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693923  Atorvastatin 40 mg film-coated tablet, 1 tablet
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1.5. mvaasuamautRmY

1.5.1. pruauUfves Tablet IN15uanIna/n15m539 Universal test fassluil

%o : Test Acceptance criteria

1. | Description/Appearance Complied to finished product specification

2. | Identification complied to all requirement of all specified

procedures in the test on Reference monograph

3. | Assay complied to specific test of Finished product

(Shelf-life COA only) (2.1.)

4. | Elemental Impurities analysis Complied with finished product specification or
/Related substance (cx specific test (2.1.)
22°i“ﬁi‘:§die"‘?mm"jwtmg‘:Zim (Feeenunailatifinannnit Reporting threshold)
USP<232>,<233>,<2232>, BP supplementary chapter IV
Q, EP general text 5.20)

5 | Microbial limit test Complied with finished product specification or

specific test (2.1.)
6 [ Dissolution test Complied with finished product specification or
specific test (2.1.)
7| Uniformity of dosage forms Complied with finished product specification or
specific test (2.1.)
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1.5.2. AruanUAves Active Pharmaceutical ingredient Sin1suanana/n15ns3a Universal
test Aasiolul

40 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 rnonograph

3. | Assay complied to specific test of Active
pharmaceutical ingredient
(Shelf-life COA only) (2.2)

4. | Elemental Impurities analysis Complied to Active pharmaceutical ingredient

/Related substance qcx specification or specific test (2.2)
Q3A,Q3B,Q3D(R1), Elemental impurities in drug
products, FDA guidance for industry (August 2018),
USP(41, 42)<232>,<233>,22232>, BP supplementary
chapter IV Q, EP general text 5.20)

Orgenic impurities Meets the requirements
- Inorganic impurities

(Elemental impurities

Meets the requirements

analysis) or
- heavy metal (USP39, 40) NMT 20 PPM

Residual solvent ucx qac (s.6), uspaz Complied to Active pharmaceutical ingredient
<467>EP general text 5.4, BP appendix VIl L, JP17

supplement1 [.2634-40) af SPECIﬁC - (2‘2)

5. | Enantiomeric purity test Complied to Active pharmaceutical ingredient
(if test) aylaslumsusznmanm or specific test (2.2)
Peuvszunu 2563

6 | Polymorphism identification mnuanin1siliu polymorph Tuansnwaremated

(USP<941> X-ray powder diffraction) 'i'n;i"lu Crystalline or Amorphous

2. grudaAnIanaiia

Nan13n393iAT1giqun miduluniu finished product specification kae
Specification of Active pharmaceutical ingredient (API) ‘wa'i»'lilww,na‘ﬁmiuaUULﬂa?ﬂu
‘U\'ﬂ.ﬂ‘\]FI'V]-.-L‘UFJ'LHFIBﬁ’mﬂﬂ"l'i.lﬂmuﬂi‘illﬂ'ﬁa‘MﬁLLﬂuEl'1 AIENTNAGITUGY Veilndusuile
ﬂ':eadE!mLUuQ‘UU*ﬂmaumwsa'lwun's'lmmﬁ"lul.na'umau'(,ﬂmﬁwuq AUUTZTNMIFANTENTN
A1671904g L‘J'EN WYAT181 WAL 2561 asiuil 6 Sunay w.a. 2561 (aws nAlus1eian
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2.1 Finished product specification (USP2024)

atorvastatin

98 | Specification of finished product Acceptance criteria
1 | Identification
A. UV absorption corresponds to standard
B HPLC corresponds to standard
2 | Assay 94.5 — 105.0% of the labeled amount of

Uniformity of dosage units

Complied with finished product specification

Dissolution test*
Test 1

Not less than 80 % (Q) of the labeled
amount is dissolved in 15 minutes

Test 2

Not less than 85 % (Q) of the labeled
amount is dissolved in 30minutes

Test 3

Not less than 80 % (Q) of the labeled
amount is dissolved in 30 minutes

Test 4

Not less than 80 % (Q) of the labeled
amount is dissolved in 15 minutes

Test 5

Not less than 80 % (Q) of the labeled
amount is dissolved in 20 minutes

Test 6

Not less than 80 % (Q) of the labeled
amount is dissolved in 20 minutes

Test 7

Not less than 80 % (Q) of the labeled

amount is dissolved in 30 minutes

wunewe Dissolution test

N6l S1 (6) AeuamINIsaLavesasuin vie oeratiand min uar max TeanITavaTEN NS U each unit is

not less than Q+5%

ntll S2 (6)fpauansriaioyes 12 uin (51+52) > Q% and no result is less than O-15 %

Impurities
Organic impurities

Atorvastatin pyrrolidone analog G NMT 0.5%
Atorvastatin related compound H NMT 1.0%
Atorvastatin epoxy pyrrolooxazin 6- NMT Of_a%
hydroxy analog

Atorvastatin epoxy pyrrolooxazin 7- NMT 1.0%
hydroxy analog (if present)

Atorvastatin epoxy THF analog NMT 1.0%
Atorvastatin related compound D NMT 0.5 %
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¥8 | Specification of finished product

Acceptance criteria

Any other unspecified degradation NMT 0.2%
preduct
Total degradation products NMT 4.0%

Packaging and storage

Complied with the finish product standard

Labeling

Complied to the standard

2.2 Specification of Active pharmaceutical ingredient (API)::

(A) Atorvastatin calcium (USP)
99 | Specification of API

Acceptance criteria USP 2024

1 | Identification
A. Infrared absorption

IR Spectrum : corresponds to standard

B. Calcium The Sample solution exhibits a significant
absorption at the calcium emission line at
422.7 nm.
2 | Assay 98.0- 102.0 % of atorvastatin calcium

(on the anhydrous and solvent free basis)
or
98- 102 % of atorvastatin calcium
(on the anhydrous , propylene glycol-free,
and solvent free basis)

3 | Content of propylene glycol (If
labeled

5.4%-— 7.3%

4 | Organic Impurities

= =4 qg o e
@8N procedure 1 %98 procedure 2 IUNUIS
dunseviag polymorph vasen

Procedure 1 Procedure 2

- Atorvastatin related compound A NMT 0.3% NMT 0.3%
(Desfluoro impurity)

- Atorvastatin related compound B NMT 0.3% NMT 0.3%
(3S, 5R isomer)

- Atorvastatin related compound C NMT 0.3% NMT 0.3%
(Difluoro impurity)

- Atorvastatin related compound D NMT 0.2% NMT 0.15%
(Epoxide impurity)

- _Any other individual impurity NMT 0.10% NMT 0.10%

- Total impurities NMT 1.0% NMT 1.0%

- Atorvastatin diamino NMT 0.15%

ARsnTIINTsiue v nuarasnuzaNy
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98 | Specification of AP Acceptance criteria USP 2024
- Atorvastatin 3-deoxyhept-2-enoic NMT 0.10%
acid
- Atorvastatin related compound H NMT 0.15%
(Lactone impurity)
- Atorvastatin epoxy NMT 0.15%
tetrahydrofuran analog
- Atorvastatin ethyl ester NMT 0.15%
- Atorvastatin related compound | NMT 0.15%
(Acetonide impurity)
5 | Enantiomeric purity Not more than 0.3% of atorvastatin related
compound E (3S, 5S enantiomer)
6 | Water determination Method la - Trihydrate form: 3.5-5.5%
<921> - Amorphous form or semi-crystalline form:
NMT 6.0%
- Propylene glycol solvate: NMT 1.0%
Storage and packaging Meet the requirement
Labeling
Amorphous form : the label so indicate
Semi crystalline form: the label so indicate
Propylene glycol solvate: the label so indicate

If a test for Organic impurities other | Indicate the name and quantity of any added

than Procedure 1 is used antioxidant

wnewe  NMT = not more than

* 1298 Dissolution way Uniformity of dosage units TWiluuienansuanisisagisan
nanInReed mndlldudneasdeafidusaaridlulu coa

- nydineansifoundaniniu (waive) M13ns1vaeuiiasevistenisla Wiuuang
LonamangusananldTueyiRe

- Drug substance specification i91sananluiiesievivesdudn drug substance v3e
Wilas1ev drug substance vasguansrdniagy adulaatunis dafinnsnsas
AWrswirsunhderifivun

3. MsUsuiiuAsEanSnmeeI1A1 (Price Performance)
TUaLIBEANUBNATT (389 MSUsEdiuAsEANEATWRBTIA (Price Performance)

4. wnasldlunmsiansan
wnansiildlumsivnsanauameliFodwuie NATINTBUTEYMINBIAUBNASA WU
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1) dwnenarsmiiuen Ml uas/Mien1esangy
wurewme: lunsdiifldendunuuazdesiionasuansdousldvoseiiirumsiuses
ndinnuangnsTunsemIsuazel wanvieniuiitevadd demssese deruld
isuwhiugdulunnesildlumsinwintu wasiinsssydenuieunisldenly
Twenansmriven

2) duunenansuansdenuuuaanesnruruITy (Weuaznaesen) ailatunsdeuly

3) dwurmeetunsideuiiuen (Wuu n.e.1 vie o.1) ATUNNYMIEN WiBuIIEaIBEARM
anwglansresediisgluesdeimunnnsgIuresisnsiingsiien (Finished Product
Specification and Analytical Procedures) fitunzidouls Tnedesdradaiifusnfivsenia
ASENTNATITUFUTUTOMIR IMsininUsena

NAULNG: nicﬁﬁﬂq"szwj']wa{,ﬂﬁauwmLLf’ﬂ?ﬁ%ﬁLﬂiﬂzﬁuazﬁaﬁwummmgw’lﬁ
aeandewuieTissmrsusemierneargadedincuAMEATIINTB I TUATEN
Wuuvdnundmweudluwasuuiasmemslungdeusi3uen (wuu n.e. 9) wie duudve
uilwwAeuasmenslunsifoudiue (wu o.5) inmmdenfudae

8) duludgnrtunsdousdue Wy ve.2 vide vie.3 vie ve.4 vse 8.2 udausinsd)

4.1.1.nsdiewanlulszmedlne (ne.2)

4.1.2.nsdiflembhudifensuaussgludsemelng (ne.3)

4.1.3 nsdifgnindinsneseng (ne.q)

vanewe: nsdifinswasuuawdldiveygnuazanuiings Wuuudiundweudle
wWasuwasmenslunsfoushiue (wu ne. 9) vie dundweudludsuwasmens
lunsfeusiuifefugueygauasanuiingn (wuu v.4)

5) dumilidefuseminsgiuniindngrnunaninueisn1sialun1sndnen (Good
Manufacturing Practices (GMP)) lunuaafiisadasfuefliaus (adua1gan1uTauUNIS
aivaeulastieglurniainisiuses) Taesdessenaudae
5.1. dwmlideiuseunnsgrumndngrnamdninasiisnsinlunismaninghusaen

#1Ay (Certificate of GMP Active Pharmaceutical Ingredient (API))

5.2. dumiliiiosusewnsgiunisuanenumdninasiisnisiinlun1snanuan el
e'i’ll,%i?g‘u (Certificate of GMP Finished Product)

6) unsdiifidugmdrnnsesene guanfoslanumiideusomdntas Certificate of
pharmaceutical products, CPP) n3av 1ade3usean1591mu1e (Certificate of free sales,
CFS) lumnagflauewe atvaTganuseunInsvaeulneiinasusesieiuusenalsznan
51A1

) wnsguresteimunguamingiufiendidy (Active Pharmaceutical Ingredient
Specification) uaek@nsiausiendniagy (Finished Product Specification)

7.1 dnunmsgiuingaudiendidy (Active Pharmaceutical Ingredient Specification)

UasuNIFIUNENIM9ie1d T3V (Finished Product Specification) lngsgymsen

(Pharmacopoeia) ﬁlﬂjaNaqn1'5'.1m51vvﬁﬂa:J'm'sg’mamquaammtﬂuwmwamwum
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u,azmmigﬂu‘ummi’smﬁsw“luﬁ'ﬁﬂm‘lﬂﬁ'ﬁwwﬁq AUUTENANTENTIEAGITUGY
304 spysen
7.2. d11u1 drug monograph ﬂﬂﬂﬁgﬂﬁﬂﬂﬂﬁﬂﬁm (Active Pharmaceutical Ingredient) uag
wanstueiendusagy (Finished Product)
7.3. n3alfTmgAudu1d1/y (Active Pharmaceutical Ingredient Specification) %3 8
winsiaueiendnsagu (Finished Product Specification) laiusiaglushsnen (Non-official
pharmacopoeia) fosuanmdngieniinasguressmsiaseidulumadendade
Tosoluil
7.3.1 {deafmunnasinmsguresnmsiieneilusiseiveslssmaiduauifnues The
International Conference on Harmonization of Technical Requirements for
Registration of Pharmaceuticals for Human Use (ICH) %58

7.3.2 40 MunuazIesENTBINT AT IEIEHER (In-house process) Tiaemndasriy
ICH Guidelines %39

7.3.3 defmunuazinmsguiilusesmsieneiiinimn3lussen shsedla e
Wil AUUTENIANTENTINES TAEY (09 THyTEN aTm‘%'ugUuwmﬁgu']
(General requirement for dosage form)

wuenn: Termuaguaningiudierdfey (Active Pharmaceutical Ingredient

Specification) uazn@iniausiendniagy (Finished Product Specification) fipsd1e8sanssm

eaiuuazatuideatu enduwdinsdiisenddedmuauazuinsgruresnisinsey

wnzingiuiieddey vie ndndusienduiegy
8) duumildeiusewmansinseyt (Certificate of Analysis (CoA)) Tnedaeusenause

8.1. duumiideiusemamlinaeiingfiusieddny (Certificate of Analysis of Active

Pharmaceutical Ingredient (API) lngfasusenaumie

8.1.1dwmisdesusemansiinnsiingiuiend iy vesdudningiumendrdy
(Supplier)

8.1.2. & miides useanIsIATIENR

IngAufeddy vesindandadnsienduSegy
(Manufacturer)

8.2. drumdsdeiuseamanisiiaszinandusionduiagy (Certificate of Analysis of
Finished Product) vesiuiinuinsitusiend1i3agu (Manufacturer)

8.3. wenanstudumnudiniussevingunsndavesingiiusiendfey (drug substance) was
jumsnanvewmdndaeidniagy (finished product) Aldlumsnanenjuiidweu

9) dnenasuAnNaNIANYIAINAA (Stability data)

9.1. dNUNBNATITUAMINANTIANYIAIINALITLEZET] (Long term stability data) $1uau 3
UM INER Wag ongoing study Jun1IHARdIgR was N1sANEIANAIIIUAIER
(Ongoing stability data)

9.2. dunenarsudaninan1ifinwinnaialuan1ieidd (Accelerated stability data)
WU 3 JuUN1HER
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9.3. dAuenansuanInansinwIuansdngtaasainuuadinenld 1 ga /duuinang

Usz@ndranisinwn (nsdlenudia) (i)
9.4. nsdhiueiidesaratsidovdeuld Whdnunenarsnanmsinwnnunafandanis
ey L L o 1 E Y a
azaewar/v3e e w/manlald lumvhazaiwsieg asudunazaenndesiuienans

MUY (In use stability data)

10) E?’ltm'ﬁﬁ'ﬂﬁa%’mawamﬁmﬁmﬁ%%ﬂgﬂ (Certificate of Pharmaceutical Product) san1gen

dtnludssndlng

11) dumangiuauauyavemdniueien (Bioequivalence) Tnsnan1sfinuiainuasyares

HNAnseieT (Bioequivalence) LUulumutarinun ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies w3e gilon13finwdilssansnauasdiauya
vaandnfusion nsevsnasisagy lnsaatunSemhsnunuiauyaildiunsiuses
A dinsuangnssinsemskasen atullagly (nsdilildesuuuy)
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ar @t al s el ‘J ar
13) duumnlidedusannnsgrumsiivinmuasnssanssnumaninueiasnsna lumsiiushm

waznsEY (Good Storage Practice / Good Distribution Practice (GSP/GDP))

14) dlauemdesdwiiegeeetioy 3 mieusigie

15) duumilvdesusennasguies]iinig ISO/EC 17025 luseniseniiave (G5

16) dnenansuansieyanislasunisussqlu Green book vesnsuinermansnisuwme @G
17) dwenansudanideyanislasunisussqlu Orange book ¥ee US.FDA. 30 European

Medicines Agency (61)

18) nsdlliilvensunuudesuansmsfinemienatin (Clinical trial) vese1luyssmalne finaneds
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