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Finished product specification : Atorvastatin USP &
m. ldentification

ls. Dissolution®*

Test @

Test &

Test m

e Assay

& Uniformity of dosage units”
&. Oreanic impurities

Atorvastatin pyrrolidone analog

Atorvastatin related compound H

- Atorvastatin epoxy pyrrolooxazin

6-hydroxy analog

Atorvastatin epoxy pyrrolooxazin

T-hydroxy analog, If present
torvastatin epoxy THF analog

Atorvastatin related compound D

Any other unspecified
degradation product
Total degradation products

56 UNTINNTG

AT
(wedFaynl mgsse)

Complied with finished product specification

Not more than o % of labeled amount
in m& min.

Not more than @& % of labeled amount
in e mMin.

Not more than go % of labeled amount
in o mMin.

de.d — mod.o% of the labeled

amount of atorvastatin

Complied with finished product specification

Mot more than o.d %

Mot rmore than e.o %
Mot more than o.d& %

Mot more than o.& %

Mot maore than oled %

Not more than o.md % or o.& %
if Atorvastatin epoxy THF analog is

integrated together

Mol mare than ols %
Mot more than .o %
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Finished product specification : Atorvastatin USP &

. Elemental Impurities

g, Microbial limit test

Finished product specification : Atorvastatin USP &lo

. |dentification
o, Dissolution®
Test @
- Testw.
- Testm
- Testd

i, Assay

&. Uniformity of dosage units®

o LT bR e T, AF5UNT3
(wesnyan A9EITT0d)

Elemental impurities risks assessment report
(Whole process & Identified sources)
aeaiiey 3 commercial batches
senuAnlufuauiaieyAl LOQ wax
fifnlaiiiv 30% PDE

TAMC : not more than 103cfus‘g

TYMC : not more than 10°cf/g

F.coli : Absent

Complied with finished product specification

Not more than go % of labeled amount
in @& min.

Not more than ed % of labeled amount
in eno min.

Not more than &o % of labeled amount
in ene mMin.

Not rmore than o % of labeled amount
i @ min.

FE.& - mod.o% of the labeled

amount of atorvastatin

Complied with finished product

specification

|
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Finished product specification : Atorvastatin USP o (si8)

B

& Oreganic impurities

- Atorvastatin pyrrolidone analog Not more than o.& %
- Atorvastatin related compound H Not more than a.o %
Atorvastatin epoxy pyrrolooxazin
6-hydroxy analog Not more than o.& %
- Atorvastatin epoxy pyrrolooxazin
7-hydroxy analog, If present Not more than o.& %
Atorvastatin epoxy THF analog : Not mare than e.o %
- Atorvastatin related compound D Mot more than o.& %
- Any other unspecified Nol more than ols %

degradation product
- Total degradation products Mot more than .o %

* Atorvastatin related compound D can undergo transformation equilibrium to the atorvastatin cpoxy
THF analog. The equilibrium can be shifted under slightly acidic conditions and thercfore some product could
have a combined specification reported under atorvastatin related cormpound D.

. Elemental Impurities Elemental impurities risks assessment report
(Whole process & ldentified sources)
aeatiaw 3 commercial batches
s duieurzossyal LOQ uay
frnlalifiv 30% PDE

e, Microbial limit test TAMC : not more than 10°cfu/e
TYMC : not more than lﬂzf_fufg
E.coli : Absent
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Drug substance specification : Atorvastatin calcium USP ae-ale

&

53

Description
Assay

Identification

Propylene glycol

(If label as a propylene glycol solvate)

Oreganic impurities

Procedure 1

- Atorvastatin related compound A
(Desfluoro impurity)
Atarvastatin related compound B
(3s, 5R isomer)

- Atorvastatin related compound C
(Difluoro impurity)

- Atorvastatin related compound D
(Epoxide impurity)

- Any other individual impurity

- Total Impurities

.................................................. UJ5E5TUNTIUNS

P
Q

SN T ATTUNI
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White to off-white powder
#m.0 - mok.o% of atorvastatin calcium
{on the anhydrous basis)
asraciumufiszylilu APl Specification Tl
Fumailenl ity oo, uas uansmanTiles e
Polymorphism #2875 X —ray powder
diffraction (XRPD) 91nTUN1THER sialsaau

Foen Py B any o
HHARIARFY LLazﬁﬂdﬂﬁls’iﬁ’lLiﬁJgﬂ
&.a — ol.m %o

WnEIRIY procedure 1 vwia 2
Mot more than o.m %

Mot more than o.ea %

Mot more than o.m %

Mot more than ols %

Mot more than o.e %
Mot maore than em.o %
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Drug substance specification : Atorvastatin calcium USP ger-cleo (wim)
Procedure 2
- Atorvastatin diamino Not more than o.ed %
Atorvastatin related compound A
(Desfluoro impurity) Not more than o.m %
- Atorvastatin 3-deoxyhept-2-enoic acid Mot more than o.e %
- Atorvastatin related compound H
(Lactone impurity) Not more than o.ed %
- Atorvastatin epoxy

tetrahydrofuran analog Not more than o.ed %

- Atorvastatin ethyl ester Not more than o.ed %

- Atorvastatin related compound D
(Epoxide impurily) Mot more than o.ed %
Atorvastatin related compound |
(Acetonide impurity) Mot more than o.ed %

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

- Total Impurities Not more than e.o %

. Enantiomeric purity Atorvastatin related compound E :

Not more than o.en %

w. Elemental Impurities Elemental impurities risks assessment report
(Whole process & Identified sources)
pegilag 3 commercial batches
musuAnliufiauieszyii LOQ wae
fiflaitiu 30% PDE
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Drug substance specification : Atorvastatin calcium USP wa-alo (A8)
3o o
&, Water (uiiu crystallinity w818 #g)

- Trihydrate form m& - &.d& %
- Amorphous or Semicrystalline form Mot more than ©.o0 %
- Propylene glycol solvate Not more than e.o %

VB
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- nedlieansoundinsiiu (waive) minTasgevitanginensia Wiluuanenasvdng
fanamnldFuauine
_ Drug substance specification finvsananluiiasesivasidn  drug substance vialu
Swen drug substance wosEnetdniagy atulsatiunils Seiinsnsiesieinsuyninds

= 5
AR
4 ﬁi}})" 4 W
NN . .; .1 PRI Usganunisunng 13312 ISP B s N533N79
(Werws Iy edinun) (WeyyEs AudsIATEE)

:-_—_vf ;_ P
A998, hﬁ}“‘}{ ............... ATIUANT

(uedstynid AIgaTI)



Ravluiu q
a. E‘hm'm’1wfht:mﬂaﬂin’rﬂﬁ%"uEn.g:mwﬁuﬂmﬂﬂuﬁ?ﬁuamﬁaﬁmﬂhaluﬁ'ﬁ:ﬁmﬁlm wazdumg
(declare) WigHER
oo Tuddgnstunsdeuiive Mol no.e no.e wdudnsd)
o.0.0 lunsailluerinanlulssmelve (mnsia ve )
o.0.0 lunsdififiuanthidfionisudsussg (mneis ve.m)
oo Tunsdiiduerhidranmasema (e no.e)

oo, lumwetunzifious ve.e veswrflauasia wiouseazdoniidanisaruguaanm
vassandasmuitunzisuly (finished product specification) nsdiflagseninansidsuslaauily
Wanfisl wefpauuunansnTvandlauwdeu finished product specification

. lunsdlfiswdnluussimalng guanfeaiidnuinmateniedofuosmingrunisuing,
pumEninasignsialunisudnevessundlng ddddtmustulaviinusenadeaziniisuiy
wnnATIEMsiRlunIskaRevas Pharmaceutical Inspection Co-operation Scheme (PIC/S) Tu
puaaerilauovelunsdiduenindmindseme fuaafosdiduunnmdiemisdedusownigu
NSRARLIALMENINASTITNSARLUA SHERENTRSUTHIMARER W3e Cerlificate of pharmaceutical
products

m. AN NEIEINATIALAN YT TIEUD IR

m.e HANIATITIATIERAUA NHERSLURTDIEHER (Certification of analysis) Tuenguitdadum
FIDE1

oo HanTIRTIVIATIzRaua WIRgAY (Raw material) ansiagnddgldlunindneiuiids
Hushaenersvasndneuazdudniagiv

& FI9EN9E

freuesian Fasdafiadnaniotaiios eo wieussyiudiduiufunuanssazion
Iemsuiumaiid sl denuanditludody

b L

o
BB, ...- vy oo iAsenreg s A NSRRI UTEFIWNTINAS L SRR B, NITUNTT
(Wews eyt iam) (UNBET FUITLMTET)

AD. ..., e s lssavisca N3NNI

'

(uefisunl m9gITI0M)



Feulviu 9 (de)
& madszAununmeniiduou

.0 eewfidwauiasidenndt el Wou tunniudsey

o mnnRidwe sefeduamdeluiusaansanaiieneiouiidmeuresninuas
Tuimneiingivessdudninafivilldudnenjuideoy

&.on 'Luﬂ5fﬁi’i1»1u":aﬁﬂﬂzﬁﬂ'sﬁ'1f1'aiziuﬁ’1ﬂEJ'Nﬁ"lﬁﬁwamﬁaeiw':Tw“:u.ﬁﬂ:ﬂﬁﬂmmw w841
sz miiidesoswesatheen Tnegdneszfosde ifiuinmusuuinnsnensdmnTinse
wazfugTuiinvovdAildrglunmsnrninnziguam Tunsdimudn orlidulununmudnene wmis
s19n7s weanuANSlisuiTsnsauesmednanvednevieddnlun el

¢ nsdliilsameruiansrvasuniendinisniindvedinuitouillddaeunudennas
Tun1sdndandsil Tinsanuunsgruntunudneugiidivun fusardonieduiviidunssiu
daeulilmiluinousiiudnausiddedufingn melu eo Suhmaivenuiueniveds Tny
LifnAld9ofiuannlsmeuig wasfuededfuiaseunademesuisananmaliodindmn
It

¢.¢ frwazdasiuasusiilonlndnunny visileiinmsideugunmassedsuszasleg
Aauire

0. lanaNTeuA

b.@ WHAINANTIANE Long Term Stahility ad1auag be Aoy

oo lunsdidusnidiemeudeuld azdauananifnerunsimdnisazatenuiiselu
Lenasiuen

b.a flanansnsidovnanainuuuidadaiamumantsldoluszozermdmstuneidouiiu
o tlesrusadiouaruyasaitlufineaunnn wansmansinmuananasndtlunmsldorlugiae
4112U3N (Periodic Safety Update Report)

2 4
o e 4 o
2 T 3 W .................. 15EEIUNTIUNTT 15 R b O SRR EFE AN

al

wewws Wil i) (UBUSS AUITATYE)

S 1 SO RS AFTUATS
(unefi¥yed megasTa)



10

o o Sy ad = .
WANMNUNNITNIITUIARALEDNST Price Performance

wiinunauet lunmsfinsundausmaiauaia ealdrdnnusinslsadiuvdnssiniamsainan
sl
dlauem dnuaudiinTuiugnisnuusenmlszninsmuagienaidseningia
- wEndnstitauosen SeimusgniesruiumuandnuuzsaneTivsenlsEngan
- Ausdanlsudn dwmSulddunosilunisUssdiuadssindameasen Ussnaude
o fusnan Fahividnasuu fail

Amlsudni @ s1AiEwesIe (Price) o
FanUsvanil s unsgruveIRansioe (Performance) ao

T @oo

w = =l
FLILL U PIETIY] @& - 3 YILET
o

LI

]
HLLLF & Fl
P

s LI = m R a 2 ;
IHUULA %‘EI AR TAIGEIEELENNT 2UNSAVEALUUY i"i"ﬁ‘l_|'iEEJTIEﬂHE’IﬂﬁLL‘uUrL‘l":ﬁﬂﬂTULﬁU I EM N

w wo e ST g
P Tvanyl ln : IRSFIUIBIREANMS (Performance)  ASLULGN oo AU
=oar ) a w - =
lo.@ mwsﬁﬁuﬁqmumaqu&mmmmﬂtwwam.ﬂmﬁa'nwgﬂ o AZLUY
bl 11RgTURU RN

bo ABIL
lo.n UIATFIUUTIYE U bo AL
lo.& UIATFIUBUAETUALUAMNINEN &o ALY
o Ew = i)
1| PR, . UseaIungsung FINE i s o s N3IHNTG
(uea3 a3 (UIBYEYES FUITATET)

awa‘—‘*”% N334N75
(weddeywl magaTIa)



nsfinsanlpesuIesuYemaAndus (Performance) ALY

0.0 WRsFIULTIURGRIRgARUF AT

i’ s - &t o cJ = o af - - o
Wingauseddqindalaelsanildfumsiusennnsgu mandaauvannad | oo
ol I:J s w aa, ot 1

LardEnsfinlunIIHEREY GMP-PIC/S 199U MARNARR UURATIHARIITOUNTIATIREDY Tu

=l = 2 as wd_wm W & ar
w‘:J':I'FIWLﬂF”m‘ENﬂUfJﬂQﬂﬁW'JEJ“IHﬂIFEﬂK!

o lo UIRIFIUTBIUEURNTT

fidoyanan1mTIvitAs signlnnipfiRmrvesuanedniagy Aldmsiuies Bo
pruaansosesUfifinneaeuumannIg U 1SO/IEC 17025 ndtineu
snasgiasfRmsnsinenmanimsuimd (hdeas o AsLUY gagabiliv bo
agl) nadimiugndiagiihdandsdsena dadaiuainnagiu PIC/S GMP il

ATeuAaURITE Quality Control wazgseylu GMP certificate

lo.en HATHIUVTIY TS

(n) vuunagynidn sryferhluviedonsin uazauanusIvee &
(1) UuseAdinsy TunLnegUaET &
(@) il imprint code vuding Fadneriontsiied (identification) &
(@) Winurfisaeuin snuddlade Fnudwdldunnniou way Idinglumunadieinm | e
o
1581UNTTUNNT X R . n35UANT

(WeyneT FUTATEY)

AFTUNTT

(el R9gITIRY)



(eAfhyed #9gI5I0d)

msfansanziuLnIguramdndae (Performance) AT
oy a w
lo.& ATHIUBUTHTUALUARAINET
(n) Tawonansfigaiarmuvinitsufurmssantsine (therapeutic equivalence) @0
Taendupiuwuy wie 1i5unisussy Tu Orange book / Green book
(1) finanafinweusyavassansiasien (bioequivalence) U84 atorvastatin was
active metabolites (ortho-hydroxy atorvastatin wag para-hydroxy atorvastatin)
| (FenlatalAen)
L RAMITIASIERIUAMSIATUNA atorvastatin , ortho-hydroxy atorvastatin Wa e
para-hydroxy atorvastatin
- wamTiesesiiunosilinsuyaviade
_ samwseiliinanasiioms vie liflnamsieeied o
() fifoyannsAnwenuaafudainudadiae (n use stability) @0
(9) fimsAnumaagiin (Clinical trial) Tuduae TnesissaunsanwmanaiinulSauiieu | eo
wnaa o a = aa ] o e
UszAvEnamuasenfue fusuy wingnenuniandiniivinanidalseanininyade
asfRalunsanInanAunnd wia T1inetdeuvmd
(9) finsAnwneaugAansgua I (Cost-effectiveness) Wisuiivufivenduuuui | eo
war =y ol -4
WU saTanilunsansem I Liaie
ABWLLTIL ®00
o &3‘ i (1
o RIS RN, {0 RV SR, U3e81UNIIUNTT 3 NLT1I O A o R, AFTUNNT
(nevw3 1w3adn i) (Weyeyss AuTILATYE)
o SN
a S L f
A1 2 s AN AFIUNTT

2



ANANWLLONIZVDIEN
Atorvastatin €o mg tablet
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Finished product specification : Alorvastatin USP &

. Identification
sy, Dissolution®

Test @

- lestls

- Teslt e

e, Assay

«.  Uniformily of dosage unils®
&. Oreanic impurities
- Atorvastatin pyrrolidone analog
- Atorvastatin related compound H
- Atorvastatin epoxy pyrrolocxazin
6-hydroxy analog
- Atorvastatin epoxy pyrrolooxazin
T-hydroxy analog, If present
- Atorvastatin epoxy THF analog

- Atorvastatin related compound D

Any other unspecified
degradation product
- Total degradation products

3 5@)
(0513 JROOTOVUTOTTTROTTOTIN ¥ RO UTEETUNTINMS

(W wd 1@3adeInnn)

Complied with finished product specification

Not more than <o % of labeled amount
in @& min.

Mol more than @é % of labeled amount
in eno min.

Not more than go % of labeled amount
in eno min.

we.d - mod.o% of the labeled

amount of atorvastatin

Complied with finished product specification

Mot more than o.d %
Mot more than e.o %

Mot more than o.& %

Not more than o.& %

Mot more than oled %

Mot more than o.od % or o.& %
if Atorvastatin epoxy THF analog is

integraled together

Mot more than oo %
Mot more than .o %

5 1]
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Finished product specification : Atorvastatin USP &a

%, Elemental Impurities Elemental impurities risks assessment report
(Whole process & Identified sources)
adaUn 3 commercial batches
eruanduiamiaseyd LOQ uay
fim1lailAy 309 PDE

e, Microbial limit test TAMC : not more than 10°cfu/ g
TYMC : not more than li}chus’g
E.coli : Absent

Finished product specification : Atorvastatin USP e
@. |dentification Complied with finished product specification
lo. Dissolution®
Tesl @ Not more than @o % of labeled amount
in e min.
- Testle Not more than &€ % of labeled amount
in ec min,
- Teste Not more than @o % of labeled amount
in eno min.
- Test4 Not more than <o % of labeled amount
in @& min.
m. Assay we.d — mod.o% of the labeled
armount of atorvastatin
& Uniformity of dosage units® Complied with finished product

specification

N o f
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Finished product specification : Atorvastatin USP € (#9)
& Organic impurities
Atorvastatin pymrolidone analog Mot more than o.& %
Atorvastatin related compound H Not more than .0 %
Atorvastatin epoxy pyrrolooxazin
&-hydroxy analog Mot more than o.& %
- Atorvastatin epoxy pyrrolooxazin

T-hydroxy analog, If present Not more than o.& %
- Atorvaslatin epoxy THF analog - Mot more than e.o %
- Alorvastatin related compound D Not more than o.& %
- Any other unspecified Not more than o.ls %

degradation product

- Total degradation products Not more than &.o %
® 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 product could

have a combined specification reported under atorvastatin related compound D.

o, Elemental Impurities Elemental impurities risks assessment report
(Whole process & Identified sources)
8814198 3 commercial batches
srAndufiamioszyal 10Q lay
filailfiu 309 PDE

w.  Microbial limit test TAMC : not more than 10°cfu/ g
TYMC : not more than 1D?cfufg
E.coli : Absent

o guj 4 )
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Drug substance specification ; Atorvastatin calcium USP @s-cls

m. Description White to off-white powder

b, Assay ¢w.0 — @ok.o% of atorvastatin calcium
(on the anhydrous basis)

m. Identification srrasiumuitszylilu API Specification fld
Tunzouliiu ee. uas uanmansiAT1Ed
Polyrmorphism Peia X —ray powder
diffraction (XRPD) NnZUNTHER gialsaay
AndnTgiu wazdndnendniagy

= Propylene glycol

(If label as a propylene glycol solvate) &.& — olen 90
&. Creanic impurities LN procedure 1 WD 2
Procedure 1
Atorvastatin related compound A
(Desfluoro impurity) Mot more than o.m %
- Atorvastatin related cormpound B
(35, 5R isomer) Not more than o.m %

- Atorvastatin related compound C

(Diftuoro impurity) Not more than o.m %
- Atorvastatin related compound D
(Epoxide impurity) Not more than oo %
- Any other individual impurity Not more than o.a %
- Total Impurities Not more than a.o %
BD, oo &Lj ....................... UTE51UNIIUNTT ﬁﬁ%lE}CJ ......................... ITUN3
(wewed Windedaun) (WIBYRYTT AUITATHE)
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Brocedure 2

- Atorvastatin diamino
Atorvastatin related compound A
(Desfluoro impurity)

- Atorvastatin 3-deoxyhept-Z-enocic acid

- Atorvastatin related compound H
(Lactone impurity)

- Atorvastatin epoxy

tetrahydrofuran analos

- Atorvastatin ethyl ester

- Atorvastatin related compound D
(Epoxide impurity)

- Atorvastatin related compound |
(Acetonide impurity)

- Any other individual impurity

- Total Impurities

. Enantiomeric purity

o, Elemental Impurities

(weddynl wegaTIn)

Drug substance specification : Atorvastatin calcium USP @e-cl (#18)

Not maore than o.md %

Mot more than o.e %

Mot more than o.e %
Mot more than o.sé %

Mot more than o.ed %

Mot more than o.edé %
Mot more than o.ed %

Not more than o.ed %

Not more than o.s Y%

Not more than e.o %

Alorvastatin related compound E :

Not mare than c.em %

Elemental impurities risks assessment report
(Whole process & Identified sources)
agnaae 3 commerdial batches
srenuAndiufiarviessyal LOQ uay
fienlaliiu 309% PDE

R S NTIUNTT
(W53 AUITIETEE)



Drug substance specification : Atorvastatin calcium USP ger-als (#ia)
& Water (Iufiu crystallinity a8eiienddn)

- Trihvdrate form ol — & & %

- Amaorphous or Semicrystalline forrm Not more than .o %
- Propylene glycol solvate Not rmore than @.o %

WREULVR

* Wi Dissolution waw Uniformity of dosage units Tiiuuenansuanisazinapanisnsia
- v [ L) ed o
Awaine windilaudeseazBueitudayliiuly coa

=i =l vy W z = r wred w
nanaAnsideuuTnsiu (waive) AsmTeaeuiipseiaenisle ’Lwauuamanmiwaﬂgm
fandmflasuayifse
Orug substance specification ﬁﬂ"l‘jmw’ﬁﬂﬁmﬂ:ﬂﬁﬂm%ﬂﬁm drug substance wiglu

ATed drug substance vosguEnedivgy adulaetunis Sdimemnaieneinsunide
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i un

o’ /)
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(declare) uvasnan
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o.0.0 lunsaliliduofudnludsemdlng (nega nee)
0.0 lunsdidusiudifiensmisusse uneda ne.m)
a.o.m Tunsdfiiuenindiarndessme (et ne.o)

oo, ludwetunediouen ne.e 18a01iaue a1 wiausisazBonifanisrunuanmunm
w0 mdpfasimuAtunaeuld (fished product specification) nsdiftagszyiensnlaauuaule
WiLiu efpsuuenasnisuaniluummien finished product specification

b. lunsdifiewinluusemelng fudadesfiduuinmaenddeivsoannigiunisaiing,
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AsHARE R LA USIENTARlUNsHARwesUssmAlER v3e Certificate of pharmaceutical
products

o daminoenasaudnyazveseniieuesim

e HANINTITIATIBRRLLATIHER usivBnER (Certification of analysis) Tuegnsuitdaduen
finaena

oo HANATIVIATIERUA W IRGAY (Raw material) vosieddnitlilumandnequiids
Hushethefvasguaneuasdudningiu
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Wasufhummuiifmualuiafonmaudimluiesy
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.6 WARINANTTANEN Long Term Stahility agnevioe be lnaw

oo lunsdliifusfidiosaunauld sxdowanmansfnwrmunsndansasaisaufiseyly
BRGEETRUITEY

o.m flonasmisoneadinwuuaiofnnusanisldilusssssrmdmistunadouh
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WANNMLTINISHATTUNARLABnaT Price Performance
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o 7 =5
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.« tNATgTUBU RiefuayuRmMAIHeN
(1) Sraenansiigatiamuiuiisutunamansinm (therapeutic equivalence) @0
Taendluenduuuy vie lAsunisussy lu Orange book / Green book
(4) fimansAnwimuauyavendniueien (bioequivalence) 184 atorvastatin Uas
active metabolites (ortho-hydroxy atorvastatin wag para-hydroxy atorvastatin)
(Fonlddawme)
L EENTIASEVEIUINSIAS U atorvastatin , ortho-hydroxy atorvastatin unz @0
para-hydroxy atorvastatin
- wamFansihwansildasuyniade &
- pamswTeildiunusiviams vie lifkansiesei o
(m) TifoyansAnmATuAvdsinudadng (n use stability) @0
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