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Atorvastatin o mg film-coated tablet

o. §981 Atorvastatin <o mg film-coated tablet
0. AUANTANALY
vo JUWWY WusdiandeuRdn (film coated tablet) ¥fin$uuseniu dingiisosuin
annsovinwiadinenldagain uasudsinuuald@nidinerfaassdiuansnns
o dnusenoy e We Usenaumiemien Atorvastatin Calcium ﬁauy‘aﬁ’u Atorvastatin
¥ crystalline form «o mg
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o. ANENUAMIIWATR

Namsms'zmms'\ waaa widulunnu finished product specification wa¥ drug substance
specification M919BsnundusiuatuiReafu Feldaaefousodinauaniznssunsensuazen nsensae
A51S0Y mumaﬁmsum‘vmqaqmmLfluawwma'ummsa'lwumﬁmmmummmsu‘lmmswue uUsENA
NITNINABITUAY 304 STURISIT WA bdos asiudl b ﬁ‘lJ’J’]ﬂJJ W.A. bdoe (aaﬂsumﬂ'luswmmumﬂm
il oo NUAINUS o@olo) WaEAINUIENIANIINTNEAIEITUGY 13 3 TTYANTIEN (@UUT o) W.Alodwle ariud o
NINHIAN WAool (aaﬂs.,mﬂ'luwunamuwnmw*n b NINHIAN bdob) uanmnumﬂ'l'uma'nmsumu
Usmmnsvwswmmsmmmnzmuanmuamn mmhsinladeresansgedn atURIASIT oo (A Joolwo)
wazatuiiuiiy (The United States Pharmacopoeia, Fortieth Revision, and The National Formulary, Thirty-
Fifth Edition and Supplements; USPem-NFmg), Ai51usievsunlade atu A.a. woss Laud ®-& (British
Pharmacopoela woeo Volume &-&; BPooab) LLaumﬁiﬁ‘MsmTﬂLUU'uaan"mmyUu aUURNNAIT oo LAY

atuLfandis (The Seventeenth Edition of The Japanese Pharmacopoeia and Supplements: JPee) 1Usauuy
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o.9 Finished product specification: Atorvastatin calcium «o mg tablet (USP&m)

io Test items Acceptance criteria
® | Identification mi’mw"lumuﬁizq'lu finished product specification |
© | Assay *e.d& - @od.0% of the L.A. of Atorvastatin
o | Uniformity of dosage units mi’mdwmuﬁisﬂu finished product specification
A —
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F—'ﬁ’a Test items Acceptance criteria
& | Dissolution
- AIIVAABUT Not less than @o% (Q) of the labeled amount of
Atorvastatin (CanHaeFNwOg) is dissolved in @& minutes
- VedeUT Not less than @d% (Q) of the labeled amount of
Atorvastatin (CanHaeFNyOe) is dissolved in mo minutes
- MIVAEOUT o Not less than @o% (Q) of the labeled amount of
Atorvastatin (ConHneFNwOg) is dissolved in mo minutes
- ASVIRABUT & Not less than @o% (Q) of the (abeled amount of
Atorvastatin (ConHaeFNoOe) is dissolved in @& minutes
- VRARUT & Not less than @o% (Q) of the labeled amount of
Atorvastatin (ConHaeFNeOe) is dissolved in wo minutes
- MITVAABUT B Not less than @o% (Q) of the labeled amount of
Atorvastatin (CoaHaeFNWwOe) is dissolved in bwo minutes
& | Organic
impurities
- Atorvastatin pyrrolidone analog NMT o.¢%
- Atorvastatin related compound H | NMT @.0%
- Atorvastatin epoxy NMT o.¢%
pyrrolooxazin o-hydroxy analog
- Atorvastatin epoxy NMT o.&%
pyrrolooxazin e-hydroxy analog
- Atorvastatin epoxy THF analog NMT @.0%
- Atorvastatin related compound D | NMT 0.¢%
- Any other unspecified NMT o.0%
degradation product
- Total degradation product NMT &.0%
5 | Elemental impurities (6198307 finanenunagsuasuuousiiuvse Elemental impurities
USP General Chapter) (Risk Assessment Report for Elemental impurities)
o Drug substance specification: Atorvastatin calcium @o mg (USP&m)
D) Test items Acceptance criteria
® | Identification finavagousinnudorvuadaeddiylu APl Specification ¥
IifuayiRvndninnuanenssunisemsuasen
© | Assay

®&@.0 - @ob.0% on the anhydrous, propylene glycol-free,
and solvent-free basis.
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(Epoxide impurity)

r’ﬁ;‘r Test items Acceptance criteria

T—C;tent of propylene glycol & - %
(if label as a propylene glycol
solvate)

& | Organic impurities

Note Procedure & or Procedure ©
Fuiudsduas LAY polymorph
VORI
Procedure &
- Atorvastatin related compound A | NMT o.m%
(Desfluoro impurity)
- Atorvastatin related compound B | NMT o.m%
(S, &R isomer)
- Atorvastatin related compound C | NMT o.m%
(Difluoro impuirity)
- Atorvastatin related compound D | NMT o.b%
(Epoxide impurity)
- Any other individual impurity NMT o0.0%
- Total impurities NMT @.0%
Procedure o
- Atorvastatin diamino NMT o.e0&%
- Atorvastatin related compound A | NMT o.m%
(Desfluoro impurity)
- Atorvastatin related compound B | NMT o.m%
(oS, &R isomer)
- Atorvastatin related compound C | NMT o.m%
(Difluoro impuirity) if present
- Atorvastatin en-deoxy-hept-lo- NMT o.e%
enoic acid
- Atorvastatin related compound H | NMT o.e&%
(Lactone impurity)
- Atorvastatin epoxy NMT o.ed¢%
tetrahydrofuran analog
- Atorvastatin ethyl ester NMT o.e&%
- Atorvastatin related compound D | NMT o.ed¢%
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[ rom—

- Atorvastatin related compound | | NMT o.ed%
(Acetonide impurity)

- Any other individual impurity NMT o0.6%
r - Total impurities NMT @.0% o
& | Enantiomeric purity NMT o.m% of atorvastatin related compound E (S, &S
. |enantiomen
b | Residual solvents (879890 i]wawmaaumumn%éwﬁ;{c}\%;ﬁwﬁ’cg'lu API Specification #1 |
USP General Chapter) _ 10'1'%’Uaqx‘:’&‘mnfhﬁ'najyﬂmsnﬁumsmmsua::m
o | Water determination - Trihydrate form: ;m.& - &.¢%

- If labeled as amorphous or as semi-crystalline form:
NMT ©.0%
- If labeled as a propylene glycol solvate: NMT &.0%

GREUT)
- * ¥¥e Dissolution, Content uniformity uag Uniformity of dosage units Tiliuuienansuana
swauduanamsnniinnet minildudeeazsdeaiidudauanliily coa
- nsdinvemzouudamsiiu (waive) Msnsisaeuinsesisenisla Wouuanaenasudngiudanani
Iasuayi@ee
- Drug substance specification #91sananlulinsizviveindn drug substance %3 Tuliasiedt drug
substance wasirAnendsagy atulaatunis Siimsanaiieseiasuynhteriivun
<. Goulvdu 9
flauesimdesiudnnmansienaswieuasmediodoiusesenasiasiiisunaneasduadsi
<o triausssadusiunusinstunsdouuinnss lnetnaitunsdoudediduanteuiuiuan
eTtyzy']"z’iva'zna
o tonansmslasueygatunzfouhivsiesmiheluysemalng uavdum (declare) unaman
clo.o luddynMstunzdoumiven 1ud nelo nt.m nt.e vie o wdusnsd
<lo.0.0 unsdidusindnlulsemalng (o)
<lo.0o lunsdififugnihiiiteusussglusamalng (me.m)
<lo.o.o lunsdifidugiimiedatunaniaszna (ve.o)
<ol luFwatunsifou ve.e ¥ie t.e vesniiauesin wiouseanduamdonsmusuanamees
wanAusinudisunzifeou (finished product specification) wazdanMuanuaINYIingav (drug
substance specification) N3difiagsEminmsidsuawudlufuduoriosuuienarsnmsveudly (.¢)
338y finished product specification Wa¥/m3® drug substance specification lasvauflynouiu
Usgmadsgmesindidnnseiinduarliviu b U w Audsimaussnmasandidnnseting
<o BNATIUTBIINTFIUNSHANE)
<o nsdlywdnlulsuelng fudasosilienansiusemnnsgumsndneinumdninns uagisnsialy
MsHARE" PIC/S (Pharmaceutical Inspection Co-operation Scheme) lagwiagau PIC/S participating
authorities w3 fllnasfusennasgunsnaneInavdninusiuazisnisinluniswangiveaddnany
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ANENTINATEMNITUALET NTENTNAGITUGY ﬁaﬁwum%u‘lmﬁmmaamﬂﬁaauasﬁmﬁauﬁwé’nmmﬁ
warISnsuAlunsHane PIC/S Tumnmeniiausyny aUuagamuTEUNISNII9aeY Tnenanisusesds
AulsznmsemasiaBidnnseiind

<mlo n3ETdusmT19neUsEINA yuAndDailiona1siusomnsgIunIsEns mumdnInusLa:
35n1sAntuntsHanen PIC/S (Pharmaceutical Inspection Co-operation Scheme) Tneningany PIC/S

participating authorities aUuaganiusounsnsrvaoulniinanisfusesfiatuuseniauseninsien
fuinnsetind v ymnaonTn uduminst

o~
&.& IBNAIANATNYDIWINLAUDIIAN

€€.® wamsmammswvuqmmwwamnmmmdwmzﬂ‘uaac‘q’wam (certificate of analysis of finished
product) Tunuidadumietng
&l HaNIMNNIATIMRNNIWIngRVYDITIeNdRty (certificate of analysis of drug substance) 7
Wlunswdneruiiduduiegoiwesidnsuavdudningiv
&.&.an mnmw?wé’ngwuﬁué’ummé’uﬁuészwiwiumwﬁmaai’mqﬁwaoﬁ"zmﬁ'}ﬁm (drug substance)
0 &«o fuguMIHARYeINEnTusiedN3a3Y (finished product) 78 ¢.c.e
<& HAM3ANYT long term stability mapatenyreseiitunsfeulifudninmnunmenssunmsaims
LAYE NTENSNENSIIUAY NIV TEuEMNNT 6
<& HamsAnymueiimaminuUadner (Functional scored tablets) Tnarmualiinisdnunly
wdeethaies fwelui

C&.&o TONMNUANN <slod> Quality Attributes of Tablets Labeled as Having a Functional

Score (United States Pharmacopeia (USP) and the National Formulary (NF)) uaz/m38 European
Pharmacopeia (EP %38 Ph Eur.)

(Dissolution test)

Test items Specifications

o |- PugnAvIweIMsuiaingifisesun NLT o of mo tablets pass /& — elo&% of
(Splitting tablets with functional scoring) The expected weigh of the split-tablet portion
50
- Uniformity of dosage units NMT e&.0%

o | MIazarsvewed@yIIndniling) HUANEN finished product specification

€.&.&lo TULNANIANYT 88D o U

ean nsferfauslulverdunuy (Original drugs) maqutanmsn'\sﬁnmmauuavaam
(Bioequivalence) fravaFouifisufuerduwuy Hulua ASEAN Guidelines for the Conduct of
Bioavailability and Bioequivalence Studies ﬁaﬁwmwﬂmznsiumsmmsLtazm'lwn'ﬁ'susama
nanfde finrsanarugndesieguuvunisfineiveseriilguandaidu highly variable drug #os
N15Anw1ine38 Replicated design study uaznselil metabolites Yu ﬁdwﬁwﬁm'lumsaanqw‘é
wudnaiuioend iy sxdesiinislinseimudanmuds parent compound wag active metabolites
(ortho-hydroxy atorvastatin wag para-hydroxy atorvastatin) uagfaeuseiliunaneniu
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noufmualaglifitouly
<o.& {lauasan (1) msilsruudndewimamdninas3aialunsinvuasnisnszanse Good
Storage Practice/ Good Distribution Practice (GSD/GDP) 1¢5un155U589u1m551u Good Storage
Practice/Good Distribution Practices (Certificate of GDSP)
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