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199920 : Alendronic acid 70 mg film-coated tablet, 1 tablet
199931: Alendronic acid 70 mg tablet, 1 tablet
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Wusndaedauiidy dmsususemu
Usznaudiesen Alendronic Acid (luguves Sodium trihydrate) 70 un Tu 1

= = n o 4}
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1.5. Nsvndeunnantivily (General chapter)
1.5.1. AaanUAvas Film-coated tablet {in1suaning/n5ms79 Universal test faspluil

substance (ICH Q3A,Q3B,Q3D(R1),
Elemental impurities in drug products,
FDA guidance for industry (August 2018),
USP<232>,<233> <2232>, BP
supplementary chapter IV Q , EP general

99 | Test Acceptance criteria
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 | Complied with finished product specification

or specific test (2.1.)
(MBI uRailediAInnnI Reporting
threshold)

- teXt 5 20) ......................................................................................................
5 | Microbial limit test Com plied with finished produc‘c spemflcatlon
or specific test (2.1.)
6 | Dissolution test Complied with finished product specification
or specific test (2.1.)
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99 | Test Acceptance criteria

7 | Uniformity of dosage forms Complied with finished product specification

or specific test (2.1.)

1.5.2. AauanliRves Active Pharmaceutical ingredient finsuanana/n1s»s19 Universal test
fasioluil

4o | Test Acceptance criteria

1. | Description/Appearance Complied to Active pharmaceutical
ingredient specification

2. | Identification complied to all requirement of all specified
procedures in the test on Reference
monograph

3. | Assay complied to specific test of Active

pharmaceutical ingredient
(Shelf-life COA only) (2.2)
4. | Elemental Impurities analysis /Related | Complied to Active pharmaceutical
substance (ICH Q3A,Q3B,Q3D(R1), ingredient specification or specific test (2.2)
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)

e Organic impurities Meets the requirements

* Inorganic impurities (Elemental | Meets the requirements Lil435n15n573

Jimpurities analysis) heavy metal

Residual solvent (ICH Q3C (R5-6), USP42 | Complied to Active pharmaceutical
<467>,EP general text 5.4, BP appendix ingredient or specific test (2.2)

VIl L, JP17 supplement! p.2634-40)
2. guaNUANIImALA
Namiﬁ'ﬂﬁﬁLﬂ'S’]zﬁﬂfun’]WLﬂumﬁl'm finished product specification Wag Specification of Active
pharmaceutical ingredient (AP)) fignsBsmnindusiuatuidieatu ddldaameTousodiiney
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2.1 Finished product specification (BP 2019)

L) S Acceptance criteria
(BP 2024)
1 | Identification
<colourreaction | _Meet the requirements |
-HPLC The retention time: corresponds to standard
2 | Assay 95.0% - 105.0 %
Dissolution NLT 75% (Q) of the stated amount of alendronic acid

should dissolved in 45 minutes

4 | Uniformity of dosage units Meet the requirements

Related substances

-4-aminobutanoic acid NMT 0.5%
-Phosphite NMT 0.5%
-Phosphate NMT 0.5%
-Individual unknown (if test) NMT 0.2%
-Total impurities (if test) NMT1.0%

2.2 Specification of Active pharmaceutical ingredient (API)
: Sodium alendroante trihydrate

Acceptance criteria

Y9 | Specification
BP 2024/EP11.0

Appearance white or almost white, crystalline powder
1 Identification ' Sy e =
A. IR Meet the requirements
B. Loss on drying Meet the requirements (see test)
C. reaction (a) of sodium Meet the requirements
2 Assay (dried basis) 98.0 to 102.0 %
3 pH 40-50
4 Loss on drying 16.1-17.1%

-4-aminobutanoic acid (Impurity A) NMT 0.15%

J ﬁﬂ.Wn'}Tun'ﬁﬁ?“uﬂ11Uﬁ:tﬁﬂﬂLLa:ﬂmﬂvﬂﬂmslﬂwjt
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Acceptance criteria
49 | Specification
BP 2024/EP11.0

- unspecified impuirities: for each NMT 0.10%
Jmputy

-Total impurities NMT 0.5%
Phosphate (Impurity B) NMT 0.5%
Phosphite (Impurity C) NMT 0.5%
Residual Solvents Meet the requirements

waleug  NMT = not more than
* 91170 Dissolution wag Uniformity of dosage units Tiuuuenansuanisieazidennan1snga
Answd windllfudinsasdeafidusiiarliluly coa

- nsdifRamzdoundansiiu (waive) msnsasaeuiiaszsinemsla Weuuanaenaisvangudingn
Adsuerysiacae

- Drug substance specification R1saNINIUIATWHVEILNER drug substance w38 Tudiasie
drug substance vesNAneIdSa3U atuleatunil ulimsrmaieneinsuynihiediimun

3

3. N15UsZHUANUTZANSANEa51A1 (Price Performance)
avBLAMULENATT 1399 NMSUsEEIUAYSEANSAMNFBs1AT (Price Performance)

4. WBNENSN LY TUNISNRITAUN

nansiiltlunsiosaunauaineniissdduienarsndoussynuneiavionans
gy Faselui
1) duuenansiiven mwlve waz/mianwdingy
wuneg: lunsaiifilldedunuuasesiionasuansadldvessiiumsiusesan
dilnnueznssunisensuazen fkanvineniuideudd fonsseds Fovhaldisuniiue
funvuluruneeildlunsineidy weelimsseydernuieunisldenliluenansiiuen
2) duwenasuanstenIULRAINTBINYLLUTTY (Wkewazndeen) maiildtunsdeuly
3) dudvetunsifoudiuen (Wuu v.e.1vie 6.1) Asunauid wiousieaziBunnw
dnvugianzventdnigluardadimunuinsg1uveisnisiiasieien (Finished Product
Specification and Analytical Procedures) fidunzideuls lnsdessredadiisueiivsznie
NIENINAFITNGUIUTRIMT D IMNIUsENTA
wewmn: nsiifiedserinveavuniaudlyisinssiardefmusnasguliaesndes
mumefiusznimsusemiemmeagaredinauauynssunseskaze Buuudiun

ANZNITUNTSAMUATIEE BRI AN BIZIONTE
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mvsudluasuulassemslungidoudiifuen (wuu n.e. 9) wie duudveudludsuuwas

semslunidowiiue Wuu 8.5) iwieuiume

a) dunludfymstunsdoumive Wuu ne.2 vie ve.3 ¥ie nu.d wie 62 udusnsd)

4.1.1.n5difmanluUszmalne ve.2)

4.1.2 nsdifienivdiensutsusslulsaalng (ve.3)

4.1.3.nsdfenhdransssyine (me.4)

waeme: nsdiinsiasusaudlagiveyyauazaniuiingn Iuuvdnuidveudle
wWasuwassenslungfeusidue (wuu ne. 9) e duudveutludsuiassentslu

vedoushivenieatugfueygnuasanuiindn (wuu 6.9)

5 dumiddeiuseninsgrunisuangrarunaninusiisnisialunisudnen (Good
Manufacturing Practices (GMP)) lumsnafiiatesiueiiaus (@tuarganiuseunisnindey
lnedieglutisnainissuies) lnesesUsenaudae
5.1. dnmlsdesuseunnsgunisuanemudninusiisnsiinlunmssaningausendfy

(Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2. dwumisdeiuseunasyumsnanumundninasismsiinlunsuannansusiendiiagy
(Certificate of GMP Finished Product)

6) uImsgruvestenIvuaquaIningiudiend1Ay (Active Pharmaceutical Ingredient
Specification) wagniinsinsiendnsagy (Finished Product Specification)

6.1. dunmsgruingaudlendify (Active Pharmaceutical Ingredient Specification) uay
wInsgIunanfusio1d11593U (Finished Product Specification) Tae sz Y5181
(Pharmacopoeia) il#d198en15inseilasanmsgiuegnatiosfoniulunudermunuas
wasguvemsiassiluinelamaemis muussmensznsnasugy 1309 2y
#1378

6.2. 14U drug monograph U84 Wadae1dn Aty (Active Pharmaceutical Ingredient) ua
wamsitusie1duiagu (Finished Product)

6.3. n3aifingAufend1fty (Active Pharmaceutical Ingredient Specification) #3on@naist
81811593V (Finished Product Specification) Taiusanglufis1e1 (Non-official
pharmacopoeia) fiaauanandngiudeniinnsgruvesnisinssiidulumudeniteln
soluil

6.3.1fidormunuazinasgiuvesm e ngAluinevesUssmaiidumndnves The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %38

6.3.2 forimunuaziInsgINYBINITIASIERER (In-house process) Tiaanndaafiy ICH
Guidelines %38

AMNITINTIAMMURTIBasBIALALANENYUEIaNE
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9)
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6.3.3Jofmuanazinaspunluvesmsiiesgidimunlilussie ssiele ssemi
AUUTYNIANTENTNANGISEY (309 SEysmen dmsuguuuueiug (General
requirement for dosage form)
nureng: TanivuaguaInIngAusiu1d1Ay (Active Pharmaceutical Ingredient
Specification) wazndniueie1d1593Y (Finished Product Specification) #o48148391n#151
Wertuuazatuideatu eniuusnsdiishsenidetmunuaziinsgiuvesnisiinsgsianiy
Taqpudenddty vie wandusiendusagy
dUMsEesUTaINaNITILATIEY (Certificate of Analysis (CoA)) nesasUsznause
7.1. dunmilideiusewamslinseingiumendrdey (Certificate of Analysis of Active
Pharmaceutical Ingredient (API)) lnefasUsznaunie

al

7.1 1dwmildefusesmamsiaseningiusaenddy vesujraningaudandify
(Supplier )
7.1.2 & wmtldeiusewmamsinseingAuiierddy vesndandntusiendsagy
(Manufacturer)
7.2. dwwmdsdesusesnam sl indasdngiendnsagy (Certificate of Analysis of Finished
Product) vesinannansiniendniagy (Manufacturer)
dUNBNANTUANINANTIANYIANNAIN (Stability data)
8.1. dLUNBNATIUANINANIIANYIAIUAIRITEEZET (Long term stability data) S1uau 3 Ju
NITHEN
8.2. @WNBNATUANINANMIANYIANAWIILUANTIELSY (Accelerated stability data) §112u 3
JUNIHER
8.3 duenatsuansnanisAnwifiuansitmrarusadinuvadaenld 1 ga Anuiuans
Usedvduanissne (nsdlende) (613
8.4. nstiiueniidesarany /doneuld Wdnuenansuanisdneeunaiandimsazans
way/13e 139919 / naalald Tusvhavanesngg asutuuazdenndaaiuionansifuen
(In use stability data)
dumisdefusemdnsinusiondsagy (Certificate of Pharmaceutical Product) lawrzemindn

1nlulsemalng

10) dwndngiunuauyaveswandusien (Bioequivalence) IngnanisAinwiai uauyaves

nanAuNE1 (Bioequivalence) LT ulumiudariivun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies %38 @ilon1s@nwidussdndnauardrauyanes
nanngien nsznsnatssnge lnvaaunseniisaudnuniauyadildsunissusesan
ddnnuangnssunsamnsiare adullagiu (nsallildenduuuu)

11) dunnenunsussidiuanaindes (Risk Assessment Report)
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12) dwmilidesusounasgunisuiRnuudninaeiisnmsialuiesyfifinig (Good Laboratory
Practices (GLP) lunsalivhnsfinundiauyadisneuszing

13) dnmisdeiusemmsgrumsiiuinwuasnszassmundninasiisnisinlunsiiuinyias
N3¥881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) flauenadesdisnegneenatnaioy 3 mheussying

15) dnmisdeiuseanasguiesfiinis 1SO/EC 17025 Tusremsendiae (6

16) dnienansuanadeyanislaiunisussylu Green book vesnsuAnemansnsunne (i)

17) dunenansuanseyanislasunisussqlumbsdesionisudndusionaiyluififanuvindes
Tumsthiasnwiugnduuuy (Thai Orange Book) (613)

18) dtunenairsuanitoyan1siaiunisussylu Orange book 989 USFDA. 38 European
Medicines Agency (§1il)

19) nadilildgrduuvudonaninisfinymiendiin (Clinical trial) vesenluussnalnefiuansdana
nendtinvesslTsuiiguiuefuuuunasAiulunsasnemsunmg (§ni)

5. Waulvdun

1) evedlengwdelidesnd 1 U duaniuiidweuen
2) vwnavnswanidaweybiulsmenassdesdiumidosusemansiinses (Certificate of
Analysis (CoA))
3) fueasdesiiludusenuasusienlndvunengnioidaiinnisidouanmnoutmuanmy
U
4) ynlswerwnanulymaunmanuandasiuasfosnsdwmsiafiednsiziauan e
windusigrzilugiuinvevalidelunisiinssiquamen uazdeeluduudigng
AnERAuULAlsmeIUa
5) FauenaueBusenliondndyaieunsuimun fail
5.1. MININ1SUATINNATIENIINATUINGIAERTNITUNNIUTWAN1IT AT w9 LiTulumnu
1RTFIU
5.2. nsdinAndnusinedsdgnidenifiuiuaniessarslnsdinnuamznssunmsenmsuazen
5.3. nadinulymauamanedni siersduadeustniauazanulasnduseduaedlesy
oy
5.4, ns:ﬁﬁﬂmzn'mrn'|5Lnﬁwnﬁ‘i.uLLa:nﬁﬁwﬁmﬁmmaaﬂmﬂﬁzy%m T5aneIuIaveunidnns
&ioelundadnly
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AudnsuwngUyeuiuning vauszniu
uuuyszdiuAUszansnineaesian (Price Performance) Uszinvneiad

fuus vwin ($owaz)
1 g muazauauiEnduUslovisonenemns 70
2.97M1 30
1. aunmwuazauauTAndulsleniseniesenis (favas 70) Fonsén
wasimsyszidiuaunmraniusisgaaily ALY
n. inausinunmialy (General quality criteria) 20
1) 1esgUNsREREIMUMENNUIB N TIRTuNHEREN 1.5
2) wnsgIngAumendAty (Active Pharmaceutical Ingredient Specification) uazsnasgiu 3
zwﬁmﬂz&mgm\_mam_ﬁ_ (Finished Product Specification)
3) ATV VRIURURNS 3
4) msHUNSRUINYILAENTEEEAIMANINASITNSIRluNMSAUIIYILaNIEAIBE (Good 25
Storage Practice / Good Distribution Practice ; GSP/GDP)
5) WATFIUHANSUAN 5
6) auaulRTiseUsylonidensUftRnu 5
. InusigunIawIE (Specific quality criteria) 80
1) wahgaaunmuilidaiusomansinsizy (Certificate of Analysis ; CoA) 16
2) msUszdumandss Elemental impurities (Risk assessment of elemental impurities) 5
3) waigauAMNMNIAn¥IAINAN (Stability data) 8
4) waigadRnn MBI TUEUTIYRdLNEEY UTTRTusiLazaaTn (Package & Labeling) 2
5 anuwidisdlunstiadnwiueiduwuy (Therapeutic Equivalence) 10
6) nasmnue a
7) veyauszdninmlumsinw msfnw/Adeneadiin 25
8) nahivirnuasaierewinevasesngnain (Pharmacovigilance) 5
9) IFTUUDUTUNAMRILFIINY UAndNY 5
G\HJ AEUENTIUNTSAMUATIHAAEDALALAMAN YLYIAN Y
H.mhﬂm UsEs1UNTINNIG N.ﬂa..mmu ﬂw\\%—h} ATIHNTT 3 wam_mv \i N33UNT
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100

w @ af 1 BQ\ ar 0 -h ar ar l“ ar v ar “ =3 =
Sovazazuuulasldndnnisdrsimin (@rsdmiinlaeszuumsindedadinemaigaiediannseiing)

70

2. 57901 (3owaz 30)

fuvsmusimargnuszdivuazinasuuulpsszuumsdngedninanaigiedidnnseiind (Electronic Government Procurement; e-GP) 483

NSNURTNAI NTTNTNNITARY

.......................................... Uses1UnNTsunIs
(uw Uszdng Fssssuimd)
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Fomsdn
nasimsUszdiugunmnaRAuete Yy AZILWY
f. __:Ea_n_aﬂbgi&a,_a (General quality criteria) 20
1. Ssqu._._.sﬂzmsm_._sésmasaimm:d.nm.?:.ﬁzm:ﬁ (AZUUUTIs = U8 1.1 + 1.2+1.3) 15
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) Tumnaeiiiausuie atiuange 0.5
museunsaTvaeulneiinasusesiviulssmeaUseninsie/Anden (dandeladonils)
1.1.1. 19¥un133us89 GMP-PIC/S 910 PIC/S participating authorities w38 cGMP Tuvanail 0.5
Featesiiu API
1.1.2. 1§$un155u589 WHO-GMP %30 cGMP sidailsuwin Tuminediiedesiu AP 0.1
1.1.3. 195un1535U589 WHO-GMP 38 cGMP wiaifisuuin uabissymuasdaiau / lifiionaisuans 0
m33uses GMP (laiersas)
1.1.4. TisumsSusas GMP-PIC/S 210 PIC/S participating authorities %38 cGMP %38 WHO-GMP 0

MueegnowiulszniAusyningn wazlifiionansuananstiuverenny e lidvdngu
wanviuvuneny (laiWe15as7)

1.1.5. Lileisunsiuses GMP-PIC/S wse WHO-GMP (luie15a47) 0

1.2 Certificate of GMP Finished Product Tuvanagfiidusuny alua1ganusauNsnsaaulag 0.5
finasusesfaiulsznialszningen (Gandoladonids)

1.2.1. 193Un155U583 GMP-PIC/S 910 PIC/S participating authorities %38 cGMP uag/%3e 0.5

nilvdedusonanio (Certificate of pharmaceutical products: CPP) 270 PIC/S
participating authorities luninaefitauswe (nsdlendudn) wisldsumsuses GMP-
PIC/S 9N@1INITUAMENITUNITEIMITLATEN

1.2.2. l9§un133Us83 WHO-GMP 983 Uszwrgndn lumnadiieatiesiu Finished Product uaz/ 0.1
30 wilsdeTusowdnsiwum (Certificate of pharmaceutical products) lumianefiiaue
e (NTeINT)

1.2.3. 195un155u389 WHO-GMP wsiliiszymunedaiau (uiersas) 0

1.2.4. #3UM3Tues GMP-PIC/S #38 WHO-GMP 38 cGMP finunaignawiulszniausznan 0
5171 waghitilonasuaninistuvesenis (lWWe5as)

ARUENTTUMINMUATIUALLBERALALALAN BUsIANTZ

a ﬁ\\%‘ﬂ 3 _ -
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1.3 psdidugnidhnsdassve fesdidiumisdefusewansiue (Certificate of 0.5
pharmaceutical products: CPP) n3swiisdeiusainmssvine (Certificate of free sales: CFS)
Tumanefiauese
1.3.1. CPP i3 CFS atuangn (mwseunisasivaey) nsaierglidergmsivsesieiulssnin 0.5
Usznangm wiadusiindalulsenelng
1.3.2. l4ifl CPP w0 CFS S &l CPP / CFS finumany 0
2. | mmsguIngAudiendIAsy (Active Pharmaceutical Ingredient Specification) was 3
wmsgrunandusierduiagy (Finished Product Specification)
Rorsaauenarsmstunaioy (asuuusas = 99 2.1 + 2.2)
2.1 wwsgruingiusendfey (Active Pharmaceutical Ingredient Specification) (tdandalate 1.5

uile)
2.1.1. n3dilasunsiuseslusisen (Official Pharmacopoeia) am.ma%&m%m:&& I

1) 81984 USP, BP, Ph.Eur,, IP, JP atiugiga (maenansiaunzidoul’) madunisudle 1.5

newou dodiunlulunsiloushiveiuad ({e.5 7 oy.0yilR)

2) 81984 USP, BP, Ph.Eur,, IP, JP atiuatan (muenansidunsileuld) mniinsunlvsiesd 0.75
= e o @ e el = a was we =
nstuwilylunsideusmivewd: @ v.5 Aty oy melu 2 Yuddalidlasumsend® uaztiu
uilwnouiulsznmagia)

3) 1989 USP, BP, Ph.Eur., IP, JP atulysininsenia (muenansiisunsadeuls) szyshsen 1
wnimsufladostiudlulunsdoumivenieudosud (o5 7 oy.ouli)

4) $nad3 USP, BP, Ph.Eur., IP, JP adulmindsznia seysihsen uasmindinmsudluginngty 0.25
ulalundousiueuds @ u.5 iy oo, melu 2 U wagsldlldffunseysdd uasduudly
nauiulszningn)

5) #1984 USP, BP, Ph.Eur., IP, JP NUsENIA SEUsnT1en wasunlulu 0
vziowhiueud uidh Wldduudlelungdoussue

6) §1981 USP, BP, Ph.Eur., IP, JP (@tumushsnend sun Uszna) uazudlalunsidewsihiven 1
ud (@le.5 ¥ ou.01iR)

AMEATIUNTT _-,_J.SzﬁdJcm&fmmscmﬂantm:%ﬁrﬂﬁa_u

) . RLA, o 3
1.a%%0 Usesunsaunis 2.89%8 n33UNT3 3. @91 ASTUNT
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wnausinsUszdiugnnwendnsiondosnsiny

CHUY

7)

13 - al o h._ L = o et

87989 USP, BP, Ph.Eur,, IP, JP (@Uuaiaa15187% sus.Usenid) wazduuilulunsidsusisu
Y e bl 5 i s vas W - | v

87ua? (3 8.5 By o8, Aaly 2 ﬂ_._.scﬁe_,_bm::‘_mmxzs wazduunlunewiulseninsian)

0.15

8)

L =) ot 2 - =i o ar
87984 USP, BP, Ph.Eur,, IP, JP (aUumIdm13189 sum.Usznne) Fwnz}»ﬁ.ﬁ_ﬁﬁ@gurdmts‘ﬁdmﬁ

ud ueids Ildduudleluns dousifuen

9)

2198 enatuimnisenimisen (laifensan)

2.1.2.

1AsFIFRININ Official Pharmacopoeia vaUszwnaATiiudu3nues The International
Conference on Harmonisation (ICH) (tlaw1zaa79n ICH 4] Official Pharmacopoeia
harmonization fia USP, BP, Ph.Eur.. JP, Ph Int.) wiederimusuazinnsgiu In-house
process fidanadaaifu ICH Guidelines waz/uie Pharmacopoeia General Requirements
(@ondaladanis)

1.5

1)

§1989 In-house process fidonadaaiu ICH Guidelines ¥o3UsEWARINTN ICH was/vSe
Official Pharmacopoeia Tudu General Requirements (General chapter/general text
Wy Universal test (1.Description, 2.ldentification, 3.Assay, 4.Impurity) uag Specific test
#13 Dosage form (19u Srmssﬂmpmcdm&mam Dissolution test, en@aUiATNdes o]
Sterility test, Endotoxin test, Particulate matter uavemeannLazeudioal sterility
test 1usu) aduaga yniide wasmilunsudleiimsudlalunsdowhiunGeutesuds
(@l 5 9 oe.0usTR)

1.5

ST

A4

2)

1481 In-house process TidenAdpiy ICH Guidelines YaaUsemAaNISN ICH waw/vie
Official Pharmacopoeia Tud@u General Requirements (General chapter/general text
19U Universal test (1.Description, 2.Identification, 3.Assay, 4.Impurity) uag Specific test
a1 Dosage form (19w sudlavSeundgadaadl Dissolution test, sndaUsAainidedesd
Sterility test, Endotoxin test, Particulate matter waseMeanM LAz EINURHBII] sterility
test {Wusi) avulmindwszma fsned suaUssana yashde ndunsudle g
uilalunsidoushiueuds e 5 7 ov.oyifs)

1.25

3)

61984 In-house process fidonndaafu ICH Guidelines ¥03UsEWAANEN ICH waz/vse
Official Pharmacopoeia ludau General Requirements (General chapter/general text
WU Universal test (1.Description, 2.Identification, 3.Assay, 4.Impurity) Wag Specific test
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i Dosage form (1u eudlan3aunugasiosdl Dissolution test, sndausiAainiodasd
Sterility test, Endotoxin test, Particulate matter wasgvizaanLase WAl sterility
test {Wud) atuangn ielmindsynmamsneni sun Usema yavhade windunisudly
e 1 e o w v o= o e 4 tw MM e =
fnsuuilalunsifoushivewd @ o5 My oo, nelu 2 Yudddlildunsousii waziu
unlvnouiulsznmesiai)

4) #1984 In-house process fidonAdaatu ICH Guidelines YBIUTUNAALAEN ICH way/ e 1
Official Pharmacopoeia lu@u General Requirements (General chapter/general text
19U Universal test (1.Description, 2.Identification, 3.Assay, 4.Impurity) Wag Specific test
A Dosage form (1 ufiaveundgasasil Dissolution test, endausAanitedosil
Sterility test, Endotoxin test, Particulate matter uaseeannLazsWudeal sterility
test Wus) adunuusznafisedl sunUsena vavhde wasmmndunisudle s
uilvlunsideushiusuds Je.5 7 ov.oyild)

5) $1984 In-house process fiaenpdosiu ICH Guidelines wpsUsEmAaNEN ICH uaz/Mie 0.25
Official Pharmacopoeia Tudiu General Requirements (General chapter/general text
1 Universal test (1.Description, 2.Identification, 3.Assay, 4.Impurity) wag Specific test
A Dosage form (iiu sufiviSouausyasiosd Dissolution test, e1daUsAvniagesd
Sterility test, Endotoxin test, Particulate matter uasevigansLazeIwuRDall sterility
test udiu)_atunssmeshsnei suadsznie yashda wmndumsudleinistuudle
Tunslousiueuds @ o.5 it oo, anelu 2 Tuadlaldsunsewst® uazduulurouty
Usenimsian)

6) 81984 In-house process fidenrdaatu ICH Guidelines YaaUsymmanndn ICH way/vie 0.25
Official Pharmacopoeia ludau General Requirements (General chapter/general text
WU Universal test (1.Description, 2.Identification, 3.Assay, 4.Impurity) Wag Specific test
A3 Dosage form (1u eiilavseuaugasesdl Dissolution test, rdnUsmniesed
Sterility test, Endotoxin test, Particulate matter rrme%smmss,_r_.mem_,_sﬁs%t sterility
test usiu) avuagavselmingt vSemulsenie usly]
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7) ©1984 In-house WidemndBiU ICH Guidelines wsiliinsunniate audel) nishiaoandos
fiu general chapter/general text viafidoruunnsgiunduiagy Mhiaosndom
saeniiusenne/luidhl Qsé ICH guideline

8) ©1981 In-house process fiaaAAdasiu ICH Guidelines MnisznIARISIEN (Lifarsaun)

2.2 wwsgrunandngie1dnsagy (Finished Product Specification) (@anta ladonite) mqmmm@_

SWINNITL Qmmtaimﬁhh.ﬂeze&hsﬁa Em&hﬂchmmm‘wm&mmmﬁﬂqm 15Y0UNLY (VU &. 5) umsoy

finished product specification lagveunlvnouiutszniausenansial/Paiden uasluiu 2
WU5ENINTIA

2.2.1. nydilasun13iuseslusisien (Official Pharmacopoeia) (iaandaladonils)

1) 8198 USP, BP, Ph.Eur,, IP, JP atfudiaa ( %e_.mnmdﬂmﬁgu&m:@ minunsunle
vzt dosiludlylunsilousiueud @o.5 7 ov.oylid)

1.5

15

2) 81989 USP, BP, Ph.Eur, IP, JP atuddn (muenansiitunzdeul?) wninsudludoad
= = o at v =l e I ar s ) =
msBuudllunsiouiiveui @ v.5 fidu ov. melu 2 YuadalildFumsoudd uaviu
uwilvrauiuuszninsian)

0.75

3) 91983 USP, BP, Ph.Eur,, IP, JP atiulmininusenie ﬁsérmnmjmmcﬁe&mt@ YUY
mniimsunledesiiudlelunsloussuentouiosuds Glo 5 7 oe. BUIIR)

P a - o4
4) 91984 USP, BP, Ph.Eur., IP, JP atuluininusznie FLYMTIN _._.mus,seszﬂeﬂzdmﬂ
unlylunzousiveud @ o.5 ity ee. nnelu 2 Y wadsldldFunsoydd uasduudle
neuiuuszningia)

0.25

5) 1984 USP, BP, Ph.Eur., Usenie syysnsnen uazuilelu
neibausiiueuds wads lldduuslelunebousiuen

6) 91994 Cmv m_u Ph.Eur., IP, JP @Uumussienit sus.Usenie) wazwilalunadeussuen
ua? (o5 7 o8, mEtE

7) §1989 USP, BP, Ph.Eur., IP, JP @tiugnusnsnendt sum.Usenid) warduuileluns dousmsy

g (@ 8.5 Midu po. melu 2 Yuadslildsumsoud@ uasBuusluneuiuvseniasian)

0.15

8) 81984 USP, BP , Ph.Eur., IP mudszmaszyinsen widslulauAlylung doushsuen

9) 821989wENTIL1 USP, BP, Ph.Eur,, IP usiatiusind Uszmaszysisen (iansen)
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2.2.2. n3alladg¥unisiusedlusisren (Non-official Pharmacopoeia) 1nnsgudosmaOfficial
Pharmacopoeia 183U5% wediduaunBnues The International Conference on
Harmonisation (ICH) (l@wzUssmaau1n ICH i Official Pharmacopoeia
harmonization A USP, BP, Ph.Eur., JP,, Ph Int).) wWiadormnuauassnnsgu In-
house process fidonrdau ICH Guidelines way/v3e Pharmacopoeia General
Requirements (aandalatonils)

1) #1384 In-house process AidpAREDIU ICH Guidelines TosUszWe@LNEN ICH LaL/M3D
Official Pharmacopoeia Tudau General Requirements (General chapter/general text
WU Universal test (1.Description, 2.Identification, 3.Assay, 4.lmpurity) waz Specific test
au Dosage form (1u v1flevSeunuyadiostl Dissolution test, srdaUmeanitodiosd
Sterility test, Endotoxin test, Particulate matter LaggmeaanwazeTWumesdl sterility

test (Jusiu) atudrge ynviate wazvilumsuileiinsudlulunudousisuensuusos
w7 (ie.5 7 ov.oyllR)

2) #1984 In-house process fidanadaiu ICH Guidelines YosEmeAandn ICH uay/mie 1.25
Official Pharmacopoeia lugau General Requirements (General chapter/general text
W Universal test (1.Description, 2.Identification, 3.Assay, 4.lmpurity) was Specific test
mu Dosage form (1iu s usiameunsgaosil Dissolution test, s1daUsAainitedesdl
Sterility test, Endotoxin test, Particulate matter uasgveeanILaze WUl sterility

o o ooy o < w =
test {Wus) atulmindrdsznia dsiend sunUsznie yavhda wndumsudly s

unlulungifeowihsusuds ({o.5 7 oo oull)

3) $1984 In-house process Tiaonpdasiu ICH Guidelines UBUsEMARNNGN ICH LaL/v3e 0.75
Official Pharmacopoeia ludu General Requirements (General chapter/general text
.U Universal test (1.Description, 2.Identification, 3.Assay, 4.lmpurity) Wag Specific test
@1 Dosage form (1 eliavseunugasiosil Dissolution test, dnUIRIINToRel
Sterility test, Endotoxin test, Particulate matter uasevisannILazeIwusdl sterility

test {Wusi) atudrga vialmindnlszniashsiend sundssnae ynviadle vinnunis
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4) $1984 In-house process fidonAdasifu ICH Guidelines YasUsEMAANIIN ICH Law/Mie 1
Official Pharmacopoeia ludu General Requirements (General chapter/general text
WU Universal test (1.Description, 2.Identification, 3.Assay, 4.Impurity) waw Specific test
pna Dosage form (1w sufiavieunugadiosil Dissolution test, srdausAvinidodosd
Sterility test, Endotoxin test, Particulate matter WazgueaanLazeITNURDII sterility
test 1udu) atumuusznaassend sumUszne ynwata wavmnidunisudle dnng
uilvluvedowshiueud @o.s 7 eu.oulfd)

5) 81984 In-house process fidanAdasiu ICH Guidelines yosUszmeAaLIdn ICH waz/ide 0.25
Official Pharmacopoeia Tuaau General Requirements (General chapter/general text
wu Universal test (1.Description, 2.Identification, 3.Assay, 4.Impurity) uag Specific test
i Dosage form (1w suilaviounuyadesdl Dissolution test, srdausannitesad
Sterility test, Endotoxin test, Particulate matter uavevitennuazeiuReal sterility
test L1wsu) atumudsymiassied sunUssne nashds wmndunsudlefinsauwdle
Tunzifoushiueuds @ u.5 ity os. melu 2 Yusdlalldunsewst® warBuudlurouty
Usgnanginn)

6) 1984 In-house process fidanadasiu ICH Guidelines voeUszmeagn ICH way/ e 0.25
Official Pharmacopoeia Tudu General Requirements (General chapter/general text
WU Universal test (1.Description, 2.Identification, 3 Assay, 4.Impurity) Wag Specific test
A Dosage form (1w s 1dnv3ouaugasesd Dissolution test, s1dnUsiAanidedea
Sterility test, Endotoxin test, Particulate matter uasgveannuazewudieal sterility

test \usiu) avvaraavselvsini vienuusenme ualuldduuslyluvsdous e

7) 81984 In-house idonadaiiiu ICH Guidelines usliinsuyniiite audal) niskidenndas 0
fiu general chapter/general text w3eifidorimumnnasguendusozy Aliaenadasmu
ssreivsene/luiduluau ICH guideline

8) 81984 In-house process NidanAdvaiU ICH Guidelines sndUszmeasisien (ufesan) 0
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3 | wmsgrunsiesufjifinis ISONEC 17025 (iFandaladanils) 3
3.1.195Un3¥use ISO/IEC 17025 lustenisendiiaus nmherususasividede wu 3
nsuIvenatansmawnng Wudu wariimeaeuasunniidenussiendeded sun.Ussnie
ninavulminii
3.2.195un5¥us99 ISO/IEC 17025 Tuseniseniiaue yniaganusisendiensds (5157 aty 1.5
bnsindvssnia seyearen anmbeauusesiinidedie 1wy nauinenmansnisuwne WHudu
3.3 laldunsiuses ISO/IEC 17025 Tusenisendiaue 0
3.4. Duenhidhnnmeassmeildunsiusesnasgunsndniesud i msnseieseian 3
wihenuivndedesediu PIC/S
4 | WIMNIFIUMIFUTEY Good Storage Practice / Good Distribution Practice (GSP/GDP) (don 2.5
doladonids)
4.1. 195un135uses GDP-PIC/S Mnvihsnususesiiunidede wu SGS, BSI SO 2.5
4.2. 19¥un135us89 WHO-GSP+WHO-GDP snnvminsnuiusesiindedie i SGS, BSI 15O 2
4.3. 1¢3un155U589 WHO-GDP annmiieauiusesiiundedie wu SGS, BSI ISO 1
4.4. 19¥uns3uses WHO-GSP mnmhenususesiiundede wu SGS, BSI SO 1
4.5. lilg3un1s3uses GSP w3e GDP 0
5 | wmsguninis (dendolndonids) 5
5.1. Wusnduluu 5
5.2 WHO List of Prequalified Medicinal Products 5
5.3 79mseniiiistede ogllu Green book a1 - Jagiu 5
5.4 HARTITAATIITIS MG 3 Lot. @msnsalinmsiesunnifitemusiseniignds) Tne 5
vieaUjiRns ISO/IEC 17025 hallvigfudn
5.5. Wiidulusaiide 5.1, 5.2, 5.3, 5.4 0
6 aEmEﬁ&&m;&?&amiéw%Sz (Fendalatowil) 5

6.1. nstendn UYasiuuas Yastusiudu (Bendeladonii)

~ AENSTUNTIAUATwasBunuasAudn vz
Lasde UsEsTunIunTg 2,880 o&l\&@ .NTTUNTT &W W

-
3. a9

NS3UNTS
(uw.Usedng ss33uiml) (ney. adian Hk‘ia (nny.a@sn Elnwdn)




Wil 11 990 24

dansén
a = oW - a
naginsUsTliugunHARN e Teaiiny AT
al £ a =l o ar = ar & =
6.1.1. vssqluussyinsitasiuuas (nsdunnsgrundusiusey) way/viedastumnutiungd 5

WeIgunduriivizy) wasinsszyliluussyinsidanu asudu

nsdifugiiussyluuseen Saannszyfios Lot No Sufiueny ving mitetes (unit dose) uas
i hdnwsitaansodvssnuudine asufy

6.1.2 Wusnudalsiusagune uwiseetiosiuuas (nsdinnsgrunduiiussy) waz/miatlasty 1
ANy (nsdiunnsgundyshiusvy) fimsussluussiasinnuimue walifinnsseylivu
U3t seymwizluenansiitiuen

6.1.3. \Wuenfussgluwasen fmsussgluussyiasilostuuas (n3slunsgundusiiiussy) a
Haatuanuiiy (nsdlnasgnunduiiusyy) faanseydos Lot No fuduety ynq mhetes

(unit dose) Asuhu uslll dnwsiausatvsenuuding

6.1.4. ussyluusIgirinmasguasuiu (mufitvuslupuautivily) uasd aainszyie 3
&1 (@, Fown, Arauss) nq misedes (semi- uni ) uazdl Fdnusfiannsotus

LUUTIREN

6.1.5. ussgluussyinusinansgasudau (muiinmusluguandimnly) wazll aanssy 2.5
- = v o ' ' : ; @ = 1
Yoo (FBNIAN, TEN, ANLTY) N Meges (semi- ) unlsiil ssnwiviannsod

Usguuting
6.1.6. ussluusIPIsInIAsTIAsUS M TIR e lupaauTRvlY) 1 1
6.1.7. visgluussyinsilansuasnasgiusey (mufidvusluguand@nll) we ludesiu 0 0

was (nydlanmsgrundesniu syytesiuuas) (liwerswn)
6.2. NINERA /81/819u9 (Fendelatenils)
& e LY - ) v 1 ' =
6.2.1. {Wuvillussyinsinwindushuszyasudau vng wmileges (vial/ampoule/vaon/

¥I9) aans¥yee Lot No Tuduaiy vng miledey (unit dose) Auiiu
6.2.2. Wupiilussyiusinwiiindusiussy asudu wwe mhelng (ndes) 3
e e a 3 = o at i v
6.2.3. \ugilussginsinuindysiiuszy liasudou 0
o ANENTIUNSAMUAT BB BlnLasAUSNYMzIaNE
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. InusinNLAWTE (Specific quality criteria) 80
1 | waigadguamviisdaiusasnan1siiasiev (Certificate of Analysis ; CoA) (Azuuusm | 16
=98 1.1 + 1.2 +1.3+1.4)

L1. mwdiniusvemaiigainunmmiideusemanisiinsiesisaend ey (Certificate of Analysis of 1
Active Pharmaceutical Ingredient) (tdandaladounils)

1.1.1. COA Jnqiu fiviswas Supplier uaz Manufacturer waziduinguiinansuiieaiy 1

1.1.2. fiaw1zv04 Supplier uay/m3a Manufacturer 3o lalygumsndsniienriu 0

1.2. waiigalpunmvilsdesusemanisiinsisishunddy (Certificate of Analysis of Active 7

Pharmaceutical Ingredient) (ifanda ndownils)

1.2.1.933M Active Pharmaceutical Ingredient Specification viawas Supplier wag Manufacturer 7
wazlinsuanwaluguuuudaian wiesyydn LOQ/LOD wes impurities 53384 residual
solvent ASUNIU BALIUTIYE Physical test, Description, Appearance, Identification

1.2.2.0531U Active Pharmaceutical Ingredient Specification sa.ﬂ\.ﬁ&mawa Universal tests way 5
Specific tests 483 Supplier ¥38 Manufacturer uazinsuanmaluguuuusiiay EOREATLN
LOQ/LOD ¥84 impurities 5714 residual solvent Asufiau sniuste Physical test,
Description, Appearance, Identification

1.2.3. @341V Active Pharmaceutical Ingredient Specification ¥NWUeva3 Universal tests uay 2
Specific tests Suaema Supplier waz Manufacturer F&m:d:msazmﬁ:miﬁdd “Conformes,
Complies, N/A” Tagilaiszyan LOQ/LOD (wemaiflu <LOD, <LOQ, <reporting threshold) lu
__‘,J\u.m_\mmﬁ.m_._.msazmﬁzma_.Ec%_.m.z eniiuiadie Physical test, Description, Appearance,
Identification

1.2.4. a331iu Active Pharmaceutical Ingredient Specification ynwadiawes Universal tests wa 1
Specific tests 984 Supplier #38 Manufacturer uwasinsuanmaluguuuy “Conforms,
Complies, N/A” Mseﬁtmuﬁ% LOQ/LOD (wanaidlu <LOD, <LOQ, <reporting threshold) lu

ANENTINNTSHIMUAT IR BBAUAYANSNYMzIaNTE
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AU

Wdefimsuanmaluguiuusiiay sniiumve Physical test, Description, Appearance,
Identification

1.2.5. a54iU Active Pharmaceutical Ingredient Specification ¥n¥Uauad Universal tests wag
Specific tests 494 Supplier W3 Manufacturer ugfinsuansnatuzuuuy “Conforms,
Complies, N/A” Tuvhdiaddymasisien wiu Assay se Joyaliindedie (uWersas)

1.3. pudiiusvemafigadnunmmildeiusemansiinseisnduiagy (Certificate of Analysis of
Finished Product) (i§anteladawils)

1.3.1. COA finished product 14ingAugunisudnifiensiu COA Active Pharmaceutical Ingredient
Specification

1.3.2. COA finished product Ll ¥ngRugunisudsisientiiu COA Active Pharmaceutical
Ingredient Specification

1.4. waigainanmuilideiusemanisiinneienduiagy (Certificate of Analysis of Finished
Product) (Fandaladawils)

1.4.1. m53rfu Finished Product Specification ynWaUave1 Universal tests wag Specific tests
waziinmsuanmaluguiuusiey wiaseypl LOQ/LOD asutiy snviumide Physical
description

1.4.2. m5afiu Finished Product Specification nnwdawas Universal tests wag Specific tests u
fimsuananaluguwuy “Conforms, Complies, Not detect, N/A” Taglaisyyan LOQ/LOD
(wanadhy <LOD, <LOQ, <reporting threshold) luhdeiimsuanmaluguuuuiiay sniy
Wt Physical description

35

1.4.3. @53 Finished Product Specification yn#ataves Universal tests uag Specific tests ua
fimsuanwaluguuuy “Conforms, Complies, N/A” TuhdedAnyamsinsie Liu Assay,
Dissolution, Related compounds Judu vse .mwﬁm.E&‘:.m@mm (lsiwarsas1)

2 | msuszdiuanudes Elemental impurities (Risk assessment of elemental impurities) (Hande
Tadonils)
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1a3%a ... s UIEeIUNIINNTT
(uwUsedng Fsvasudmi) (ney. adan ludna)

AT3UNT5

3. adte

%\ NITUNT

(no.aBsn @lvwda)




Wi 14 990 24

Fomsn
nausinsUsziiuaunmnansusiedaaniiny AZLUY
2.1. flenansuanananisngia elemental impurities asudaumuvdnnsfiszylu ICH Q3D (nnunas 5
AP, Excipients, Water, Equipment, Container closure system tusu) atatioy 3 FUNTHER wag 3
mMsenue1 LOQ asuynmaniudeuly sgos
- 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, He, Co, V, Ni, Li, Sb, Ba, Mo, Cu, Sn, Cr
2.2. filOnasuanINaNITIY elemental impurities_Asudaumumannisviszylu ICH Q3D (nuvas 3
API, Excipients, Water, Equipment, Container closure system t{usiu) agatios 3 Junisnan uaiinis
e LOQ liirsunnsinmuiiouly
2.3. fllonansuansuanisngia elemental impurities linsufiausmamdnnisfissylu ICH Q3D (nuva 2
AP, Excipients, Water, Equipment, Container closure system Lusiu) ag1aties 3 qunsuan wiinis
57897uA LOQ AsuynsIamuiouly
2.4, flonansuansuanisngia elemental impurities linsufiaupmamdnnisfissylu ICH Q3D (nuvias 1
API, Excipients, Water, Equipment, Container closure system rﬂﬁﬂmﬂu p81NUBY 3 Mﬁnszmg wasil
msTenue LoQ liasunnsinmuieuly
2.5. lonansUsziiurndesunuviasiinnves elemental impurities lidenpdosiunuvdnnsfiszylu 0
ICH Q3D Q._jp.sm_a API, Excipients, Water, Equipment, Container closure system _.ﬂﬂ&:u %30 WOnaNs
lailasunissuses n3e luuanaenans Risk assessment of elemental impurities %38 NANITUATIER
\Aufn PDE w3ail lawiznanisvadeu Heavy metals manasindusiduiun
2.6 lalfinsvadeutis Elemental impurity Risk Assessment Report waz Heavy Metals A Li
AT
3 | g MsAnyIAuAea (Stability data) (iGendeladanils 3.1. w30 3.2.) 8
3.1 nsdigniisndusiosirmunshuasdnld (n-use stability) Wy e1dn orfinaurould Wus vie n3 8
nedoUNISNLUIRSasineuas/v3e In-use stability Tugnidle (Hug
(AzuwUsIs = 99 3.1.1. + 3.1.2. w39¥@ 3.1.1. + 3.1.3.)
3.1.1. M3finw Long term stability uay Accelerated Stability (i@andeladanits) 4
1) fim3finw Long term stability waz Accelerated Stability agnavoe 3 suntande 1Uulumy aq
Yamvunlu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5% RH/
ARIENTIUNTSTIMUAT IRz ALANYMEIANTE
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Accelerated Stability: 40 + 2 °C, 75 + 5% RH) waziinan1sfinwiasueigeivinivualiuuaain

s 1 ) o . . . -
waziivdenismadeuasutiuitiuluaudinivuainszylu Shelf-life Specification wawilia
n13An® On-going stability ideyadwianiutiagiu

2) §insAnw Long term stability way Accelerated Stability agneiay 3 JuN1SWER Wuluana 3
Yofvumlu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5% RH/
Accelerated Stability: 40 + 2 °C, 75 + 5% RH) uagiinansfnmasuangeiifvusliuuaain
warihdenimeaeuasudiudulumuenivuaiiseylu Shelf-life Specification walaifina
n13fnw On-going stability fideyaswaniduilagiu

3) in1s@Nw Long term stability ke Accelerated Stability aeatios 3 Junisw@n 1Uulumy 2
Yanmuslu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5%
RH/ Accelerated Stability: 40 + 2 °C, 75 = 5% RH) waziinan1sAnwiasuangeiinmusls
vuaan wazivhdemamaseuliasufuvielidiulunudiiwusitszylu Shelf-life
Specification WAATUATNNTD general requirement voeeiug waziinanisAn On-
going stability ﬂ.ﬂmﬁmmﬁrséﬂﬁmaﬁ&d

4) fimsf@nw Long term stability way Accelerated Stability athaies 3 Junisudn 1uluams 1
Jafimualu ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 + 5%
RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) uasiinanisfinsasuengeniidmunls
uuaan wilivhdenmsvaseuliasufuvislidiuluauanimuaiiszylu Shelf-life
Specification wazhiasuntuiiitea general requirement emé\_t«cd wazilnan1sAinen

On-going mﬁmg:Qﬂﬂmmm%ﬁss&ﬁﬂﬂﬁc

5) fin15Anw Long term stability laz Accelerated Stability liasu 3 Jun13H&En visaliuly 0
mudafmualy ASEAN Stability Study Guidelines (Long term Stability: 30 + 2 °C, 75 +
5% RH/ Accelerated Stability: 40 + 2 °C, 75 + 5% RH) #3ailnan1sAnwldasueigend

fmusliunaan wiananslnsziladinunaeifis1sds wislifinan1sdne Long term
stability #5® Accelerated Stability

3.1.2. msAnw In-use stability (i@endaladonids) iy e1in griinaunauls 4

1) fidoyamsfinmianueshvasdaldaamszyluenasiiveinsuiiuynansavaty 4
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2) Hoyansinumanuesshuudaldnamszyluenmsiiususlinsuiunaisazane 2
3) LifidayanisfinwiauasinvasiUnly 0
3.1.3 mIviadsumIvinuuseiaifingn (Splitting Tablets with Functional Scoring Test) uag/ w3 4
In-use stability (@ondaladowile): nsdlendin (Tablet)
1) Wulumudeulastadeluil 4

o yihuvulinels Winenfisesuin (Mnudsnisle) waslinmsnegeunisinuusniudaen
Splitting Tablets with Functional Scoring Test (Fadwinidingn 30 win) wazedl
n1sneaay Dissolution test $21R78 ML General chapter; Quality Attributes of
Tablets Labeled as Having a Functional Score waziinan1sAnwiusza@nduavesen
L @l I}

SV GIRIN
= o] =1 e = s [ = e i -

® 38 Wineni/lifisesuin dnansvedeunnuasiveine ivnuusa3adne (In-

use stability testing) ATUMNVDANUATDIRITIDNDY LU USP wag dnsvedeu

o ate

impurities Tugniivinuus TnevesU§iins ISO/EC 17025 fliladnan wasiina
A15ANWIUSEANSNATD L INNLUS

2) Wulumuieulusselui 2
ar ] L = @ 1 .L. 2, ar 1 ﬂ__

o sinhuvadinels Wnenfisesuin (inudsrisls) waziinsaaeunisinuuniadned
Splitting Tablets with Functional Scoring Test (Faiwinudingn 30 wWin) wazdoail
n13nAgeu Dissolution test 57178 M1y General chapter; Quality Attributes of
Tablets Labeled as Having a Functional Score

e o =l vl =i s ] o ] & o

® v3a Wnenilfisesunn Swanisvedeuruassnveiiniinuusaiading (in-

use stability testing) ATUATNTDAIMUAYBINTIOWBULU USP uas insvaasu

impurities Tugivnuua TaeveaUlianig 1ISO/IEC 17025 flalluguan
® ¥38 INan1ANYIUSTANBNAYEIINIVNLUS

3) Wulumudeuls daseluil 1
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o vnuvusinenls Winendlsesuin (FnuvseSsle) wag dnsvedeunsinuimiasine
(Splitting Tablets with Functional Scoring Test Aﬂamm_s&:,.msg 30 dim) wsilalilnas
vadau Dissolution test 33u978 713 General chapter; Quality Attributes of
Tablets Labeled as Having a Functional Score

o vl yiawnil ifisesuin finansvedouanuasveinefivhudeiagdae (n-
use stability testing) ATUMUTBAIMUAYBNT1B1989 LU USP ualdfinisvegsu
impurities lugiiwnuus

1) vinuvadinenle dinenbifisesuin (fudsesels) ualinnsmegeunisvinuusniadinen 0.5
(Splitting Tablets with Functional Scoring Test) wag/MIalinanmsvageunluAwvodin
gIIRNUUIRSAIAeT (In-use stability testing) AsSUANTDAVUATBIRITIDT9B LYY USP

5) AsdvinwUsEinenls wWeendsosuin (nwuaaiale) lufinisveaeunisvnuusnsadnen Tl 0.25
HANAABUADILALE UIBLNTVABUAILAIRLAEDIURURNTYRIHNER

6) lufisesunty udnuvsdinenls 0

3.2 nadierhiswludefinumnshvasdnld (n-use stability) Wiaefivainuadne lifdeusdiy 8
nsinudlae wie suavea

mMsAnw Long term stability (i5ande ladanils) 8

1) fns@ine Long term stability fianmizdnifiu (Storage condition) aghatias 3 FUMITHER 8

Wulumudarmuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) n3éifi
annsaunsAnumlfiniu ASEAN Guideline $iaauuu Stability protocol w3 néngiuiilest
nseYiiAan ey, MitinansAnwrAsusgiiiivunl fuuaain Tnelinan1sAine On-going
stability fideyaswiemduiiogiu (u anagavneiivinsveasusedsisnni 12 Weu wazlsl
iy 3 Tunniuiiduenas) uasiasmansasanseiiduduae snduifide physical
description wariiadenismageuasudau mussen7ienads

2) finsAnw Long term stability fidnmgdniu (Storage condition) seghatios 3 Junswan lai 3
Wulumadermuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) ndiil
annsadumsdnwldnu ASEAN Guideline $faauuu Stability protocol 3o wdngudilésy
N130YIRIIN Y. ﬂ__mamadm:w‘smdmﬁmammgsgg‘_.mc:mm,_: Tnedinan1s@nw On-going

AMENITTUNTINTVMUATIBALLEEA Fm«JEMDGEurmsJu

Q.QQ vu AFTUNTT 3, adde M&W@\ ASIUMS

TR U b UsEonunaauns 28400 7
(uwUszdng Fsovsuiod) (ney. ada1 Lisna) (noya¥sn Blvwadn)




Wi 18 91N 24

- v
YanN19aA1

a a  a o a
inusinsUsydiugun e andusien ey AT

-~ = ar ar v e 5 ) ' = ]
stability Aidayadmenilutagiu (a Yonangavneivimsmedeudeslisiniy 12 weou wazlsl
wuiu 3 Ylunnfuituenarsuazuanmanisnsainseiidudiay snciusde physical
description waziiiIToN1IVNAADUATUAIL MUAIIIE1TID19D4

3) {ln15Anw Long term stability fidan1azdaiu (Storage condition) otatias 3 JUNISHEAR 5
Wuluaudiervuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) flua
- o v vt ’ i o v Y
msAnwAsURIE iUl iuuaain wilifinanisfinw On-going stability Ndayadwanily
Uaglu (s yanangavhenviinisvaaeusadliningt 12 wieu wavliviuiu 3 Yduaniuiitu

L0NaN3) wazuanINanIsATMATIERuAEY snciuiide physical description wailide
NMIVNADUATUAIU AUFISIETIEN9D4

4) {in13An® Long term stability fianmedafiu (Storage condition) gneues 3 Jun1snan la 2
Wulusuderwuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) ilua
msAnwAsuaIgniifvualiuuaann uelifinan1s@ne On-going stability Mdfayaswianmdu

UagUu uazuananansasiniasiziiludaay sniduiate physical description wazilvde
NISVAADUATUAIU AINAITIEITIDNDY

5) #imsfnw Long term stability #ignnizdaifiu (Storage condition) ag1siies 3 uniswan T 1
Wulumudervuslu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) iiua
Bmm:gquwﬁgm%s%ﬁ:zmmé wailsifinan1sfnwn On-going stability Yange waz
WARINANIATINNATIZATU Conform, Complies, Not detected, N/A enuiuvite physical

v w ° =

description WaLHMITENMIVAADUATUAIU MIUATITIETTIDNNDY

6) #in13Anw Long term stability Litlulumu ASEAN Stability Study Guidelines, Anwiasusiy 0
gl iutaan wisifdenismeaeulinsudau ausseiiensds duiersan)
7) laifilonarsnisfine Long term stability (IvWe15a47) 0
4 | waigsdannwuaanvuzussyRidudan ussysusiuazaain (Package & Labeling) 2
4.1. MYUBUTIY way aanilseandonnsinuiitunsdous way fenasiivendmiulseanau 2
iU (PIL) atunwilng
4.2, awurusTy uay aanilsasdoanssnuiitunsdous wiliiienarsfiuendmiulsyan 1

wlu (PIL) atunwilve
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4.3. MYULUTIY wie aaniiswavidunnssmuitunsideue way Henansinuendmiulsymvy
il (PIL) adumwelne

0.5

4.4. MwurUsIY w30 aaniinwaviduansmuntuneilouen wilifenansiiuendmiudsseou
U (PIL) avunmwlve

4.5. MwUzUIIY Way aan deazdualing auitunzidous

Y

finnsa

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

10

5.1. Wusduwuu

10

= ¢ a w g - [ L - | v
5.2. wWangIuAuMWANENYaYRINAAINYET (Bioequivalence) (iFantalatanile) (T 5.2.1.
W38 5.2.2. ¥39 5.2.3. 30 5.2.4. ¥30 5.2.5.)

5.2.1. maAnwPauya dulumuvdninasivazuunaujuRlunisfnudauyavesenaniy
(AzuuUI = (1) +(2) + (3) + (4) + (5) + (6) + (7))

(1) Wulumauuunmafialunsfnundrauyayndenivun Tnedonuummeildgredaduldiay
wilaatoluil

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

(1.2) s fiduvhnsnymdeuil 1 unsiay 2561 $1adesmuusyniadninay
AMYNTIUNNTEMITUALE 381 ASEAN Guideline for the Conduct 84 Bioequivalence
Studies as¥udl 16 weerRn1eu 2560

(1.3) nensfyfiuyimsAnwdeyiudl 1 unsieu 2561 Sredsmudszniadiingu
AMYNTIUNITEMITUALET 1309 ASEAN Guideline for the Conduct ¥e1 Bioavailability
and Bioequivalence Studies uay filenifinu¥Ussdvinawaztiauyavomansinmen
aviuil 6 fiunau 2552

0.5

(2) gUwuumsAnsuazinuiuaanainsiisane Wteuludisieluilveladenis (Fondelads
wile N3l
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(um.Uszdnd Fasssuind) (ney. a8 Tusna)
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(2.1) UwuunsAin Non-replicated design (two-formulations, two-periods, two- i
sequence crossover design) 11AsgIUNTIARGBNAMAIATH L IWAY B LAINANE IS
n FusmassumsAnmiisane (nsiledinuwdsusiugs)

(2.2) UuuUNIANK FBN15ANWILUY Randomized crossover design %3 parallel design 1
(nsdidueiifiene3adingn) nsgrumsdmdenarmatnsgihomameuazinend s n
Fusmdmumsiinuitsane (nndn 12 Ay, nsdfnvuuy parallel design AosilduIU
1NN 24 AY) waziinsifiusetvagielios 9 9@

(2.3) finsAnwdauya wilifitenansuanwwalunisFnnensdmesnieaia lawn %Cy, 0
%Power, Geometric Mean Ratio %38 $1uau n Jushmdumsanlilifiswe
(3) yhmsAnwaunesgIuAednuiin s sgean L5
(4) n529995AULIMNTEMMUA AB parent compound Wag Active metabolite (§73) 0.5
(5) mﬂemurm%mdsgmm:mfﬁc%@%a_.mwg_.ﬂmsmﬁzsnmmémazm:,_&Sﬂu,m (Incurred 2

sample reanalysis (ISR)) HuNeiNIsEaus (%difference ma‘Edﬁ +20% BE1910Y 2/3 BN
sammjﬁgrsgmzzdgﬂué uay seaiudasgrudeadeafufuiinsdnuia

auyaTinauany
(6) Puduiusyesewmnsiunsgad (Fenteladeni) 0.5

(6.1) TnsnvSeenarsmadnmsiifimmaidefiouandiiiuiomnsliinasonisgedu | 0.5

V0981

(6.2) el ansiinadentsgadu finsvinsAnwilugneiiaamns (Fed condition) 0.5

(6.3) el ensiinasionisgadu dmsviimsAnwiluewluagniazenaimis (Fast 0

condition) .
(7) m3¥l enantiomer 0.5

(7.1) Buenii il enantiomer 0.5

(7.2) Wlueniifl Enantiomer finsvmsdnun mudorimun ASEAN guidelines for the 0.5

conduct of Bioequivalence studies (Revision 1,march 2015) w3® Guidelines on the
Investigation of Bioequivalence (European Medicines Agency)
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(7.3) \Jueniiil Enantiomer usilsliliinisvinnsfinwily mudarun ASEAN guidelines for 0
the conduct of Bioequivalence studies (Revision 1,march 2015) 138 Guidelines on the
Investigation of Bioequivalence (European Medicines Agency)

(8) sm:rsaﬂmmnjmm._.:ﬁmémﬁm:j (Good Laboratory Practice (GLP)) (Fondaladenia) 0.5
(8.1) fdnumisdesuseansgrunsufiRnumdninusiisnsialuriosu joAnis (Good 0.5
Laboratory Practice (GLP)) Hgam&m&‘sdmnﬁﬂumﬁm.w.gs_‘z%u_.sa
(8.2) WifidunmiideiuseunasgiumsufiRnumdninasisnsinluesjians (Good 0
Laboratory Practice (GLP)) F:m&ﬂ&ﬁjmm%ﬁmzamﬁaﬁumuﬁm wIvvnmsAnwlag
UTYVEHANDY

(8.3) finsAnwrauyalulsuvalvelasandunismhsnufinn@iauyaminedevislasu | 0.5
N53USDIINAUNITUANENSTUNITOIMISHAL NI BNSUANEFIARSNISUINNE

5.2.2. 9189 sANY Bioequivalence liiduluau ASEAN Guidelines for the Conduct of 0
Bioavailability and Bioequivalence Studies %30 @_mmndm:g
Fruszdvonauasianyavondniueie nssninaotsuegy (afarsan)

5.23. lWifllenansfiganunmenuauyaveswdniuien Tunsdiflendugiuuuivssmealid 0
NsAN¥TIaNYa (Bioequivalence) viagnantiaylval (avvsidousnil “NG” fv) (la
W150U1)
5.2.4. mavhmsfinwdauualulsemalnelaee s uinisvesuitm 0
5.2.5. lunsdifienduguuuuiigneniulisionihmsdnudiauya fowanuenanssulssansam i

warAUUasafyYesn (iU Bioavailability study Wusu uusnsdletandyivinmsane

e

FeuyalnuLAy TARsaenalsanude 5.2.1

53.  sumsiusesiensussyaslulenasiidediold (Fandeladanis) 3
5.3.1. iWuendunuy wie enaniyiild¥uussylu US.FDA Orange book mialéiunisiusesann EMA 3
Hannsadsuunuesuwuuld fanuvidiedlunmsddadnufuenduiuy (Therapeutic
Equivalence)

5.3.2 \uedunuuvidesnandy Ametendndns Tumivdomeoniswdesusienadiylnliidan. 1

wihiiiguiulumsundednwniueiauuwuy (Thai Orange Book)
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5.3.3. laiflnan155uses Therapeutic equivalence 0
6 | wnansmiuen (Fendoladewia) 4
6.1. Wuedunuy wie iWeudldueesn muiildfuyinndinnuamenssunsevisuasen fivh 4
Wisntueduwuuiidminslulssmelve wasiidoyaduq finsudu ileaiuayunsldoegeay
wawa malszmedinuAuEnIIINMIEIMSWaYe 1309 wavmalunisdavienansmiiuen ag
uil 3 nIngAu 2556
6.2. fifevdldvesen mufildsuouiRnndninnurmenssunisenazen Avfisuiueunuud 2
Tmurslulsznelneg _.a.mmammg Tiasutu maudsznisddnnuanenIsuNIsTomITuaen
Fos wunslumsdaviienansiiuen asiuil 3 nsngau 2556
6.3. dousldunsen séﬂ&w:mxmmﬁ:m.a:ﬁ%Eupﬂgajméjs_mu% FRENINYINULUY 0
7 | doyavszananwlunisinm msfinw/Adeneadin (6.1+6.2) 25
7.1. nsAne/Adensadin (Gendaladanils) 20
7.1.1 gdunuy fikdeuenarsmadidenadindulsyansamuasenulasndevesenlunisinm 20
mutevdldvesiiléfuayla
7.1.2 Wugniitlenansiuserimanlaeguaniioatu gassiuiieaiu Fnghvanunaadieaiy 20
NTTUIUNITHARKATAIUANAMNIW Tausly TamdsTeds Tomuldiuiediu enauuwuy
7.1.3. gaandly ﬂmm3¢$mc§§m_m:m\éamumswgspmumﬁt.;m%mme@a%._.::dw:@\_s,_g.mm:_,._
.E.mmzm: Wisuiiguiverauiuy Ales |
vdedie TneimsAnwaugy TE,_._EE@E: amma%m?m\mxu&
7.1.3.1. FBn1sAnwutuwuy Meta-analysis 20
7.1.3.2. BnsAnwdunuu Well-designed Randomized controlled trial 18
7.1.3.3. BnsAnwuduwuu Long term follow up RCT 16
7.1.3.4. 3WmsAnwduiuu Comparative studies wuu Cohort studies (prospective) 10
7.1.3.5. AWmsfinwluluu Comparative studies Wuu Cohort 38 Case-control studies 8
(retrospective)
7.1.3.6. Somsanwndunuuy Descriptive studies WWuu Case report/case series 5
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7.1.4 ganiiy NiAnw/Adevneraiin wuu Well-designed Randomized controlled trial #u 0.5
Uszdvinmuazaiulasniuvesenlunissnw mudeusldvesen wWisuiisuiveduwuu Tu
Uszneng ualdlafunisinulunsasmamsunmduazansisaay

7.1.5. dfnw/Adenenatn walileiSsudfieuivenauwuy

7.1.6. Ludn1sAnwn/Avevneeatn

aa - v [ =5
7.2. Uszaunmsainisldnnematn (Handaladenile)

bl |o O

7.2.1. vnuiiUszaumsainisigenidveedtnlenalunssne ldwusisaunisiineinislufaussass
$rouse Wlesunisiesseusoausy@nsnm Usyavsnauesen

7.2.2. vinuiluszaumsainisldeniinuadinlanalumsinw walinumegnisallamaniseimiedudu | 1.5
wigligthsdeaddeusn vealden nusenumsiineinisliflszaniieuss Wunsisaiouides
Uszdvisnm Usednduavedsn agun

7.2.3. vhuiivssaumsaimsldeniineedidnlinalumssnwm uinumanmsallamenisaindadudu 0
wibidhessalisusn nyalden wusenumsiineinislifelszadaouss lasumsisasouses
Uszdvisnm UsyAnduavesen Wudsedn ule lifiusvaunisainisldentiunneu
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8 | mahrisaruaenisvaseinunasaangaaia (Pharmacovigilance) (idandeladowil)

8.1. uamilonanT Risk management plan (RMP) wa¥ Periodic Safety Update Report (PSUR)

8.2. LanaLanzienans Periodic Safety Update Report (PSUR)

8.3. hanaanIstondns Risk management plan (RMP)

O (=ML,

8.4. ifiaenans Risk management plan (RMP) ua Periodic Safety Update Report (PSUR)
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