d

mhilan7

AN BUIANIZYDIE
685115 : Ezetimibe 10 mg tablet, 1 tablet

1. AruAudRAnalY

11
1.2
13
14

o s at i 9 = ot
lu 1 dln Useneudesen Ezetimibe TU3uafen 10 me

JUuuy Wugdla (tablet) dwiusuusenmy
dulsenay

Mourussy  ussluuaslinain dasfumnudiy
287N

d =
LEUNNER

- WH9En © SrYTeN1IA Tealynieen uInA s Sundn Tununeny

- NABIYA : ﬁmna'ﬁﬁﬁﬁ'&m']msﬂunﬁmm LAZUUNNYULUTIY BENUoE
FovszyBesmietennenisdn daudszneuuasnnmunswesen aed
wan Fudueny uasiammadeumiuen Vidaeu

1.5. Msvagounmaytialy

1.5.1. Ansaudives Tablet N15uanina/n13msaa Universal test fasioluil

/Related substance qcx
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 text 5.20)

0] Test Acceptance criteria
1. | Description/Appearance Complied to finished product specification
2. | Identification complied to all requirement of all specified
procedures in the test on Reference monograph
3. | Assay Q complied to specific test of Finished product
(Shelf-life COA only) (2.1)
4. | Elemental Impurities analysis Complied to finished product specification or

specific test (2.1)
(Feemenunaiiodisnunnd Reporting threshold)

5 | Microbial limit test Complied to finished product specification or
specific test (2.1)

6 | Dissolution test Complied to finished product specification or
\ specific test (2.1)

7 | Uniformity of dosage fo;ms Complied to finished product specification or

specific test (2.1)

1.5.2. AauanUsves Active Pharmaceutical ingredient fin1suansna/n1snsia Universal test

Fatgluil
LT Test Acceptance criteria -
1. | Description/Appearance Complied to Active pharmaceutical ingredient
specification
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/Related substance uc
Q3A,Q3B,Q30(R1), Elemental 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) “1

- Organic impurities

- Inorganic impurities
(Elemental impurities
analysis) or

- heavy metal (USP39, 40)

¥o Test o Acceptance criteria
2. | ldentification 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

specification or specific test (2.2)

Meets the requirements
Meets the requirements

NMT 20 PPM

Residual solvent «cH a3c ®5-6), Uspaz
<467>,EP general text 5.4, BP appendix Vil L, JP17

supplement1 p.2634-40)

Complied to Active pharmaceutical ingredient
or specific test (2.2)

2. gausnUAnamaila

= ‘ \ : = B
Namsmsamm‘mmmmwLi‘iu'l,ﬂmu finished product specification wag Specification of

Active pharmaceutical ingredient (APY) 819839 1nundusuatuiieaiu dsldvansidoude
A1NNUAENTTINTOMISUALET NTENTEABITURY TRindusTulEshd weaduatiui
wWisuivFelmindanasgrundusiiuladiunils muuseniensensisastsnigy oe seysne
B WA, 2561 a3TuT 6 Suman wa. 2561 (asUszniAluTRenuunwiud 12 quamiug 2562)
wa seysen @UUA2) Wm.2562 aiufl 3 nangna 2562 (aeUsemalusviaanyunwiui 26
NIN{IAU 2562)

2.1 Finished product specification:

92 Test Items Specifications
J USP 2024
1 | Identification
-HPLC Corresponds to standard
-UV absorption Corresponds to standard
2 | Assay 93.0 - 107.0% of the labeled amount of

Ezetimibe

Uniformity of dosage units

Meet the requirements

Dissolution test*
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19 Test Items Specifications
USP 2024
Test 1 Not less than 80 % (Q) of the labeled amount
is dissolved in 30 minutes
Test 2 ! Not less than 80 % (Q) of the labeled amount
o
. is dissolved in 20 minutes
WHIEIWE Dissolution test
nsdl S1 (6) fesuansnisazaavesazin wie stretfosrn min wag max vesnsazaNBL S IL each unit is not
less than Q+5%
n3il 52 (6)ewansrniadnas 12 uln (51+52) > Q% and no result is less than Q-15 %
5 | Organic_impurities

Not more than 0.2%

Not more than”p__._2%

Not more than 0.2%_

- Total impurities

Not more than 0.5%

2.2 Specification of Active pha‘?maceutical ingredient (API):

U9 Specification of API Acceptance criteria
USP 2024
1 | Identification AL
A. Infrared absorption Complied with the standard
B. HPLC Complied with the standard
2 | Assay 98.0- 102.0 % of Ezetimibe
(on the anhydrous and solvent free basis)
3 | Impurities : Residue on Ignition Not more than 0.2%
Organic Impurities o ,»rz.p:;.
P .., _ Q.' ' Procedure 1 Procedure 2
- Desfluoroaniline analog NMT 0.2%
- o-fluorobenzene isomer NMT 0.2%
- m-Fluoroaniline analog NMT 0.2%
- Ezetimibe ketone NMT 0.1%
- Any unspecified impurity NMT 0.10%
- Total achiral impurities NMT 0.6%
- S,S,S - Ezetimibe NMT 0.2 %
- RR,R - Ezetimibe NMT 0.1%
- RR,S - Ezetimibe J NMT 0.4%
- S,5,R - Ezetimibe NMT 0.1%
- R,SS,R - Ezetimibe NMT 0.1%
- Total chiral impurities NMT 0.5%
l‘\/ ARENTIINSIIRYEAH SRR AR sETaNY
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9o Specification of API Acceptance criteria
USP 2024
- Total impurities NMT 0.9%
Water determination (method la %38 Ic) <921> Not more than 0.6%
Optical rotation Between -25.0° to -30.0°
7 | Storage and packaging Meet the requirement

vewme  NMT = not more than

* ydie Dissolution Uag Uniformity of dosage units TWuuulenansuanssigaziden
Nan13n59Tias1e vindlldudeseasdeaiiiusies3lulu coa

- nsdiivansifouudenisiiu (waive) nmsnsasaouiiasievisienisie Wduuans
ienansvdngIusInaTiFTueyiRde

- Drug substance specification ignsananluliasigsivesudin drug substance #3e
TuiiAs1ev drug substance vasgnans1dusagu atulaavunil dalin1snsam
Anseviasunniideiidmun

3. mMIUszliuA1UsEANSA MAas1A1 (Price Performance)
J18a%IDLARNINENETT 1389 NMSUSERUAUSEANSNINHBIIA (Price Performance)

4. wnansiltlunisiiansan J
wnansiililumsfiosanquamelfiFesdduienarsnieussymneanienatsauaiiu
sasteluil
1) duwnenansiiiuen nwlve waz/mienresingy
wunewg: lunsaififlesunuueziesdienansuansteusldveeniiiiumsiuses
MndnauANENTINNTeIMISLAzEY Tuansinetuddeusdd deassete devinuld
WisuwhAusdunlurnaeililumsihvividy . waslinsssyfemnuieumsldely
Tuenansiiuen
2) duuenanstansdarmuuLaNYeINITILUTTY (Leuazndasyn) muilldtunesTeuly
3) duwidwetunsifeuiiue (wuu v.e.1 v3e 8.1) asuyavi wieuseaziduanm
anwalzionzenwdisegiubzdoi muauinsgruvesiBnisiasieien (Finished Product
Specification and Analytical Procedures) Atunziliowls Taudessredasisueiiuszne
NIENTNATINgUIUTRMTaIMINI W SEMA
wanewg;: nsdiegseniteidsuwlawdlyisinsevnasdormuauinsguli
aonndaanumMeusEMAsuB e enaaadednuAENT TSI TUAZEN
Wuuvdiurdeeudluasuulasmenislunsifoudiiuen Wuu n.e. 9) vie duunrmae
uiluddgumasnenslunsifouiiuen Wy 8.5) smdeudude
8) duluddynstuneoumiuen (W ne.2 vie ne.3 wie .4 ie 8.2 udusnsd)
4.1.1.nsdinewdnlulszsimelneg (ve.2)
4.1.2 n3dienindiemsuisussglulssmealng (ne.3)
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4.1.3. nsdieniuthandnsUsene (ne.q)

wuemg: nsdliinsasuulawdludFuaygnuasaniuiindn Wuuvdundueudly
wasuassemstunsdoumiue (wuu ne. 9) wie duundveudludsuuasmenis
Tunzifeushivenfefudiuayginuasanuiings Wy .4)

5) drumtadesuseamnsgiunisudnsrniundninasi3ansialun1suanet Good
Manufacturing Practices (GMP) TunsafiiAsadeafueniiaus (aduarganiusaunig
nsvaeulnedieglutiaiainisiuses) Taudossenaude
5.1. dwwmlideiusennasgiunmuanemumndninasiisn1saaluniseaningiudaen

@Aty (Certificate of GMP Active Pharmaceutical Ingredient (API))
5.2. dwmiliousawmnsgrunsndneinuvaninaeiisnisiinlunisnaandn dusien
d13393U (Certificate of GMP Finished Product)

6) lunsaiugrundrinsralsend udndesdianumlsdesusomanins (Certificate of
pharmaceutical products, CPP) #3aut4da5u509n1591%1U1e (Certificate of free sales,
CFS) lumnmeniiauews atuarganusounsnsivdeulneiinaiusesdeiulsemensenn
5901
7) winsgruvesvenivuaguainingiudiend Ay (Active Pharmaceutical Ingredient
Specification) uagniindausiendniagy (Finished Product Specification)
7.1. dunnnsgruingiudiendrAgy (Active Pharmaceutical Ingredient Specification)
azumsgrunansdnsisndniagy (Finished Product Specification) Tnasgysiisngn
(Pharmacopoeia) fll#81s8amsiinsgilasanmsgrussaioedoadulumudermun
uazImsgIuTeIMslnseilumsgladsemids amlsemansensisasisagy
309 spysiheen
7.2. @1Lu1 drug monograph Emaqﬁaﬁqaﬁﬁﬁﬁm (Active Pharmaceutical Ingredient) uag
wanSnusiedusagy (Finished Product)
7.3. n3diiive qAufA181d1Ay (Active Pharmaceutical Ingredient Specification) %3 ®
wansiwienduiagy (Finished Product Specification) laiusinglussien (Non-official
pharmacopoeia) faauanamdnguineiinasgiuvesmsieswidulumudenide
Tnsigluil
7.3.1 fdafmusuazinasyuvessieseiludsievessemaniduaindnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %39

7.3.2 dofmunuasnmsgINYBINS AT IEVINER (In-house process) fiaanAdaariu
ICH Guidelines 38|

7.3.3.ﬁaﬁwummzmmﬁuﬁ"ﬂﬂwmm'ﬁtﬂsnsﬁﬁ vualilushsen dsenle dsen
nils AUUTENIANTENTNEABITUEY S JEYTIE e?m%’ugﬂuwmﬁgu']
(General requirement for dosage form)

wu1Ene: TanvuanunningAufIed1fey (Active Pharmaceutical Ingredient

Specification) uazndnsausiend13agy (Finished Product Specification) #aagnsdsansiisn
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\Weatuuazatuiieaty ﬂmi’ul,win'irﬁ'?fﬁﬁ'lmﬁ?’fan"wumuazmm'sgﬂuﬂmmﬁmsﬂsﬁ
wneingivienddy vie ndadusienduiagy
8) dwumisiiaiusewan1sliaied (Certificate of Analysis (CoA)) nadosUsenaugne

8.1. dumidefusemamsiiasitngiusendiny (Certificate of Analysis of Active
Pharmaceutical Ingredient (AP1)) lnefaausenausie
8.1. Ldwumidesusesmanslinnesiingiudaenddy vesfnaningiusenddry

(Supplier)
8.1.2dwumilidesusemamslianeiingiusend iy vesdanandasiondisagy
(Manufacturer) r

8.2. ei‘"n,u'mﬁaﬁa%"uimua5'1s‘imiﬂzﬁwﬁmﬁ’mqﬁma’n%gﬂ (Certificate of Analysis of
Finished Product) vesnansansusiendniagy (Manufacturer)

8.3. ienanstudumudiniudssniniumsninuesingausendify (drug substance) wag
Jumswanvendndnsidniagu (finished product) Mdlumswanenjuiideeu

9) duunenarsuanmanIsAnyIALA (Stability data)

9.1, dWWNeNATUARIHANIIANYIAINAITISEELEMNM (Long term stability data) §1uaw 3
jumsndn uaz I MsfinwmuAsIveseindnaan (ongoing stability study)

9.2. dnunenarsuaninanisfinwiniuasialuan1izide (Accelerated stability data)
U 3 JUMINER

9.3. E'hLmaanmsuaﬂman'pﬁnmﬁuami']mmmﬁﬂﬁ'ﬂuﬂuﬂﬂmlﬁ 1 ga /duiuans
UsginBranssnw (nsdlendia) (Gd)

9.4. nadlilugniifesazars/iFenreeuld Wdnunenaskamsnumanuasindnis
avaneuas/mie Wev/vaulald Tusvhazaenieg Asudiuuasaenndnaiuenans
MAUEI (In use stability data)

10) dnuvidsdeiuseandusiendniagy (Certificate of Pharmaceutical Product) lawizen
dndnnluvssnelng
11) dnumangiuniuayavendnsiueien (Bioequivalence) Tnnanisfinwianuauyaves

HAnAeie7 (Bioequivalence) tulunudariwun ASEAN Guidelines for the Conduct of

Bioavailability and Bioequivalence Studies 3o gilan1sfinw1¥ruszdnsnauazrauya

VOWANMIIE nIznTNasIINgy Insamduniemiwnufinudauyeildfunisiuses

0 drinnupngnssunisemsuazen atutlagiu (nsdlalderduunuu)

12) dAnumiadesusesinsgrunsuuRnundninueiisn1sialuiesujiinig (Good

Laboratory Practices (GLP) 'Luﬂ'ﬁﬁﬁﬁwmﬁﬁnm"ﬁaam‘{aﬁﬁwmzmﬂ

13) dumidesusennaspumsifiuihviuasnssaseimumdninasiisnsinumafiuinm
warNI¥918e1 (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) iaueimAeadwneg ey 3 mheussyias

15) dumilidedusounasguiesUfiRng ISO/EC 17025 lumemseiiaus (@i

16) dnunenansuanstayanislafunisussqlu Green book veansuinemansnisuwne (613)

17) dwenansuansdeyanisiasun1sussqlu Orange book 483 US.FDA. 38 European

Medicines Agency (§13])
ANIZNTINNIIMURT AL BRLAs AN YAILIAN Y
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18) nsgililgndunuudesuananisdnymienddn (Clinical trial) vesenluussmalnefivanad
HanNARENYa WUTHUWIBUAUB UL UULaLARINIWINTA SIS UNE (§25)

19) M5BUTNITLSTTUNINNUA LU TEAARNILNTTUN SRR TS UV AR SounaiaSesssuy
1MensdaiunTvisegessendlng we. 2559 vieasusssudug Adenandesfy
Usemaa (§13)

5. Joulvduq

1) ywesdlengwiobifoundn 1 U duaniuiidwouen

2 vmnavn1sanfidgaueuliunlsaneruiassdosduuimisdefusesnanis Ay
(Certificate of Analysis (CoA))

3) freiesdluBusesiuisuedioslnduunergviodledinmsdonanmieuimuanu
IR

) mnlsanernanulymauamanudadusiuazdeinisdmsinnedinseinuan
Tmienandusisnzidugiuiinvevanldislunsiinseiauniwen uazdsenlusiuay
gnAuAATIEAULATSIWEUA

5) flauenmdue)iusenlvisnidndygreuasuimun il
5.1. winiimsguasadinssinnnsuinemaninsumgdudananisiinsesilaiduluniy

=D S0

UNTFU
5.2. asdindnsnsiwinignFuniiuiuaniomaalaed ihamanenssunsemsuasen
5.3. ndwuilgymamunmanneandusiftendsnaseyssansuauasmiulasadesertasd

Teisuen
54. nifﬁﬁﬂausﬂsmn1'smﬁ’ﬁinismtasmsﬁﬁmﬁmmaanmnﬁ’m%a'1 Issnervravesnidn

nsdsdaelundedaly
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