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1. YowAnsouaien

gdinAdouTlan Atorvastatin Sandoz GmbH® (10 un.)

gdinAdauildy Atorvastatin Sandoz GmbH® (20 un.)

gdinAdouilday Atorvastatin Sandoz GmbH® (40 un.)

gdinAdeuilay Atorvastatin Sandoz GmbH® (80 un.)
2. Yanuuazauauifvasiienday

guilnipdeuildy Atorvastatin Sandoz GmbH® (10 un.) Ussnausie atorvastatin 10 fadnsulugy
atorvastatin calcium trihydrate

gndamdouildau Atorvastatin Sandoz GmbH® (20 un.) Usgneusiae atorvastatin 20 dadnsu Tugy
atorvastatin calcium trihydrate

gudaadeuildu Atorvastatin Sandoz GmbH® (40 1n.) Usenaudiy atorvastatin 40 dadnu Tugy
atorvastatin calcium trihydrate

pudaadeuiidu Atorvastatin Sandoz GmbH® (80 1n.) Usenaudie atorvastatin 80 dadnu Tugy
atorvastatin calcium trihydrate

dnsutoyaseliddiomun Wingineud 6.1

3. anuUTLAzIULUUEIMANEUNTTY
flnpdouilay
Atorvastatin Sandoz GmbH® (10 1n): Wingunas yuisaesd indeufldudrnisunieen
wides ifdnws SN10 Fuvils Snsmumiladeu
Atorvastatin Sandoz GmbH® (20 1n): Wiagunas yusaesiu indeufidudvnisumoen
wides ifdnwys SN20 Fruvils Sndmumiladeu
Atorvastatin Sandoz GmbH® (40 1n): iasUnay yuisaeadiu indevildudunisnieen
wdes TEsnus SNA0 funils SnduvilaFey
Atorvastatin Sandoz GmbH® (80 un): iasUnay yuisanadiu indeuiidudunisunieen
ded Sifdnws SNBO funils Bnsdmumiladeu
4. AaaNUANIAGLn
4.1 Fausldlun1sine
aazlusiuludenge (Hypercholesterolaemia)

61 atorvastatin T dusnadusmiunsmuaumsfuUszmuemsieanluiuainnisdl
FEAUADLAALABIDATIN (total-0), AaladaLnesaavsin low density lipoprotein (LDL-C),
apolipoprotein -8 waglasndwalsdasduludlng Yojuwasiinfiflongainnniiuiewiidy 10 34
Wy primary hypercholesterolaemia ﬁgjﬂﬁuﬁﬂ familial hypercholesterolaemia (heterozygous
variant) ¥5® combined (mixed) hyperlipidaemia (A 18A15TILUAUTZLANAIULUUVD S
Fredrickgon il lla wag IIb) Aldannsamuauldfnedisnisaiuaunisiudssmueimisias
Bnsildleldeisau q
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g1 atorvastatin §afitausldlunsansziu total-C way LDL-C ludlugidu
homozygous familial hypercholesterolaemia telasun1ssnwInsanlusiumeisous) (e
LDL apheresis) #3olunsaliilianunsalinissnuidu o aenanla

nstlasnulsanilavazviaaniaan
ladosiunmaialsaunsndounisilauazuaondenlasldiasuiunisantdadedssdu

Tu

AUredldladulseiilauazvaenidon ualinudesronisiinlsaning1ags (Usngnaud
5.1)

Tsalnisase

lugUrelsAuumanuii estimated glomerular filtration rate (€GFR) anasiunans &1
atorvastatin 49Uk NOANAIULELIVDINITHNALIANILALALARDALADA

Tugthendndngiuneeddinindulsavasndeniilanaslsalasess@lidosdndle o
atorvastatin fitausldiioanAudssnisiinmgnisaindnvedsamlauasiaandon s3ud9
lsAvaendonduss

Tufthendndngrunerdtinindulsevasadeniile uaz/mie Tsaumvusiuiv
microalbuminuria 81 atorvastatin IUaUsltiieandnsIN15anNavas GFR kaENIIGNAINVDY
lsalaisess

fUaein (818 10 - 17 )
g1 atorvastatin ddeudliduenfildiaiusiuiunsmunuemisifioansziunsadnaseon
593 LDL-C uagszau apo-B luinyauasiinudsnfiuszdnfounar 91y 10 - 17 U athe
\Ju heterozygous familial hypercholesterolemia m8%5\1ﬂ?i%ﬂﬁ?ﬁ?ﬂﬂ?iﬂ?ﬂﬂﬂ@?%?i
waa Senudsmaludl
sgeU LDL-C gandwisewiniu 190 un./aa. #3e

AU LDL-C ganivisewiniu 160 un./na. uag

o fUsyiRasaumsudulsailanasvasndennauiesunis wse
o luftheifiniitadoideswedsaiilanaznaenidennnnimiewiiiu 2
Uy
4.2 YUINBILAZIDNS5 MUY
YUINYN
neunslden atorvastatin fUasadslduemsAiinInIgILADIAAINDIEART LaTAIST
SuUsEmuensuiiredoddurasAldsunisinmdeen atorvastatin
msUsurwnevesUisidusieynnaniusyiiv LOL-C ﬁug’m AN EURINITI NN
LagALN1INDUALDIUBILUY
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guneBudulURe 10 un. Suazads msusurnaendugi N9 ¢ dUavinseunuy
N1 YWReIgeERsiaTuAe 80 un.
Primary hypercholesterolaemia a2 combined (mixed) hyperlipidemia
AUredrulvgjazarunsanivauszauluiulanieen atorvastatin Tuvwia 10 un. dedu
nanssnwaziudaaunelu 2 d&awi uazlnemluinlinanissnugsannielu 4 dUnnsi
wazazdinmanssnweglaseninamssnvndunaiuu
Heterozygous familial hypercholesterolaemia
fuhemsEulden atorvastatin Tuuin 10 1. vy mslitazuiurunendusoynaa
N 9 4 damilaauds 40 un. NNy &Nt oraifinvneLuTngedn 80 un. yntu
1300191%EN atorvastatin 40 1n. ynusuAuE NGy bile acid sequestrant aeslagnanila
g1
Homozygous familial hypercholesterolemia
fdeyansldelunguilisifiosstamindy
YUINYI atorvastatin Iuﬁﬂaaﬁlﬁ‘]u homozygous familial hypercholesterolaemia A® 10 {3
80 un. nYu (Usngaeud 5.1) TufUaewani aaslden atorvastatin 1 usnaduiunis
SnwinsansziulutudieiTiug (Wu LDL apheresis) wislunsdifildanunsalinssnwduy
9 Aananla
mstesdulsaialauazviasaiaon
lun1snaaesnisUesiudgugil (primary prevention) nenfildfie 10 un. setu uax
pradndudeddelurnageduiieliussadessdu LDL-C muuuamenisinwiluilagdu
nsldenTugiinisinaruveslaunwsad
lisudusossurnae (Usngnoudl 4.9)
nslderlugfiinisieauvesiuunwsa
Asldfen atorvastatin Augthefiduiauunnsesnenuseingeds (Usagneud 4.0)
yiaildien atorvastatin Tugfthefiflsavessuiiidsionnises (Usagreud 4.3)
nsldeluggeary
Turnaefuushlild Jsvdvnanasanudaondevesenillufinegseny (g 65
Wull) adreedatunaitldanusssnsiily
nsldeluian
Hypercholestorolaemia
msldelufnasilasunmdnfivszaumsainssnuiangluiugduidenludn uaz
feasldsunmsUssiiuidniulsshahaeiioussiiunmimnduesnising
dmsuitheiiongunnninvEewiniu 10 U vueen atorvastatin Busuiikugih fe 10 un.
soTunazAosq USuruinentuauis 20 unsetu msvhnsusurmnentuesiedng aunis
novausndussyana wazaumuReswesitaniin doyaninulasadevainisldeiily
YuAgendn 20 un. Fedmduuszana 05 un. sio nn. Tugtheiindsiiegrsdrin
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falszaunsainsldendlufinengsewing 6-10 Yeghesain waldfen atorvastatin lu
ns¥nwdtaeiifonginit 10 U Tufthenguilenafiguuuuvesnduins/auusadus 7
WigENsAN
FBn1slden

Atorvastatin Wuegsuuseniu Ieslieinuauineuazesuien Ingausalvenianlanle
waz ausalisINrselusiuiuatmsile

AMskgensIuiUEaY

Tugfhenlderiulifadudniaud elbasvir/grazoprevir e letermovir dmsunstesiunis
fndadelaunilahigg lnalde19iuiu atorvastatin 9UIAYN atorvastatin klA3siiu 20 un.Aedu

Taiuuziilld atorvastatin TugUaeiilasuen letermovir 33U ciclosporin

4.3 taviuly
vnulden atorvastatin TugUae
Ffinsuwiredendfyvioseliddydun
Pfsaduiifndstiennns viefimaiinvesszduieules] transaminases Tuduganin 3 wiwes
Indrinuuvesinuniegurilaglinsivams
FldFunsdhwidsedula¥asudniaud glecaprevir/pibrentasvir
Tuszwinamsnansss vurliuuyes uarluansluloftannsaiiynsladdlllsldunnsnsnms

Aufulianvangay (Usaanaun 4.6)

4.4 AndsuniAviazdandssedslunislden

NafaAy

AVAFRUMSIUTBIRUAunsSuSTwavasvdeulduszes g wawnSulden ms
mnmiﬁwmuﬁumﬁﬂu@:ﬂwﬁLﬁmmmw?aé’mmmﬁﬂwaﬂ’jﬂLﬁmmmﬁwwﬁﬁu A3
AamugUaefifiszAuioules transaminase 493 uaundtauinunAazmiell winsedy
wwulal transaminase fiA1geunnnit 3 whwesdndrinuuesiunfegiluiaiuu wugiili
aAYUIAYT atorvastatin W3eVEAL (Iﬂi@@m@uﬁ 4.8)

5lde1 atorvastatin fenmseinsdslugvaeiiuilnaueanesedluuiinnmnuay/
3oz ifvensidulsau
Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)

Tunsnaaeundan1siias1ev (post-hoc analysis) Tungug sgvesiiaed litneidulse
vaeadentilalalsuniudiiafnlsavaonidenausmiennvasnidenaiewinidending
dloliuuand wugtifinisainsinnmgvasndonauounnlugvaeizulden atorvastatin
Turun 80 un. geandnguivaeildsusmann dunelddreudssiifiatuiunuinndy
furiuiiefineiivasndonausaunnvie lacunar infarct inevlusairfinitrsiunside
dmsulneiuvaondonauonnuie lacunar infarct anrey Silioradsiiniinudn
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sgwinnuidssnarsslenifiarldsuainnslden atorvastatin luruna 80 un. fafu deu
WBNNTINWINBET atorvastatin MITRINTANTIANUIABVIAIIABALABAANBILANTIENT
Antuegnesssings s (Wanpnaud 5.1)
wasianduiiaans
L”UHL@EJ%HUEJ’]EJUENL@‘LAI‘U&J HMG-CoA reductase “U‘L!@’e)‘l\l“] 81 atorvastatln 9198NA
nse mmﬂmmuamsﬂéﬂummm wazviliiAansuandande ndandesnay uaslsa
n&nanile mmmﬂuqumwummmm rhabdomyolysis Fadunnzionadssdunseioun
30 Tnefissiuvesioulus creatine kinase (CK) gstuagnann Gnanidasifauuvesrund
10 1) 0122 myoglobinaemia %ﬂ@’ﬁlﬁ’ﬂﬂéﬂ’]’sﬂm’lsﬂﬁ
NUTEULATBENNURINSANATME immune-mediated necrotizing myopathy (IMNM)
Tusgwisivhmsdnudaeeingu statin IMNM anansavenaimsnanainldlngeinisndiuie
vinndnddgeunss warsvduiaules serum creatine kinase Wity dsensazasogusiinag
NYANNTINWINIBEINGY statin L
AguN155nN®
A13d 991981 atorvastatin A28A T ATETelug Uaed e lun9ifa
rhabdomyolysis A15n5I9TRsEAUTRLOUlY CK ﬂ'auﬂ'm’%'m%’ﬂmé’wmmjm statin Tuan1unsal
fine 9 seluil
denuunnseshunisvihuvesls
-31n12% Hypothyroidism
sy Rduiuaraseuniafifienufnuniveindunionnnssuiug
-ﬁﬂﬁzi’ﬁmﬁLﬁmmmLﬂuﬁwiaﬂa”mﬁamﬂmﬂfju statin uag fibrate
HusziRdulsadu waz/vie In1suslaaueansgedluUSunauin
luddeeny (@1gu1nn31 70 U) avsiarsanisarudnduvesnisasiaiausuin CK
fsnanmuiiaderilunisin rhabdomyolysis Agtaesier
luanunisaifionavilfszduieulesidlunananifiugsdy wunmaindunsizededy
(sagueud 4.5) uagluuszuinsngufitausindassvnsnguegosnafugnssudug
(Wsagreud 5.2)
Tuanumsaldnandisiu msfinsanauidsnmsinuifisudulsslovinersagldsu was
wuzihIlisinsinnuenismeadinvesyUleeie
limsiuldend mnseduieules K geuegraiifedndy @nndn 5 wihwesdadiaus
v3AUNF) o nmﬁugm
n153an1U5u184 Creatine kinase
hjmsmm’j’mmﬂ%mm CK Mé’amﬂmsaaﬂﬁﬁé’amaashwﬁfﬂw%aluamumiaﬁus] ﬁaw
Lﬂummwﬂwmﬁmu CK mewu ms1zazihlrnisudanavinldenn mnssiutoules CK i
getuegreiifedndny m natiiugiu nnd1 5 wihwestiadriauuvesdund) msasiTnseiy
oulssiBnedmdeniumelunm 57 Sufeudusa
YULAIAITUNITING
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HUedosgnuelimenueinsitianaiuie Wunza3d wiensseuunsiluiuil lnaanis
mniinTusIuiunsiildvseliauiy

-mMne1NsAanariinduvaeiUlsmalasunissnuisigen atorvastatin AI5YIN1590

[
1 =< 1

seautouletl CK wnseauteulediinnasiueg1sitedAy (1A 5 WNUesndninuuresal

y

Un#) AITUgAEN

mnemanenduidoiduuuse wagihliAeauldausludinssdr uusisesu
woulssl CK aggetutiosninufeniiiu 5 wiwesiadiiauuresaundfiay a1sioNsanmgnnTs
Hai%e

“MNINIMIEAk kAT TEAURUlYl CK ndugaUnfiudd e1afiansanliien atorvastatin
Snasawdelendulungu statin TuruefishitanlfuasAanuganegndlnddn

“#angnen atorvastatin uinnuT1seduLeulesl CK 799 ueg i ved A yniandin
(11NA97 10 V109U ATIAAUUIDIAIUNR) KT anInlAsUNITINIRUNT 0asduTAnN1Y
rhabdomyolysis

nsshwrsaurunsiduaadaeierdus

AUEEBINSAR habdomyolysis azifiudy mnlien atorvastatin $auFURAR T
grunaUszandienaluifinmnududunesen atorvastatin lunanaun wu eadidauusdlunis
ETUEJg\‘l CYP3A4 nsalusAuvuas (Lown ciclosporine, telithromycin, clarithromycin, delavirdine,
stiripentol, ketoconazole, voriconazole, itraconazole, posaconazole letermovir ag HIV
protease inhibitors Ta'wn ritonavir, lopinavir, atazanavir, indinavir, darunavir , tipranavir/
ritonavir 1udy) Anudsesisialsandmioanaiiud umnldsaniuen semfibrozil wae
auﬁuﬁﬁ'uﬂ w94 fibric acid, sadulisadmsusnulsalasasusniaud (boceprevir, telaprevir,
elbasvir/grazoprevir), erythromycin, niacin #38 ezetimibe wInvila AITNAITAUINTTS NEA
ymadendug @liindunsisereny) wiunslindnsasiendnaiameni

Tunsdif Tndudedlindnsusionmvaidsamdunisiie atorvastatin arsfinnsaunds
Uselomiuaranudesiionaiiatuanmsldorsusulunisine mndlaeldsundndasioil
Winpududuveden atorvastatin lunatasn wugailildvuingn atorvastatin gegaiifias
uananil Tunsdilden atorvastatin sawifugnifinuusdunisduds CrP3ag msfiarsanaun
g3 UYed8N atorvastatin Tis1as uazwugiilidinmsfeniuensmnadnluginemaiing
AN (Iﬂimamauﬁ 4.5)

aaslaliien atorvastatin Saufuen fusidic acid ¥iiasuuseniuniedn wsenelu 7 Ju
nsnvgaNsinwIshee fusidic acid lugthenddusedlden fusidic acid winfulszmunie
A A1IngAN13TN¥IRIEe fusidic acid Tusendnesnwinleen fusidic acid d51891Un15400
rhabdomyolysis (Hu19318L88T30) Iuﬁﬂaaﬁlié’%’uaﬂ fusidic acid kareNgY statins $IuAU
(Wangmoud 4.5) furoasldsufuuzhlinwuunmgviud mnfnoinsnduieseunss Uan
wionaiu
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1913133 NWIdIBE NG statin Bnata Taetiuszesving 7 Ju vdanld¥uen fusidic
acid vuAgAvIneY

Tuvnsdifisndudedldsuen fusidic add Wunaiu wu dmiveinisindoguuss
asiiarsadunsdvesnudndulunisuimsen atorvastatin wax fusidic acid Sauiuuayed
aglanmsauavesunndedalnadn

Uszynsifin

LununaseanisisyAvlanagnsiaumandeg1eiidudiag Tunisdnw 3 U Taenns
UL UNINTINYDINITLATYTLUAT N TH AN mi‘dizLﬁum']mm?{auuﬂaﬂui’aiu LaEN13In
drugaagimiin (Wsagneudl 4.8)
B:Jﬁﬁiiﬂ interstitial lung disease

wufis1eumaiAn interstitial lung disease nsdifAuiRAsTINAINMSIFINGY statin
vewdla lnglawzegsdatumsinudmesndusseznaiuu (Wsageeud 4.8) dnwaizdiusng
1éun wgladunn lolifiauns uaz guamlneialuideninsy Geudn thniinan wasdld) win

asdeddUeinneg interstitial lung disease AISVEANITINYINIEEN statin
faslsauvay

fivdngruiauauuy1 8ngu statin Nenguannsnifiuseiuimanglaaluidenld way
p1hltiAnnzhmagdludoslunguitiefifiaudssawonadulsaumulueunanig
selffeseiuiagdasiinsdanisquatuimiuegradunisnismunnumangan ogalsfinnu
arundesilifeululdfuusslevivesnisanmudssmmaonidonvesengy statin waedisuis
limsléidumgualumsmganisinuseeingu statin fuasfifiaundss (szdunglaavazen
9 1siAn 5.6 At 6.9 dadlua/dns; Avilutanig > 30 nn/w® dlesndwelsngs anuiuladings)
asldsunsiamuensidlunanatinuasnedialin LM Tg LR

wielsidAgy

& atorvastatin i lactose iudnusznou limsldonilufiaedsdtammansuiugil)
#11509UAe galactose 1A w30iln1g Lapp Lactose deficiency 38 glucose-galactose
malabsorption
4.5 Sunsh3enfuendue wiosunsisenBug

navasmMsiindadustendusauiun1slien atorvastatin

&1 atorvastatin gniuunvualadeunislalalasy P450 3A4 (CYP3AG) uawillu substrate vad
transporter ¥l organic anion-transporting polypeptide 1B1 (OATP1B1) wag 1B3 (OATP1B3)
171?1'11 wunlulavivesen atorvastatin 1y substrate 989 OATP1B1 &1 atorvastatin 1Ju substrate
299 multi-drug resistance protein 1 (MDR1) Wag breast cancer resistance protein (BCRP) ¢g
fep1aazdrianagaiuiidlduasnatdsumaifvesen atorvastatin n1slikan St 13u
ansaduds CYP3AG ielusAuudsenaluiiunnududuvesen atorvastatin lunanaun uas
dinanudssosnmaialsandunde arudssdiorafiugeduldainnislien atorvastatin
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Swifundndasiendug dflemamieninisfalsandaniold Wy sytusvesenndgs fibric acid
kageN ezetimibe (Iﬂimfg]mauﬁ 4.3 way 4.4)

eiivanguseusa CYP3A4

fnmsuanslidiuieniidmuusdunisduds cvP3ag axlufiumnududuvesen atorvastatin
Ietegraann (Usageaed 1 wazdeyadumzdnuany) madululdmmanidesnislieniisinng
wsslunisgude CYP3ad sautufuenid (laun ciclosporin, telithromycin, clarithromycin,
delavirdine, stiripentol, ketoconazole, voriconazole, itraconazole, posaconazole g1AuliTa
vifiaiildSnuladasudnaud Wu elbasvir/erazoprevir) wag HIV protease inhibitors laun
ritonavir, lopinavir, atazanavir, indinavir, darunavir WHud) IumifﬁmﬁmmﬁﬂﬂﬁﬂLa‘lmm’ﬂﬁm
atorvastatin SauSURAAS T e MET L AITTNTUNAAYLINY NI UFULAL VLI 1GIGAYD I8
atorvastatin atkaziuzdliinsiamueInIsnedinvesitisnuanumuizaussly (Useg
597 1)

giifiauussUunanslunisiuds cvpsaa (laun erythromycin, diltiazem, verapamil way
fluconazole) aaluifinaruiduduvesen atorvastatin luwanaunls (IU?G]@JG]’WNW?]I 1) LABdinIg
‘wummL?{Iawaﬂiﬂﬂa”mLﬂfaﬁqﬁmﬁaﬁm erythromycin s3uiugnlungy statin §5lddnng
A3 Taf s unsfisensdofuii eUseid unavessn amiodarone 13881 verapamil 5iaen
atorvastatin it uiing1ufuinen amiodarone wag verapamil @1u13a8ud an15v19Iuve s
CYP3A4 1o waznslvienfinansaniuen atorvastatin 1dswaliiinslasuen atorvastatin 40
Fuld FedumsfiansananuingIgagavedsn atorvastatin ad wazkusliiinsianiueinisma
paTnvewthemunzaudior i ddmiueiifenuussunandunissuss Crp3ad
wuztlAnn eI smenddnvesiiismuanumnzauvdsanizunsldsmiendaainns
Usureeniidensgiuds crpaag

griidignamilean CYP3A4

ANShMeN atorvastatin i'auﬁuawﬁ'ﬁqm§Lwﬁ'mﬁﬂ%ﬂmimm P450 3A (L%U81 efavirenz,
rifampin, St.John’s Wort) 813l aauid uduanssn atorvastatin Tunanauianadla uag
\lesnnnalnnisiindunsisen 2 wuuresen rifampin (Mawdenilelalasy P450 3A waznIs
ETUE?Q uptake transporter ¥iin OATP1B1 ﬁ'ﬁu) wugililgden atorvastatin Lage rifampin
wEeuru wloswinmnvzasnishien atorvastatin wd3lien rifampin azviliaududuesen
atorvastatin lunangunanaseg1alitedfey eg1slsiniu Jelainsiunavesen rifampin AaAIM
Fuduveten atorvastatin lulwaddu (hepatocytes) wazmnldanunsananidssmslieiaes
Tfuld asinmuszdnsamueseiludiisedasedaseds

gridlgnasudalusiuyuss

pidgns duslusiuauds Wy ciclosporin letermovin) 819aansasinUTIIaN RS U
atorvastatin nelusianeld (Usaganssit 1) elainsuimavesnsduda uptake transporters
Tudusennududuvesn atorvastatin luwwadsu winlianunsandnidesnistiensiuduls
wuzilvanuunaeuazinnudseansammanatnvesen (Usagasnei 1)
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Taiwugilgen atorvastatin 1‘14;@’38171'15%8’1 letermovir Auen ciclosporin

aynusvad fibric acid/g1 Gemfibrozil

n15biengy fibrates 1igseg10AEIdAMUFURUS AUN1TIAAWR NSl ld U aIAv0Y
nduifedasaniang rhabdomyolysis laluutans m’mLﬁwuam,mﬂ'ﬁaimdﬁmaLﬁm%uléf
vniinsldeyiusuesenga fibric acid wazen atorvastatin 3y mnldannsandnidesnsli
giaanasaniuld aslden atorvastatin lurunadidfiandioliusse TagUszasdansnissnu
wazthomslasunmsfinnmueimsnmniainzay (Wsagaeud 4.4)

Ezetimibe

sl ezetimibe WWusnfeifienuduiussunmainmmnisailifislszasdusand miieds
s9ufan1g rhabdomyolysis 1¢ fefumniinasldien ezetimibe wazen atorvastatin $auifu AW
Aowounanisalmardenaiinduld wugdilifanmeinismanadnludvasmaidniueiy
Wz au

Colestipol

delien colestipol $auffuen atorvastatin seduaududuveden atorvastatin WaziILNUe
lavifidsdigndvesenlunanaunazinas (Sasdrunnududuvesen atorvastatin: 0.74 ) agnslsd
A1 wnlgen colestipol waze atorvastatin $auAu wasioszaulatuazAnINsldNanduaiele
g mileE AR

Fusidic acid

mmL?faasuaqaﬂﬂﬁﬂaﬂﬂa’ﬁulfa $2109n151AAN1E rhabdomyolysis mmﬁuﬁumﬂmi
UIN1381 fusidic acid wiia@ansasuuseniusiuiuengy statin) Galinsiudanalnvesizen
udwadynamans vie ndyeaumans wievsasnaln) $31891un15iinnnae
rhabdomyolysis (U19318LEETIN) SLu;:Jﬂaaﬁiﬁ%’ummmﬁimﬁu

windnduiessnernieen fusidic acid ¥dadan3osulseniu Amrsngaen atorvastatin lu
syyeiihmssnwsneen fusidic acid Tsagmewd 4.4 $ause

Colchicine

Ao galaisinnsfnendunsisensenIng atorvastatin U colchicine H571891UN"347A
myopathy dleldien atorvastatin $3uiU colchicine wazmssziinsziuiloddlden atorvastatin
374N colchicine

NAYB8 atorvastatin_ faNAnNMIN81DUS NAA8NY

Digoxin

dlelwen atorvastatin ¥u7a 10 1n. wazen digoxin Ma189 ARSI WU euEudy
39387 digoxin iamzATiiALinTusntes miﬁmmm@:ﬂ’mﬁlé’%’um digoxin MMUAUALNZEAL

grqunuilaviniulseniu

N5l e atorvastatin SrufveIAun T AvE AT UUsEN 1WA AT T WY B
norethindrone wae ethinyloestradiol Lﬁ'mﬁﬁu

Warfarin
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Tun1s3donenddnluf e ldsunissnuidieen warfarn 1uiaiuiu nslven
atorvastatin Tuaua 80 un. NATusINAUET warfarin vibviaanlussseuduludig 4 Juusnves
nsliersansuanaadntiostszann 1.7 3unfl Seendaznduguniniglu 15 uresnislien
atorvastatin wiidnasnuiyenunsiadunsisersetusenineifdeddymnnadngmuld
gnuniniufa asmatalsssendunounislien atorvastatin lugtaefididddendiu
nsudeinveadenngy coumarin waznaliveeifisamelutasusnvesmsinuiiielviuilodil
Aansidsunlasifideddguesialusssendu Wefindngiuitnalusssendunsiudarf
annsadnsuAnalsssenduldnutisnafuugiilinseuunaluduieildsuedunis
wisivendenngy coumarin 1¢ mniinmsiudsuldasuineuienisvgaen atorvastatin A3
pvEnAsiA ldwuinnslinissnundee atorvastatin duiusfunisiiaidensenviefiu
nswasuuvasnanlusssenduluieililssudsenuedunsudeivesden
Uszansian

fifigsnsvhmsfnudunsiseseiussrineluglugividu vlinsuanunnios
rosmafindunsifenssrineiululszanadn dadu ludssrnadindsersiinafadunsise,
sefudinandrsfuiiinludlnguazdndeufiaviazdenissedunisldonannoud 4.4 i

NINTUIUTELNDURN Y

Sunsisefuaduy

a5l 1 wavasnsiindnsastansaudusendvaaurdaniuasen atorvastatin
NAnSaeienTlisufunazouin | 81 Atorvastatin

wazIsnslaen

YUIAY (Un.) SRV | Awuzmeaain®
AUCH

Tipranavir 500 an. Juay 2 ads | 40 un. Tufuil 1, 9.4 Tunsaifisndudodlisauiuiu
/ Ritonavir 200 un. Suag 2 a%a, | 10 un. TuSudl 20 g1 atorvastatin laiaaslyen
8 Yu (ufi 14 f9 21) atorvastatin tAunN31 10 Un. #ia
Telaprevir 750 ain. ¥ 8 $lua, | 20 un. ASaden 7.9 U by lRAn e ININIS
10 T4 naTnluUeimanil
Ciclosporin 5.2 1n./nn./34, 10 un. Suazass 8.7
YIRS Wuran 28 Ju

Lopinavir 400 1in. Suaz 2 a%a / | 20 un. Suazads 5.9 Tunsdaifisndudeddisautuiu
Ritonavir 100 un. Suas 2 ads, | iunan 4 5y 91 atorvastatin wuglwly
14 YUAE atorvastatin sieLilosd
Clarithromycin 500 un. Juaz 2 | 80 un. Suarnds a5 fag mnldien atorvastatin
ad, Wuan 8 Tu
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9 U

LWAUNT 20 1N, kuzinlARan

v
1A

p1msnepddnludiewmaiil

40 Un. IUaLASY

Saquinavir 400 1n. Suaw 2 A%q 3.9 Tunsaifisdudedisauiuiu

/ Ritonavir (300 un. Yuae 2 ads | Hunan 4 u @1 atorvastatin wug Al

Faussud 5-7, Wudurunn 400 YUAE atorvastatin AeLiiesd

un. Juag 2 ads Tuiud 8), Yud #as wnlden atorvastatin

4-18, 30 Wiinasanlie VWA 40 1N, wuginlisan

atorvastatin o1nsmanddinludtasimdni

Darunavir 300 un. Yuay 2 A% 10 1. Suazass 3.4

/Ritonavir 100 1n. Yuae 2 ads, | Hunan 4 Su

9 U

[traconazole 200 un. fuazﬂ%ﬂ, 40 un. ﬂ%ﬂlﬁ*&n 3.3

4 U

Fosamprenavir 700 un. duag 2 | 10 . Suavnds 25

A% / Ritonavir 100 un. Susz 2 | Hunan 4 fu

ass, 16 Su

Fosamprenavir 1400 un. Tuag | 10 un. Suarass 2.3

2 pde 14 Yu Wunan 4 Yu

Nelfinavir 1250 1n. Yuaz 2 a%a, | 10 un. Juazads 1.74 laifimwugduany

14 Yu Wunan 28 Ju

vhualsl Grapefruit, 240 1. Ju | 40 un., aSufien 1.37 Tainugthlsaumaalsl

azass * grapefruit Tuusunamniven
atorvastatin

Diltiazem 240 un. Suazada, 28 | 40 un., ASufen 1.51 wasanisulievSendeainnig

U Usuvun diltiazem wugdln
AnmueIn1svenatinlugUae
AN TRUAAIAL Y

Erythromycin 500 un. Juas & | 10 un., ASuRen 1.33 LU anIIneNEIERaILAL

A, TAnnue1N1snsAatnly

7 3u ftheimanil

Amlodipine 10 un., ASafen 80 un., aduflen 1.18 laidAuzianey
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10 Un. JUATASY

Cimetidine 300 un. Yuay 4 ﬂ%j\i, 1.00 laifimwugdnaniy
2 FUansi Wuan 2
dUani

Colestipol 10 nfu Tuay 2 afs, | 40 un. Suazads 0.74%* lafiAuugdianie

24 §Ua i Junan 8 dUai

Antacid suspension i 10 un. Suazass 0.66 lufimuugianiy

magnesium Wag aluminium Wunan 15 Ju

hydroxides, 30 1a Juay 4 ﬂ%'jﬂ,

17 Ju

Efavirenz 600 un. 5’uasﬂ%5d, 14 | 10 un. Wuwan 3 0.59 TaidAugianey

o1 o1

Rifampin 600 un. Juazass, 7 Yu | 40 un. adufien 1.12 mnliansandndeenisliie

Asrsni) Wegeesauiy wuzildlden

Rifampin 600 un. Suavads, 5 Yu | 40 un. ASuden 0.20 atSrvaitatm +e im fifampin
NS OUANULAYAITAAMINBINTS

(mglveieniianiv) an
N9ARTN

Gemfibrozil 600 un. Juay 2 aSs | 40 un. ASaien 1.35 wuzihlanuuineSudiuag

, 7 wagliRnmuensnismatinluy
ftheimanil

Fenofibrate 160 un. Yuagasa, 7 | 40 un. ASufien 1.03 wuzilfansuneSudUas

o1 wagliRnmuensnismatinlu
ftheimanil

Boceprevir 800 un. Juay 3 Ay, | 40 un. ASwden 2.3 wuzanvuinesuduag

73U waglinniuen1sniendtinly
Q’ﬂ'gamé'}ﬁ YUNAVDIE
atorvastatin lidmasiAiuduay 20
un. Tuseminsfiumsensauiu
81 boceprevir

Glecaprevir 400 un. Suazasy | 10 un. Suazads 8.3 alldensauundntosid

Pibrentasvir 120 un. uazAss, 7
o1

Wuan 7 Yu

Usznaumeen glecaprevir
38 pibrentasvir (Usagnauil
4.3)
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Elbasvir 50 1n. Suaasa/

Grazoprevir 200 un. TuazA,

137U

10 UN. ATHAEN

1.95 YUIAYBIE atorvastatin Ly
AsWiuay 20 un. Tusening
FUSMINTENS A UNARN Tt
Usznausy elbasvir 38

grazoprevir

Letermovir 480 un. 1uazass, 10

U

20 UN. ASIHE

3.29 dleldgususduead
Usgnaumie Letermovir 3u1n
99981 atorvastatin laAsiiu
Juay 20 un.

& LAMIDNTIAIUVDINITSNE (NFMABT atorvastatin SIUAUL1U LUTBUWIBUAUNIS N

Atorvastatin 8g19,5187)

# WUsagnaud 4.4 Afsuiliaviazanisseialunislden uag 4.5 fadyd

< o o w

UNI9ARUN

* 5N UMIgaIAUTENaUIIUIULINNIMNGBWINAU 1 BUANEN1508UEY CYP3AS karaunsaLiy

Anadntulunaaunvesmdndaienigniuunualadaie CYP3AG 19 nshsninaldl grapefruit 1
wiUSHIRS 240 wa.dlinaana AUC vaauunuslavinigaidigndutin orthohydroxy 16 20.4%
wazmshnkalil grapefruit juice TuuSunamnneg w1nna1 1.2 dnsretudunan 5 Ju) awiiin

AUC 99381 atorvastatin ¢ 2.5 i1 wagtity AUC 98381798ans (81 atorvastatin Wagiilnue

laniveaen atorvastatin) 1.3 win

** §mn51d71UlA91N 1 F9g1maIntasusT 8-16 Tl

A15199 2 WAYDIYN atorvastatin ABLNAVIAUANEAASVDINANN UNYIN LATIUNY

g1 Atorvastatin

YUIALALITNT LN

NANA NN AT INNU

NaRAUIYY/AUN (UN.) 9RINEIUVRI AUCY | Alugiinienddin
80 un. JuazAsa 1unar | Digoxin 0.25 un. Juaza$s, 20 Tu 1.15 AITAARUE U
10 1y 1Asuen digoxin A

ALY
40 un. Juazeds Wuar | sraudwdevdasuuszniu Juas 1.28 LifiAuuzgiianey
22 U ASY,
. 1.19
2 iU

norethindrone 1 un.

ethinyl estradiol 35 g

80 un. Tuazess 1Wutian

15 U

*Phenazone, 600 U ASUALT 1.03

Taifiaduzinanie
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10 0. ASafen Tipranavir 500 un. Tuay 2 Asa/ 1.08 lafiAuugdianiy
ritonavir 200 un. Juay 2 A%a 7 Fu

10 0. Yuazass W 4 Fosamprenavir 1400 un. Tuag 2 0.73 laifimuugiianiy

o) n%a 14 Yu

10 un. Yuazass el 4 Fosamprenavir 700 1n. Juag 2 0.99 lufimuugiianiy

o1 a%4 / ritonavir 100 un. Suas 2

AS9 14 U

& LAMIDATIAIUVDINITSNE (NFMAEN atorvastatin SaudUE1U LUSsUWuAUNISLAEN
Atorvastatin 2e1947e7)

* {91181 atorvastatin viangauIusNAUET phenazone ldinaiasnsansranulavieiinatoy
11N9 ©N13NNIAEI phenazone

4.6 nM3seyug N15ldluan3lingsn wazanssendnaliuuyns
anslueiiausoiiyasld
anslutofianansodyasldmsldinmsmanisausidafiangaussriamsdnudeend
(Wengmewd 4.3)
An3NATIA
siuldfen atorvastatin searinansasasss (IWsagaoud 4.3) Sslaifinisfnwaraasnde
vosenilluanificonsss Selddinsvnimaaemnandinuuuniuaudasen atorvastatin Tu

an3fiaansss dvsnunsifaanuiisunduddudainuldenudminldsueduda HMG -
CoA reductase ’Wiunsungn nsveaedludninaassnuaruduiivdonisduiug (Usag
nouil 5.3)

n5lESuen atorvastatin Tux1A18198A5EAUVEY mevalonate 3 3l4du precursor Tu
NIrUIUNITTITUATITRvDIRBLaanaTealufigauluATId NTEUIUNISIAR atherosclerosis
fudunszuiunsiiAngess waglaeirlunavesldndadusioanlofusewinmsiansss
asfinansenuidiisndnossomnudsdiiinainanag primary hypercholesterolaemia lu
JEELE

Femamadana1mand 3vlimslden atorvastatin luanifimdsiansssd wergmdiaed
Assfvdoasduinneniasad msveAn1sinudieeT atorvastatin MABATEELIIAINITAIATTS
yiesuntrganaudmuiasinedulildfinges (Usngreudl 4.3)
an3sendngliuayng

§9lin31077 81 atorvastatin 3 ewunualaviveden atorvastatin gndusennsu
uyudvidelal Tumyusn anududuresen atorvastatin uaziuunuelavifddgnslunaaund
AlndiAsstunududureselutiug (Wsageoud 5.3) ifesarnandululdlunis
Ao lsifieUszasdfigunss ansildiuen atorvastatin limsliuuunmsnvesnu (Usag
noul 4.3) valden atorvastatin sewindliusyms (Wingmeud 4.3)
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N13LA3IYNUT
Tumsideludarinaass liwude atorvastatin dnasenisasayiugvidlunauazineiile
(@mauil 5.3 Yayanuuasndeannisinyiniaaiin)

4.7 HARBAMNAINIT UNISTUTRATYINIUNULATBIINS
g1 atorvastatin JANARDANNAIUITOIUNITTUTLALNITVINIIUNULATBIINTUBYLN

4.8 a1mslaieusezaen

nngudeyanisvaaemisaiiinyase atorvastatin kuunIUANAIBE MaENTLR S
F1uau 16,066 518 (163081 atorvastatin 8,755 SeiSeuifisuiugiilseivasn 7,311 519) 7
Sumsinwiduszezaneds 53 dai dfUaelunguiildiue atorvastatin ngaen 5.2%
iesnufisonlifisszasdisiouitoutu 4.0% Tudtrenguillésusmasn

NToyavesnsfnyiTenieidniasUszaunsaldnuiuunvaseioengnain 518013
soluduansfatoyaufiiselafisusvasdvasen atorvastatin

nsUsznuALivesUfATenduunaudennasliun: wutes (=1/100 & < 1/10); wu
laivee (>1/1,000 s <1/100); wulsdenn (1/10,000 s <1/1,000); wuldenann (<1/10,000);
linswdeya (iaunsausziduldandeyaiio)

msiaTauarnsAndoUsan
NUUBY: LHOUIUNUALAIADAIUVAILNTIRYNDNLEY

AINANUNAYDISLUULADALAZ AR
nuldwn: Thrombocytopenia

[

MIARUNAYBITUUNTRAUAY

wuvee: Unsenniun
wuldgnnunn: nsunguLseuiin anaphylaxis

AIIUAAUNFN 1N TUIN I TUALLLIVDAT
wuvew: nzageluiion

pulsiuay: nMMzimafludee Unriniiuady Weeinwis

AIAAUNANINTRLIY
wulsiuae: Huse woulundu

AIUAAUNEN NTEUUYTETIN
NUUDY: UInAswy
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wulilvee: Tuss UssamSvdudawfouly anuidndesiiu nssusaiinuni vasdy
AT
wuldenn: lsauaneUseam

AIIUANUNGN 1987

wulalvey: ansn

wuldignn: N15IUNIUNITUBIMIY
AaImARUNAN YUy TUTY
wulsives: Lidesluy
wuldennunn: gadenisinguy

AIUARUNFYBISTUUN A UINE]a, N1T90R ALY aIBn
PUUBY: UIALUUSNUADVIDELAZNADLADY LEBANLAN LA

AUANUNAYDNTEUUN NLA WIS
WuUee: Y9N M1e3dn 91skilges aduld vieade
nUllUaY: 91138U UINYI999 T UULLASAIUATS 158 AUSDUDNLEU

ArmAnUnFvesuuazig
nuldves: fusniau
wulgen: viethigasy
wulpenuan: fuane

AR UnGYeRIsuazsaido a9l
nullUoe: auie AURIT A HU/AU999
nuleen: Angioneuroticoedema, dermatitis bullous S erythema mulltiforme,

Stevens-Johnson syndrome Ly toxic epidermal necrolysis

Arudinunfvesssuund e nsean uaziiloidowieaiy

wuvee: Uaandraiie Uande Uiamuusuwidiutans nédanienainis Yeuan Uramds
wulaiUoe: Uanme ndniledn

wulgenn: Tsandnaiie ndiiosniay rhabdomyolysis, ndnaniednun
tendinopathy vensonafinormsinunsndeu

wuldwnuin: Lupus-like syndrome

11]1/13’1U6?Jjaigaz N1I% immune mediated necrotizing myopathy (I‘dimamauﬁ 4.4)
AIMANYNAYENTEUUFUNUThAIA TN

wuldgnnann: Gynecomastia
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AImAnUNAYeITIMElnemluuazaniile)
wulduae: aziite 8ouay WUNLNEN UILAULYUY 89U Jld

NI9ATIVNINNBIULUANIS
PUUBY: ANNITVINUYRIRURAUNR Aaulesl creatine kinase LN
wulduee: Tinavinwuildindenvnlutlaans

Wi eaiuendudoulesl HMG-CoA reductase 819 f518arun1snuseiuiouled
transaminases Tu@$ugadua1nn151481 atorvastatin Matdsuutanmariindudniios (u
ostasnuazlisniusossiunsdne wunsiiudues transaminase ludSudifinnud iy
ynamddin Gnnndn 3 whesdasinuuresaun) ludtaeduu 0.8% mafisduilduturun
guazrunduAuAuFulalugenne

wuszRuvetauleld creatinine kinase ludsuauiunit 3 wiwesdadrinuuvesAunily
FUr31uIu 2.5% TlF5U8n atorvastatin FefidruanlndiAssue1duds HMG-CoA reductase
9uq Tunsveasannanddn uazwuszauleulesifigainiy 10 wweadndrAauuveseunilugtae
fi3nwnfeen atorvastatin §113u 0.4% (Usngnouil 4.4)

Uszynsiin

HUaBLAney 10 fe 17 U fildTun1sdnwidieen atorvastatin G105l ieuszasd
Tnevlumiioutuguaeildsuinasn onsldfivsrasdfinuvosaeiidaunaldluia 2 ndu Tng
liehilsfensusaidiuanng fo msinde linurasioninaiyiiulauaznisvaimanaegnad
HodrAny Tunsdnwr 3 U laen1suszidunnginveinisiasyisnaznsnmul nsuseidiuaiig
Wasuuvadlufeiu wagnstadiugeuasimin deyaruvasnsslugrednniioututeya
AnsUasnfeiinsuegudaveden atorvastatin lugtheglve

gudeyaniuasafemenatinvosithodiniildiue atorvastatin Iteyaninuasna e
MngUrTImIL 520 T8 DfUaefinengiindt 6 19U 7 918 91g5EMIN 6 B9 9 I $1udu 121
578 WAreyTEnIN 10 fs 17 U 97131 392 518

Nnguteyadid amnud Ussianuazanuguussesufisolifiessasdinuluines
wileufuinuluglug)
freerunansallifvsvasdiuenau statins doil
- ANURAUNRNLNA
- Amedued
- nunsdinsyie interstitial lung disease AnUnfidufiveslaeaniziielden
Wuszaznanuu (Usegnoudl 4.9)
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- lsAwvnu : avuannuasduiugtieiivseldiidaduides (seauiiena

a

nalAauzenaIMis > 5.6 Iadlua/dns dvtunanie = 30 na./w’ dlasnd

wolsags TuseiRdunnuduladinga)
- geydFeaudn

4.9 nMslasugiuIun

FilaiiAsuARuiisumemnlasue atorvastatin iuwuin mndansldenivauinnisne
Adennensuarlinissnwsieannisn1sinisshwvseduuseaesmnuaiud iy aasi
mMInsransvhauresiusazianusziueulel K 1udsu esainen atorvastatin fnsduiu
WsAulunaraunagrann aaimsinswenlafingeds haemodialysis 9z lilifisindesug
NI IVERRThI

5 aududANIwn§sIngn
5.1 AuauUAnIsnvnanans

nauMems¥nw: eildusuaey @e) seeuluiiy, miaaﬂqw’éﬁugmulﬁvﬁ 3-hydroxy-3-
methylglutaryl-coenzyme (HMG-CoA) reductase, ATC code: C10AAQ05

Atorvastatin Wuansfleengnwuusimenazuuuuetuilumssudueles] HMG-CoA
reductase s?iﬁmLi“]uLau"Lezfﬁﬁﬁﬁmé’mwLi'wmﬂﬁﬁ%m (rate limiting enzymes) lun13A3UALNTT
\Wasy 3-hydroxy-3-methyl-glutaryl-coenzyme A TUidu mevalonate %ﬂiﬁi’ﬁﬁumiﬁ’aéfﬂumﬁ
danwiameseaviining q swddaaamesea MUy lnsndwelsduaslaaanoseaszgn
Yansiufudieains very low-density lipoproteins (VLDL) LLazgﬂUéaﬂaaﬂlﬂiuwmamLﬁa
thasludaiiodelududansvestame g low-density lipoprotein (LDL) QN399I VLDL
wazlngdlvgjgnailfaanesiiumsmsdunuuiifienuveudugsiussu LDL receptor

g1 atorvastatin Feanseaulaaamosaanazlalulusiulunataulnandudaaulyyd HMG-
CoA reductase HaNMIULIADNITANNITHLATIZILALAALADTOAMUAU LaZNISHANIIUIY LDL
receptors UWRIgadluduitawEun1sdids LOL 1hgdiuwasiiiunisgesaate LDL

g1 atorvastatin aAN"5&319 LDL LLazaWSm’Juaymﬂ LDL Tngen atorvastatin aziiiaing
ya1uves LDL receptor léogsunnuaziigvinieguiu smnnfugnasvilmAnnisudeundas
arunmuaseuma LOL Tunseualafislumafidudsslenidesame uenainil 81 atorvastatin
gefluszansnnlunisan LDL-C Iuﬁliﬂwﬁﬁm’;z homozygous familial hypercholesterolaemia
Fadunguithefiouundsines linovausasosnanlusiy

TuMSANYINANIINOUAUBIVBIEINUTUINYT WUIEN atorvastatin Yivanseiulaladineses
571 ($ovay 30 feipvay 46), LDL-C (Feway 41 fe¥enay 61) apolipoprotein-B (5owaz 34 i
Soraz 50) wavlasndwelss (Soray 14 Hedewaz 33) uazlinanainuanglunisifiusysu HDL-C
uag apolipoprotein Al Iﬂawaé’fﬂﬂa'nﬁmmaamﬂé’aaﬁuﬁgﬂu{{ﬂaaﬁﬁmas heterozygous
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familial hypercholesterolaemia, non-familial forms of hypercholesterolaemia Wag mixed
hyperlipidaemia s3uviagUaelsaiumanusiinliiadugiu

nsanlAlaameseasIy LDL-C wag apolipoprotein B lusunelasunisiigauudiingvan
Anudsslunsiamgnisalldisssasaniessuuiilalasvaoniianuasdnsinsdedinan
WM saineszuuilalasaendenta

Homozygous familial hypercholesterolaemia
Tumsfnyidelaenisaunseieuwazilinlenalivienaadasilulaeglun1sidugaslaid

madenlumssnudu 9 Ialdomvulamongunmsnulunaisantu Wuszoznanm 8
Fanilaeanadeniviszoznaneemsinuiuasuilasszogsanlyiuansneiuld Do
Suamadoutinifediuan 335 e lusuuidifiediane familal
hypercholesterolaemia $1u7u 89 318 Tugfthes1uau 89 eliradsiesaruesnisan LDL-C
fiAszanafesay 20 Inguuinen atorvastatin Ald3ude 80 fadnsusiotu

IsAviaonanuaIuds (Atherosclerosis)

Reversing Atherosclerosis with Aggressive Lipid-Lowering (REVERSAL) WunsAneide
Wiousufiunanisanlusiueenannaing atorvastatin luwwn 80 fadndunasnanisanluduly
FEAUNINTFILVDIE pravastatin Fun 40 Tadnsusionsulwesvasnidenutadlalsun3
(coronary atherosclerosis) 114;3’133813?1%@@@5@@%% (coronary heart disease) lagi1n1301923
Useilunig intravascular ultrasound (IVUS) 58139013680 W8 801800 a1Rnd
(angiography) m'33%’af‘:ﬂumiwmaawwﬂaﬁﬂﬁﬁﬁamuam wuudy Undamssnumisaesisly
vaganUulugUiednuiu 502 $1e agiinisvin IVUS farnieudnside (baseline) wagiaan
18 ity nuilunguitaedldiuen atorvastatin (S1uau 253 518) lainuiinnizvasaidenins
wisdinmsaunduinniy

Aiseg1u (median) veaasinudnisiudsunuasiinns atheroma FavunanU3annsd
olsnoutinside nasimsidendn) lunguitneiliiuen atorvastatin IAwinfu - 0.4% (p
= 0.98) uayngulésuen pravastatin ($1uau 249 $18) WU +2.7% (p = 0.001) waziile
Wisuilguuen pravastatin wudmanisidsuuadlunga atorvastatin Sfodfymseda (o =
0.02) slumﬁé’faﬂﬁﬁmim':m]aaumasuaqmsaﬂlmﬁuasmmﬂﬁiaa;ﬂqﬁmqszwﬁﬂaLLawaam
Lﬁamﬁm (lown mmf{hLﬁﬂmmﬂwaamﬁamﬁqmﬁu (¥ revascularization), NstAalsaA
néniernlameiildfud®n nsmennlsavasndentiila)

s¥#u LDL-C Tunguitléifuen atorvastatin anasauadeiviiiy 2.04 fadlua/ans + 0.8
(78.9 un./ma. + 30) PMNANBULLINITINE 3.89 Hadlua/dns + 0.7 (150 un./Aa. + 28) dIUszAU
LDL-C Tunguilléi¥uen pravastatin anasauadewiniu 2.85 fadlua/dns + 0.7 (110 un/a. +
26) 1NAINDUNNITISY 3.89 Hadlua/ans + 0.7 (150 un./aa. = 26) (p < 0.0001) &
atorvastatin SeasleLaanesoaniunivagaiived fayléda 34.1% (pravastatin -18.4%, p <
0.0001) anszdulmsndiselsdlaiade 20% (pravastatin -6.8%, p < 0.0009) uazan
apolipoprotein B #iade 39.1% (pravastatin -22.0%, p < 0.0001) Laze1 atorvastatin i
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s9fU HDL-C léade 2.9% (pravastatin +5.6%, A1 p lifidedfayn19adn) uazanadsnisanas
94 CRP Tunguillé3uen atorvastatin flAwindu 36.4% WeiSsuiiouiiu 5.2% lunguitlésu
g1 pravastatin (p < 0.0001)

ansAnuIveilailaanmsldvinnefianuuss 80 fiadndu fuusldannsaldld
furwenfinuuseisnning i

feyanuuaonse (safety) uaznisnu (tolerability) Aognvasiitieisaesngusia
TndlAssiu

lumsideillaifinsnsrvaeunavesnsanluivegiunndeynafvannisssuuilanay

[%
v v = v

naoAdondu Ay JslinTuiuanamntuiinlalunsidemartazitedAgnisedinlu
nsdesiumnnisallidislszasamsssuuinlinasnaenifenviinnowinlsn (Ugugluasnasin
lsaudi(mRend)eensls

naunzilavndandsundy
M3fnw3de MIRACL \lumsvnasuiloUsziliunavesen atorvastatin v1a 80 Jadnsy
TugUagduau 3086 518 (81 atorvastatin 91U 1538 519; 81vaen UL 1548 518) Nz

vlavadendsundy (eud amzduduenwuuliln (unstable angina) wiendnuierle
mefinaulniiladusiia non Q-wave (non - Q wave myocardial infarction)) Tneisuns
Snwnaesudiedsnwnlulsmeualugisseeiionsi@eundunas Sne N uauieEe LA
16 §Un3i nudnen atorvastatin Tuwina 80 fadnfusiofuausaiinszeznarauisnsiingaei
3 (mnedanmadeinanangle q A8, Tsanduderilanelaifundin, resuscitated
cardiac arrest, viennziiuiiuonfiiimdnguvesssuthedninuilulsmeunaiilesand
amznduiileilavadenluidsaanzi IF Tasewiilinrndesanas (isk reduction) l#3es
ay 16 (p=0.048) 6?;&Naﬁlﬁﬁimamuiwajl,ﬁﬂmﬂm'ﬁamawmmaéfaﬁu&hﬁﬂwﬂé’wﬁﬁ’ﬂmﬁﬂu
Tsmenunadnasaiesmniiannududueniidndnguuduihnduiemlanadenunifsadu
S1uufosas 26 (p=0.018) drumsiiaTzrigagfsesdu 0 lllnaiidteddymetnlnesad in
w04 (Ine53u: wmiaen 22.2%, &1 atorvastatin: 22.4%)

Joyanuuaensiy Y0981 atorvastatin lun15@nwnIde MIRACL dennnediusigaziden
Alilurded 4.8

nsUpINUNSARLSAYR9SE UL LALAL IaDRLEen
Anglo-Scandinavian Cardiac Outcomes Trial Lipid-Lowering Arm (ASCOT-LLA) W
msfnuideuwuugu Jemasnidudnivan UnlanisshwivisasamaiioUssiliunavede

atorvastatin sensiinlsemasaidenilalalsunideiauar laifauitinlugielsanusladin
a0y 40-79 Vitlieeilsnnduilovlameannisnadeaviolieeléfunsinvnnadudu
onuagilsvdulraanosoasutosniwiowhitu 6.5 fadluasodns (251 un/aa) wenaini
fihetamuadesiitadadsafetulseiilauasaonieniiiintimuslitousgation 3 dade
farteludl - Humae forgainndt 55 3 guynd Wulsawivu d0aansnuieyns (first
degree relative) sy iansiiulsanasndentilalalsud Sensdulaaamaseasiuon
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sie HDL snnnn 6 Slsenaanidendiutany (peripheral vascular disease) findnauiforfilavios
anguuIe (left ventricular hypertrophy) tasillsaviasniasnaued (cerebrovascular event)
wneu frdulwihilafiaunffiians wlusiunielivn (albumin) Tutlaany guaefignien
dhiunsiselddomennaeldsunsussfiuhiimudesgaiomainmnmaallifieszasd
matlasarmaendeniduaduusn

mJ'gaimiumamm’]muiawmmaa (mamamm amlodipine %38 atenolol aﬁam'ﬂm
answile) uarléFuen atorvastatin 10 fadndutuarade (Sruau 5168 318) wseemaen (1w
5137 519)

61 atorvastatin anAuABNELTIMSTRIERTINARMANTSE] (events) Huraluil

W10 AUEES U p-value
duimsanas | wgn1sed

(atorvastatin : &1

aon)
Tseviaondeniilafadounddn | 36% 100 : 154 0.0005
fulsandnierlameddaid
WATIN
N RRERV NPT PIRIGE 20% 389 : 483 0.0008
navAlaaALAZNITIN
revascularization procedures
e
winnsalveiaendeniilala | 29% 178 : 247 0.0006
Tsunaviavan
Stroke Sefiaundiouagliifounn | 26% 89 : 119 0.0332
e

Faananuuwandsludnsveannnisaleg19asn 9 AAnTElETNTEEEIAINSAAA NI
331

SruaumadeTiaomauarnndeTinanimemaninisssuuiilawssviaendendid
anasusilaiiveddny (185 wmnisal Wleuriu 212 wgnsal p=0.17 wag 74 wisn13ed Lgufiu
82 WAN158l p=0.51 MUFIRY) NTIATILVNGULDLTMUNAUNA (NAYIETEEAY 81 LNANG
Yowa 19) WUe atorvastatin Siusglevinomameudlinuiumavdsdioralumnsg il
naudesiumandadisanmaiamgnsalin femadedialasnutaunuazmadedin
NnwgMsainsszuuiilakazraenidenludieiwandgdidiuauninndt (38 seiieuiiv 30
Seuay 17 Medlouiu 12 919) wisuudinalifideddymedn veninid wuidsuns
ﬁ%mﬁiaﬁ’uizijsnmmﬁu‘[aﬁmqﬁé’ﬂaaléf%’udauﬁﬂﬂwﬁé’ﬂaﬂwﬁﬁfﬂﬁﬁm LAZNUIIYN
atorvastatin ¥iliagivdnuesnisite (sansendeniiladsiauddindulsanduidomlame

Page 21



lnasAiueNnnE ne

(mﬁ@uﬁ“unmm ALITT])

Felaifawn®in) towglunguitléduen amlodipine Iinanasogsdilddmnaaia (HR 0.47
(0.32-0.69), p=0.00008) weikiinulunguitlasuen atenolol (HR 0.83 (0.59-1.17), p=0.287)

Collaborative Atorvastatin Diabetes (CARDS) tun1s@inwn3deuuudu Sewaonidudy
AIUAY UnTamssnuiisaemnslunansaniuiteuszifiunavesen atorvastatin densiin
Tsahlauazvaenidondsdaundinuas lifaundinluguaelsaumnuvied 2 engsewing 40 fd
75 U filsinefisziRvadlsailauasaonidentineuuasdsedu LDL-C Yesniwiewindu 4.14
Tadlua/ans (160 un/oa.) uaglnsndwelsntesnimmiawiniu 6.78 Iadlua/ans (600 un./aa.)

o & Yy v A I v o o 1 & o a a a
u@ﬂ'ﬂqﬂuaﬂ'ﬂUWQ“@J@W@Q@J%"U%ULaUQ@UWQu@EJ 1 {]"U%EJ@QG]E)VLUU : ﬁ’J']lIWUIaWWQQ iqu%ﬁ by

WIMINUTUIDNT microalbuminuria 1158 macroalbuminuria

AUaelesuen atorvastatin 10 Tadnsuiuazase (F1uu 1428 518) e wmiaen (I

1410 519) nedlAdseguvesssugnafininnunau1y (median) 3.9 U

HAYBIE1 atorvastatin lunsanAudesduinsuesdnnisismenisal (events) i

il
AN AR Inesnansal | p-value
duivsanas | (atorvastatin : &1
naen)
WMANSUNENNNTEUUIIN | 37% 83 : 127 0.0010

wagviaealdon (lsa
néaernlameiiosain
Yedenetaduundudeds
wnFInuaglidanaia, lsa
néaiernlameiilsl
U39n£91113, NMIFEIN
lsavapalaeniilanens
WUUNAY, NIEHUAUBN
wuulalaedl, nsendanng
Jomasndeniila, n13
AR BRlILR eIt
fenslageaiuiilanu
NRINNEY, NSUavann
Fonfigasiu, lsaviaoniden
A1949)
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Tsanduidlorilanne
esnvmiden (sa
néwilalameatng
Beundudeduniinuasly
faun?in, lsandnaiiela
meilivsngenis)

42%

38 : 64

0.0070

15AVaDRLEBAENDT (T9D
aa r=1 1aa
wnTIekalufandin)

48%

21:39

0.0163

AnananuuanddludnsversMIniegens 9 MiavulugiassesaInsinnuRauIY
399

LinundngIuanuunnA1reHanssnyle T UNANNATE 018U isanIN
526U LDL-C Aaunn1sae wuadnsinisidedindwuildundululumenmu (Fedia 82 s1elu
naunlasuenaeniiieuiu 61 Melunguitlasuen atorvastatin p=0.0592)

n15sNALlsANAaRALABRAALBITN (Recurrent Stroke)

Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) Hunns
AnwidoiiteUsziliunayesesn atorvastatin vunn 80 fadnfuseuniesvasnsolsavasaiion
aueslufihefinefulsavaenidenanowiolsaasaidenaesunadondansn (TIA) meluna
6 Weurawdnmsidouarlifivsy Rmadulsanaanideniilasuauisay 4731 18 Tumsided
fuhnmameFesas 60 engszwing 21 s 92 U (91g1ade 63 ) uardlan LDL rewdhnside
\ade 133 un./na. (3.4 fadlua/dns) Wusewinamsinuwiieen atorvastatin fUheiiAade
szau LDL-C hfiu 73 un./ma. (1.9 fadlua/ans) azseninamssnwimeeviaen guael
AAYsEAU LDL-C Wity 129 1n./ma. (3.3 fadlua/ans) Afsogiuuesssasnadnmunauny
499

dewSeuifisuiugmasn 81 atorvastatin 80 un. anAeidBsveINsIAnlsAviaenidon
aupsiiwolifundintadugngindnlunsidoasidfesas 15 (HR 0.85 : 95% CI. 0.72-1.00
:p = 0.05 %39 0.84 ; 95% Cl, 0.71-0.99: p = 0.03 ‘Vié’qmﬂmiﬂ%“uméf’m{]ﬁaﬁugmma 9 &)
nadedinnmmnanmoualunguiildiuen atorvastatin fs1uandosar 9.1 (216/2365) way
naufilssugvaenilviniuiesas 8.9 (211/2366)

MlATERAendInnsTnsanedsenudn WewSsuiieuiuemasn o
atorvastatin U119 80 HadnFuangufinisalvedsavaenienauesiuriogasiu (ischemic
stroke) (218/2365, 9.2% Liteuiiu 8wiaon 274/2366, 11.6% p = 0.01) uazifisgtAnsains
\Anlsanasnlaonauasian (55/2365, 2.3% Llguiu 81masn 33/2366, 1.4%, p=0.02)

« WUIEheN13nSITeTdlsAvaendenau oA NI NBUNINATIANNESBIN1SLAALIA
viaonLdanauaanaLiady (7/45 Tunduilasuen atorvastatin Weuiiu 2/48 Tunguinlasuen
waen; HR 4.06; 95% Cl, 0.84-19.57) kagAuldearainsiialsaviaoniionauasiuvsoansull
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alndiAssiuluisaeanau (3/45 Tunguiilé¥uen atorvastatin iieudy 2/48 Tunauitlé$uen
yiaon; HR 1.64; 95% Cl, 0.27-9.82)

- wuhthefidnunsidedsdilsadoavemsfundonmunndnandudeavuindniud
(lacunar infarct) snfounthasdanudsswesnmaislsaaondenauesiangafisdu (20/708 Tu
nauTlesuen atorvastatin Wisuiu 4/701 s1elunguitléiuevasn; HR 4.99; 95% Cl, 1.71-
14.61) wilufthemaninueudssweansialsaaendenaussiuviogauiidanas
(79/708 lunguitlé3uen atorvastatin Wiyt 102/701 lunguitlé3ugvaen; HR 0.76; 95% Cl,
0.57-1.02) farundululiimnudssaniveamainlsavasnidonasesagiiutuiudias i
lacunar infarct anAeunthiilegtaelsisuen atorvastatin Tuvwa 80 fiadnsuseiu

Tufthenqueesineilulsavasndonaussuaninnouniin wunsdedinainynave
Vanuatungunlasuen atorvastatin Suiueay 15.6 (7/45) waznguillasugivaeniiawiniu

v

puay 10.4 (5/48) waglugUhefedl lacunar infarct 1NNBWNTN WUNSEBTINAINYNAIWA

nanualunguilléiuen atorvastatin Suaudesas 10.9 (77/708) uagnauildiugmasnian
wihituSesas 9.1 (64/701)

Uszannsuin
Heterozygous Familial Hypercholesterolaemia Tuelaensniidenesening 6 59 17 1

Tunsneisowuulamenisshvniussozinagt 8 dunmiiieUssdiundyoaumans
\ndywarmans LavauUasnsiouazaumusien atorvastatin Tufinuag Joguiitivangunis
ATIBUTUMBTUGNTTUIENNIE heterozygous familial hypercholesterolaemia wagilszau
LDL-C fawdimsideunnnitvsewindu 4 dadluanedns Inisamedeusunnuasioiuey
s 6 B¢ 17 Tidhsmnsidedunusisau 39 518 Tae Cohort A fifinogsswing 6 v 12T
13w 15 euazdneglungy Tanner Stage 1 @ Cohort B TiAneesening 10 fe 17 U
U 24 Tguardneglungy Tanner Stage »2

UL atorvastatin Budiulu Cohort A Aeedeuiaaes 5 Tadndusoiuuarly
Cohort B fiegmsefinvuia 10 fadnsusioiu lnevnaiunsanusiesn atorvastatin laneygn
Tfinsifiuwunnen atorvastatin dugesvinldmneraadasselaliansaiissiu LDL-C
anasuiathvnefe <3.35 fadluanednsléfivan 4 dUam

WUI5EAU LDL-C, TC, VLDL-C, uay Apo B fiananasluduansid 2 TugUleynsne dmu
Qﬂ’mﬁé’aﬂﬁmtﬂmLﬂuaaawhifuwmzﬁu%ﬂuamaﬂﬂ%mé’qmﬂﬂ'mﬁmsumm’nt,azwulé’ﬁ'g
Fausdua il 2 vauzshnsdsediuadusn andesisudinasresmsiinodein q mslusuilen
Tn&iAssiulusisaosngy cohort Tnglidfsfrhnenanatiasazdnddsuelumunndudunialdsy
gnfiunduaarivesvunendudiu wazluduansid 8 nuilasndslesidudnisilsunlas
%6 LDL-C uaz TC Sauszanadovas 40 wazdovaz 30 muawuiieisuiusssunaudinis
Reldgeaglaolulsunamile

Heterozygous Familial Hypercholesterolaemia lugiaendniifleese%a1910 89 17 ¥
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Iumiﬁﬂwﬁé’faLLumJﬂ?Jmmi%’ﬂmﬁgqammqLLazﬁamaaﬂLﬂuﬁammummé’wﬁmq
mMsAnwuuUamemsinuTludnmgeiiiusssufouudnagiinmoengsgning 10 8917 T (01g
Wwae 14.1 ¥) sruau 187 Aufitaefiu Heterozysous Familial Hypercholesterolaemia (FH)
%30 Hypercholesterolaemia ag133uusslagdulvien atorvastatin (F1u3u 140 518) N30 Ma0N
(F1u7u 47 78) WHuam 26 dUn9i wdsndudihennaiearlésuen atorvastatin Wuaadn
26 SenTt WuAEN atorvastatin A 10 fadnsu (Guavay) dwdu 4 dUnmiusnuasifivauine
u 20 fiadndulathszau LDL-C 1nnan 3.36 dadluadedns turdiansidowuuunlanissnw
eaoamadunan 26 dakiwuinen atorvastatin am“éﬁ’waﬂmaat,maﬁaai’m LDL-C, ln3nd
wolsn, Loy apolipoprotein B Tunanauldeeafidodfay Anadesedu LOL-C Aildlugenis
eouuudnUansdhemaemmaduna 26 aﬂmﬂﬂuﬂammamimm atorvastatin JANVIAU
3.38 fiadluasiodns (eglutaeseningt.81 fs 6.26 fadluasedns) WewSsuiitsuiunguillasu
gmaenGesyAU LDL-C fanadewiiiy 5.91 fadluasiodns(egluriaseving 3.93 fis 9.96 Tad
luanodng)

uenniddimsanvidefinddludniienseudlouen atorvastatin fu colestipol Tu
FrheLinengszving 10 fis 18 Tlanig hypercholesterolaemia wuin 81 atorvastatin (S117u
25 518) Y5y LDL-C anasesnafitudfaiidunnniii 26 (p<0.05) WewSsudisuiiu
colestipol (31U 31 518)

nsfnuidelasmsanasevieuazlalemaliuieimainsililldeglunmsideddslid
madentunssnwdy ¢ lm%awiuﬁﬂaaLﬁﬂﬁﬁﬂwaz hypercholesterolaemia 8&193UIs (53189
@:ﬁﬁm’gz homozygous hypercholesterolaemia) @ 46 s1elaglinissnwnigen
atorvastatin lurwafiuSuiiistuldmunisnevauessiosn (Leseldsuen atorvastatin luvua
80 fadnfusiety) msdnuiteiifusresinar 3 U wudisedu LDL-C anadléSenay 36

galaifinsfnunidefiausz@vduavese atorvastatin lunisinwdUhedunannudiue
vuzdadunnsanisandnsinisthewasdnsinsdedindefuladullvg

5.2 auanURnIwndvaauaans
N159ATLEN
¥
. = 1 1 < [ [y [ ¥ Y v = |
g1 atorvastatin QnandulaegesInsIvanIsTulsEnIu vilienundulunanaundug

Y
U

seavasannely 1-2 Falus USinansgaduiazanududuyes atorvastatin Tunanaune

Y
£%

adududadauiurunnedild lneTssavsnavdsussmusidesiaede uilduasiliam
Sovay 95 §4 99 iflewFeuiisuivansfiuent widiusyaviuaduysal (absolute
bioavailability) ¥e1 atorvastatin feuszanaifesay 12 uazquisn1sduduenles] HMG-CoA
reductase UGS 1INBegUsTINAoray 30 TnerUSnadnganediai

e

'
Y

\Jurauain presystemic clearance MaymafiuaImiswaz/vwie first-pass metabolism i

N13N3¥31887
USinmsnisnszanelaeiafigveden atorvastatin agiusyann 381 ans &1 atorvastatin
rdunananlusiu lnunnivsewiniuiesas 98
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n1stasunlagen

g1 atorvastatin gniuunueladanie cytochrome P450 3Ad leilueayius ortho way
parahydroxytated wazans7iinaInnsz UL bata-oxidation ¥iasag wuituenwileluain
Faunuedtudu o udeyiudmaniargniuunueladielusnlaeiunszuiuns
slucuronication a1nN1snAaBstuiBsUfURN INUINLLNUBlanuln ortho way
parahydroxylated flmnuanusadiuiiudne atorvastatin lunmsdudaeule! HMG-CoA
reductase Wui1513 70% vosstiudaeulasl HMG-CoA reductase Tunszualaiindunautan
nsvhauvesuunualaridy 1 vesenfidaigns

N13M9R8T

81 atorvastatin QﬂﬁﬁmaaﬂmqﬁwaLﬂwé’ﬂué’qmﬂmuﬂﬁzmumimqL.JJLmuaﬁs?iuﬁé'fu
waz/viseuendu og1alsfinnu 61 atorvastatin 14l enterohepatic recirculation AnA3eT3lunng
fdnen atorvastatin lumanauvesuyuslnsladeegiuszanm 14 9l uid1ATadinvesns
00NgUBEUHY HMG-CoA reductase aagiiam 20-30 Faluadlosanfiuunuelayidun voswiids
fignsunsaaniaudie
Uszy1nInguNLey

Anududuede atorvastatin waziunuslariduq veseniidaligrdlunatainves
Haaengitiaunmiazganinauluiemivan winasosziuluulalndifstuiunadilsly
UseNTTenyNa?

Usznsin

Tums@nuiideuuu@awenisinvdunan 8 daniluftieiinenysewing 6 fs 17 I9
1n11g heterozygous familial hypercholesterolaemia Wazilszau LDL-C AgULI1N19I8
nnnImsewiniu 4 Tadluasedns J§hedntun1sidedneglungy Tanner Stage 1 9713 15
518 Tungy Tanner Stage 22 $1u7u 24 eldsunssnvdeedn atorvastatin siiaAealy
wa 5 8 10 fadndutuasedmFendandoufiduuun 10 f 20 fadndutuazadmudis
NANTIATIEALULTae N LAdTRaUmARTUsEIINTNUTAS USSR AT A dy s dai e
FoAtmiing aedesudiiunngueslusmaianindelimenisiussmudialndides
fuanfildludlngidousvanalimnyanfuimingveaustazauuds uazdmuinsedu LDL-C
way TC Mdunslafirnanasedaenndosiunaentisues3anne atorvastatin Lag
hydroxyatorvastatin 7i5191e/l65u

LFl
ANUUNTUYDIET atorvastatin TUNAENNYBIRNILUANAINAINEYIE (RB Cmax Tu

Aviegandnuszanafosay 20 uag AUC indnsmisesas 10) agdlsfiniy anuuansieiliing

v g

nedtinegralidedy dnunalunsaaludussninmenazngddiinnuunnsiaiuegig
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Ahenlaihauunnges
Tsalaliinasamnududuresenlunatauvisenananisanluiuvaden atorvastatin way
wunuslandug veeNduligns

Adedsln

galifinsfnuludirelsalassezgaing aadinisandlaldladmananisimdnen
atorvastatin tesandedinmsduiulusivluidengs
Fthefduvhnuuanses

asduduesen atorvastatin uasunuelaisu veseiidilgvdlunanauaziiuty

a819w1n (Crax LiiUszanns 16 Wi waz AUC dinszanas 11 i) Tuithendulsaduiesann
n1sANLoanagea (Childs-Pugh B)

ﬂnzwnﬁmgﬂuﬂaﬂgu SLOC1B1 (SLOC1B1 polymorphism)

MsvUAEEUSs HMG-CoA reductase yinwilnudngdudasiutieen atorvastatin fosonde
1UsAuvuas OATP1B1 transporter Wudﬂijﬂwﬁ'ﬁ SLCO1B1 polymorphism azdinnudeslunis
¥suUBmnuedgiumeldinntudsenatilugnninamgnsaanevendunioats (Useg
watedi 4.4) wuinnsil polymorphism vesBufiadia OATP1B1 (SLCO1B1 c.521CC) duiusiu
msldFuUmme (AUC) gatuannninyaraiilsifinnusainuanenedutl (c 5217T) 2.4 wh uay
farundululai Tufihemeaniinisuudee atorvastatin lhgiuenadinruunniasdfisslsl
ns1UNareUsAvEHaveI AR

5.3 dayannuuaanigaInnIsANYIWIAGLN

linuinen atorvastatin finaneliAnnisnaneiugusensuaninvewisastuleuainnis
veaeulunasanaassluiesUfiinsdiuan 4 mnaassazanmsnaaeuludsdivind o 1
NINARBY

Livsinginen atorvastatin iWuansneuzidlunyusn winismeaedienvungdunyding
(Iae Tl AUCO-20h gandnen AUCO-2ah AlshileTvienTuvunmgeanlunyududa 6 fs 11 wi) wu
maAnudosensdin adenomas veswadiulumumAuay carcinomas vaneadAUlumymey

fndngruildannsdnuideluderivaasmudn e1718Udt HMG-CoA reductase a19dsnaste
WLIN15veIIgauLarn1INtUATIA NMsnaaaslunywsy nsesewazguvlinuieninasenty
Sy iugvesdn inasuarliiduasiineiiAngnisy egnslsfinnu luruineriigeuduivse
dninaaosnuinuininnrunduiiviemsnluassivomyusn uaznseing Tnegamyusy An
wiliannmsstuarlisnnunssendinvdinasnanasszinsfidnimusildiuen atorvastatin
Turwings  waglumywsy Indngruderanansatiumiudiludesnle wasanudutuvesen
atorvastatin lunanawnduluthusdialndifsstu

#ilains1uinen atorvastatin videiunuelandug vesenazgnivesnuluiumsyuduiels)

6 S19ATLDYANIWNFVNTTH

6.1 s18m e kiddgy
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81 Atorvastatin Sandoz GmbH® 10, 20, 40, 80 mg:
Cellulose microcrystalline

Calcium carbonate

Lactose monohydrate

Croscarmellose sodium

Hydroxypropyl cellulose

Polysorbate 80

Magnesium stearate

Hypromellose

Polyethylene glycol 6000

Titanium dioxide

6.2 AnuldildnnuvaLe
1aidl
6.3 915UDIEN

Tsngiununeny (Exp.) NIl ivun1vuzUse
Lienslindnsiamienindsiununeny

6.4 Tonsszieiiaulunisiiuen
Asiugamaiiliiiiu 30°C
[ LR N <
g ituaIngewin
< [y ¢ a
Wuenlluussdueibiy

6.5 ANYAZLAZAIUUTENIUVDINIVULUTITY
g1 Atorvastatin Sandoz GmbH®: unauFaLma3¥iA Aluminium/Aluminium Us3981
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1. NAME OF THE MEDICINAL PRODUCT

Atorvastatin Sandoz GmbH® 10 mg film-coated tablets
Atorvastatin Sandoz GmbH® 20 mg film-coated tablets
Atorvastatin Sandoz GmbH®40 mg film-coated tablets
Atorvastatin Sandoz GmbH® 80 mg film-coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each 10 mg film-coated tablet contains 10 mg atorvastatin(as Atorvastatin calcium trihydrate)
Each 20 mg film-coated tablet contains 20 mg atorvastatin(as Atorvastatin calcium trinydrate)
Each 40 mg film-coated tablet contains 40 mg atorvastatin(as Atorvastatin calcium trinydrate)
Each 80 mg film-coated tablet contains 80 mg atorvastatin(as Atorvastatin calcium trihydrate)
For a full list of excipients, see section 6.1 List of excipients

3. PHARMACEUTICAL FORM

Film-coated tablets

Atorvastatin Sandoz GmbH® 10 mg: white to off-white, round, biconvex film-coated tablet with
debossment “SN 10” on one side.

Atorvastatin Sandoz GmbH® 20 mg: white to off-white, round, biconvex film-coated tablet with
debossment “SN 20” on one side.

Atorvastatin Sandoz GmbH®40 mg: white to off-white, round, biconvex film-coated tablet with
debossment “SN 40” on one side.

Atorvastatin Sandoz GmbH® 80 mg: white to off-white, round, biconvex film-coated tablet with
debossment “SN 80” on one side.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Hypercholesterolaemia

Atorvastatin is indicated as an adjunct to diet for reduction of elevated total cholesterol (total-
C), LDL-cholesterol (LDL-C), apolipoprotein B, and triglycerides in adults, adolescents and
children aged 10 years or older with primary hypercholesterolaemia including familial
hypercholesterolaemia (heterozygous variant) or combined (mixed) hyperlipidaemia
(Corresponding to Types lla and lIb of the Fredrickson classification) when response to diet
and other nonpharmacological measures is inadequate.

Atorvastatin is also indicated to reduce total-C and LDL-C in adults with homozygous familial
hypercholesterolaemia as an adjunct to other lipid-lowering treatments (e.g. LDL apheresis)
or if such treatments are unavailable.

Prevention of cardiovascular disease

Atorvastatin is used to prevent cardiovascular events in patients without clinical evidence of
cardiovascular disease who have multiple risk factors for a first cardiovascular event (see
section 5.1), as an adjunct to correction of other risk factors

Chronic Kidney Disease
- In patients with diabetes with moderately decreased estimated glomerular filtration
rate (eGFR), atorvastatin is indicated to reduce the risk for cardiovascular disease.
- In patients with clinically evident coronary heart disease and CKD not requiring
dialysis, atorvastatin is indicated to reduce the risk of major cardiovascular events
including stroke.
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- In patients with clinically evident coronary heart disease and/or diabetes with
microalbuminuria, atorvastatin is indicated to reduce the rate of GFR decline and
progression of CKD

Paediatric Patients (10 — 17 years of age)
Atorvastatin is indicated as adjunct to diet to reduce total cholesterol, LDL-C and apo B
levels in boys and post-menarchal girls, 10 to 17 years of age, with heterozygous familial
hypercholesterolemia if after an adequate trial of diet therapy the following findings are
present:
LDL-C remains = 190 mg/dL or
LDL-C remains = 160 mg/dL and
e There is a positive family history of premature cardiovascular disease or
¢ two or more other CVD risk factors are present in the paediatric patient

4.2 Posology and method of administration

Posology
The patient should be placed on a standard cholesterol-lowering diet before receiving

atorvastatin and should continue on this diet during treatment with atorvastatin.

The dose should be individualised according to baseline LDL-C levels, the goal of therapy,
and patient response.

The usual starting dose is 10 mg once a day. Adjustment of dose should be made at
intervals of 4 weeks or more. The maximum dose is 80 mg once a day.

Primary hypercholesterolaemia and combined (mixed) hyperlipidaemia

The majority of patients are controlled with atorvastatin 10 mg once a day. A therapeutic
response is evident within 2 weeks, and the maximum therapeutic response is usually
achieved within 4 weeks. The response is maintained during chronic therapy.

Heterozygous familial hypercholesterolaemia

Patients should be started with atorvastatin 10 mg daily. Doses should be individualised and
adjusted every 4 weeks to 40 mg daily. Thereafter, either the dose may be increased to a
maximum of 80 mg daily or a bile acid sequestrant may be combined with 40 mg atorvastatin
once daily.

Homozygous familial hypercholesterolaemia
Only limited data are available.

The dose of atorvastatin in patients with homozygous familial hypercholesterolemia is 10 to
80 mg daily (see section 5.1). Atorvastatin should be used as an adjunct to other lipid-
lowering treatments (e.g. LDL apheresis) in these patients or if such treatments are
unavailable.

Prevention of cardiovascular disease
In the primary prevention trials the dose was 10 mg/day. Higher doses may be necessary in
order to attain (LDL-) cholesterol levels according to current guidelines.

Renal impairment
No adjustment of dose is required (see section 4.4).
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Hepatic impairment
Atorvastatin should be used with caution in patients with hepatic impairment (see section
4.4). Atorvastatin is contraindicated in patients with active liver disease (see section 4.3).

Use in the elderly
Efficacy and safety in geriatric patients (65 years of age and older) using recommended
doses are similar to those seen in the general population.

Paediatric use

Hypercholesterolaemia

Paediatric use should only be carried out by physicians experienced in the treatment of
paediatric hyperlipidaemia and patients should be re-evaluated on a regular basis to assess
progress.

For patients aged 10 years and above, the recommended starting dose of atorvastatin is 10
mg per day with titration up to 20 mg per day. Titration should be conducted according to the
individual response and tolerability in paediatric patients. Safety information for paediatric
patients treated with doses above 20 mg, corresponding to about 0.5 mg/kg, is limited.

There is limited experience in children between 6-10 years of age. Atorvastatin is not
indicated in the treatment of patients below the age of 10 years.
Other pharmaceutical forms/strengths may be more appropriate for this population.

Method of administration
Atorvastatin is for oral administration. Each daily dose of atorvastatin is given all at once and
may be given at any time of day with or without food.

Co-administration with other medicines

In patients taking the hepatitis C antiviral agents elbasvir/grazoprevir or letermovir for
cytomegalovirus infection prophylaxis concomitantly with atorvastatin, the dose of
atorvastatin should not exceed 20 mg/day.

Use of atorvastatin is not recommended in patients taking letermovir co-administered with
ciclosporin

4.3 Contraindications

Atorvastatin is contraindicated in patients:

- with hypersensitivity to the active substance or to any of the excipients

- with active liver disease or unexplained persistent elevations of serum transaminases
exceeding 3 times the upper limit of normal

- treated with hepatitis C antivirals glecaprevir/pibrentasvir

- during pregnancy, while breast-feeding and in women of child-bearing potential not
using appropriate contraceptive measures (see section 4.6).

4.4 Special warnings and precautions for use

Liver effects

Liver function tests should be performed before the initiation of treatment and periodically
thereafter. Patients who develop any signs or symptoms suggestive of liver injury should

have liver function tests performed. Patients who develop increased transaminase levels
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should be monitored until the abnormality (ies) resolve. Should an increase in transaminases
of greater than 3 times the upper limit of normal (ULN) persist, reduction of dose or
withdrawal of atorvastatin is recommended (see section 4.8).

Atorvastatin should be used with caution in patients who consume substantial quantities of
alcohol and/or have a history of liver disease.

Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL)

In a post-hoc analysis of stroke subtypes in patients without coronary heart disease (CHD)
who had a recent stroke or transient ischemic attack (TIA) there was a higher incidence of
hemorrhagic stroke in patients initiated on atorvastatin 80 mg compared to placebo. The
increased risk was particularly noted in patients with prior hemorrhagic stroke or lacunar
infarct at study entry. For patients with prior hemorrhagic stroke or lacunar infarct, the
balance of risks and benefits of atorvastatin 80 mg is uncertain, and the potential risk of
hemorrhagic stroke should be carefully considered before initiating treatment (see section
5.1).

Skeletal muscle effects

Atorvastatin, like other HMG-CoA reductase inhibitors, may in rare occasions affect the
skeletal muscle and cause myalgia, myositis, and myopathy that may progress to
rhabdomyolysis, a potentially life-threatening condition characterised by markedly elevated
creatine kinase (CK) levels (> 10 times ULN), myoglobinaemia and myoglobinuria which may
lead to renal failure.

There have been very rare reports of an immune-mediated necrotising myopathy (IMNM)
during or after treatment with some statins. IMNM is clinically characterised by persistent
proximal muscle weakness and elevated serum creatine kinase, which persist despite
discontinuation of statin treatment.

Before the treatment

Atorvastatin should be prescribed with caution in patients with pre-disposing factors for

rhabdomyolysis. A CK level should be measured before starting statin treatment in the

following situations:

- Renal impairment

- Hypothyroidism

- Personal or familial history of hereditary muscular disorders

- Previous history of muscular toxicity with a statin or fibrate

- Previous history of liver disease and/or where substantial quantities of alcohol are
consumed

- Inelderly (age > 70 years), the necessity of such measurement should be considered,
according to the presence of other predisposing factors for rhabdomyolysis

- Situations where an increase in plasma levels may occur, such as interactions (see
section 4.5) and special populations including genetic subpopulations (see section 5.2).

In such situations, the risk of treatment should be considered in relation to possible benefit,
and clinical monitoring is recommended.

If CK levels are significantly elevated (> 5 times ULN) at baseline, treatment should not be
started.

Creatine kinase measurement

Page 4



LANANTANA LN SN 1

(mﬁfauﬁunﬂmm ALIT79)

Creatine kinase (CK) should not be measured following strenuous exercise or in the
presence of any plausible alternative cause of CK increase as this makes value
interpretation difficult. If CK levels are significantly elevated at baseline (> 5 times ULN),
levels should be remeasured within 5 to 7 days later to confirm the results.

Whilst on treatment

- Patients must be asked to promptly report muscle pain, cramps, or weakness especially
if accompanied by malaise or fever.

- If such symptoms occur whilst a patient is receiving treatment with atorvastatin, their CK
levels should be measured. If these levels are found to be significantly elevated (> 5
times ULN), treatment should be stopped.

- If muscular symptoms are severe and cause daily discomfort, even if the CK levels are
elevated to < 5 x ULN, treatment discontinuation should be considered.

- If symptoms resolve and CK levels return to normal, then re-introduction of atorvastatin
or introduction of an alternative statin may be considered at the lowest dose and with
close monitoring.

- Atorvastatin must be discontinued if clinically significant elevation of CK levels (> 10 x
ULN) occur, or if rhabdomyolysis is diagnosed or suspected.

Concomitant treatment with other medicinal products

Risk of rhabdomyolysis is increased when atorvastatin is administered concomitantly with
certain medicinal products that may increase the plasma concentration of atorvastatin such
as potent inhibitors of CYP3A4 or transport proteins (e.g. ciclosporine, telithromycin,
clarithromycin, delavirdine, stiripentol, ketoconazole, voriconazole, itraconazole,
posaconazole, letermovir and HIV protease inhibitors including ritonavir, lopinavir,
atazanavir, indinavir, darunavir, tipranavir/ritonavir etc). The risk of myopathy may also be
increased with the concomitant use of gemfibrozil and other fibric acid derivates, antivirals for
the treatment of hepatitis C (HCV) (boceprevir, telaprevir, elbasvir/grazoprevir), erythromycin,
niacin or ezetimibe. If possible, alternative (non-interacting) therapies should be considered
instead of these medicinal products.

In cases where co-administration of these medicinal products with atorvastatin is necessary,
the benefit and the risk of concurrent treatment should be carefully considered. When
patients are receiving medicinal products that increase the plasma concentration of
atorvastatin, a lower maximum dose of atorvastatin is recommended. In addition, in the case
of potent CYP3A4 inhibitors, a lower starting dose of atorvastatin should be considered and
appropriate clinical monitoring of these patients is recommended (see section 4.5).

Atorvastatin must not be co-administered with systemic formulations of fusidic acid or within
7 days of stopping fusidic acid treatment. In patients where the use of systemic fusidic acid is
considered essential, statin treatment should be discontinued throughout the duration of
fusidic acid treatment. There have been reports of rhabdomyolysis (including some fatalities)
in patients receiving fusidic acid and statins in combination (see section 4.5). The patient
should be advised to seek medical advice immediately if they experience any symptoms of
muscle weakness, pain or tenderness.

Statin therapy may be re-introduced seven days after the last dose of fusidic acid.
In exceptional circumstances, where prolonged systemic fusidic acid is needed, e.g., for the

treatment of severe infections, the need for co-administration of atorvastatin and fusidic acid
should only be considered on a case by case basis and under close medical supervision.
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Paediatric population

No clinically significant effect on growth and sexual maturation was observed in a 3-year
study based on the assessment of overall maturation and development, assessment of
Tanner Stage, and measurement of height and weight (see section 4.8).

Interstitial lung disease

Exceptional cases of interstitial lung disease have been reported with some statins,
especially with long term therapy (see section 4.8). Presenting features can include
dyspnoea, non-productive cough and deterioration in general health (fatigue, weight loss and
fever). If it is suspected a patient has developed interstitial lung disease, statin therapy
should be discontinued.

Diabetes Mellitus

Some evidence suggests that statins as a class raise blood glucose and in some patients, at
high risk of future diabetes, may produce a level of hyperglycaemia where formal diabetes
care is appropriate. This risk, however, is outweighed by the reduction in vascular risk with
statins and therefore should not be a reason for stopping statin treatment. Patients at risk
(fasting glucose 5.6 to 6.9 mmol/L, BMI > 30kg/m?, raised triglycerides, hypertension) should
be monitored both clinically and biochemically according to national guidelines.

Excipients

Atorvastatin contains lactose. Patients with rare hereditary problems of galactose
intolerance, Lapp lactose deficiency or glucose-galactose malabsorption should not take this
medicine.

4.5 Interaction with other medicinal products and other forms of interaction

Effect of co-administered medicinal products on atorvastatin

Atorvastatin is metabolized by cytochrome P450 3A4 (CYP3A4) and is a substrate of the
hepatic transporters, organic anion-transporting polypeptide 1B1 (OATP1B1) and 1B3
(OATP1B3) transporter. Metabolites of atorvastatin are substrates of OATP1B1. Atorvastatin
is also identified as a substrate of the multi-drug resistance protein 1 (MDR1) and breast
cancer resistance protein (BCRP), which may limit the intestinal absorption and biliary
clearance of atorvastatin (see section 5.2). Concomitant administration of medicinal products
that are inhibitors of CYP3A4 or transport proteins may lead to increased plasma
concentrations of atorvastatin and an increased risk of myopathy. The risk might also be
increased at concomitant administration of atorvastatin with other medicinal products that
have a potential to induce myopathy, such as fibric acid derivates and ezetimibe (see
sections 4.3 and 4.4).

CYP3A4 inhibitors

Potent CYP3A4 inhibitors have been shown to lead to markedly increased concentrations of
atorvastatin (see Table 1 and specific information below). Co-administration of potent
CYP3A4 inhibitors (e.g. ciclosporin, telithromycin, clarithromycin, delavirdine, stiripentol,
ketoconazole, voriconazole, itraconazole, posaconazole, some antivirals used in the
treatement of HCV (e.g. elbasvir/grazoprevir) and HIV protease inhibitors including ritonavir,
lopinavir, atazanavir, indinavir, darunavir, etc.) should be avoided if possible. In cases where
co-administration of these medicinal products with atorvastatin cannot be avoided lower
starting and maximum doses of atorvastatin should be considered and appropriate clinical
monitoring of the patient is recommended (see Table 1).

Moderate CYP3A4 inhibitors (e.g. erythromycin, diltiazem, verapamil and fluconazole) may
increase plasma concentrations of atorvastatin (see Table 1). An increased risk of myopathy
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has been observed with the use of erythromycin in combination with statins. Interaction
studies evaluating the effects of amiodarone or verapamil on atorvastatin have not been
conducted. Both amiodarone and verapamil are known to inhibit CYP3A4 activity and co-
administration with atorvastatin may result in increased exposure to atorvastatin. Therefore,
a lower maximum dose of atorvastatin should be considered and appropriate clinical
monitoring of the patient is recommended when concomitantly used with moderate CYP3A4
inhibitors. Appropriate clinical monitoring is recommended after initiation or following dose
adjustments of the inhibitor.

CYP3A4 inducers

Concomitant administration of atorvastatin with inducers of cytochrome P450 3A (e.g.
efavirenz, rifampin, St. John's Wort) can lead to variable reductions in plasma concentrations
of atorvastatin. Due to the dual interaction mechanism of rifampin, (cytochrome P450 3A
induction and inhibition of hepatocyte uptake transporter OATP1B1), simultaneous co-
administration of atorvastatin with rifampin is recommended, as delayed administration of
atorvastatin after administration of rifampin has been associated with a significant reduction
in atorvastatin plasma concentrations. The effect of rifampin on atorvastatin concentrations in
hepatocytes is, however, unknown and if concomitant administration cannot be avoided,
patients should be carefully monitored for efficacy.

Transport inhibitors

Inhibitors of transport proteins (e.g. ciclosporin, letermovir) can increase the systemic
exposure of atorvastatin (see Table 1). The effect of inhibition of hepatic uptake transporters
on atorvastatin concentrations in hepatocytes is unknown. If concomitant administration
cannot be avoided, a dose reduction and clinical monitoring for efficacy is recommended
(see Table 1).

Atorvastatin use in patients taking letermovir with ciclosporin is not recommended.

Gemfibrozil / fibric acid derivatives

The use of fibrates alone is occasionally associated with muscle related events, including
rhabdomyolysis. The risk of these events may be increased with the concomitant use of fibric
acid derivatives and atorvastatin. If concomitant administration cannot be avoided, the lowest
dose of atorvastatin to achieve the therapeutic objective should be used and the patients
should be appropriately monitored (see section 4.4).

Ezetimibe

The use of ezetimibe alone is associated with muscle related events, including
rhabdomyolysis. The risk of these events may therefore be increased with concomitant use
of ezetimibe and atorvastatin. Appropriate clinical monitoring of these patients is
recommended.

Colestipol

Plasma concentrations of atorvastatin and its active metabolites were lower (ratio of
atorvastatin concentration: 0.74) when colestipol was co-administered with atorvastatin.
However, lipid effects were greater when atorvastatin and colestipol were co-administered
than when either medicinal product was given alone.

Fusidic acid

The risk of myopathy including rhabdomyolysis may be increased by the concomitant
administration of systemic fusidic acid with statins. The mechanism of this interaction
(whether it is pharmacodynamic or pharmacokinetic, or both) is yet unknown. There have
been reports of rhabdomyolysis (including some fatalities) in patients receiving this
combination.
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If treatment with systemic fusidic acid is necessary, atorvastatin treatment should be
discontinued throughout the duration of the fusidic acid treatment (see section 4.4).

Colchicine

Although interaction studies with atorvastatin and colchicine have not been conducted, cases
of myopathy have been reported with atorvastatin co-administered with colchicine, and
caution should be exercised when prescribing atorvastatin with colchicine.

Effect of atorvastatin on co-administered medicinal products

Digoxin

When multiple doses of digoxin and 10 mg atorvastatin were co-administered, steady-state
digoxin concentrations increased slightly. Patients taking digoxin should be monitored

appropriately.

Oral contraceptives

Co-administration of atorvastatin with an oral contraceptive produced increases in plasma

concentrations of norethindrone and ethinyl oestradiol.

Warfarin

In a clinical study in patients receiving chronic warfarin therapy, co-administration of
atorvastatin 80 mg daily with warfarin caused a small decrease of about 1.7 seconds in
prothrombin time during the first 4 days of dosing which returned to normal within 15 days of
atorvastatin treatment. Although only very rare cases of clinically significant anticoagulant
interactions have been reported, prothrombin time should be determined before starting
atorvastatin in patients taking coumarin anticoagulants and frequently enough during early
therapy to ensure that no significant alteration of prothrombin time occurs. Once a stable
prothrombin time has been documented, prothrombin times can be monitored at the intervals
usually recommended for patients on coumarin anticoagulants. If the dose of atorvastatin is
changed or discontinued, the same procedure should be repeated. Atorvastatin therapy has
not been associated with bleeding or with changes in prothrombin time in patients not taking

anticoagulants.

Paediatric population

Drug-drug interaction studies have only been performed in adults. The extent of interactions
in the paediatric population is not known. The above mentioned interactions for adults and
the warnings in section 4.4 should be taken into account for the paediatric population.

Drug Interaction

Table 1: Effect of co-administered medicinal products on the pharmacokinetics of

atorvastatin

Co-administered medicinal Atorvastatin

product and dosing regimen Dose (mg) Ratio of Clinical Recommendation”
AUC*

Tipranavir 500 mg BID/ Ritonavir 40 mg on day 9.4 In cases where co-

200 mg BID, 8 days (days 14 to 1, 10 mg on administration with

21) day 20 atorvastatin is necessary,

do not exceed 10 mg
Telaprevir 750 mg q8h, 10 days 20 mg,SD 7.9 atorvastatin daily. Clinical
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Ciclosporin 5.2 mg/kg/day, stable | 10 mg OD for 8.7 monitoring of these

dose 28 days patients is recommended

Lopinavir 400 mg BID/ Ritonavir 20mgODfor4 | 5.9 In cases where co-

100 mg BID, 14 days days administration with
atorvastatin is necessary,
lower maintenance doses
of atorvastatin are
recommended. At

Clarithromycin 500 mg BID, 9 80 mg OD for 8 | 4.5 atorvastatin doses

days days exceeding 20 mg, clinical
monitoring of these
patients is recommended.

Saquinavir 400 mg BID/ Ritonavir | 40 mg OD for 4 | 3.9 In cases where co-

(300 mg BID from days 5-7, days administration with

increased to 400 mg BID on day atorvastatin is necessary,

8), days 4 - 18, 30 min after lower maintenance doses

atorvastatin dosing of atorvastatin are

_ _ . recommended. At

Darunavir 300 mg BID/Ritonavir 10mg OD for4 | 3.4 atorvastatin doses

100 mg BID, 9 days days exceeding 40 mg, clinical

ltraconazole 200 mg OD, 4 days | 40 mg SD 3.3 monitoring of these

Fosamprenavir 700 mg BID/ 10mgODfor4 | 2.5 patients is recommended.

Ritonavir 100 mg BID, 14 days days

Fosamprenavir 1400 mg BID, 10 mgOD for4 | 2.3

14 days days

Nelfinavir 1250 mg BID, 14 days 10 mg OD for 1.74 No specific

28 days recommendation

Grapefruit Juice, 240 ml OD* 40 mg, SD 1.37 Concomitant intake of
large quantities of
grapefruit juice and
atorvastatin is not
recommended.

Diltiazem 240 mg OD, 28 days 40 mg, SD 1.51 After initiation or following
dose adjustments of
diltiazem, appropriate
clinical monitoring of
these patients is
recommended.

Erythromycin 500 mg QID, 7 days | 10 mg, SD 1.33 Lower maximum dose
and clinical monitoring of
these patients is
recommended.

Amlodipine 10 mg, single dose 80 mg, SD 1.18 No specific
recommendation.

Cimetidine 300 mg QID, 2 weeks 10 mg OD for 2 | 1.00 No specific

weeks recommendation.
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Colestipol 10 g BID, 24 weeks

40 mg OD for 8
weeks

0.74**

No specific
recommendation.

Antacid suspension of magnesium
and aluminium hydroxides, 30 ml
QID, 17 days

10 mg OD for
15 days

0.66

No specific
recommendation.

Efavirenz 600 mg OD, 14 days

10 mg for 3
days

0.59

No specific
recommendation.

Rifampin 600 mg OD, 7 days (co-
administered)

40 mg SD

1.12

Rifampin 600 mg OD, 5 days
(doses separated)

40 mg SD

0.20

If co-administration
cannot be avoided,
simultaneous co-
administration of
atorvastatin with rifampin
is recommended, with
clinical monitoring.

Gemfibrozil 600 mg BID, 7 days

40 mg SD

1.35

Lower starting dose and
clinical monitoring of
these patients is
recommended.

Fenofibrate 160 mg OD, 7 days

40 mg SD

1.03

Lower starting dose and
clinical monitoring of
these patients is
recommended.

Boceprevir 800 mg TID, 7 days

40 mg SD

23

Lower starting dose and
clinical monitoring of
these patients is
recommended. The dose
of atorvastatin should not
exceed a daily dose of 20
mg during co-
administration with
boceprevir.

Glecaprevir 400 mg
OD/Pibrentasvir 120 mg OD, 7
days

10 mg OD for 7
days

8.3

Co-administration with
products containing
glecaprevir or pibrentasvir
is contraindicated (see
section 4.3).

Elbasvir 50 mg OD/Grazoprevir
200 mg OD, 13 days

10 mg SD

1.95

The dose of atorvastatin
should not exceed a daily
dose of 20 mg during co-
administration with
products containing
elbasvir or grazoprevir.

Letermovir 480 mg once a day, 10
days

20 mg SD

3.29

When used together with
preparations that contain
letermovir, atorvastatin
daily dose should not
exceed 20 mg
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& Represents ratio of treatments (co-administered medicinal product plus atorvastatin versus
atorvastatin alone).

#See sections 4.4 and 4.5 for clinical significance.

* Contains one or more components that inhibit CYP3A4 and can increase plasma
concentrations of medicinal products metabolized by CYP3A4. Intake of one 240 ml glass of
grapefruit juice also resulted in a decreased AUC of 20.4% for the active orthohydroxy
metabolite. Large quantities of grapefruit juice (over 1.2 | daily for 5 days) increased AUC of
atorvastatin 2.5 fold and AUC of active (atorvastatin and metabolites) HMG-CoA reductase
inhibitors 1.3 fold.

b Ratio based on a single sample taken 8-16 h post dose.
OD = once daily; SD = single dose; BID = twice daily; TID = three times daily; QID = four
times daily

Table 2: Effect of atorvastatin on the pharmacokinetics of co-administered medicinal
products

Atorvastatin and Co-administered medicinal product
dosing regimen

Medicinal product/Dose (mg) Ratio of Clinical
AUC? Recommendation
80 mg OD for 10 days | Digoxin 0.25 mg OD, 20 days 1.15 Patients taking
digoxin should be
monitored
appropriately.
40 mg OD for 22 days | Oral contraceptive OD, 2 1.28 No specific
months recommendation.
1.19

- norethindrone 1 mg

ethinyl estradiol 35 pg

80 mg OD for 15 days | *Phenazone, 600 mg SD 1.03 No specific
recommendation

10 mg SD Tipranavir 500 mg BID/ritonavir | 1.08 No specific
200 mg BID, 7 days recommendation

10 mg OD for 4 days | Fosamprenavir 1400 mg BID, 0.73 No specific
14 days recommendation

10 mg OD for 4 days | Fosamprenavir 700 mg BID 0.99 No specific
[ritonavir 100 mg BID, 14 days recommendation
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& Represents ratio of treatments (co-administered medicinal product plus atorvastatin versus
atorvastatin alone)

* Co-administration of multiple doses of atorvastatin and phenazone showed little or no
detectable effect in the clearance of phenazone.

OD = once daily; SD = single dose; BID = twice daily

4.6 Fertility, pregnancy and lactation

Women of childbearing potential
Women of child-bearing potential should use appropriate contraceptive measures during
treatment (see section 4.3).

Pregnancy
Atorvastatin is contraindicated during pregnancy (see section 4.3). Safety in pregnant

women has not been established. No controlled clinical trials with atorvastatin have been
conducted in pregnant women. Rare reports of congenital anomalies following intrauterine
exposure to HMG-CoA reductase inhibitors have been received. Studies in animals have
shown toxicity to reproduction (see section 5.3).

Maternal treatment with atorvastatin may reduce the fetal levels of mevalonate which is a
precursor of cholesterol biosynthesis. Atherosclerosis is a chronic process, and ordinarily
discontinuation of lipid-lowering medicinal products during pregnancy should have little
impact on the long-term risk associated with primary hypercholesterolaemia.

For these reasons, atorvastatin should not be used in women who are pregnant, trying to
become pregnant or suspect they are pregnant. Treatment with atorvastatin should be
suspended for the duration of pregnancy or until it has been determined that the woman is
not pregnant (see section 4.3).

Breast-feeding
It is unknown whether atorvastatin or its metabolites are excreted in human milk. In rats,

plasma concentrations of atorvastatin and its active metabolites are similar to those in milk
(see section 5.3). Because of the potential for serious adverse reactions, women taking
atorvastatin should not breast-feed their infants (see section 4.3). Atorvastatin is
contraindicated during breast-feeding (see section 4.3).

Fertility
In animal studies atorvastatin had no effect on male or female fertility (see section 5.3).
4.7 Effects on ability to drive and use machines

Atorvastatin has negligible influence on the ability to drive and use machines.

4.8 Undesirable effects

In the atorvastatin placebo-controlled clinical trial database of 16,066 (8755 atorvastatin vs.
7311 placebo) patients treated for a mean period of 53 weeks, 5.2% of patients on
atorvastatin discontinued due to adverse reactions compared to 4.0% of the patients on
placebo.
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Based on data from clinical studies and extensive post-marketing experience, the following
list presents the adverse reaction profile for atorvastatin.

Estimated frequencies of reactions are ranked according to the following convention:
common (= 1/100 to < 1/10); uncommon (= 1/1,000 to < 1/100); rare (= 1/10,000 to <
1/1,000); very rare (< 1/10,000), not known (cannot be estimated from the available data).

Infections and infestations

Common: Nasopharyngitis

Blood and lymphatic system disorders
Rare: Thrombocytopenia

Immune system disorders
Common: Allergic reactions
Very rare: Anaphylaxis

Metabolism and nutrition disorders
Common: Hyperglycaemia
Uncommon: Hypoglycaemia, weight gain, anorexia

Psychiatric disorders
Uncommon: Nightmare, insomnia

Nervous system disorders

Common: Headache

Uncommon: Dizziness, paraesthesia, hypoaesthesia, dysgeusia, amnesia
Rare: Peripheral neuropathy

Eye disorders
Uncommon: Vision blurred
Rare: Visual disturbance

Ear and labyrinth disorders
Uncommon: Tinnitus
Very rare: Hearing loss

Respiratory, thoracic and mediastinal disorders
Common: Pharyngolaryngeal pain, epistaxis

Gastrointestinal disorders
Common: Constipation, flatulence, dyspepsia, nausea, diarrhoea
Uncommon: Vomiting, abdominal pain upper and lower, eructation, pancreatitis

Hepatobiliary disorders
Uncommon: Hepatitis
Rare: Cholestasis

Very rare: Hepatic failure

Skin and subcutaneous tissue disorders

Uncommon: Urticaria, skin rash, pruritus, alopecia

Rare: Angioneurotic oedema, dermatitis bullous including erythema multiforme,
Stevens-Johnson syndrome and toxic epidermal necrolysis
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Musculoskeletal and connective tissue disorders

Common: Myalgia, arthralgia, pain in extremity, muscle spasms, joint swelling, back pain
Uncommon: Neck pain, muscle fatigue

Rare: Myopathy, myositis, rhabdomyolysis, muscle rupture, tendinopathy, sometimes
complicated by rupture

Very rare: Lupus-like syndrome

Not known: Immune mediated necrotising myopathy (see section 4.4)

Reproductive system and breast disorders
Very rare: Gynecomastia

General disorders and administration site conditions
Uncommon: Malaise, asthenia, chest pain, peripheral oedema, fatigue, pyrexia

Investigations
Common: Liver function test abnormal, blood creatine kinase increased
Uncommon: White blood cells urine positive

As with other HMG-CoA reductase inhibitors elevated serum transaminases have been
reported in patients receiving atorvastatin. These changes were usually mild, transient, and
did not require interruption of treatment. Clinically important (> 3 times upper normal limit)
elevations in serum transaminases occurred in 0.8% patients on atorvastatin. These
elevations were dose related and were reversible in all patients.

Elevated serum creatine kinase (CK) levels greater than 3 times upper limit of normal
occurred in 2.5% of patients on atorvastatin, similar to other HMG-CoA reductase inhibitors
in clinical trials. Levels above 10 times the normal upper range occurred in 0.4%
atorvastatin-treated patients (see section 4.4).

Paediatric population

Paediatric patients aged from 10 to 17 years of age treated with atorvastatin had an adverse
experience profile generally similar to that of patients treated with placebo, the most common
adverse experiences observed in both groups, regardless of causality assessment, were
infections. No clinically significant effect on growth and sexual maturation was observed in a
3-year study based on the assessment of overall maturation and development, assessment
of Tanner Stage, and measurement of height and weight. The safety and tolerability profile in
paediatric patients was similar to the known safety profile of atorvastatin in adult patients.

The clinical safety database includes safety data for 520 paediatric patients who received
atorvastatin, among which 7 patients were < 6 years old, 121 patients were in the age range
of 6 to 9, and 392 patients were in the age range of 10 to 17.

Based on the data available, the frequency, type and severity of adverse reactions in
children is similar to adults.

The following adverse events have been reported with some statins:

- Sexual dysfunction

- Depression

- Exceptional cases of interstitial lung disease, especially with long term therapy (see
section 4.4).
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- Diabetes mellitus: Frequency will depend on the presence or absence of risk factors
(fasting blood glucose = 5.6 mmol/l, BMI > 30kg/m?, raised triglycerides, history of
hypertension).

- Memory loss

4.9 Overdose

Specific treatment is not available for atorvastatin overdose. Should an overdose occur, the
patient should be treated symptomatically and supportive measures instituted, as required.
Liver function tests should be performed and serum CK levels should be monitored. Due to
extensive atorvastatin binding to plasma proteins, haemodialysis is not expected to
significantly enhance atorvastatin clearance.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Lipid modifying agents, HMG-CoA-reductase inhibitors, ATC
code: C10AA05

Atorvastatin is a selective, competitive inhibitor of HMG-CoA reductase, the rate-limiting
enzyme that converts 3-hydroxy-3-methyl-glutaryl-coenzyme A to mevalonate, a precursor of
sterols, including cholesterol. Triglycerides and cholesterol in the liver are incorporated into
very low-density lipoprotein (VLDL) and released into the plasma for delivery to peripheral
tissues. Low-density lipoprotein (LDL) is formed from VLDL and is catabolised primarily
through the receptor with high affinity to LDL (LDL receptors).

Atorvastatin lowers plasma cholesterol and lipoprotein serum concentrations by inhibiting
HMG-CoA reductase and subsequently cholesterol biosynthesis in the liver and increases
the number of hepatic LDL receptors on the cell surface for enhanced uptake and catabolism
of LDL.

Atorvastatin reduces LDL production and the number of LDL particles. Atorvastatin produces
a profound and sustained increase in LDL receptor activity coupled with a beneficial change
in the quality of circulating LDL particles. Atorvastatin is effective in reducing LDL-C in
patients with homozygous familial hypercholesterolaemia, a population that has not usually
responded to lipid-lowering medicinal products.

Atorvastatin has been shown to reduce concentrations of total-C (30% - 46%), LDL-C (41% -
61%), apolipoprotein B (34% - 50%), and triglycerides (14% - 33%) while producing variable
increases in HDL-C and apolipoprotein A1 in a dose response study. These results are
consistent in patients with heterozygous familial hypercholesterolaemia, nonfamilial forms of
hypercholesterolaemia, and mixed hyperlipidaemia, including patients with noninsulin-
dependent diabetes mellitus.

Reductions in total-C, LDL-C, and apolipoprotein B have been proven to reduce risk for
cardiovascular events and cardiovascular mortality

Homozygous familial hypercholesterolaemia
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In a multicenter 8 week open-label compassionate-use study with an optional extension
phase of variable length, 335 patients were enrolled, 89 of which were identified as
homozygous familial hypercholesterolaemia patients. From these 89 patients, the mean
percent reduction in LDL-C was approximately 20%. Atorvastatin was administered at doses
up to 80 mg/day.

Atherosclerosis

In the Reversing Atherosclerosis with Aggressive Lipid- Lowering Study (REVERSAL), the
effect of intensive lipid lowering with atorvastatin 80 mg and standard degree of lipid lowering
with pravastatin 40 mg on coronary atherosclerosis was assessed by intravascular
ultrasound (IVUS), during angiography, in patients with coronary heart disease. In this
randomised, double- blind, multicenter, controlled clinical trial, IVUS was performed at
baseline and at 18 months in 502 patients. In the atorvastatin group (n=253), there was no
progression of atherosclerosis.

The median percent change, from baseline, in total atheroma volume (the primary study
criteria) was -0.4% (p=0.98) in the atorvastatin group and +2.7% (p=0.001) in the pravastatin
group (n=249). When compared to pravastatin the effects of atorvastatin were statistically
significant (p=0.02). The effect of intensive lipid lowering on cardiovascular endpoints (e. g.
need for revascularisation, non fatal myocardial infarction, coronary death) was not
investigated in this study.

In the atorvastatin group, LDL-C was reduced to a mean of 2.04 mmol/L + 0.8 (78.9 mg/dl £
30) from baseline 3.89 mmol/L + 0.7 (150 mg/dl £ 28) and in the pravastatin group, LDL-C
was reduced to a mean of 2.85 mmol/L £ 0.7 (110 mg/dl £ 26) from baseline 3.89 mmol/L +
0.7 (150 mg/dl = 26) (p<0.0001). Atorvastatin also significantly reduced mean TC by 34.1%
(pravastatin: -18.4%, p<0.0001), mean TG levels by 20% (pravastatin: -6.8%, p<0.0009),
and mean apolipoprotein B by 39.1% (pravastatin: - 22.0%, p<0.0001). Atorvastatin
increased mean HDL-C by 2.9% (pravastatin: +5.6%, p=NS). There was a 36.4% mean
reduction in CRP in the atorvastatin group compared to a 5.2% reduction in the pravastatin
group (p<0.0001).

Study results were obtained with the 80 mg dose strength. Therefore, they cannot be
extrapolated to the lower dose strengths.

The safety and tolerability profiles of the two treatment groups were comparable.

The effect of intensive lipid lowering on major cardiovascular endpoints was not investigated
in this study. Therefore, the clinical significance of these imaging results with regard to the
primary and secondary prevention of cardiovascular events is unknown.

Acute coronary syndrome

In the MIRACL study, atorvastatin 80 mg has been evaluated in 3,086 patients (atorvastatin
n=1,538; placebo n=1,548) with an acute coronary syndrome (non Q-wave MI or unstable
angina). Treatment was initiated during the acute phase after hospital admission and lasted
for a period of 16 weeks. Treatment with atorvastatin 80 mg/day increased the time to
occurrence of the combined primary endpoint, defined as death from any cause, nonfatal Ml,
resuscitated cardiac arrest, or angina pectoris with evidence of myocardial ischaemia
requiring hospitalization, indicating a risk reduction by 16% (p=0.048). This was mainly due
to a 26% reduction in re-hospitalisation for angina pectoris with evidence of myocardial
ischaemia (p=0.018). The other secondary endpoints did not reach statistical significance on
their own (overall: Placebo: 22.2%, Atorvastatin: 22.4%).
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The safety profile of atorvastatin in the MIRACL study was consistent with what is described
in section 4.8.

Prevention of cardiovascular disease

The effect of atorvastatin on fatal and non-fatal coronary heart disease was assessed in a
randomized, double-blind, placebocontrolled study, the Anglo-Scandinavian Cardiac
Outcomes Trial Lipid Lowering Arm (ASCOT-LLA). Patients were hypertensive, 40-79 years
of age, with no previous myocardial infarction or treatment for angina, and with TC levels
<6.5 mmol/L (251 mg/dl). All patients had at least 3 of the pre-defined cardiovascular risk
factors: male gender, age 255 years, smoking, diabetes, history of CHD in a first-degree
relative, TC:HDL-C >6, peripheral vascular disease, left ventricular hypertrophy, prior
cerebrovascular event, specific ECG abnormality, proteinuria/albuminuria. Not all included
patients were estimated to have a high risk for a first cardiovascular event.

Patients were treated with anti-hypertensive therapy (either amlodipine or atenolol-based
regimen) and either atorvastatin 10 mg daily (n=5,168) or placebo (n=5,137).

The relative risk reduction effect of atorvastatin was as follows:

Event Relative Risk | No. of Events p-value
Reduction (Atorvastatin vs
(%) Placebo)
Fatal CHD plus non- 36% 100 vs. 154 0.0005
fatal Ml
Total cardiovascular 20% 389 vs. 483 0.0008
events and
revascularization
Procedures
Total coronary events | 29% 178 vs 247 0.0006
Fatal and non-fatal 26% 89 vs 119 0.0332
stroke

'Based on difference in crude events rates occurring over a median follow-up of 3.3 years.

CHD = coronary heart disease; Ml = myocardial infarction.

Total mortality and cardiovascular mortality were not significantly reduced (185 vs. 212
events, p=0.17 and 74 vs. 82 events, p=0.51). In the subgroup analyses by gender (81%
males, 19% females), a beneficial effect of atorvastatin was seen in males but could not be
established in females possibly due to the low event rate in the female subgroup. Overall and
cardiovascular mortality were numerically higher in the female patients (38 vs. 30 and 17 vs.
12), but this was not statistically significant. There was significant treatment interaction by
antihypertensive baseline therapy. The primary endpoint (fatal CHD plus non-fatal MI) was
significantly reduced by atorvastatin in patients treated with amlodipine (HR 0.47 (0.32-0.69),
p=0.00008), but not in those treated with atenolol (HR 0.83 (0.59-1.17), p=0.287).

The effect of atorvastatin on fatal and non-fatal cardiovascular disease was also assessed in
a randomized, double- blind,multicenter, placebo-controlled trial, the Collaborative
Atorvastatin Diabetes Study (CARDS) in patients with type 2 diabetes, 40-75 years of age,
without prior history of cardiovascular disease, and with LDL-C <4.14 mmol/L (160 mg/dl)
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and TG <6.78 mmol/L(600 mg/dl). All patients had at least 1 of the following risk factors:
hypertension, current smoking, retinopathy, microalbuminuria or macroalbuminuria.

Patients were treated with either atorvastatin 10 mg daily (n=1,428) or placebo (n=1,410) for
a median follow-up of 3.9 years.

The relative risk reduction effect of atorvastatin was as follows:

Event Relative Risk | No. of Events p-value
Reduction (Atorvastatin vs Placebo)
(%)

Major cardiovascular 37% 83 vs. 127 0.0010

events (fatal and non-fatal
AMI, silent MI, acute CHD
death, unstable angina,
CABG, PTCA,
revascularization, stroke)
MI (fatal and non-fatal AMI, | 42% 38 vs 64 0.0070
silent MI)

Strokes (Fatal and non- 48% 21 vs. 39 0.0163
fatal)

AMI = acute myocardial infarction; CABG = coronary artery bypass graft; CHD = coronary
heart disease; MI = myocardial infarction; PTCA = percutaneous transluminal coronary
angioplasty.

There was no evidence of a difference in the treatment effect by patient's gender, age, or
baseline LDL-C level. A favourable trend was observed regarding the mortality rate (82
deaths in the placebo group vs. 61 deaths in the atorvastatin group, p=0.0592).

Recurrent stroke

In the Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) study,
the effect of atorvastatin 80 mg daily or placebo on stroke was evaluated in 4731 patients
who had a stroke or transient ischemic attack (TIA) within the preceding 6 months and no
history of coronary heart disease (CHD). Patients were 60% male, 21-92 years of age
(average age 63 years), and had an average baseline LDL of 133 mg/dl (3.4 mmol/l). The
mean LDL-C was 73 mg/dl (1.9 mmol/l) during treatment with atorvastatin and 129 mg/dl (3.3
mmol/l) during treatment with placebo. Median follow-up was 4.9 years.

Atorvastatin 80 mg reduced the risk of the primary endpoint of fatal or non-fatal stroke by
15% (HR 0.85; 95% ClI, 0.72-1.00; p=0.05 or 0.84; 95% CI, 0.71-0.99; p=0.03 after
adjustment for baseline factors) compared to placebo. All cause mortality was 9.1%
(216/2365) for atorvastatin versus 8.9% (211/2366) for placebo.

In a post-hoc analysis, atorvastatin 80 mg reduced the incidence of ischemic stroke
(218/2365, 9.2% vs. 274/2366, 11.6%, p=0.01) and increased the incidence of hemorrhagic
stroke (55/2365, 2.3% vs. 33/2366, 1.4%, p=0.02) compared to placebo.

* The risk of hemorrhagic stroke was increased in patients who entered the study with prior
hemorrhagic stroke (7/45 for atorvastatin versus 2/48 for placebo; HR 4.06; 95% CI, 0.84-
19.57), and the risk of ischemic stroke was similar between groups (3/45 for atorvastatin
versus 2/48 for placebo; HR 1.64; 95% ClI, 0.27-9.82).
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* The risk of hemorrhagic stroke was increased in patients who entered the study with prior
lacunar infarct (20/708 for atorvastatin versus 4/701 for placebo; HR 4.99; 95% CI, 1.71-
14.61), but the risk of ischemic stroke was also decreased in these patients (79/708 for
atorvastatin versus 102/701 for placebo; HR 0.76; 95% CI, 0.57-1.02). It is possible that the
net risk of stroke is increased in patients with prior lacunar infarct who receive atorvastatin 80
mg/day.

All cause mortality was 15.6% (7/45) for atorvastatin versus 10.4% (5/48) in the subgroup of
patients with prior hemorrhagic stroke. All cause mortality was 10.9% (77/708) for
atorvastatin versus 9.1% (64/701) for placebo in the subgroup of patients with prior lacunar
infarct.

Paediatric Population

Heterozygous Familial Hypercholesterolaemia in Paediatric Patients aged 6-17 years old

An 8-week, open-label study to evaluate pharmacokinetics, pharmacodynamics, and safety
and tolerability of atorvastatin was conducted in children and adolescents with genetically
confirmed heterozygous familial hypercholesterolemia and baseline LDLC 24 mmol/L. A total
of 39 children and adolescents, 6 to 17 years of age, were enrolled. Cohort A included 15
children, 6 to 12 years of age and at Tanner Stage 1. Cohort B included 24 children, 10 to 17
years of age and at Tanner Stage 2.

The initial dose of atorvastatin was 5 mg daily of a chewable tablet in Cohort A and 10 mg
daily of a tablet formulation in Cohort B. The atorvastatin dose was permitted to be doubled if
a subject had not attained target LDL-C of <3.35 mmol/L at Week 4 and if atorvastatin was
well tolerated.

Mean values for LDL-C, TC, VLDL-C, and Apo B decreased by Week 2 among all subjects.
For subjects whose dose was doubled, additional decreases were observed as early as 2
weeks, at the first assessment, after dose escalation. The mean percent decreases in lipid
parameters were similar for both cohorts, regardless of whether subjects remained at their
initial dose or doubled their initial dose. At Week 8, on average, the percent change from
baseline in LDL-C and TC was approximately 40% and 30%, respectively, over the range of
exposures.

Heterozygous Familial Hypercholesterolaemia in Paediatric Patients aged 10-17 years old
In a double-blind, placebo controlled study followed by an open-label phase, 187 boys and
postmenarchal girls 10-17 years of age (mean age 14.1 years) with heterozygous familial
hypercholesterolaemia (FH) or severe hypercholesterolaemia were randomised to
atorvastatin (n=140) or placebo (n=47) for 26 weeks and then all received atorvastatin for 26
weeks. The dosage of atorvastatin (once daily) was 10 mg for the first 4 weeks and up-
titrated to 20 mg if the LDL-C level was >3.36 mmol/l. Atorvastatin significantly decreased
plasma levels of total-C, LDL-C, triglycerides, and apolipoprotein B during the 26 week
double-blind phase. The mean achieved LDL-C value was 3.38 mmol/l (range: 1.81-6.26
mmol/l) in the atorvastatin group compared to 5.91 mmol/l (range: 3.93-9.96 mmol/l) in the
placebo group during the 26-week double-blind phase.

An additional paediatric study of atorvastatin versus colestipol in patients with
hypercholesterolaemia aged 10-18 years demonstrated that atorvastatin (N=25) caused a
significant reduction in LDL-C at week 26 (p<0.05) compared with colestipol (N=31).

A compassionate use study in patients with severe hypercholesterolaemia (including
homozygous hypercholesterolaemia) included 46 paediatric patients treated with atorvastatin
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titrated according to response (some subjects received 80 mg atorvastatin per day). The
study lasted 3 years: LDL-cholesterol was lowered by 36%.

The long-term efficacy of atorvastatin therapy in childhood to reduce morbidity and mortality in
adulthood has not been established.

5.2 Pharmacokinetic properties

Absorption: Atorvastatin is rapidly absorbed after oral administration; maximum plasma
concentrations (Cmax) occur within 1 to 2 hours. Extent of absorption increases in proportion
to atorvastatin dose. After oral administration, atorvastatin film-coated tablets are 95% to
99% bioavailability compared to the oral solution.The absolute bioavailability of atorvastatin
(parent medicinal product) is approximately 12% and the systemic availability of HMG-CoA
reductase inhibitory activity is approximately 30%. The low systemic availability is attributed
to presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass metabolism.
Distribution: Mean volume of distribution of atorvastatin is approximately 381 liters.
Atorvastatin is > 98% bound to plasma proteins.

Biotransformation: Atorvastatin is metabolized by cytochrome P450 3A4 to ortho- and
parahydroxylated derivatives and various beta-oxidation products. Apart from other pathways
these products are further metabolized via glucuronidation. In vitro inhibition of HMG-CoA
reductase by ortho- and parahydroxylated metabolites is equivalent to that of atorvastatin.
Approximately 70% of circulating inhibitory activity for HMG-CoA reductase is attributed to
active metabolites.

Elimination: Atorvastatin is eliminated primarily in bile following hepatic and/or extrahepatic
metabolism; However, atorvastatin does not appear to undergo significant enterohepatic
recirculation. Mean plasma elimination half-life of atorvastatin in humans is approximately 14
hours. The half-life of inhibitory activity for HMG-CoA reductase is approximately 20 to 30
hours due to the contribution of active metabolites.

Special populations

Elderly: Plasma concentrations of atorvastatin and its active metabolites are higher in
healthy elderly subjects than in young adults while the lipid effects were comparable to those
seen in younger patient populations

Paediatric: In an open-label, 8-week study, Tanner Stage 1 (N=15) and Tanner Stage 22
(N=24) paediatric patients (ages 6-17 years) with heterozygous familial hypercholesterolemia
and baseline LDL-C 24 mmol/l were treated with 5 or 10 mg of chewable or 10 or 20 mg of
film-coated atorvastatin tablets once daily, respectively. Body weight was the only significant
covariate in atorvastatin population PK model. Apparent oral clearance of atorvastatin in
paediatric subjects appeared similar to adults when scaled allometrically by body weight.
Consistent decreases in LDL-C and TC were observed over the range of atorvastatin and
ohydroxyatorvastatin exposures.

Gender:-Concentrations of atorvastatin and its active metabolites in women differ from those
in men (Women: approximately 20% higher for Cnax and appox. 10% lower for AUC);-These
differences were of no clinically significance, resulting in on clinically significant differences in
lipid effects among men and women.

Patients with renal impairment: Renal disease has no influence on the plasma
concentrations or lipid effects of atorvastatin and its active metabolites.
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Hemodialysis: While studies have not been conducted in patients with end-stage renal
disease, hemodialysis is not expected to significantly enhance clearance of atorvastatin
since the medicinal product is extensively bound to plasma proteins.

Patients with hepatic impairment: Plasma concentrations of atorvastatin and its active
metabolites are markedly increased (approx. 16-fold in Cmax and approx. 11-fold in AUC) in
patients with chronic alcoholic liver disease (Child-Pugh B).

SLOC1B1 polymorphism: Hepatic uptake of all HMG-CoA reductase inhibitors including
atorvastatin, involves the OATP1B1 transporter. In patients with SLCO1B1 polymorphism
there is a risk of increased exposure of atorvastatin, which may lead to an increased risk of
rhabdomyolysis (see section 4.4). Polymorphism in the gene encoding OATP1B1 (SLCO1B1
¢.521CC) is associated with a 2.4-fold higher atorvastatin exposure (AUC) than in individuals
without this genotype variant (c.521TT). A genetically impaired hepatic uptake of atorvastatin
is also possible in these patients. Possible consequences for the efficacy are unknown.

5.3 Preclinical safety data

Atorvastatin was negative for mutagenic and clastogenic potential in a battery of 4 in vitro
tests and 1 in vivo assay. Atorvastatin was not found to be carcinogenic in rats, but high
doses in mice (resulting in 6-11 fold the AUCO0-24h reached in humans at the

highest recommended dose) showed hepatocellular adenomas in males and hepatocellular
carcinomas in females.

There is evidence from animal experimental studies that HMG-CoA reductase inhibitors may
affect the development of embryos or fetuses. In rats, rabbits and dogs atorvastatin had no
effect on fertility and was not teratogenic, however, at maternally toxic doses fetal toxicity
was observed in rats and rabbits. The development of the rat offspring was delayed and
post-natal survival reduced during exposure of the dams to high doses of atorvastatin. In
rats, there is evidence of placental transfer. In rats, plasma concentrations of atorvastatin are
similar to those in milk.

It is not known whether atorvastatin or its metabolites are excreted in human milk.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Atorvastatin Sandoz GmbH® 10, 20, 40, 80 mg:
Cellulose microcrystalline
Calcium carbonate
Lactose monohydrate
Croscarmellose sodium
Hydroxypropyl cellulose
Polysorbate 80
Magnesium stearate
Hypromellose
Polyethylene glycol 6000
Titanium dioxide

6.2 Incompatibilities
Not applicable

6.3 Shelf-life

Please see the expiry date on package.
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The medicinal product should not be used after the expiry date.
6.4 Special precautions for storage

Do not store above 30 °C

Keep the medicinal product out of reach of children.
Store in the original package.

6.5 Nature and contents of container

Atorvastatin Sandoz GmbH®: Each aluminium/aluminium blister contains 5,7,10,14 film-coated
taplets Each box contains 1,2,3,4,5,6,7,8,9,10,12 blisters

Not all pack sizes may be marketed.

6.6 Special precautions for disposal

No special precautions.

7 MARKETING AUTHORISATION HOLDER AND NAME AND ADDRESS OF
MANUFACTURER

Importer: Sandoz(Thailand) Limited, Bangkok, Thailand
Manufacturer: Lek S.A., 16 Podlipie , 95-010 Strykow, Poland

8 MARKETING AUTHORISATION NUMBER
9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTORISATION

10  DATE OF REVISION OF THE TEXT
CDS v08_02_2020

For further information, please contact:

Sandoz (Thailand) Limited

689, Unit 1-3 and 11-14, 24" Floor, Bhiraj Tower at EmQuartier
Sukhumvit road, Khlong Tan Sub-district,

Wattana District Bangkok 10110
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