Hrdn uasinansnuusrdntraveseiinuu

2) Wuluawdeulusiseluil 2

o Fnuvasineld Winenfisesuin Gnuusrdald) waziinisveaounisinuyiase
Wimgn Splitting Tablets with Functional Scoring Test ﬁ.m.\a._w\_gm?msm‘_ 30
$in) wagdasiin1syeaau Dissolution test 37ua78 114 General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score

o via dineniiifisesunn fnansveaeuanuasvesinenfivinuiiniadie
¢ (In-use stability testing) ATUMudBimunvasisIE19Baiu USP uag i
nsvaaey impurities lugniiwnuys Teviesufiinas ISO/EC 17025 iy
HWEN

=i =i - L at '
L SH@Er_m:gmm:@gdqumﬁmzm.ﬁ_@amgs.s:_pda

3) Wulunuideuly Fedeluil 1
o vnuvuiineld Wasfisosuin (udsedeld) uaz Tnsvaasunisinuuseds
Wiaen (Splitting Tablets with Functional Scoring Test ﬁ&am,_gﬁzrm@mg 30
in) welsifinnsnaaeu Dissolution test 33368 Mal General chapter;
Quality Attributes of Tablets Labeled as Having a Functional Score

AMENTILNIAINUAT ..,m._mu_.mm._ﬁz._.m_udnz AnusENY
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183918 UsEE1UNTINNTT 28370 s AF3NATT 3, aate NITUNTT
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Yan13In
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=i =4 1= =4 t L at ] ﬂm
o i Winenilifiserurn finansvaseunnuasiesinenivnuUinidin
g (In-use stability testing) ATUAMTBRMUATBITITIB198Y 1w USP usilaill
; _ o o i
NSNAADY impurities TUEMNLUY

4) Fnuvadieels dinelifisesuin (Hnuvsrdsld) uaiimsmadeunsnutsniadae 0.5
(Splitting Tablets with Functional Scoring Test) WAL/WIBANANITNARDUAIINAIAT
YaasinenTivinuUsrsasinel (In-use stability testing) ATUANTOMVUATBIFITIONB
Ly USP

5) nsdivnulasinenls Weentisesunn nuvesald) lifinmmegeunmsinuusadadinen | 0.25

- ase

LifinanaaaunuAn smwm:dssmm%ﬁzsa&u.msmﬁmaimcgademamzmg

6) Liflsosunnlst uavinuuadinenls 0

10 1 3 ol ar =y ad 8 L ar ] 1
3.2 nsdlentlisudosinnunsivasdald (in-use stability) wiaendivhunuuadiae il 8
dovstlumsinudiae vise sualya

A15AN®T Long term stability amua%muaﬁaxm.& 8

1) f#insAne Long term stability fannedafiu (Storage condition) 8oy 3 JuN13 8
wde Wuluanudesmuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) nsdifianansaiunisAnwlainnu ASEAN Guideline #asuuu Stability protocol #3e
wdngildsumseyiAan oe. fflnan1sAnmasuangeniiivusliuuaann Tneling
A15AnW" On-going stability Adeyaswiamutiagiu (u agaTheivhmsmagey
Fadliishngr 12 ey uarliunuiiu 3 Tfunintuiiuienans) wasuanInan1IATIv
Answiiduiaay snciuite physical description wariivhdenisnaaeuasuiIu Al
fseniisneda

2) fimsAnw Long term stability fianagdaifiu (Storage condition) agelio 3 Jun1s 3
nan lauluanatenvusluy ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) n3dlflanunsaiunisanwldiniu ASEAN Guideline #eiuu Stability protocol %38
wdnguiléisumserifion ev. fiflnan1sAnnasuangeniimvualivuaain lnefina

ANENTIUNSAMUATIHAUBURLaT AN YNEIANE

18998 oo hv,x/\ ............ USESIUNTTUNTS 2.a3tD o " ATIUATT 3, aside N3ILA1T

(wi.Avnus Sausused) (ney. ada Wusna) (ney.giisn Alvwadn)
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n1sANY On-going stability Aidayadwiandutieqtu (. yanangavneivihnsmadeu
daslidingt 12 Weu warlivnuiu 3 TiuanfufidulenanduasuasnanIsnsas
Tiasremdusaia eniuiade physical description waziivdanisnaaouasudiau Ay
Fs1enTignada

3) fmsfinw Long term stability ianzdaiiu (Storage condition) athaties 3 Juns
wan Wulusudervualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH)
finamsAnenasumgeiirvualiuuaain udliifinanis@in On-going stability #
Foyadwanuilagiu (u umaeiheivhnsvaaeusiedbisni 12 Weu warli
i 3 Yunnfuiiduenans) uazianansnsniesiduiaiay enduiade
ohysical description wazivdenisnedeuasudiou mussefiensds

4) finnsAnw Long term stability fian1izdmifiu (Storage condition) aghatios 3 Jun1s
udn Tahduluaudiadivualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) finamsAnwnasuaigeniifmualiuuaain udlaifinanisding On-going stability #
Foyaswanludagiu uasuanswanisanvirmgiiluduay snduindes physical
description wariivhdenvageuasudiau mussneniienads

5) finmsAnw Long term stability fian1igdaifiu (Storage condition) aghaties 3 sun1s
wan Lilduluaiudesmunly ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) SinanisAneasuaigeiidvualivuaain udlifinan1sdnw On-going stability U
agn waruLanINani1snsIa eIy Conform, Complies, Not detected, N/A
sniuihtie physical description uawiivatensvaaeuasufiau smuseiiensds

6) fin15AN®I Long term stability Lidulunu ASEAN Stability Study Guidelines, @nwn

ted od B

asuagenifvualivuaan ualifdensvaasulsiasudau musaenfiensds (L
Wa75047)

7) lsiflienansnsAine Long term stability (IiWe15a47)

4 | wafigadamnmysIMuuzuTIRRdudEYT ussyisiuazaain (Package & Labeling)
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inausinsUsziiugunmRaadusiedeaniiy
4.1. MYULUTTY wag aaniineasideansamunvunsileuen way denaisiiuendmsu
Uszanwuinll (PIL) adunwlng

2

< =i Ln*\ ed =i o o o a
4.2. AMYUSUTTY Uae 2a1NUINLASLRUAATIATUNTUNSLUEULT UWRALUHLBNEITNINUBIETNNY

Usemausialy (PIL) atunwning

4.3. MYULUIIY Y30 aanineasiduansannuntunsileuen wae dienaisiifuendmiu
Usgnyumily (PIL) atiunwiing

0.5

4.4. MYULUTIY Y30 aanilneasdansanuitunsileue wilidienasiiuerdmiu
Uszauniald (PIL) atunmwilne

o = i Lnf- =i
4.5, A1TUSUTIY LA 2870 Hnsazidenlings muntunzideuen

Tifinson

5 | anuwifisalunmsurtadneniueifiuwuy (Therapeutic Equivalence): (AsHWUsI = 92
5.1. %39 (5.2 + 5.3))

10

5.1. {Wugduluy

10

5.2. waNgIdRamAWAN AN AYBINEAfuetE (Bioequivalence) (Handaladenily) (fe
5.2.1. 439 5.2.2. 930 5.2.3. %38 5.2.4. %38 5.2.5.)

5.2.1. msfAnw@ranyaidulumundninaeivaziuamal URlumsAnwrauyaveen
ansiey (ATMuusId = (1) + (2) + (3) + @) + (5) + (6) + (7))

(1) Wulumuwwamaljiilunisfinu@iauyayndanivue laedonuuimailgisneds

wnllddumilaasaluid

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

(12)  eradaiEuvhnmsfnuurdaiud 1 unsiau 2561 S19Bwnulszmeadingy
AYNTIUMTBIMSUAYENI3Y ASEAN Guideline for the Conduct %84
Bioequivalence Studies asiufl 16 waadnieu 2560

(13)  sadyiEuihnsinwdauiui 1 unsiau 2561 §198amutszniadiiny
AMENTTUNTENNTUALEN 1389 ASEAN Guideline for the Conduct 84

0.5

AZATSUNSATMUAT Az BEALALALIAN W TIaNTE

- -
18910 ... X ...\ ..................... .r_ FEETUNTIUNIG .0 -y (1) EORTTERREL A homiety M e nIsunTa

(way.nunus SauBug) (ney. ada1 Lusna)

,,,,,,,,,,,,,, %W@,\.__,,.,.__,.._,._.3.u.w§d
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Bioavailability and Bioequivalence Studies uaz gilensAnwuszdnsea
WasTIAUYATD NN NN AITUR 6 TuAy 2552

= o o - v e @ 1 ET w P e o
(2) guuuunsdnwuaruuetaalinsiieme Whkeulvieluiidelatdenil (Hente 1
Tadanils viselud)

(2.1) m.;_._.:d:dng Non-replicated design (two-formulations, two-periods, two- 1
sequence crossover design) 1AsgIUN1SARLERND1ANATATHUILINABLAZINANS
1w n FuiurdunisAnwiiisame (nsdlendinnnunysusiugs)

(2.2) gUwuun1sAnw 38MsAnwiuuy Randomized crossover design #3e parallel 1
’ ol da i & aa Y] o LY

design (nsailugidiAnisdingn) esgruntsAndeneraalasgiemareway

ALY N TUMUSIRUAISANYINEIND (11NN 12 AY, NSEIANYILUY parallel

design fipsiiduiuannnda 24 Av) wazdin1siusnegsegaios 9 9a

(2.3) fimsfinwiauya wilifiionarsuanmalunisdnnumwndweinwaia laun 0
%CV, %Power, Geometric Mean Ratio w38 $1uau n fuswdsnunsAnulsiiieame
(3) ¥msfinuaanassIuAsAnYfin LS IEeEn 1.5
(@) a5 insesuemutenmue Ae parent compound waz Active metabolite (€3l) 0.5
(5) SswaziBuammaaeutilufethudenitegaugniesueranisiasey (incurred 2
sample reanalysis (ISR)) H1unasimMsteusu (%difference aglutg +20% agatiey
2/3 vesiheauaiiduuniased) uay deudughathudeadsatuiuinisdnumnin
auyaThiL LN
(6) Aruiduiusuasemstiuniseedu (Fendeladends) 0.5
(6.1) Simsfnwielenansmeinmsiitimuiideteuandiviuitemslifinasie 0.5
N3YATUYDIEN
(6.2) Wug?l ewnsiinadeniagady finsvimsanwilugmaziiemns (Fed 0.5
condition)
(6.3) Jueit evnsiinasenisgedu dnsvimsanmluemsluaniizensmis (Fast 0
condition)

AN IUNIAMUATIBA BUALAS ALANYZIANIE

Laste D f.\ U5E5IATIUNTT 2,810 Q\\%\ W_u AFIUANT 3. 8498 k\ NS3UNT5

A

(wey.nunud Snusugel) (ngy. adan lusna) (ney.aTs7 Blnwnda)
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(7) 133l enantiomer 0.5
(7.1) fuenit 1l enantiomer 0.5

(7.2) {Jueniiil Enantiomer fin1sviinsAnen audeiiviua ASEAN guidelines for the | 0.5
conduct of Bioequivalence studies (Revision 1,march 2015) %39 Guidelines on the
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