ABMANYIULIANIZYDIEN
Atorvastatin 40 mg film-coated tablet
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1.5. mﬁmaammauﬁ’ﬁﬁ'ﬂﬂ
1.5.1. auaudRves Tablet imsuanina/n13n52a Universal test aasioliu

) Test Acceptance criteria

1. | Description/Appearance Complied to finished product specification

2. | |dentification 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 (c+ specific test (2.1.)
fiﬁziﬁZ).d?::;ﬁlnEf:;ﬁ:;ﬁifﬁ18) (ﬁaﬂiw&'}uwaﬁaﬁmmm’i’] Reporting threshold)
USP<2323,<233>,22232>, 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.)

S G
(un. Wyad ngauiiyad)

1.5.2. AU v Active Pharmaceutical ingredient INSUARINA/NIA590 Universal
test fapplull
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19 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 (c specification or specific test (2.2)
Q3A,Q3B,03D(R1), Elernental impurities in drug
products, FDA guidance for industry (August 2018),
USP(a1, 42)<232>,<233>,<2232>, BP supplementary
chapter IV Q , EP general text 5.20)
- Oreanic i o
SANIG Jopurities Meets the requirements
= Inorganic impurities Meets the requirements
(Elemental impurities
analysis) or
- _heavy metal (UsP39,a0) | NMT20PPM
Residual solvent qcr qsc rs-6), uspaz Complied to Active pharmaceutical ingredient
<A467>,EP general text 5.4, BP appendix VIl L, JP17 ors eCiﬁC test (2 2)
supplement1 p.2634-40) ep ]
5. | Enantiomeric purity test Complied to Active pharmaceutical ingredient
(if test) sylaulumsusznansam or specific test (2.2)
Yeudssueu 2563
6 | Polymorphism identification mnuaninsilu polymorph Tlanan ey
(USP<941> X-ray powder diffraction) ATy Crystalline or Amorphous

2. qruanianiuvaie

(un. fyad meyaufiyad)

mamimaﬁm‘mzﬁﬂmmwLﬂulﬂmm finished product specification way
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Specification of Active pharmaceutical ingredient (API) fignaBsa1nundusnduatiuiienduy
Falfaamzdousodninnuamenssunisansuagen nSENSIENSISIAY TetlndusiSuld
dudwpaluatuiiisurimislviniwinsgunduiiulasiunts anuusenienssnaa
53R 1504 pYeI181 WAt 2561 AaTudl 6 Suanau A, 2561 (aadsznnelusiaRiann
Wy Tudl 12 nuaus 2562) uay sEu e @UUT2) w2562 aeTuil 3 nsngAs 2562 (@4
Usgmeflusefiaauneiudl 26 nangnau 2562)

2.1 Finished product specification (USP43)
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18 Specification of finished product Acceptance criteria
1 | Identification
A. UV absorption | corresponds to standard
B. HPLC corresponds to standard
2 | Assay 94.5 - 105.0% of the labeled amount of
atorvastatin
Uniformity of dosage units Complied with finished product specification
4 | Dissolution test*
Test 1 Not less than 80 % (Q) of the labeled
amount is dissolved in 15 minutes
Test 2 Not less than 85 % (Q) of the labeled
amount is dissolved in  30minutes
Test 3 Not less than 80 % (Q) of the labeled
amount is dissolved in 30 minutes
e Dissclution test
ﬂ‘e'iﬁ 51 (6) ﬁa&uﬁmﬁhm%azmwmum‘azLﬁﬂ “ﬂ%ﬂ aahaﬁaafh min Wag max “UENﬂ']'iﬁﬂﬁ"lUM’ﬂﬁVﬁ']U'i‘] each unit is
not less than Q+5%
n3tll 52 (6)fpuaniAaiees 12 uln (51452) = Q% and no result is less than Q-15 %
5 Impurities
Organic impurities ,
Atorvastatin pyrrolidone analog NMT 0.5%
Atorvastatin related compound H NMT 1.0%
Atorvastatin epoxy pyrrolooxazin 6- NMT 0.5%
_hydroxy analog
Atorvastatin epoxy pyrrolooxazin 7- NMT 0.5%
hydroxy analog (if present)
Atorvastatin epoxy THF analog NMT 0.25% (USP39-41)
NMT 1.0% (USP42)
Atorvastatin related compound D NMT 0.35% (USP39-41) or
NMT 0.05% (USP42) or
0.50% if atorvastatin epoxy THF analog is
N integrated together (USP39-41)
Any other unspecified degradation NMT 0.2%
product -
Total degradation products NMT 4.0%
6 Packaging and storage Complied with the finish product standard
7 | Labeling Complied to the standard

ﬂmuﬁ‘i‘mmimmmwaxmamuazﬂmﬁnwmvmms
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2.2 Specification of Active pharmaceutical ingredient (API): USP 43:

(A) Atorvastatin calcium (USP)

18 | Specification of API Acceptance criteria
1 Identification
Fo s R IR Spectrum : corresponds to standard
B. Calcium The Sample solution exhibits a significant
absorption at the calcium emission line at
422.7 nm.
2 | Assay 98.0- 102.0 % of atorvastatin calcium
(on the anhydrous and solvent free basis)
or
98- 102 % of atorvastatin calcium
(on the anhydrous , propylene glycol-free,
and solvent free basis)
3 | Content of propylene glycol (If 5.4%- 7.3%
labeled
4 | Organic Impurities \@an procedure 1 %58 procedure 2 %uﬁ’uﬁ%
duATIBLaY polymorph 48981
Procedure 1 Procedure 2
- Atorvastatin related compound A NMT 0.3% NMT 0.3%
(Desfluoro impurity)
- Atorvastatin related compound B NMT 0.3% NMT 0.3%
(3S, 5R isomer)
- Atorvastatin related compound C NMT 0.3% NMT 0.3%
(Difluoro impurity)
- Atorvastatin related compound D NMT 0.2% NMT 0.15%
(Epoxide impurity)
- Any other individual impurity NMT 0.10% NMT 0.10%
- Total impurities NMT 1.0% NMT 1.0%
- Atorvastatin diamino NMT 0.15%
- Atorvastatin 3-deoxyhept-2-enoic NMT 0.10%
acid
- Atorvastatin related compound H NMT 0.15%
(Lactone impurity)
- Atorvastatin epoxy NMT 0.15%
tetrahydrofuran analog
- Atorvastatin ethyl ester NMT 0.15%
AERsTINTIIMUNT e s snussANEN YIS
1. Z‘N'Ui] ............................... ‘éﬁﬂiuﬁ’l‘uﬂﬁﬂﬂ’]? 2 EN‘HB %‘/ AITUATT
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U8 | Specification of API Acceptance criteria

- Atorvastatin related compound | NMT 0.15%
(Acetonide impurity)

5 Enantiomeric purity Not more than 0.3% of atorvastatin related

compound E (35, 55 enantiomer)

6 | Water determination Method la - Trihydrate form: 3.5-5.5%
<921> - Amorphous form or semi-crystalline form:
NMT 6.0%
- Propylene glycol solvate: NMT 1.0%
Storage and packaging Meet the requirement
8 | Labeling
Amorphous form : the label so indicate
Semi crystalline form: the label so indicate
Propylene glycol solvate: the label so indicate
If a test for Organic impurities other Indicate the name and quantity of any added
than Procedure 1 is used antioxidant

WULWG) NMT = not more than

* ¥4 Dissolution way Uniformity of dosage units TluULDNasuEnISI8azIEA
Kan1sATIaATIEY winfildudsasBueidusnadliluly coa

- nadiflaansSeuudenisiu (waive) nsasavdeuTiasagisnenisle TRduuans
enatndngutinanildfusyiisne

- Drug substance specification W1sananluiimsizvivesgudn drug substance 139
TuAiasaevi drug substance vaadudnendnsSasd adulaadunis Fsdn1snsae
3Lﬂiﬂsﬁﬂiunﬂﬁ'ﬂ°ﬁ'@ﬁlﬁwuﬂ

3. maussiiuA1Uszd@nsnwsasian (Price Performance)
JwazdunrNEnas 1589 N1TUseEuAIUS SRS ANsasIAn (Price Performance)

4. wnansiFlunisiansan
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INENIUANENITUNITAIMTUAZE TinansInentuiivevsld daassets Tedule
Weuwhtugadunuulurunefldlunisdnewiaty wazdinsszytamnuidaunisldenly
Tutenansrinduen
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AMENTIIN TALAT ILaU B IALAEANGN YRBaY

J/
- / =
18998 ol UTEETUNTTUNNT Z.HQ‘HE}....‘...,.;‘..E.....'.’:..?:..;ﬁ.“bu.........f‘i‘i‘iuﬂ’ﬁ 3. adie
] 1 lusna)

wiyad) (ney.ada

NT74NT5

(ney. A5 Alnwrdn)



3)

7)

durdmatunsidoudifue (wuu vn.e.1 wie .1) Asun v wisusieazdunnm

anwaanizveswduiagiuasdedmunnnsguvesisnisiseien (Finished Product

Specification and Analytical Procedures) fivunsifowly Tnofasdradaiuenitussnan

NIENTIEATITUEUTUTBIMIBIMINIUTEA
wugIng: nsaifegseninsradsunlandleithinTsiuastetnunumsgiul

aaﬁmé’aqmum°'1iwwﬁﬂism@i%’U'iaw'%'aﬁhﬁaqﬁﬂqmﬁiaﬁﬂﬁ'ﬂmuﬂmﬂﬁum'immmasm

Tuuvdndweufluwdsuuasenislunsdous3ue wuu n.e. 9) vie duifee

uAlanAsuulasmenislunsfoui$uen Wy u.5) smdeufuine

duurluddynistunsdeuiiuen (WU ve.2 vie ne.3 vie ne.d wie 0.2 udusinsd)
4.1.1 n3difewdnludsumelng (o.2)
4.1.2.psdiftenidndienisusussglulssmdlng (e.3)
4.1.3. 037l seme (e.q)
wwive: nsaliinswdsuulauiluiiueyymuazanuiings Tuuudiurdueudle

Wasuulassenslunsbousiiue (wuu ne. 9) wie duudveudludsuudassenis

'lumLﬁaucﬁ’q%’umLﬁmﬁ’uQ’%’uaqm_ﬂml,asamuﬁmﬁm (wuu &.4)

d1umdsdeiusesuinssrunisuineinundninusisnsialun1snanea (Good

Manufacturing Practices (GMP) TunsaniliAsadastuerilias (RUuaNgAnIuTauNIS

asaaeulaedieglurianainisiuses) Inedassenaume

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

5.2. dnwmilidedussanasgiunisnaninundninusiisnsinlun1suannansueien
d1393U (Certificate of GMP Finished Product)

Tuns@BueundnansrsUszime dndnsasilanumisdesusowmbngiue (Certificate of

pharmaceutical products, CPP) w3au Jadasuseasnisanuuie (Certificate of free sales,

crs) lumnaeilausne atudganussunimsnasulaeiinadusestieiulsenauseme

5701

wInsgrurestenvuanua Iningfuile1dfey (Active Pharmaceutical Ingredient

Specification) Ltaswﬁﬁﬁmﬁflmﬁﬁﬁfﬂgﬂ (Finished Product Specification)

7.1 duuninsgiuingfivsiendifsy (Active Pharmaceutical Ingredient Specification)
wazaInsgIuRAndeianduiagy (Finished Product Specification) Tnasyysisien
(Pharmacopoeia) fil¥ddansiinesilasanassustaesfeaduluaudervun
Wa¥UATEINYRINITUAT I T LA T8 mils ANUUTENIANTENTIATITUEY
509 T8I0

7.2. U1 drug monograph maaﬁ%ﬁhmﬁwﬁm (Active Pharmaceutical Ingredient) waz
wanfnuaiedwSagU (Finished Product)

73 ns@ATngfiudiendidy (Active Pharmaceutical Ingredient Specification) M3 e
wanAtusiendnTagu (Finished Product Specification) liusanglusiinen (Non-official
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pharmacopoeia) fsuanmangiuiiefivinsguvesnsiaseidulunudenide
Tostaludl
7.3.1 fitermunuazginasguraaniessiluisemesssmanluaudnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %58
7.3.2 JofMuALAEINASTNTBINITIATIRVENER (In-house process) Miaanndasfiu
ICH Guidelines 38
7.3.3 dormunuazinasguilusasmslianesifiduualilussen sseila fsren
wils PUUTYNIANTENTIETSISUEY 1309 Tesiaen ﬁﬂw%’ugmmumguq
(General requirement for dosage form)
wungwn: dadmuanuaningiudiendidny (Active Pharmaceutical Ingredient
Specification) uagnanAnusiendnsagu (Finished Product Specification) Fasgnadsannssn
Weriuuazatuifeaiu enduudnsdiidisieideimunuazunisinresnisinsiesd
Wz ingiuiendfiy vie nandneiendusagy
dunviledesuseamanisinseid (Certificate of Analysis (CoA) Tnednslsznaugie
8.1. dnunmideiusamansiimreiingiuiied ey (Certificate of Analysis of Active
Pharmaceutical Ingredient (AP1)) lna@asusznausie

Qs

8.1.1dwumilvdesusesanmslaseiinghusierddey vednaningiufeddy

@

(Supplier)
8.1.2 dwumilsdeiusomansiinseiinghudiediy ves
(Manufacturer)

8.2. duumilidaiusewanisiiasneinindusiendniagy (Certificate of Analysis of
Finished Product) vesindnnansneiondniagy (Manufacturer)

8.3. wnanstudupudimiussewinsgunaninvesingiiudenddry (drug substance) ua
Juns@nvesdndusiduiagy (finished product) Mldluniswdseguiidaen

duuenasianIian1sAnenLA (Stability data)

9.1. drunenasuananIIANeIANAIITEELEN (Long term stability data) 39wy 3
JUN1IHERA UaT ongoing study Jun1INAREIdR way n1sAnvIAILAIFIuA1ge
(Ongoing stability data)

9.2. dlluenaisudnnaniIsfnvinIunedialuaniaziss (Accelerated stability data)
U 3 JUNSHER

9.3. dnunenarsuanIkansAnufluaniitetamnsavinudadaetld 19 Aunuuans
Ussdvdnanissne (nsdlendie) (i)

9.4. ns@fusifosazane/ifeanedeuld WdwuenasuanisdnuiainuAsianganis
aganeuay/vie Weaywanlald Tusvihasanesneg asuduuazaanndsafuenans
Anue (in use stability data)

2 = ar €

HaRHARSIIEd NS5

U

10) ifTﬂm'mﬂ'qﬁa’:‘;”U'saamﬁmﬁmﬁmﬁﬂL%ﬁ]311 (Certificate of Pharmaceutical Product) Llanizen

P ludsanalny
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11) duuwangiuruauaremdsfusion (Bioequivalence) Insnan1sfinwaauauyaros
HanAuYE (Bioequivalence) L¥uluansdariinun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies %30 filan1sfinwfiiuss@ninauasiauya
veendniingien nsemssastsag lnsantuviemhsnufnuniiauyaildSunisiuses
90 ddnnuaugnssunMsewniuasen atullagdu (nsdllaldensiuuy)

12) dAnumilsdeduseainsgiunisuURnundninasiisnsiinluieaufiinig (Good
Laboratory Practices (GLP) Tunsdifivihnns@nwnihauyadinassinea

13) dwmilidesusownmsgrunsifivinwuasnss g mmdninnei3snsalunisfiusnw
waENI¥I1881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) flauemwasdwinegsenegaloy 3 wiigussysiug

15) dnuwisdesusenunnasguenUfjifing ISO/IEC 17025 Tusiemseniieue (Ehi)

16) dunenansuansdeyan1sldiun1sussgiu Green book vasnsainenmaninisunnd (i)

17) duntenansuanstayanislasunisussylu Orange book w84 USFDA. w38 European
Medicines Agency (1)

18) nafilalldedunuudesuansnisdnuvneediin (Clinical trial) vesnluussmalnefiuansi
navsAlnvassnUTsuWiBuRugduwuuLagATuilunsasnensuwng (§hi)

19) Ms8UsHATHETsUNTNUMUUTENIAAMENTIINTRAILNTLUUEUWAR (Foanneiases sy
Tdearsdaaiunisuigervesssimvalng wa. 2559 w3easusssuaug fdenadesiu
Usgnie (6nd)

5. [aulvdus
1) gwediogwdshidesndt 1Y fuaniuidwauen
2) Em‘lqmamm'iwé‘mﬁa"mau’lﬁuﬁiiawEnmawéfaaa?']Luwﬁ’ﬁa%’mawamﬁmiwﬁ
(Certificate of Analysis (CoA))
3) Q"maasﬁaaﬂﬂ@uaau%’uL‘Ué"aumtﬁam’[mé’%mmqw%mﬁaLﬁﬂmiLﬁauamwﬁauﬁmummm
TTUIUTY
4) winlsswsrunanudgmiauainainudndusinasdeanisdinsaiieinsinuam

sy I

Jwnhewdndudensduifuiarevdlddelumsinszdauamen uazdsenludiuau
ANENIATIBiAULALIMEIUIA
5) feuenadue)Buseslienidndyaieuasusun fai

5.1. MndinsgunTialiessiannsnivermansnisunndudananisinseiliduluany
NI

5.2. nstinAnAusEsindgnFsnifufiuiniesmanelnedninauaaenssunsamsuasen

53, ﬂiﬁwuﬁmﬁﬂamﬂqwmﬂwamﬁmﬁﬁawdawaﬁiaﬂ‘isﬁw%maLLazmmUaaﬂﬁasiaQ'ﬂwﬁ
esuen

5.4, nsdiflaugnssunsndynssuuaznistdadnetesnandafen Tsamerunavesnian
nsdveenluadedinly
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Audn1suwndtaygyriuniing vauszniu

nuuUssliuAUTEANSNNAD31A1 (Price Performance) Usstanenail

Wi 1970 21

AIKUS _ druilh Geuas)
1 miazanauTan Juselonideneunis 80
23181 20
1. aunmuazausudAmdulslovddenissens Gasas 70) Fonad
wnainsusziiuganmnaasausiodeaniy ALY
n. insusinaunmiialy (General quality criteria) 20
1) INAIPIUMIHANEINLINENLNDEIENARTUNTNEREN 1.5
2) wnsgruingAudendidg (Active Pharmaceutical Ingredient Specification) waganmsgiu
windausierdniagy (Finished Product Specification) 3
3) AU TANS 2
4) asmuMsivShwLasnsysemundninas IS sTimlumnfunuuasnse e (Good
Storage Practice / Good Distribution Practice ; GSP/GDP) 2
5) 1aIHIUNERA 7.5
6) anandRniaUselewitansufdhny 4
2. nnAIgUAINRNIE (Specific quality criteria) 80
1) waRganaumwmisdesusamansiingie (Certificate of Analysis ; CoA) 20
2) wafigadnaunmnsAnyinauaeea (Stability data) 7
3) nafigavnaunwuesmvurUsIidudEen usTaiusiuazaain (Package & Labeling) 3
4) anuviniiedlunisirainwiuenduluy (Therapeutic Equivalence) 25
5) M3Anw1/ 39N 1eadiin 20
6) FTULAUTUNATITIETIINY WANTNIIU 5
SHUUT 100
Sovazasuunlasldudnmsdasinin edhminlassuunisindotndrenasziaesiinmsotind) 80
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Fan13dn
nausinsUsziiugunmnansueig1daaniy ASUUL
n. 52&&23;5&&& (General quality criteria) 20
L. | smsgunsednoinnminnasiiinsialumsdon (asuusy = 90 1.1 + 1.24.3) | 15
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) Tumnnefiauevis atuagn 0.5
museumsnsvaeulaeiinatusediviulsemeaUszmenavdniden (dandaladenils)
1.1.1. 1a%un133u509 GMP-PIC/S 910 PIC/S participating authorities 38 cGMP 0.5
1.1.2. 1¢5ums3uses WHO-GMP i3 130 cGMP vaifisuwh lumnafiiedostu APl 0.1
1.1.3.1#%ums3usee WHO-GMP %138 cGMP m3aifisuivi uildssymunadaau / luflonans 0
Wamen133uses GMP (liilersns)
1.1.4. 1#5un135us89 GMP-PIC/S %38 WHO-GMP %iio cGMP finunangrouiutszniausenin 0
1 waghifllenansuansnisiiuvvedenny wsa luivanguuansiumuney (uiarsan)
1.1.5. lll#Fumssuses GMP-PIC/S wie WHO-GMP (Iufa75a47) 0

0 " . L 73 1
1.2 Certificate of GMP Finished Product Tumiineniiauaies adusgamuseunisnsivaoulag 0.5
fnafusesdaiulsemealssnnsa (Sandaladanils)

1.2.1. 1iFun133use9 GMP-PIC/S 910 PIC/S participating authorities %130 cGMP wag/y3e 0.5
nilsdosusandnsdeus (Certificate of pharmaceutical products) a1n PIC/S

participating authorities Tumanenftauee (nsdlentudn) wieldsunsiuses GMP-
PIC/S 2nd1iinauanens UM SaMIshasen

1.2.2. 195un33uses WHO-GMP 3o cGMP vas Usvmegudn lunuaaiiiieadesiu Finished | 0.1
Product waz/vm3e wilsdesiusoswdnsing (Certificate of pharmaceutical products) Tu
vnefiiauene (nsdlentihidn)

1.2.3. l9¥umsiuses WHO-GMP usiliszumuedaau (iorsan) 0

1.2.4. 1%un133us83 GMP-PIC/S %38 WHO-GMP 38 cGMP finuaegrouTulsynietsenin 0
11a1 wagliflienansuaninistiuredeniy (Wiarsas)
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1.3 nsaliBugndndransralseme doslldnunididosusesnaniam (Certificate of
pharmaceutical products: CPP) nianiidasuseanisdmung (Certificate of free sales: CFS)
Tunsneenfiiauae

0.5

1.3.1. CPP w3a CFS atfudqn (miuseunisnsavaey) nsaiderelilorsmssusesdeiudseme
Usznang1m) vieduenfindsluussmele

0.5

1.3.2, laifl CPP w3a CFS u3e I CPP / CFS fivumny

2. snmsgudngRusiaendfey (Active Pharmaceutical Ingredient Specification) waw

wnsgunandaste1dniagy (Finished Product Specification)
Ryasenmaang1smstunaden (Asuuusas = 99 2.1 + 2.2)

2.1 inasprudngRudiendfty (Active Pharmaceutical Ingredient Specification) (tondalnde
)

2.1.1. naall#sunsusestusiisen (Official Pharmacopoeia) (Gandaladanis)

1) ©198s USP 43, BP 2020, Ph.Eur.10 , IP 8,JP17 adugga (muenansitiumzideould)
2 a n-w. 4 = = o e 8 al L s,
wazn1senedaty Aesdunlulungideudifueuds @o.5 7 ov.ould)

1.5

1.5

2) 91989 USP 43, BP 2020, Ph.Eur.10 , IP 8, JP17 atudan (mutenarsfitunudeul?)
| = o a o = A =, ' [y ey
wieBuunlylunyiewhiusum @ o.5 718y o, nely 2 Juddeldlisuniseuda
wazduwnlunauYulseningian)

0.75

3) &89 USP, BP, Ph.Eur., IP JP atiulmdndiszme szyssnen wasudlalunsideu
ifvenieuiesus (Hle.5 7 ae.ollR)

v = @t I ! o L =l

4) 914989 USP, BP, Ph.Eur,, IP, JP atiulumindissma szussnen wazduudilvlunaideu
o o ¥ = o = ) e e @ < ! s
dsugue (@ 8.5 18y e, mely 2 Yuddaladlasunmsou® wasBundlunouiu
U3En20371A1)

0.25

5) 91984 USP, BP, Ph.Eur, IP,JP adusdiga wialmsndrusenie szudhsen wazudlalu
nuidousfueuda urds ldduudloluvedeousiiuen

6) 91493 USP., BP. , Ph.Eur., IP, TP, JP (atfumussien? sus.Usene) wazwilalu
nalyushFugum (o5 7 ov.o1slH)
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7) 97989 USP. , BP., Ph.Eur, IP, TP, JP (aUuanussiendl sus.Usenia) wazduunlylu
= 0 _ o 2 =l Lh:_ =) 1o s Qi k__ I
silowinfueua (@ v.5 A8u e, anelu 2 YuddaldliFumsen® wasBuuiluneu
JuUsgnIATIAN)

0,15

8) 97989 USP. , BP., Ph.Eur,, IP, TP, JP (atiusyssiendl sun.Useme) wazudlaly
neifournsusud wide lalgduudlalunsdaumuen

9)  @1BwTIYIRTUAINIUTENARIs1en  (ladnarvun)

2.1.2. i1n3gudeenuOfficial Pharmacopoeia yoeUseimanduaundnuas The International
Conference on Harmonisation (ICH) (l@w7¢a213n ICH 78 Official Pharmacopoeia
harmonization Aia USP, BF. Ph.Eur., JP, Ph Int) v3elafimmusuaziInggiu In-house
process fiaenadeaiiu ICH Guidelines was/wie Pharmacopoeia General
Requirements ((dandaladanils)

25 - . " a -
1) 87994 Official Pharmacopoeia ¥83UsinAaNn ICH waz/138 In-house process 9
ganAdadiu ICH Guidelines Wsa Pharmacopoeia General Requirements atiugian
v P~ °o w a P v a = e
e wazunlvlunsdeussvendeviosuds @u.s 7 28.DUF) |

1.5

2) 91983 Official Pharmacopoeia 183UsznAdLEN ICH wag/%3e In-house process i
denPaeIiu ICH Guidelines #3® Pharmacopoeia General Requirements atiuluy
ndsgnesned sun.dszna yadade wasudlvluvedeusmiveuds @os 7
98.9111)

1.25

3) 91484 Official Pharmacopoeia veUssnAaniTn ICH waz/#3e In-house process 7
denAaasiu ICH Guidelines %38 Pharmacopoeia General Requirements atudgn
vielmindssmasmsend sundssme yashde uasBuudlvluvsdousiueuds
(@ v.5 10 v, mely 2 YusdldlFFuntseysi uasBundludeuiudsznmanan)

0.75

4) 87984 Official Pharmacopoeia ¥93UseinAaun®n ICH wag/%3e In-house process i
#9ARaDINU ICH Guidelines %38 Pharmacopoeia General Requirements aifusmy
Usgmafend sunUsenia ynsiada uazudlalunsideusisvewd @e.s 7 oo,
RPHE)
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2.2.1. nsdlldSumssuseslushsnen (Official Pharmacopoeia) (t(antaladonils)

Hon1sdn
inasinmsusailiugunmndaiusieniiaaniy AZUUL

5) 91984 Official Pharmacopoeia 193UsgMeau@n ICH uaw/v38 In-house process il 0.25
danAaoiu ICH Guidelines #3a Pharmacopoeia General Requirements_atiumisl
Usgmashsendt sunUsenia yoviade wasBuudlolunsifous$ueuds @ o5 ity
ae. meflu 2 JuaddlllaFumseys® wasBuuflunoutulseninsan)

6) 81994 Official Pharmacopoeia v83UszviAgu18n ICH Lay/m3e In-house process i
#0AAARAY ICH Guidelines %38 Pharmacopoeia General Requirements atiud1gn
videlysinin videmuvsenim uslalafuuslolunsiTenir e

7) 81984 In-house process flaanndastu ICH Guidelines muUsemasseuIsite 0

8) 1489 In-house process fidanAdasiu ICH Guidelines Fniusemegisnen (i 0
w15807)

9) In house process lyiaamaand/luiduluma ICH quideline nidelaifinistundly (L 0
#A3)

2.2 anpsgrundadausienduiagy (Finished Product Specification) d@andaladanids) nsdliioy 4.5

nebeuiTUeILaD

1) 81983 USP 43, BP 2020, Ph.Eur.10, IP 8, JP17 aluaiga wae lasuntsaysdil 1.5
vgideumiuguan

2) 87489 USP 43, BP Nomo 1_4 Eur.10, IP 8, JP17 mddm way mm__meﬁuuzammmmmmﬁﬂ 0.75
valoudhiuen @ 0.5 19y eu. anelu 2 ngﬁtgczjmxgs uagduuhlurouty
U3En19371A7)

3) $neds USP 43, BP 2020, Ph.Eur.10, IP 8, JP17 alfusiga usd ulddhuudlsly 0
vzlusuen

4) 91989 USP, BP, Ph.Eur., IP,JP atuluzndnsenmassymmen way [d5un1seudily 1.25
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5)

84849 USP, BP, Ph.Eur,, IP atuluuninsemessyssnen waz otlsznineduunloly

a o w = S e M v wns ol i @
nzilgudiuen @ 8.5 78y oy, nelu 2 uaddllasunisewd® uasBuudladeuiu
Usn1n51m1)

0.15

91484 USP, BP, Ph.Eur,, IP atuluundnussmeassysiisen wad [wladuudloly
neideudiiuen

7)

87484 USP, BP, Ph.Eur,, IP_muiszniAszysisnen way [a5untsaudilunsdoy
AsuLen

8)

1984 USP, BP , Ph.Eur., IP muusemeszyssnen was agsenhsduudlolunsidou
o ar = P =) | e ks = i ar

Miuen @ 0.5 by o8, melu 2 Yuddelllisumsou®® waruudladeuiulsenin
31A1)

0.05

9)

1999 USP, BP , Ph.Eur,, IP mudssmeszyssnen widalaldudllunsfoumum

10)

91999mUA15181 USP, BP, Ph.Eur., IP wsadumnia Ussnmeszyshsen (LiRansan)

2.22.

nstlulasunisfuseslumsen (Non-official Pharmacopoeia) 1nesgIufedm I
Official Pharmacopoeia vosUszmaidiuaun@nues The International Conference
on Harmonisation (ICH) (awizyszmaasidn ICH 7l Official Pharmacopoeia
harmonization A USP, BP, Ph.Eur., JP, Phint.).) W3atermunuasunnsgiy In-
house process fiaonnoeiu ICH Guidelines wag/vie Pharmacopoeia General
Requirements (tAantaladanils)

1)

81989 Official Pharmacopoeia ¥93UssnAauI¥n ICH wag/%38 In-house process i

d9AAAaRSU ICH Guidelines %38 Pharmacopoeia General Requirements atug1ga
o v o w v v = wa

nnda wasunlvlunsdeuimiuenseuiesudd @e.5 9 08.0u8%)

2)

91984 Official Pharmacopoeia v8eUszinaAaudn ICH waz/M30 In-house process i
#anPARINY ICH Guidelines w38 Pharmacopoeia General Requirements auulusi
ndsemeisendl sunUseme yaviada wesudlelunsdeushivenuds (de.s 1
08.844R)
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3)  §7484 Official Pharmacopoeia uasUsginAani®n ICH way/m3e In-house process i 9l
@onAasiu ICH Guidelines 38 Pharmacopoeia General Requirements atiudge
wislmindszmeasenit sundssme ynshde wasBuuililunedousmiuewdn
@ v.5 99 ey, melu 2 JuadlllFFumseydi® waeduuludoutuussniasan)

4)  ©1484 Official Pharmacopoeia ¥93Usginaau1®n ICH uaw/%38 In-house process i 1
@onnaesiu ICH Guidelines %38 Pharmacopoeia General Requirements atium1s
Uszniamsend sun Usgnia yasfade wasudlolumeifoushivewds @us 9 oe.

BUIR)

5) #1584 Official Pharmacopoeia ¥8aUseieaudn ICH waw/%3e In-house process 71 0.25
#oARaBay ICH Guidelines 38 Pharmacopoeia General Requirements atusiy
Usznashnedl sumUssma ynstde worBuudlaluneifeusmsueudr @ o.5 ity
oo. el 2 YusddlalldFumseyi® uasduudlvioutussnansan)

6) 1994 Official Pharmacopoeia 189UsemAzn3n ICH Waw/138 In-house process 7 0
dennaesiu ICH Guidelines 38 Pharmacopoeia General Requirements atiudngn
vwialminiy wieenusena_ualuldduadlylunedenssuen

7) #1984 In-house process fidonndasiu ICH Guidelines muUsEMARIIEIUITITD 0

8) #1484 In-house process fidanAdasfiu ICH Guidelines AniUseniasisien (la 0
NA15647)

9) In house process liaenaaay/luifiulunu ICH guideline wialfinistuudly (i 0
AA13647)

3 | wmsgrumsiosfiifims ISO/EC 17025 (Fandaladanily 2
3.1. 1#$un133uses ISO/EC 17025 Tusenisendiaue nmhenususasiividedie wu 2
nsuAngmansnisunmd Wudu uasiinnsveseuasuyntorufsednedad sun.Uszna
waoatulnind
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3.2, 1a5un1ssuses ISO/IEC 17025 Tusneanisenilidus U9 Usns181iandda (515761
avulminTivsema seysdimen mmieauiusesiuntete 1y nainenmansnisunng
I 2/
W umu

1

33 Lafl@sunsiuses ISO/EC 17025 Tusiemsenditaue

3.4, Wugmhidhanssussaildsumssusesnasgu

ﬁﬁwézﬁwﬁ% Good Storage Practice / Good Distribution Practice Emv\mavw (aen
Faladanils)

4.1, 1#5%un155used GDP-PIC/S snnuiisnususesiiundedie 1wy SGS, BSI

4.2, 1#%0n155u589 WHO-GSP+WHO-GDP aanmthevususesitinidede wu SGS, BSI

4.3, l@%unsuses WHO-GDP annvithenususesiiunideds i SGS, BSI

0.5

- s 1 o/ L ] n. = 1
4.4, 1@5unsSuses WHO-GSP a1nuulenususesiiuwtielio 1oy SGS, BSI

0.5

4.5. lilasunssuses GSP viie GDP

i3

NINTFIUNARTI (Bandalatonils) waz 5.6 wha 5.7
5.1, WuEFuUUY

2.5

5.2 WHO List of Prequalified Medicinal Products

2.5

5.3 919M 381735188 aglu Green book a1 - Jagiiu

2.5

a ¢ oo 1 = a ¢ @ 8 o Sy a
5.4 {ansIILAIITANEININUIL 3 Lot. G,_ngsmuauwmMdﬂﬂjmdﬁjﬁuﬁmﬁgﬁnggm_gﬁmuga@@ HEm_

- e

FiosU iR ISO/IEC 17025 lslofwan

2.5

5.5, lidulumuiide 5.1, 5.2, 5.3, 5.4

5.6. rﬂdmgﬂmméid\mmﬂﬂmngﬁgmgﬁw\dw\jigﬂmjﬂmEugﬁmw\dmw\mi sviidonniznssuntsitedetgmnisiadedadng
uazmsUImIEnmasy nsulnydnanadl nalnIn)0405.0/050764 aviufl 24 waalniey 2560)

5.7. ldduenTudn@emsendmsusnulsaflanududou mumidsauasmmitedetpmniadaintiues
msuimsNERmasy nsutiyFnansdl na(e)0405.0/050764 asfudl 24 waaTmeu 2560)

o h ] = r
AnanUanpeyswlesldantsufufnu (Bentaladeonia)

=i @ @ & o o 4
6.1. naflendin Jeatuwas dasurnutu (dendeladenils)
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6.1.1. vasqluvssysasiastuuas (nadnasprundusivssy) uay/viedastuarutiu(nsd
sz dvsiiusyy) wasiinisseyliluussadusidaieu asudiu

nsdiduenfiussgluusen famnszyfiosn Lot No fudueny ynq witedes (unit dose) Haz
i shdnwsflanunsodivsenuudam asudau

4

6.1.2 Duendaliussguns wispalasiuuas (nsdlinsgrundusiusesy) uas/miedasiu

-h\ o o ef s & - 2 L
e (Nsdiumsgrsndeshiussy) dnsussgluussadusimuimun wilsilimsssylivy
usTgiaet seyamgluenarsiiiuen

§.0

I a = %) '3 e al @ o ot
6.1.3. uendussgluunsen Insussgluussyiueidasiuuas (nsdlunspunduiisussy)
Ueafuanutu (nsdlinmsgrundusisusey) deanseylionn Lot No Juueng yng mietee

(unit dose) AsUSYU UalYT Fdnusiiaunsatvseuindaen
6.1.4. ussyluussyfasinunpsguasumy (Mmunimualugueandinily) gasd aanseyte
& @onsAn, Toen, Auusd) vne mihegos - uni Uazdl fdnwsianusadua

gIuUIne

6.1.5. ussTluUsTATinuInsgINATUNIY (uidmuslugueandamil) wazdl aansey
a o v oA | 1 . » o o - i
Woen (Tom A, Toen, AULTY) NnY wthetes (semi- unit dose) ualyd fadnwsianinsad
Vegnuuiling

1.5

6.1.6. UsTTtuUTIAsimMuIesgIAsUIUETirunlunaau TR L)

6.1.7. ussiluussyinsildasumuinasgiusey (munmmusluguanddmly) v lidesiu
wa (nsdlnmsgrundusiiu svylestuuay) (aiRarsan)

6.2. nstiendn /ondv/endus (Fendeladend)

6.2.1. \uenfiussyiusimuindushiussyasuaiu vne wieees (vial/ampoule/vaas/
9) 2a1NsEYTaen Lot No Juduaty wnq viieges (unit dose) AUN

6.2.2. \Huefiflussatusinuindushiusey asuiu e il (hdo)

& oo Y A v oo w 1 %
6.2.3, riimgﬁtdmm@b@hﬁBgﬂﬁrbmﬁggmdmuﬁ ﬁﬁjmdﬁuﬁ
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. 524\5235&5,& (Specific quality criteria) 80
1 | nagadannmniedesusesnansingied (Certificate of Analysis ; CoA) 2

(AsBUUTIN = 99 1.1 + 1.2 +1.3+1.4)

L1, anuduiusvewafigadaanmmiiieusesmanslianesifeddty (Certificate of

Analysis of Active Pharmacedutical Ingredient) :m_ma%mms%m:m& =

1.1.1. COA ¥ngfiu fivievea Supplier waz Manufacturer wasifluTnghuiinaaiudeniy 2.5

1.1.2. flian1s184 Supplier uag/m3e Manufacturer w3e Lilldsumsndeifianiu 0
1.2. waigadgunwmisdefuseamanisiasesifiedfay (Certificate of Analysis of Active o

Pharmaceutical Ingredient) (Gandaladonids)

1.2.1.939MU Active Pharmaceutical Ingredient Specification ynade Fves Supplier wag 7.5
Manufacturer uazlimauansnaluguunvuduay fuav Uas/MiouaninansinsIeily
v impurity faunsoneunusuaylie Below Reporting Threshold (BRT)
139 Below Detection Limit Uazuanim) Reporting Threshold #5a Level of detection
hilviiaszsien) snviu e Physical test, Description, Appearance, Identification

1.2.2.9341U Active Pharmaceutical Ingredient Specification yniata vo¢ Supplier %38 6
Manufacturer uaeinsuananaluguuuuduay (Uas/yisuanswanisinsiziluuimide
W impurity a0 sansunuiaaylfivy Below Reporting Threshold (BRT) %38
Below Detection Limit uagsansfq Reporting Threshold %38 Level of detection lulu
NATIHeT) eIy Wade Physical test, Description, Appearance, Identification

1.2.3. 95971 Active Pharmaceutical Ingredient Specification nnatia i9ve4 Supplier wag 3
Manufacturer F&m:ﬁ;msﬁmﬁﬁmﬁ;ﬂd “Conforms, Complies, Not detected, N/A, 2,

<” snviu Wt Physical test, Description, Appearance, Identification

1.2.4. 9591 Active Pharmaceutical Ingredient Specification s%w._\@ Y89 Supplier #3a 2
Manufacturer walinsuanssaluguiuu “Conforms, Complies, Not detected, N/A, 2,

<” gnu Wade Physical test, Description, Appearance, Identification

AusNTTIMITIMUATIL R BankasAEnULTIaY
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1.2.5. 591U Active Pharmaceutical Ingredient Specification yna#adia 484 Supplier %38 0

Manufacturer usi TustadaanAgidu Assay, Related compounds tdudu fnsuansnaly
JUluy “Conforms, Complies, N/A, 2, <” (siwarsau)

1.3. anuduiusvewaigaiaunmuisdesusamaniesgiendniagy (Certificate of 25
Analysis of Finished Product) (@antaladonils)
1.3.1.COA finished product T¥ingausunisudsifiaaiu COA Active Pharmaceutical 25

Ingredient Specification

1.3.2.COA finished product lafl4TmgRujunmswdsideaiu COA Active Pharmaceutical 0
Ingredient Specification

1.4. HeigaiRaunnriidesusamanisiiagiziendnsasy (Certificate of Analysis of Finished 1.5
Product) (i@andaladanis)

1.4.1. w391 Finished Product Ingredient Specification yn3ive was fimsuananaly
SUMUUANAY (Uae/uTouanwan1sanTIeluyfavaivis impurity LT E
Aaavlatyu Below Reporting Threshold (BRT) 38 Below Detection Limit 4azuand | 7.5
A1 Reporting Threshold %38 Level of detection luluFiasizsien) sniu Fide
Physical description

1.4.2. #3311 Finished Product Ingredient Specification 9n¥iade wd Insuanwaluguuy

“Conforms, Complies, Not detected, N/A , 2, <” anLdY Wt Physical description :
1.4.3, 331U Finished Product Ingredient Specification ynwatie wa Tuadadfigymiusigm
g1 LU Assay, Dissolution, Related compounds yudu m:ﬁ;m%zmﬁcmdréd 0
“Conforms, Complies, N/A , =2, <” (lil975847)
2 | nafigadaunimnisinwanunsi (Stability data) (Fandaladanids 2.1, wie 2.2.) L7
2.1 nadieniisnduesiinnunshvasdald (n-use stability) Wy endn endinauneuld (Hud 7
Wio msnadeunstnkUirsudnewaz/mie In-use stability Tugidin Hudu
(AztuUTIYN = P9 2.1.1. + 2.1.2. %3899 2.1.1. + 2.1.3.)
ALgTIIMITMUATIBadnkas AN yzaw
....................................... USH5IUATIUNS N.ma.mm.....m\.wm\... 7. e NITUATS ! 3. A9 o e NTIUANT
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2.1.1.095fnw1 Long term stability (iGandaladonie) £ e ity R R
1) fin13finwn Long term stability fian1iedaufiu (Storage condition) agistiae 3 JUNS 4

HAR Tt Wulumudarmuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 +
5% RH) nsdifianuisaiunisfnuildmu ASEAN Guideline #oauuu Stability protocol
e ningruildfuniseyiion ee. MlinansAnmasusgeimusliuuaain Taud
HaN3ANYN On-going stability Uagn wazkanwanisnssdmssiluinay snciy

] [ o =

218 physical description WazdWIToNINATOUATUSIU MINFMII8T919B (LU
USP, Ph.Eur, etc)

2) fimsfn Long term stability flan1izdmuiu (Storage condition) egraties 3 JUN3 1
nan_waldidulumudeaimualy ASEAN Stability Study Guidelines (30 = 2 °C, 75 +

5% RH) n3gifianansaiiunisAnenlama ASEAN Guideline fi@euuy Stability protocol
w3e wangIunlesumseyiion oe. Mlnan1sinwAsuBIEITIfwunlivuaain Tned
HAM3AN® On-going stability Ya1gn uazuanwmanmsnsiviassidudiaay aniiy

2/ 2

Wate physical description waziliitan1IVAaBUATULIY FINFIT1817I01989

3) §imsAne Long term stability idnmzdniu (Storage condition) aghelios 3 JUN3 3
nan tuluaudermunly ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5%
RH) un,_p_m3%233mcmﬁm;mm,_s%ﬁd%mé ualsifinans@ne On-going stability U
d1ga uazudansransasviaseiduiinan snciuiade physical description waedl

e

AONSVNAFDUATUNIU PUFNTI8191971989

W
fin3Anw1 Long term stability fian1aednLfiu (Storage condition) agaties 3 JUNS 1
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o sinutadaels Wnenfisesuin (Anuusnisla) waslinmmegeunisinuusadade
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ASEAN HARMONIZATION)

4.2.2. ldfanuvindleumsndunssuiugfuwuy
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594 = (98 4.3.1. + 4.3.2) %39 4.3.3)
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4.3.1.1. f5w0umsdne Bioequivalence Wulumu ASEAN Guidelines for the
Conduct of Bioavailability and Bioequivalence Studies (atua1an) wiegila
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A Ho9 Enantiomer (t5an Al w39 A2 WE8A3)
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Guidelines on the Investigation of Bioequivalence (European Medicines

Agency)

A3, (Huenfidl Enantiomer uilaifiimsvimsanealu mudorimun ASEAN
guidelines for the conduct of Bioequivalence studies (Revision 1,march
2015) %39 Guidelines on the Investigation of Bioequivalence (European

Medicines Agency)
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