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Atorvastatin o mg film-coated tablet (GPU beimetiom)
®. B8 Atorvastatin @o me film-coated tablet {GPU oamalom)
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wamws’sﬁﬁLﬂsﬁxﬁﬂmmmﬂulﬂmu finished product specification uWag drug
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a.a Finished product specification : Atorvastatin calcium o mg tablet (USP «a)

D) Test items Specifications
® Identification Cornplied with finished product specification
[ Assay @& - eod.0% of the labeled amount of
atorvastatin
on Dissolution*
Test & Not less than =o% (Q) of the labeled amount
of atorvastatin is dissolved in & min
Test v Not less than s&% (Q) of the labeled amount
of atorvastatin is dissolved in mc min
Test o Not less than @o% (Q) of the labeled amount
of atorvastatin is dissolved in eno min
a Uniformity of Dosage Unit* Complied with finished product specification

-o-/98 & Organic......
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4 Test items Specifications
& Organic impurities
- Atorvastatin pyrrolidone analogd Not more than o.¢ %
- Atorvastatin related compound H" Not more than e.0 %
- Atorvastatin epoxy pyrrolooxazin Not more than o.& %

o-hydroxy analogi

- Atorvastatin epoxy pyrrolooxazin Not more than o.& %
w-hydroxy analog, if present ‘

- Atorvastatin epoxy THF analogl’m Not more than o.lb€ %

- Atorvastatin related compound D" Not more than o.m& %

or Not more than o.o& % if atorvastatin
epoxy THF analog is integrated together
- Any other unspecified Not more than ol %

degradation product

- Total degradation products Not more than .o %

¢ (3R,5R)-7-[5-(4-Fluorophenyl)-3-isopropyl-2-oxo-4-phenyl-3-(phenylcarbamoyl)-2,3-dihydro-1
H-pyrrol-1-yl]-3,5-dihydroxyheptanoic acid.

" 5-(4-Fluorophenyl)-1-(2-[(2R,4R)-4-hydroxy-6-oxotetrahydro-2H-pyran-2-yllethyl)-2-isopropyl-
N,4-diphenyl-1 H-pyrrole-3-carboxamide.

! 4-{6-{a-Fluorophenyl)-7,8-epoxy-6-hydroxy-8a-isopropyl-7-pheny|-8-
(phenytcarbamoylhexahydro-2H-pyrrolo[2,1-b][1,3]oxazin-2-yl]-3-hydroxybutanoic acid.

“ (3R)-4-(1 b-(4-Fluorophenyl)-7-hydroxy-7-isopropyt-la-phenyl-7a-
(phenylcarbamoylhexahydro-1aH-oxireno[2’,3:3,8]pyrrotol2,1-b][1,3]loxazin-3-yl)-3-
hydroxybutanoic acid.

l 4-(4-Fluorophenyl)-2,4-dihydroxy-2-isopropyl-N,5-diphenyl-3,6-dioxabicyclo{3.1.0jhexane-1-
carboxamide.

" Atorvastatin related compound D can undergo transformation equilibrium to the
atorvastatin epoxy THF analog. The equilibrium can be shifted under slightly acidic
conditions and therefore some products could have a combined specification reported
under atorvastatin related compound D.

" 31(4-Fluorobenzoyl)-2-isobutyryl-N,3-diphenyloxirane-2-carboxamide.

-m-/en.lo Finished product......
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en.lo Finished product specification

-n-

: Atorvastatin calcium &o mg tablet (USP &)

L[] Test items Specifications
@ Identification Complied with  finished  product
specification
&) Assay «e.& - mod.0o% of the labeled amount
of atorvastatin
o Dissolution®
Test ® Not less than co% (Q) of the tabeled
amount of atorvastatin is dissolved in
®& min
Test o Not less than =¢% (Q) of the tabeled
amount of atorvastatin is dissolved in
o min
Test Not less than @o% (Q) of the labeled
amount of atorvastatin is dissolved in
o min
Test & Not less than <o% (Q) of the labeled
amount of atorvastatin is dissolved in
&& min
& Uniformity of Dosage Unit* Complied with  finished  product
specification
& Organic impurities
- Atorvastatin pyrrolidone analogd Not more than o.& %
- Atorvastatin related compound H' Not more than .o %
- Atorvastatin epoxy pyrrolooxazin Not more than o.& %
o-hydroxy analog“
- Atorvastatin epoxy pyrrolooxazin Not more than o.& %
e-hydroxy analosg, if present ‘
- Atorvastatin epoxy THF anatogt’m Not more than @.0 %
- Atorvastatin related compound D" Not more than o.& %
- Any other unspecified Not more than o.lo %
degradation product
- Total degradation products Not more than &.0 %
-/ ° (3R5R) -T- ...
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° (3R,5R)-7-(5-(4-Fluorophenyl)-3-isopropyl-2-oxo-4-phenyl-3-(phenylcarbamoyl)-2,3-dihydro-1
H-pyrrol-1-yl]-3,5-dihydroxyheptanoic acid.

" 5-(4-Fluorophenyl)-1-(2-[(2R,4R)-4-hydroxy-6-oxotetrahydro-2H-pyran-2-ytlethyl)-2-isopropyl-
N,4-diphenyl-1 H-pyrrole-3-carboxamide.

! 4-(6-(4-Fluorophenyl)-7,8-epoxy-6-hydroxy-8a-isopropyl-7-phenyl-8-
(phenylcarbamoyUhexahydro-2H-pyrrolo[2,1-b][1,3]oxazin-2-yl]-3-hydroxybutanoic acid.

‘ (3R)-d-(1b-{d-Fluorophenyl)-7-hydroxy-T7-isopropyl-1a-phenyl-7a-
(phenylcarbamoylhexahydro-1aH-oxireno[2’,3":3,4]pyrrolo[2,1-b][1,3loxazin-3-yl)-3-
hydroxybutanoic acid.

l 4-(4-Fluoropheny()}-2,4-dihydroxy-2-isopropyl-N,5-diphenyl-3,6-dioxabicyclo[3.1.0]hexane-1-
carboxamide.

" Atorvastatin related compound D can undergo transformation equilibrium to the
atorvastatin epoxy THF analog. The equitibrium can be shifted under slightly acidic
conditions and therefore some products could have a combined specification reported
under atorvastatin related compound D.

" 3-(4-Fluorobenzoyl}-2-isobutyryt-N,3-diphenyloxirane-2-carboxamide.

en.en Drug substance specification:
(A) Atorvastatin calcium USP ca-clo

U0 Test items Specifications
® Identification Meet the requirement
© Assay «&.0 - e@ok.o% of atorvastatin calcium

(on the anhydrous and solvent-free basis)

& Propylene glycol (If label as a && - aa%

propylene glycol solvate)

-&-/U9 & Organic......
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U8 Test items Specifications

& Organic impurities

(@en Procedure @ %38 Procedure v | Aufuddduasigvinazpolymorphuiniei)
Pro r

- Atorvastatin related compound A
0
(Desfluoro impurity) Not more than o.m%
- Atorvastatin related compound 8
Q,
(@15, &R isomer) Not more than o.m%
- Atorvastatin related compound C
: : ) Not more than c.;%
(Diftuoro impurity)
-Atorvastatin related compound D
o . Not more than o.l8%
{(Epoxide impurity)
- Any other individual impurity
. - Not more than o.a%
- Total impurities

Procedure o

- Atorvastatin diamino

Not more than &.0%

- Atorvastatin related compound A Not more than o.e&%

(Desfluoro impurity) Not more than o.m%
- Atorvastatin related compound B
(S, &R Isomer)

- Atorvastatin related compound C

Not more than o.m%

(Difluoro impurity) if present Not more than o.a%
- Atorvastatin e-deoxyhept-ls-enoic
Acid

- Atorvastatin related compound H

Not more than c.ec%

(Lactone impurity) Not more than o.e&%

- Atorvastatin epoxy

tetrahydrofuran analog Not more than o.ed%

- Atorvastatin ethyl ester

- Atorvastatin related compound D Not more than o.ed%

(Epoxide impurity) Not more than c.ed¢%

- Atorvastatin related compound |

(Acetonide impurity) Not more than o.ed%

- Any other individual impurity Not more than o.e%

- Total impurities Not more than &.0%

L .
. v “o-/U8 & Enantio._....
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dfey)
- Trihydrate form
- Amorphous form or

semicrystalline form

- Propylene glycol solvate

28 Test items Specifications

& Enantiomeric purity Not more than o.m% of atorvastatin
related compound E (:S, &S enantiomer)

) Water (Jui crystallinity ua9sa1

& - &.&%

Not more than ©.0%

Not more than &.0%

(B) Atorvastatin calcium trihydrate BP boa®b

do Test iterns Specifications
® Identification Meet the requirement
o Assay .o - @ol.0% of atorvastatin calcium
(on the anhydrous substance)
& Enantiomeric purity
- Impurity E Not more than o.m%
& Related substances
- Impurity A, B (for each) Not more than o.m%
- Impurity C, D (for each) Not more than o.@¢%
- Unspecified impurities (for each) Not more than o.@0%
- Total impurities Not more than e.¢%
& Sodium Maximum o.e% (anhydrous substance)
D Heavy metals Maximum o ppm
o Water n.& — &.&%
winewme - -~ Wida Dissolution way Uniformity of dosage units TMLLU@NEITUANS
uasdsanansnsIEiaTe wnildudeanduaiiduiuariiulu coa
- nsdifleansdouudinisiiu (waive) nmsnsisdsuTinszvisenisle Widuuans
nansvdngudananildsuayiace
- Drug substance specification #9150131NUTATIERVDIEHER drug substance
vio WAy drug substance vaagfudmondniogy atulaatiuvils deiinis
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< fRoulady
fauosedasdudiuinmiisionans wisuasmeiiedesuseaenanslasdiisiung swason fil
.o onansmslasusygetungduiiueiiedmielusamalve uazdiuns (declare) uvadnan
0.0 ldfysTuadouhiue Wi ue no.e vo.c wie oo wiusnsed
ol lurmetunaioun vee Wi te vessilauenen wiouswandeatanisaiun
Aran YD INARStusTafitunziliou (finished product specification) uazdormunasinIn
YEIIMEAU (drug substance specification) ﬂitﬁ'ﬁ'aqiwdwmsmﬁauwmLu*'flmﬁmﬁmzﬁaa
WLUENAISNSVEMRAL (8.¢) wwiau finished product specification waz/m3a drug
substance specification lngraudlunouiulssmaussmanadidnnsednd wazlifu v U
a Tudssmadssmasiaddnnseiind

&lo LINANTIUTBUINITIWNTHAREN
o uArdsdionasiusennmsgumsHansmavAnnasiwer ISR lumskane  PIC/S
(Pharmaceutical Inspection Co-operation Scheme) Towwiansu PIC/S participating
authorities Tuvianenfiaueve atusgamuseunisasisasulneiinansiusastiiutssnie
Ussmasadiannsetind visatgnasnin udiusingel

<o LBNANTAMANYDILTLALDT I
€6 HANMINTITIATIEIRUAWRARAued I sUvendn (certificate of analysis of finished
product) lugnuiidsdufedng
&mlo HANTATIVIATIEVIAUAWINGAUYBIILIERT (certificate of analysis of drug substance)
fldlumsningrsuiidadufegnsicvodninswasdnaningdv
o  LOAAIIUIINANFINEUTUANANRUSTEINTUN1SHERveLTRgRUYRIiEdATY (drug
substance) 98 a.m.lo usun1skAnvawdnsingiendsagy (finished product) 78 cae
@ WansANY long term stabitity maamhdmqwmmﬁﬁw3Lﬁau15'ﬁ’uﬁ'|ﬂ'mmﬂmzﬂiinms
DWNITWHZET NTENTIAT TGV
ad nanMsAneIANURImIvaMTILUAIngY (Functionat scored tablets) Lasmvualvinsdny
ludestades duweluil
@) ToAWUAAIL <slo@> Quality Aftributes of Tablets Labeled as Having a Functional
Score (United States Pharmacopeia (USP) and the National Formulary (NF)) wag/v38

European Pharmacopoeia (EP %38 Ph Eur.)

) Test items Specifications
® - PagNFBIwBINIRLine Al NLT e of mo tablets pass oi¢ — ealbd %
s88U1N (Splitting tablets with of the expected weigh of the split-tablet
functional scoring) portion
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kD
- Uniformity of dosage units NMT ad.o %

© msaratuvesiigdfgndnda pyresueiiseylu finished  product
#1 (Dissolution test) specification
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B) TEHLIAINISANYN DENILOY o TU

€. BENEN
«.<o faussian fasdsiedrsodntos m naes Suduiunuuanieandealinsudiunini

[ W W wa o ar &
Avualuideamanimlutiwu

@& MIUsHIUAMNNE AU
& &0 pvdwovsnliongldlaliveenii o U o theu Wunniuduwey
<&l pmnuaiidwey zsasdwnnmieluiusemanmsineieniuiidmey

<&a  ndmheTemMvinEssheg e idmouiiodmeliensiaunm  wheswmsaeh
wisdofosemotn Tnsflauesian (ue) sxfesdssniudnmuinnuiimbensmedmee
AeneiuandudiuiiaveumiliseRifodsdumisnaimssiquam asdfinuieliduly
munMdnuNson  mhesmnsteanudniliiuinsannmsauesimenainaIveilaus
101 (e) waz/mieuanluadiioly

<& fiauesian (une) ssdesiudsunilontlnduaety wieiainmsidouanmiiouszns
e Aeurdmus Taglifiidela

&5 fawesa @uie) Susenbisnidndygneunsuimun fsil
& 5. NtraMIguaTIResIziell  lnensuineimaninisuwndviaviesdfuRnisilaumnsgu
ISO/EC ewolod  Waminsavinsziliidulunmuespudaimunludsenimszninsian
aoa = 4
0] n .,
ANN3BLNg -®-/& ol AU ...

AMSNTTINTAMMUAR LA YW E

1A B To USEEWASINANT 2. AR 33 ............................ nssuns 3 2080 CHAN D NSNS

(e 9736) funsanInel LIINadunnE) {WrHETIBUNIg Ussvues)




wolo  ndndndusiewiadgniienfviuinemann lasdninnuangnssumsemsuazen
Ry ATy lutwimeesdygyesdessne

com nasmulgmannwanadadusieiiesdwanoUssdviua uazmiuasasusaiie
asuen

<o Mhsswnsveanuinsifuinsunds dusieiilluse Rgnisuniiviuledrineunnenssuns
2IMNTUAYN NSENTNAESAEY Tstezm o U deuiuussmauszmasiadidnnselind

ﬂmzniiumiﬁwwummﬁnumzmm:

UTEBIUNTTUNTT 2. BT rerscverensesr s ASSNMNS 3 aed. 0 H..C..M.\.ﬂ............ﬂﬁum'ﬁ

(e enid) (wreauill USINAFIONG) (unagunuIn Usevums)




LU Unoo

A919EN UV UTZU WA LASUT RETIaL S8 az B ana1 195

F g aF 2/ ‘:‘n 1 1 ¥
Tun1sindavndneidldsrunasadng

. ¥91lATIN15 : mMsUsEMeTIA NSt Atorvastatin o me film-coated tablet (GPU Setmeddom)

- miapudnveaslannms lsmeyianwslass Swinesdans,

- NRWUUTBINURATUINAST Colbo.goo.oo U (B udauauassmiiunniuuadesumdan)

 Juifuuasianang (srandaede) a Jui b by beod

- UAueen Atorvastatin o me film-coated tablet (GPU beowlon)
37U ®,E'D0,000 Lﬁﬂ
Ui ee,000,000.00 UM @wAuiE WU maIY)
IO lodloo UW/ALA

. WRAIVINN99951ATN879 (51A18719849)
FINTIATMIATEIY (S1A1NA19) VDIALEATINMTRALITEUUL IR 15384 SIMUASIAINET9E1
a3Tuil o ENAY lodom

. wlagfulinvauimuasiainana

®. WU 9138 WEUWaREngy  udsesunssunis
. VNEINA wINadunvd Wndvnst s unssung
o WNETUNWIG Usevuas  wdunstoungns Dunssunng




