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AMANYULANIZYDIY
647322: Sitagliptin 50 mg film-coated tablet
1. auauUAnalY
11 gduuu Juediandeulidy (film coated tablet) dmiusuusemnu
1.2 dwvseneu  lu 1 e Usenousedien Sitagliptin phosphate monohydrate 119
64.25 mg wsaiBuW Sitagliptin 50 mg film-coated tablet
13 mouzussy  ussqluussiianansadesiuuas uazauduldnasnengmsldnuuese i
lenansiiueuazean Sslieanden Wudsrruitunsdeulisu
dinnuANENTIINMTEMITIALEN
1.4 aan - UH9ET : SEYTONITAN Feanlyniae FUIAAIILUSY Tundn TUNUABNEY
TG
- NABYYN : Wena1sMAUEIUTIPIUNEDILT UATUUNITULUITY BEYBY
FoesEyToemiaton1esnsdn drulsEneularILIAAINLIIYEIET LA
Wan Judueny uazawndousiue iy
1.5. nisveaeuamauTAvily
1.5.1. gruanlifves Tablet Insuandna/nn3ns29 Universal test fasialuil

L) 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. | Uniformity of dosage forms Complied with finished product specification or
specific test (2.1.)

5. | Disintegration test Complied with finished product specification or
specific test (2.1.)

6. | !mpurities Complied with finished product specification or
- Organic impurity specific test (2.1.)

it £ a A [ .
e e (Mo9518UNALIBNANNINNTN Reporting threshold)

- NTTP (usFoA, EMAUSP<14695 ICH MT)

- Elemental Risk

Assessment (cHazn)

1.5.2. AnauURve9 Active Pharmaceutical ingredient fin15uanina/n13¢m373 Universal
test siasialuil
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10} 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. | Impurities usp<Currently edition>) Complied to Active pharmaceutical ingredient
- Organic impurities specification or specific test (2.2)
- Enantiomeric purity

5. | Residue on ignition Complied to Active pharmaceutical ingredient
specification or specific test

6. | Water determination Complied to Active pharmaceutical ingredient

specification or specific test (2.2)

2. auaNUANIImAllA

Namim'.ﬁﬁLﬂﬂsﬁﬂmmmﬂulﬂmu finished product specification wag Specification of
Active pharmaceutical ingredient (AP)) ig1983a1nundusfuatuifieadu deldaansilouse
dnnuANEnIIINTE LAY NTENTINASITEY TEnFuFuildEBeiaanluatud
Weuwiwdelmindunasprundwhiuladdunils auusenansensiiansisagy 3o sty
€1 A1, 2561 a93uil 6 Sunan e 2561 (aeUssnalusisRvamunyiud 12 nuanius 2562)
uaz spyssen @UUTI2) w2562 asiuil 3 nsngiem 2562 (asusemalusiaiaaiyunwiiui 26
NINYIAL 2562)

2.1 Finished product specification

99 | Test Items Acceptance criteria
(USP 2024)
1 | Identification Complied with finished product specification
2 | Assay 95.0 -105.0% of the labeled amount of

Sitagliptin

Uniformity of dosage units Meet the requirement

4 | Disintegration test 5 min (Meet the requirement)

Impurities

Organic impurities: The reporting threshold is 0.1%.

Sitagliptin acid NMT 0.2%

AENTINNIATMUATIBAXIBUALALAMAN BAIEIANE
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do | Test ltems Acceptance criteria

(USP 2024)
N-succinyl sitagliptin NMT 0.2%
Sitagliptin triazecine analog NMT 0.2%
Sitagliptin phenylcrotonyl analog NMT 0.2%
Sitagliptin styrylacetyl analog NMT 0.2%
unspecified degradation product NMT 0.2%
Total degradation products NMT 0.6%

2.2 Specification of Active pharmaceutical ingredient (API):

6 Test Items Acceptance criteria
(USP 2024)
Appearance White to pale yellow crystals of crystalline powder

2 | |dentification

- R DN Wl Complied with the standard

- Enantiomericpurity | Meets the requirements

- Phosphate Meets the requirements
3 | Assay 98.0-102.0% on the anhydrous and solvent-free

basis

4 | Impurities

Organic impurities: Disregard any peak below 0.05%.

Any individual impurity NMT 0.10%

Total impurities NMT 0.5%

Enantiomeric purity: NMT 0.5% of the S-enantiomer
5 | Water determination 3.3%-3.7%

e NMT = not more than

* 31798 Uniformity of dosage units T¥WuULONAITLANIII8ALLBEANAN13052T
Aased mndldudssandeaiduiianilulu coa

- nsdinaanefouudnisiiu (waive) n1snsavasuinseisienisla Wduuans
nasndngudnanildsuouiamne

- Specification of Active pharmaceutical ingredient (APl) 2158419 NUIAATIENY E]x‘l@fﬂdﬁm
Active pharmaceutical ingredient (API) %38 TULATIEY Active pharmaceutical ingredient
(ap)) voaAnedSagy avulnatunil Falimsnininnesiasuyniadedinimun

ANENTIUNIAMUAT AU T AL AMENWUIaNE
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3. NUTZAUATUSEANSNINABIIA (Price Performance)
- - = ! o i )
WALLDEANIULDNETST 1599 NNSUSEHUAIUSEANS A MMABS1A1 (Price Performance)

4. WNEIIN LY UA1SNATUN

nanldlun1siansan A e IS BIaR U NI TN BN TYMUBLATLBNANTAINATNY

fasaluil

1) duunenarsmiven nwlneg waz/misnwisangy

4)

6)

R e ( /VZ/
-
/V\ UsEEunTsunIg 2.8918 e

vanewg: lunsdidldedunuuagdesiionarsuansdousldveseniiniunsiuses

MndinnuANEnsIINTeMIsHareY Auansiteduiifeudld doarssets davumld
dguwhiugsusuilumnaendldlunsinvinty wasdinsseydomaudounsidunly
Tutenansiuen
diunienansuanifer LA NYBINTULUTTY (WEuaznaBIen) suiildtuneideul
durdvetunsifoudiue (Lo n.e.1 wie 8.1) ATUNNNIT WiauswaziBunA
dnwuzanzraseduiigiuastedmununsgIuresisn1siAseien (Finished Product
Specification and Analytical Procedures) itunzideuls Tnodosdredamsueriiusyna
NIENTNATTUFVSUTEMITO IMinIUsEMA

wa1ewe: n3dfiegsevitvedsunvandlyiziinngiwardeimununsguly
aonndesmussefivsemasusesSesmeargadedinanuauenssuNTeIMITLAYE
Tuuudundweudluasuwvassemslungdeudifue (Wuu ne. 9) vie duunde
uiluasuuassenstungideushduen (W .5) wdeusude
duluddynstunsadousmiue (Wuu ve.2 w3 ne.3 wie ne.d vie 8.2 udusns)

4.1.1n3diflewanlusEmAlng (e.2)

4.1.2 nsdifteninduitensusussglusemelng (e.3)

4.1.3.nsdifienidnsesEme (ne.9)

wanawe: nsdiiinsasuuasudlugiueyynuaraniuiingn Wuuvduundveudly
Waguwamenslunsidouhiuen (W ne. 9) wie diundveusludsuuiassenis
lumzifousiusnfefuiiuoygmuasaniuiings (L o.9)
dumiledesUse N NTFIUNITHARINIUMANINUIIE NI TR lUN15HARYA (Good
Manufacturing Practices (GMP)) luminafliiadosfueniliaus (RUUAEARINTBUNIS
naeulagdieglutiaiainissuses) lnessausenausig
5.1. dwmivdeusewnasgruntiswanymundninsiisnsinlunnaningAuiae

@Aty (Certificate of GMP Active Pharmaceutical Ingredient (API))
5.2. dumiideusewnsIuNIHARIIANE NN SRR LN SNARNER FuTen

d5a3U (Certificate of GMP Finished Product)
lunsdiidusnwindranersusene gudnfesiidiumsdesusaananinst (Certificate of
pharmaceutical products, CPP) n3an1d83u503n1359191U"8 (Certificate of free sales,

ANENTIUNINVUATIEASBUALAYANANYMEIAN Y

A5UAT 2 ade #tg/ A55UATS

(uw.sins doundu) (ney.adian Tudng) (nryg¥sn dwwadn)
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- = LY ' = ot =%  ar
CFS) lumnasnfiiauevis aduaganussunisnsivdeulneiinaiusesieiulsenimlsznan
ey

7) wnsgruvesteimunnunIningAudie1diAny (Active Pharmaceutical Ingredient
Specﬁtaﬁon)uazmamfﬁuﬁﬂﬁﬁﬁﬁﬂgﬂ(mehedF%oductSpecmcaﬁon)
7.1, dunnnsgruingaunlendiAgy (Active Pharmaceutical Ingredient Specification)
LaZUINTFIUNERT9T81dU593U (Finished Product Specification) Tngszysdisnen
(Pharmacopoeia) Tll#198amiangilasunsguegraiesdeadulumudoimun
uazansgIuTeIMTIRTzilumneilamaemile aulsmansensasTugy
394 52U
7.2. @1 drug monograph ?Jaaﬁgeﬁ'smﬁ'lﬁ'fy (Active Pharmaceutical Ingredient) wa
wansauaie1d13a3uU (Finished Product)
7.3, n3difive aAuAl81d1Any (Active Pharmaceutical Ingredient Specification) #5 ®
wan et d 593U (Finished Product Specification) liusinglusiisnen (Non-official
pharmacopoeia) fipauanadnguinefiinsgrureamsiwswidulunutenisde
Tasieludl
7.3.1 i muauazainasgiuresnsiinsgilusihsevessuvaiiduandnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %38

7.3.2 4o munuazinesguYeIns e e an (In-house process) fidanndaari
ICH Guidelines %38

7.33 e munuarinmsgunluresmsineinimunliludisen sseile dimen
wils MuUsENIANSENTIENs SAAY 3e9 SEyshaen dmduguuuueniug
(General requirement for dosage form)

wuemg: deivuaguaningausiendAsy (Active Pharmaceutical Ingredient

Specification) wagndnsimusie1d@niagy (Finished Product Specification) #iea8198991n657

Weafuuazatuidentu snfuwdnsdfidsoidermuauazuinsgiureanisinsey

g ingiuienddy vie nandueierdniagy

8) dnwumilidesusawansias eyt (Certificate of Analysis (CoA)) TnudaaUsenaume

8.1. duwnisdesusewamslianeviingaudendAgy (Certificate of Analysis of Active
Pharmaceutical Ingredient (AP))) lngfasUsgnauniy
8.1.1.dnumilsdesusesmanyiinTeiingauiiendnfgy veaaningiumendrdgy

(Supplier)
8.1.2. & wumlsdofusemamsiiasevinafusenddy vesundandndusienduiagy
(Manufacturer)
ANENSTUASIVMUAT wasSunLayANENBUEENY
A B . ;
l.ad%ﬂ ........ /\f\ .................... UTEFUATIUNT 2,838 A33UNTT 3. 80 i 'ﬂ/ ............ nITUNTT

(uw.sms doundu) (ny.atsn Alnwndn)
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8.2. dummilsdeiusenanisiianeindndusiendniagy (Certificate of Analysis of
Finished Product) vsnanndnsiueiednsagd (Manufacturer)

9) dLUNBNATHAAINANTIIANYIAINALN (Stability data)

9.1. ANWUNBNATUARINANITANYIATINAIRITZELET) (Long term stability data) $112u 3
JUNITHEAR WAy ongoing study JUNIIHEREIAR Uag NTANYIAIINAIRITUAIER
(Ongoing stability data)

9.2. ALUILDNATTUARNINANITANEIAIUAIAI L UANIIZLS (Accelerated stability data)
WU 3 JUMIHER

9.3. duunenarsuanmansAnyfinasiingramnsainuiadaenld 1 gn Anuiuans
Uszdnduamssnen (nsdleniia) (i)

9.4. nsiiuidesarany Afevnneuld Wdwenanskamsinwanunsiamdms
azalsuay/vmse Wean / wanulaly luivihazalea1e asudiulazdenadssiulenals
ffuen (In use stability data)

10) dwumilsdesusemdndugiendusagy (Certificate of Pharmaceutical Product) lanize1
untunludszmalne

11) AU mangIunNaNYaveINan M1 (Bioequivalence) InBran1IANYIANANYAYEY
nanf e (Bioequivalence) Lulunudafivun ASEAN Guidelines for the Conduct of
Bioavailability and Bicequivalence Studies w38 flian13@nw¥Ussdnsnawardrauya
voendndngien nsensrasisagy lnsanturiomsnudnuiiauailisunmsiuses
n ddnnuamenssuNsanskave) atutlaguy (nsdildldensiuwuu)

12) dwmilidefuseannsgrunsuUanumdninusiisnisialuiesu fUdins (Good
Laboratory Practices (GLP) 'Lun‘sﬁiﬁﬁ'}msﬁnwﬁﬁau:&aﬁﬁhmmwﬂ

13) dumisdefusennpsgumaiiusnwuagnsyneemuvannusismsinunaivinm
uaenIz31881 (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) glaupsadadwinegn et ey 3 meussyius

15) dumilidesuseanasgiuisafiing ISO/EC 17025 Tusemseniiiaus (i)

16) dunenansuanstayanislisunisussqlu Green book vensuAnemAnIN e (i)

17) dwnenarsuansdeyanslasun1sussylu Orange book 484 US.FDA. %38 European
Medicines Agency (613)

18) nsllaildenfunuudesuaninmsdnemieediin (Clinical trial) veseluussnalneiuansds
HAVNIAAENTDELWUTHULTBUAUEIAULUULAZARUWIUNTASN NS UINE (673])

19) eerumsusadunsvulsuvaslavewdn Tnsfitenansnisasaadinsiey Elemental Risk
Assessment report E’fw%’uﬂﬁmﬁmuaxmuaumwmﬁawm Elemental Impurities 984
Sitagliptin

20) NaN1IATIVNATIERAUN MKENTusivaeguEn (Certification of analysis) luiate NTTP
Limit mﬁ’mmumuﬁsxﬂu Certificate of analysis vn Lot N13u@En (913

ARENTTUNINVUATIEABURALAE AN MUSIaNE

A
(st S, b s UEaunIsunIg 2a9ta.... L0 ol e nsUNIS LA T il n354N15
(uw.sivs doundu) (ney.adian Wsna) (nyadsn dlnwadn)
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21) ANSEUSUIZUETTUNTNNUNLUTENAANLNTTUNITNAILUITEUUEILNTIR (S0 UNUNSTE5ITL
TIIBMITAUAUNIVIEE10USENALNY WA, 2559 Y5993855TUDUY Ndennapafiy
Usene (513)

5. Wouludue
1) eweslongwdslifosnin 1 ¥ dunniuiidweuen
2) vnarnisuaniidasuliunlsaneruiasedesduinisdesuseswanisiasied
(Certificate of Analysis (CoA))
3) fueaziesiludusensuiasusiilonlndninegriadlafansidenanmnourmusni
U
4) winlsmeruanudgmamuamanudndusiazdoimsdmmaiiolinsmeiquam
Fmiendndusionsduffuinvouaildiislunsiiesgiquamen wazdsenluduoud
QAN TIeAuLAlsINeUIa
5) gauenan(uie)Busesliondndygrounsurvun dail
5.1. mndnsduasindinsigiannsuingrmaninsunmdudananisinseiliduluang
UINTFIU
5.2. natindniusievindgnissnifufunnviomaslneditinauangnssunsensuaze
5.3. psdmutlymamnmannuansin sifio1vdiwasoysavsnauaraaonSesegUae
15uen
5.4. nsdifinaenssuNsIndYnssuLarnsUTafaeteenanUnden lsimeruiavesnian
msdsdeenlunsataly

AngnTTuNMsiIuATEandALALAMAnEMIaNTY

183 Af\ ......................... UsEEIUATINNTG 20080, rvrn L ue-. .................. ATIUNTT 3 ﬁﬁ'ﬁﬂ ........................................... A33UNTT
M3

(uwsivs dauniu) (ney.ad ) (ney.atisn nwadn)
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gudntsunwndlyeyiuniing vauszniu
wuuUsziiuA1UsEansnameasian (Price Performance) Ussinnenadl

Aaus vhwiin (ouaz)
Lgsnmuarauan R dulsslonidemesvns 70
2.31A7 30
1. AunmuazguanUAndusslovidaneenis Gevas 70) Famadn
inausin1sUszdiugn R Anusi1dasiiny AZUUL
n. ineusinaunialy (General quality criteria) 20
1) 11955 UMINERSPUAENINNSTIBN SR LU SHEREN 1.5
2) wnsguingaumenddgy (Active Pharmaceutical Ingredient Specification) LaYHIATFIY
wanAnusie1dniagy (Finished Product Specification) 2
3) uessunaviesufuRng 3
4) wmsgrumaivinwiuaznszasemuvdnnasIsnsARuN v vILarAsEIeEn (Good
Storage Practice / Good Distribution Practice ; GSP/GDP) 2
5) WATFIUREATUN 7.5
6) AuaulEigaUsslnidensufohny 4
. InYigUN AW (Specific quality criteria) 80
1) waigadaunmuiideiusemanisingizs (Certificate of Analysis ; CoA) 7
2) wafigadamunwn1sAnwinamuasi (Stability data) 2
3) waRgudaun s IMYULUTITidudae UTIYU9IUazaaIN (Package & Labeling) 3
4) anuwndsulumaidainwiiueisiuiuy (Therapeutic Equivalence) 25
5 msAnw/ATeenatin 25
6) Teyaatuayugunmlufidessiuanutasasivvesarsuuidou NTTP (7-Nitroso-3 10
(trifluoromethyl)-5,6,7,8-tetrahydro[1,2,4] triazolo-[4,3-a] pyrazine)
7) msUszdiuaudes Elemental impurities risk assessment 3
8) ITUUBUTHINUIINIEETINY UWAWINIIU 5

3E.e.:M.E:d:..,_scs.scmurmmscmuazm:.zﬁzu..ws,_u

1.a9%8 \d///éj Nme.mm_,.sﬁ ................... NITUNTS 3. sl &My\ NSTUANS

(un.sivs doundu) (ney.ad@an Tisna) (ngy.a831 Slnadn)
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ATLUUTIU 100
I v & as ' s o ' LS ar a w W @ @ a d -
Jevazazuuulasldvannisalsdmiin (drniwmiinlaeszuunsindadadremaighaudidnuseiing) 70

2. s1m (3awaz 30)

s o = 2 w X wow ar = - & - woal ar
Mulsnusmazgnussiiuayipzuunilasssuumsindedaduniaigiediinnseiind (Electronic Government Procurement; e-GP) vasnssiyinans nsensaensads

ARENITTUNTSATUYAT AU BDALALARANYNZIANTE
~ Fl.\'\ll\ll\lil\.ll\

YRR ol e UsEsIunNsIuNIg 2.a480... ..
(uw.sins daundu) (ney.adan TuSna)

HATHNNT 5 nann B s g ATIUNTG
(ne.a@s1 Alnnde)
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inausinsUsziiununWHARTusiE Yy AZLLUY
n. Saammabgsmaé (General quality criteria) 20
1. | smsgrunswdaeaumdninueiisnsfialunskanen (euuusay = 99 1.1 +| 15
1.2+1.3)
1.1 Certificate of GMP Active Pharmaceutical Ingredient (API) Tumseausve 0.5
atuagamuseunsnTtasulasiinasusesiiviulssmalsemesia/Anden (1dande
Indowily)
1.1.1. 195Un155U583 GMP-PIC/S 910 PIC/S participating authorities %38 cGMP 0.5
1.1.2. 1§¥uns¥uses WHO-GMP v3e cGMP Tumnafiiiiendasiu API 0.1
1.1.3.165un133uses WHO-GMP 38 cGMP usiliiszymnadaiau / lifilenansuans 0

N55UsRY GMP (laiarsaun)

v v = = : W
1.1.4.165um35us89 GMP-PIC/S %38 WHO-GMP %38 cGMP nuAIgNawIuYsTMA 0
Usgmasia waghifienaisuaninistuvesesty uie Widndnguuansiy
nunog (lersas)

1.1.5. lallasun135us93 GMP-PIC/S %38 WHO-GMP (Isiia15647) 0
1.2 Certificate of GMP Finished Product Tumnagniiiauene atua1gamnIusaunIs 0.5

anadeulasiinaiusefiaiulseniauseninsen (Fandalavownil)

1.2.1. 195Un153U389 GMP-PIC/S 970 PIC/S participating authorities %38 cGMP 0.5

war/v3e wilidesusoansine (Certificate of pharmaceutical products)
970 PIC/S participating authorities Tuvuanenilausvie (nsalenthign) vse
1A5UN155UT83 GMP-PIC/S 2ndinauAtiznSSUNSIMNSUATEN

1.2.2. 10§uM3iuses WHO-GMP 138 cGMP w89 Usemagndn lumnaiiiendesiy 0.1
Finished Product uaz/vive ilsdeiusewmindua (Certificate of
pharmaceutical products) Tunuaneniausvie (nsdigndindn)

1.2.3. l93un155use9 WHO-GMP wiildszymnadaay (liwersa) 0

.......................................... UsEsunssunts 2.8978 3. a3
(un.5ins doundu) (ney.adan lusna) (ney.q@s Blvwdn)
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- v
UBNIIAT

¢ = a w4 o ar
LAEUN 3Jm¢murﬂﬁﬂ BUATNHAANUN m__demJu._n_._e

ALY

1 L i o=
Usgmesien waghifiienarsuaninistiuvesionny (lwersan)

1.2.4. 19i¥ums¥uses GMP-PIC/S w3a WHO-GMP v3e cGMP fiviunengrauiulsynie

0

e L] L 1 L =i L ar - o & =
12 D.MP_Srﬂ_ﬂm_gﬁg_.égas_jgaimarﬁj szu._mjrﬂg._mdamm_.ud.mmazﬂ@dbnzﬁ (Certificate of
pharmaceutical products: CPP) Wiantidaiusaamssming (Certificate of free
=
sales: CFS) lumunagiausue

0.5

1.3.1. CPP w38 CFS atuangn (nwseunismsavdev) nsdilerslidergnssuseeieiu
Usgmavsznansnr viseiueniindnludszmelne

0.5

1.3.2. il CPP w38 CFS w30 il CPP / CFS fivainong

2. | masgningudledrAy (Active Pharmaceutical Ingredient Specification) uay
WNIFIUKAATUTIBENTIZU (Finished Product Specification)
A9rsaumsenaIINIsiumaloy (asuusas = 9o 2.1 + 2.2)

2.1 wmsgruIngaumendfisy (Active Pharmaceutical Ingredient Specification) (1#an
valadonils)

L9 = r ' ot = »,

1) 91983 USP, BP, Ph.Eur,, IP, JP aliugga (msnenarsivunzileul’d) mindu
= = = o v = e
mauilunzidou destiuilulunsilowiiveuds (.5 7 ov.oyld)

L) ar o : . = 2 2 n&
2.1.1. nsadlasunisiuseslusisien (Official Pharmacopoeia) (ianvaladawile) |

1

2) 148 USP, BP, Ph.Eur,, IP, JP atuagn (muenarsitunsideuld) mnil
v - - = o w v e e |
msunlvsesfimstuudlalunydeusiidueuds @ o.5 Aty oy, melu 2 Wus
galalatumsoydi wazduwilenouiulsemasia)

0.5

3) 914849 USP, BP, Ph.Eur., IP, JP atulviininuszna (muienaisiidunsideu
1) szydrmen windimsuilesieadiudlolunsifeumiveniouiasuds @u.s
ol wa
1 98.91316)

0.75

4) ©72983 USP, BP, Ph.Eur., IP, JP atulmsindnusenmia szysanen wazviniinag
= - = 6w [y =i P = Y Mo
unladnistuwnlvluneifeumiveuwds @ 8.5 18y ou. nelu 2 Yuadslyls
ar L L L ol
Junseudld uastuunluneuiulszmesia)

0.25

Lasde >7 ;3334 2.0 ﬂ.\\\@Q

Qe_._.m.ut:J.m:.._s._.._smacmrrmmsﬁﬁcJEmjdaeﬁi.._e

ATIUATS
(uw.sivs doundw) (noy.adan &3;3

3. a1 ... -LATTUATT
(ng.a@s Slwman)
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- - af L ar
inauinsUsTiuAUAWHER NI BRI AZLUY

5) ©1983 USP, BP, Ph.Eur., IP, JP UsEMIA SEYRITIEN 0
i o at E 2 1 as [l L =l [T
wazun llunsiloussvenuas wads Wigguudlvlunsideudisuen

6) 97989 USP, BP, Ph.Eur., IP, JP (2fumis@nsien sus.Usenim) wazuilulu 0.75
= o a i = s
neilaumivenuas (.5 1 ae.01lw)

v o ° - =
7) 919849 USP, BP, Ph.Eur., IP, JP (aUuaiumnsien sus.Usenm) wazduunlaly | 0.15
=] o @ £ = h..h__ i) s 2 as QA L
neilouimiueuan @ .5 ndu o8, melu 2 Tuadalildsunseyl® uaziu
unleneuudseningim)

{4 - a o L
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2.1.2.m3fnw In-use stability (Fandaladanile) wu e1dn eriinaunould
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2.1.3 mvaasunsvinuusaisinen (Splitting Tablets with Functional Scoring Test) way/
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1) vinwdainenls Wnenfisesuin nuvarseld) wasiinsmasounsinuiniadine
(Splitting Tablets with Functional Scoring Test) #3BNANIVIARBUAINUAIFIVBILIIA
iinutsniaingn (In-use stability testing) AsUMLTBRMUAYEIFI1E19B T USP
vi0 US.FDA uaz/via dn1smeaeu impurities Tugniivinus Tnevesufd@nns 1SO/IEC
17025 Aail9gndn v3a TnanisAnwusyivnaveseiinuls eenstlos 3 JUNINER
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2) vnuvadieenls dinenfisesuin (Fnuusrdeld) waziinisageunisinulniagine
(Splitting Tablets with Functional Scoring Test) WaZNANITNAFDUANUAIAIVDATINEN
fivnusrsadinen (in-use stability testing) AsUAMTBAIUAYBIIS1O19Y 1TU USP
w3 US.FDA ustlifinnsvaaeu impurities Tugniivnuds

0.25

3) vinuvadinenls Wieenlifisesun (Fhudendsld) uaiinmsmeasuniswnulsesasinen
(Splitting Tablets with Functional Scoring Test) WaZ/MIBUNANITNARDUAIIUAIS
youingfiinuisiadingn (n-use stability testing) ATUMUTBRAMUATBIRIT 8951
1y USP wise US.FDA

0.15

4) nstlvinuuadinenls Weenfisesuin (Fnuusasald) Lifnisneasuniswnudsasadine 1
finavnaeuauAsi iaiinsneadeunursialaefecufjiRnisvednan
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2.2 natleniilaisniudesdinuasswadald (n-use stability) ¥iaenivhasinuuadine iide
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1) fims@nw Long term stability flan1azdmifiu (Storage condition) dWiylumudierivue
Tu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) nsdifiaunsariu
nsAnuldna ASEAN Guideline $igauuu Stability protocol v3e wangiuftlésuns
oilAnn ev. MlinansAneasuageniitvualiuuaain Taefinamsinw On-going
stability Uaga uaswaniwansnsaviwsviidudiay sniuide physical
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fin1sfinw Long term stability fian1azdaufiu (Storage condition) laisfiuluany
Forvunlu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) nsdifiaunse
unsdnuldinu ASEAN Guideline #@auuy Stability protocol wie ndngwuillésu
nseyiiEnnn ee. MiinansAnwiasUBIgEitmualiuuaain Tnefinan1sAne On-
going stability Usgn wazwanmanisnsivdwnziiudiaae sniuide physical
description uavilhdemsvaasuasuiiau aussenfiensds egelios 3 Junisan
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fins@nw Long term stability ian1azdnifiu (Storage condition) \iuluauderivun
lu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) finan1sAneasuany
gl iuuaan udlifinan1sAne On-going stability U gn uazuansHan150533
Ainseidunaay sniuiade physical description wariifdenisneaeuasudau
AU ETiensds ageties 3 funswan

1.5

&

fin1sfinw Long term stability fianzdaifiu (Storage condition) laifiuluany
Yanmualy ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) fiman1s@nen
aAsuRIgETItvualiuuean udliifinanis@nw On-going stability Usgn uavuanna
n1snsIieseiiludnay sniuiide physical description wariihtenisneaeu
AsUfaY MuFTeniiensds egnaties 3 Juniswan
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5)

fins@inw Long term stability fian1agdnifiu (Storage condition) laiidiuluana
Yanuualu ASEAN Stability Study Guidelines (30 + 2 °C, 75 + 5% RH) dinan1s@ns
asuangeiinmualiuuaan udlaiiinan1sAin On-going stability Yanga uazuanwa
NM3A5293ATEUu Conform, Complies, Not detected, N/A niiuide physical
description uagiivhiensmageuasuiiau mushseniensds sgatos 3 Juniswan
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3.1. MYULUITY waz aaniiswavdunanssnuituneideusn 3
3.2. MYULUTIY Y0 aaniiseasiBuansimuiitunzilouen 0.5
=4 =] i LIW_ =4
3.3. MUULUITY Uag aaniinvasidun inse aufitunsideuen 0
4 | muvindisslunisindainwniveadiunuu (Therapeutic Equivalence): (AxuwYsay = 92 25

4.1. %39 4.2+ 4.3+ 4.4+ 4.5)
4.1.\Jugndunuy 25
4.2 anuindisuiuveandunssu (Pharmaceutical equivalence: PE) vidoundunssuauya il | 2.5
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4.2.1. \Wuansdyidenuvinileuiuiuendusuy: Senansiigaianunsawfsuwnue 2.5
Auwuuld (§1dsmuderimusuazionansidesdulunistunsdeuelvi/eansdy wuu
ASEAN HARMONIZATION)

4.2.2. Wifinnuwindisumandunssutuesunuy 0

4.3 nangainmuAMAL-duyaYaHAniMeiEn (Bioequivalence) (tAandalatanils) (azuuy 10

59 = (V8 4.3.1. + 4.3.2) %359 4.3.3)
4.3.1. lunsdifienduguuuiivsenaliifinisdnwifaausa (Bioequivalence) = 4.3.1.1 + @1 | 7.5
{(1)+ @) +3)
4.3.1.1. #151891UN15ANnY" Bioequivalence LY ulumnu ASEAN Guidelines for the | 1
Conduct of Biocavailability and Bicequivalence Studies n3a@iian13Anyn
FaUsgdving wavBrauyavemandngien NTENTNEE1SMGY LaTHANIANY
Frauya H1un1TRITUINAZFUTOIINEITNIIUANENTTUAITEIMThALET
AsENTIENsISNEY SieanBeniufnenation il

(1) FdmsAnw kUL Randomized crossover design %38 parallel design %N 1

Ln L] = ola
Wueiidliaasting 1
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(2) anading d9urumieans (1nA91 12 Ay, NsaAnwILuL parallel design 1
ABUIRIWIWANT 24 A)
(3) finsiuisehaiisane (athaties 9 ) 1

nsdlniiiinaantafies AB ioluil
A. 389 Enantiomer (tAan A1 %39 A2+A3)

A1, Wusitlisl Enantiomer 25

o " P— o L
A2. {ugndl Enantiomer fin1svihnsAnen mudeniviun ASEAN suidelines for | 2.5
the conduct of Bioequivalence studies (Revision 1,march 2015) %38 Guidelines

on the Investigation of Bioequivalence (European Medicines Agency)
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o o e

Fadivenuunnail

ABeiiNIMTI90IAUARY enantiomer lunsrualdenvin Enantiomer vadenil
AR 3 Todselui

® Enantiomer 1 i pharmacokinetic fisnaiu

® Enantiomer th i pharmacodynamic s

® dndn AUC w1 Enantiomer gnuasuudase mgaduiiuanseiu
dondelatenidteselui

A2.1. InMsvinsAnenen S way R formlunszuaiden WSsuisuiugduLuy 2.5

A2.2. ladfinsyinmsfAineiuen S wag R formlunseuaiden Wisuieuriuenduuuy 0
o 2 Il o ]

A3. \Uuenfil Enantiomer usliifiiinisvimsanwly audarivius ASEAN 0

guidelines for the conduct of Bioequivalence studies (Revision 1,march
2015) ¥38 Guidelines on the Investigation of Bioequivalence (European
Medicines Agency)
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B2. Juenil amnsiinadan1sgadu finsvhnisAnuisluannasiianms (Fed
condition) uaz@n1zeneMi(fast condition) muTBAMYUA ASEAN
guidelines for the conduct of Bioequivalence studies (Revision 1,march 2015)
%38 Guidelines on the Investigation of Bioequivalence (European
Medicines Agency)

1

B3. Wuenil ewnsiinasiansgadu finsviinsAnwiluemsluannyiiowns
(fed condition) ®teivua ASEAN guidelines for the conduct of
Bioequivalence studies (Revision 1,march 2015) #38 Guidelines on the
Investigation of Bioequivalence (European Medicines Agency)
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Ba. \{Jue# qudrzmsw:dmsmﬂ fimsvinnsAnululamzluannzeneis
(fast_condition) M uveMuA ASEAN guidelines for the conduct of
Bioequivalence studies (Revision 1,march 2015) %38 Guidelines on the

Investigation of Bioequivalence (European Medicines Agency)
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4.3.1.2. SwuMsAnw Bioequivalence liiliulumiu ASEAN Guidelines for the
Conduct of Bioavailability and Bioequivalence Studies %@ gilon1s@ny¥a
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4.3.2. sm:SEs.umgmsﬂﬂﬁwém&mzd (Good Laboratory Practice (GLP)) ({dendelatenily)
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4.3.3.1. pudugduuungnenivlisasyhnsfniauya uilinsuandenansseauns
gnuMIANENYalunywd 31nneen AnUANLNTIINITEIMITUALEN
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< o | o a 1=t
4.3.3.2. gnduguuuuingnendiulidewinisfnudiauya warlifinsuanaienanssnenu
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4.4. frumsiusasiaenisussyadluenaisiwetald (Hendaladenily)
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a.4.1. Wueduunuy e srandydilauussalu US.FDA Orange book videléfunissusesan

1 L e ! =4 o e o ar L
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(Therapeutic Equivalence)
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4.4.2. Qusraunuuvsesnanwley Ndsetendndun lunisdesienisudnfusiorandilwing
anuisuiulunstidasnwiuen@uluy (Thai Orange Book)

4.4.3. l3ifinan133use4 Therapeutic equivalence
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4.5.1. [ Qug@uuuy vise iveusldvesen séﬂ_.mmcmxmmaémaﬁémeu3.3.335@‘_%.”_.5&
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(ASEAN Common Technical Dossier : ACTD)
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4.5.2. fiveutltvate aunlaiusyifnndiinnuanenIsunITemswaren Mviwesiuen
gunvunimuslulsewalve we iduluang wuimslunisininenaisinueiniu
Yannasadeu (ASEAN Common Technical Dossier : ACTD)
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5.1.2 Wuiifienansiuseviwaalaeindndieaiu gnssiuieaiu Sagavanuvaadeaiu
ASTUILMINARLAEAUANAMNN TaUsld Yamssede Tavnuliiuiieany esunuy
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5.1.3. giandipy NiAnw/Avevepdtneulssdnsnmuazanutasaievesenlumssnw anu
Javaldvesen Wisuieufugfuwuy

T - o w1 a o 7 o =
amsguiiwtieia leelimsfinwuuuisialull (Fandaladouil)

5.1.3.1.38ms@nwUunuu Well-designed Randomized controlled trial

20

5.1.3.2. msfinwnduluu  Long term follow up RCT

12

5.1.3.3. 33msAnwnduluu Comparative studies Wuu Cohort studies (perspective)

5.1.3.4 F8nmsAnwnluuuy Comparative studies Wuu Case-control studies (retro
perspective)

5.1.3.5. Bnsdnwuduuuu Descriptive studies luu Case report/case series

h-.nﬂw

5.1.4 giandly AlAnw/A98M19Ratin wuu Well-designed Randomized controlled trial
gulszdvdinnuazanulasnivesenlunissnw mudevslduesen wWisuisutuen
fuwuy lutszmalne wilildSunmsdiuwlunsarsmansuwduaransisnge
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5.2.4, wwé/ndans wutlynludenmunw deladenilsteieluil -20
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5.3. fiuamsAnwdu cost effectiveness fisiadrAgymsaantunislden 1
6 | doyamivayuaunmluidessiuannuasadsvasasuuiioungu Nitrosamine dud NTTP

(7-Nitroso-3 (trifluoromethyl)-5,6,7,8-tetrahydro[1,2,4] triazolo-[4,3-a]pyrazine)
#198997nA31gIu US-FDA visa European Medicine Agency (EMA) 3sil¥asnianisullnaiivenuiuldvesans NTTP mé.w,

100 ng/4u (1.00 ppm) (| dondaladonils)

6.1 SinamInTITAATIIAUN KGR (Finish Product) we3gkdn a1 Specification Tushide 10
NTTP Hgmsﬂaaésémmuﬂg Certificate of analysis YN3UNIKEN

6.2 iNaMINTITAATIMRMN KGR (Finish Product) vendn au Specification Tkt 2
NTTP Tnensaarusmuiiseylu Certificate of analysis u133un13sdn

6.3 liiflnamsnsiadinsievinnnimndndoei (Finish Product) veeindn s Specification Tude | 0
NTTP %E.ﬂ.m«%c Certificate of analysis

6.4 iNaNIATIVIATWIAMAWEEAS WA (Finish Product) emazzms Ay Specification Tuvite 0

NTTP s;.ug,ue%x Certificate of analysis

100 ng/3u (1.00 ppm) (lsi915047)
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7 | msusafiuaanaundes Elemental impurities risk assessment 3
#13 ICH guideline Q3D [Class 1 elements (Cd,Pb,As,Hg) and Class 2A elements (Co, V, Ni) described in ICH Q3D]
(Fendieladonily)
7.1. flenansuszdiuanuidsaves Elemental impurities (Elemental Risk Assessment Report) 3

m14 ICH Q3D Guideline AsUA7U (Usznause AP, Excipients, Water, Equipment wag Container
closure system 1usiu) wariinsasaaasuynsgeateulenseylivssdivenundes

7.2. flenasussdiuanandeives Elemental Impurities (Elemental Risk Assessment Report) L5
m1% ICH Q3D Guideline A3UAIU (Usznausie API, Excipients, Water, Equipment WazContainer
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7.3. flenansUsvidiuanandsues Elemental Impurities (Elemental Risk Assessment Report) 1
m1% ICH Q3D Guideline Lipsugau (Usznaume AP, Excipients, Water, Equipment Wag
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Uszdiuanuides

= - g T .
7.4. AnansusziuanudsIved Elemental Impurities (Elemental Risk Assessment Report) 0.5
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Elemental Impurities
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