coated
tablets

10 mg & 20 mg
(Atorvastatin calcium)

1-Name of the medicinal product:
Lipiless”

2. Qualitative and quantitative composition

Lipiless” 10 mg;

Each fim-coated tablet contains Atorvastatin calcium 10.3 mg Eq.to 10 mg Atorvasatin

i g
Each film-coated ablel contains Atorvastatin calcium 216 mg Eq. to 20 mg Atorvastatin
For the fulllst of excipients, sce section

hysialharacers

Liphess” 10 m; Light re oal biconvex i coatd tablt embsed wilh company logo (Aroun)from one side

e 2lYmg Bla oval ko i coded bt engravewith (amoun) oo from o

" Clnical partu
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Norvasat s ndicated a an adunct o it for reducton o ceatd ool cholesteral ol LDL-chlestrl (0L 0, aplipoprocn b, and ghcorides i aduls
[

adolescents and children aged 10 years or older with primary including familil heterozygous variant) or combined
(b peripidaenia |rresponding 1o Types lla and I of he Fedckson chssction when response t dict and oiher nonpharacological measures
inadequa

Aot s o ndcted to reduce tolal-Cand LDL-C nauls with homozygous familial hypercholesterolaenia as an adjunct o other lipid-lowering treatments
{eg LDL pherei) or i uch resment re unavaiable

Preveion ofcrdiovasulr event i adut patients stimate o have. ighis for st crdivascuareent e secion 5., a o adjunt o corecton of other
risk factors,
4.2 Posology and method of administration

th Atorvastat ses of myop: with
Clchcne, and cauton shoud b exercsed when prescrbing Alomstatn wih cokhicine.
ffect of Atorvastatin on co-administered medicinal products

When muliple doses of digoxin and 10 mg Atorvaslatin were co-administered, steady-state digoxin concentrations increased slightl. Patents teking digoxin should
be monilored appropriately

Co-administ Atorvastatin with an P e 1 d

Warlarin

In a dlinical study in patients receiving chronic warfarin therapy, coadministration of Atorvastatin 80 mg daily with warfarin caused a small decrease of about 17
seconds in prothrombin time during the first 4 days of dosing which returned lo normal within 15 days of Atorvastalin treatment. Although only very rare cases of
dlinically significant anicoagulant ineractions have been reported, prothrombin time should be determined before starting Atorvastalin i patients taking coumarin
antcoagulants and frequently enough during carly herapy to ensure thal no signficant alteraion of prolhrombinme occurs Once o ,uml prothrombin time has
been documented, prothrombin fimes can be monitored a the intervals for the dose of Atorvastain is
changed or discontinued, the same procedure should be repeated. Atorvastatin therapy has not Pl bleeding or with dvdnges in prothrombin time
in paients not taking anticoagulants.

Baediairic population

Drug-drug interaction studies have only been performed in adults. The extent of interactions in the pacdiatric population is not known. The above mentioned
interactions for adults and the wanings in section 44 should be taken into account for the paediatric population

Drug interactions

d medicinal products on the f Atorvastatin

Table 1: Effect of co-ads
€ “Alorvastatin

and dosing regimen Clnical Recommendation?

Dose (mg)

Ralio of AUC™
Clecaprevir 400 mg OD7 £
Pibrentasvir 120 mg OD, 7 days

T0 mg OD Tor 7 days Co-admmstralion with products contaming

ecpreisorphreniase s cotsindiled
43

In cases where coadminisiration with
Atorvastatin is necessary, do not exceed 10 mg,
Alonastaindai Cinical menioring of

ded.

Tipranavir 500 mg, BID; Rilonavir
00 mg BID, 8 days (days 1410 21)

F0mg on day 1, )
10 mg on day 20

these patient
Tepeesi 750 mg o, 0 20 mg 5D 70
Ciclosporin 5.2 mg kg day, 10 mg OD for 28 days | 87
Topinavir 400 mg BID; om0, T T T [ 20mg ODTor 1 dove 59 T cases where co-admimsiralion will

Alorvastatin is necessary, lower maintenance
oss of loastl e rcomncnded

astatin doses exceeding

Clarithromycin 500 mg BID, 9 days Al Atorv
dlinical monnormg o these patients

BOmgODfor 8 days | 45

Saquinavir 400 mg B1D] Ritonavir (500 g, BID
7,increased to 400 mg BID on day 8),
days 4-18, 30 min after Atorvastalin dosing

A0mgOD for 4 days | 39 T ndmuusmuon with
. lower maintenance
ded

doses ol /\tol\aslahn s pssommen

i dos m
St momlormg of these p-ﬂnms

Orly e dota are avaiabe s secion 31)

tnatinaf ool i

Ren Frpaimmtnt

Hepaticimpairment
atin should be used with caution in patients with hepalic impairment (see sectons 4 and 5.2). Atorvastatin i contraindicated i palients with active fver

disease (see section 4]

Co-administration with other meicines
s taking hepalits C antvral

00 i BID) Ritonavir 100 mg BID, 9 days | 10mg OD ford days | 54
H\Am(mmmh 200 mg OD_4 davs 40 mgSD 53
Fosamprnav 700 mg 8D/ torawy MO mgBiD, | 0mgODTor 4days | 25
—
“The palient should be placed I diet Vorvastalin and should during treatment with Alorvaslali 14 - -
‘The dose should be individualised according to baseline LDL-C levels,the goal of therapy, and palient response. Tosamprenavt 100 mg B, T4 d 0mg 0D for 4 days | 25_
‘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. Elbasvir 50 mg OD/ Grazoprevir 200 mg 0D, 15 days [ 10 mg SD 195 Id not exceed a —
bined (i m) .m 0[2(! mg during co-adminstration
“The majoriy of patients are controlled with 10 mg Alorvastalin once a day. A therapeutic response s evident within 2 weeks, and the maximum therapeulic respons il oo | ey
s usdally achieved vilhin 4 weeks The response s maimiained duting chromic therapy. - ks andfhe maimum ferspeutic espanse Telermoir 480 mg OD, 10 days TomgsD 35 e S oot o s
day dos of 20 mg during co-adminsiraton —
Palntsshould b tarted il Alorvalain 10 mg . Doses shuld beindhidusised andadused evry 4 ecks o 40 . Thescafer,eitherthe dose may be with produds. 2 leter
s o mowmum o 0 dy o PR i i o Y Nl TS0 50,1 0o TOmg OD Tor 2B days | 774 [ |
CrapelruJuice, 240 mL OD* W0 mg, D 157 Concomitant infake of arge qUAnTIEs of —
grapelruitjuice and Atorvaslatin is nol
ended
The dose of Atorvastatin in patients with homozygous familial hypercholesterolemia is 10 to 80 mg dily sce section 5.1). Atorvastatin should be used as an adjunct
to other lipid-lowering treatments (e.g. LDL A;»mflm in these patients or if such treatments are unavailable. Diltiazem 240 mg OD, 28 days 40mg, SD 151 After initiation or following dose adjustments of
e itiazem, apprapriate cinical monitoring of these
prevention trials, the dose was 10mg/day. Higher doses may be necessary in order to atain (LDL-) cholesterol levels according to current guidelines. palientsis recommended.
gay Y (L) e & TryThromycin 500 mg QID, 7 days TOmg, S0 53 Tower maximum dose and chmical monTloring of
No adjustment of dose i required (sce section 4] these pafien
Amlodipine 10 me, single dose S0 mg D iE]
Cimetidine 500 mg QID, 2 weeks 10 mg OD for Zwedks | 100

Atorvastatin,the dose of Atorvastatin should not exceed 20 mg/day (see sections
44and 45),
Use of Atorvastatin is not a oz
Efficacy and safely in patients older than 70 using recommended doses are similar to those seen in the general population.
r ialric population
ercholesterolaemio:
Pardmm( use shoud olybe caried ou by physicians exprenced nth treatment of peditc hypepidsemiaand pains should be e-ealuated n areglar
ssess pre

For val\cnh i Heerorygous famialFyperchlestrleia aged 10 yarsandsbove he rcommendedstaring dose of Aorvasttns 10 g per oy fce scion

s may b inceascd o 80 mg daly, ccording Lo e response and llraily.Doses shoud b indiidusisd acording o te ecommen of
therapy. Adjustments should be et o g lata in adults and by limited o
from hudie i chidren wih Hecroryous ol Hyperchacstroiemis (e sechions 47 and
There are limited safely and efficacy data available in children with Heterozygous Familial Hyperch stk between 10 10years of age derived from open-label
studies. Alorvastatin is not indicated in the treatmen of patients below the age of 10 years. Currently available data are described in sections 48, 5.1 and 5.2 but no
recommendation on a posology can be made.

iclosporin (see sctions 44 and 45

more appropr this population
Lipiless” 10mg &20mg film coated tablets should be taken as a whole without division.

Alorvastatin s for oral adminisration. Each daly dose of Atorvastalin s given all at once and may be given at any time of day with or without food.
45 Contrain

ic
Alrstlnis conrandictedin pains

- wi © or to any of th

- wvlh active fver disea istent elevations of

i preghancy, il bresst.feeding and n omen of chid b

eated withthe el Canleas glecapreipirntase
44 Specal warnings and precautonsfor e

Hepalic impairment

Liver function tests should be performed before the iniiaion of reatment and periodically thereafter. Patents who develop any signs or symptoms suggestive of ver
injury should have fiver funcion tests performed. Patients who develop increased transaminase levels should be monitored uniil the abnormaliy (es) resolve. Shoul
an increase in transaminases of greater than 3 times the pper limit of normal (ULN) persst, reduction of dose o withdrawal of Atorvastatin is recommended (see
section 48).
Alorvastatin should be used with caution in patients who consume substaniial quantiies of alcohol andor have a history of ver disease.

by Aggressive Reduction in Cholesterol Levels (SPARCL)

ina post-hoc ana HD) who had high
incdence of hocmomhagic roke i paint nfited on Alomasat 80 m compared o placebe. The nresscd ok s parcar noted i patnts wih pror

semhage s or bcumar infet sy eno. Forpoferts i prio hcorbagic ok o oumse e the blace of sk e beneisof leastln
80m of shoul (see Section 511

ents listed in section 61
ding 3 times the upper limil of normal
(see section 46)

tential not

Sl e o
Atorvastatin, i oA reductase inhibitors, may in rare occasions affect the skeletal muscle and cause myalgia, myositis, and myopathy that may progress
to rhabdomyolysis, @ potentialy ffe-threatening condition characterised by markedly clevated creatine kinase (CK) fevels (> 10 fimes ULN), myoglobinaemia and
myoglobinuria which may lead to renal failure

[Colesfipol 10 g BID, 24 weeks 50 mg OD for 8 weeks | 074

(Antacid suspension of magnesium and No specific recommendation.

aluminium hydroxides, 30 mL. QID, 17 days.

10mg OD for 15 days | 0.66

Efavirenz 600 mg OD, 1 davs T0 g or 3 davs 050
Rilampin 600 mg OD, 7 days (co-adminitered] 40mg SD 3 1f co-administration cannot be avoidcd,
simultancous co-administration of Atorvastafin

Rifampin 600 mg OD, 5 days (doses separated) F0mgsD 020 with rifampi is recommen
with dlinical monitoring,

CembrozT 600 mg BID, 7 days. T0mgSD =3 Tower starting dose and ciical moniioring of
these patients is recommended.

Fenofbrate 160 mg O, 7 days T0mg D 03 Tower starting dose and cinical monoring of
these patient ded.

Boceprevir 800 mg 11D, 7 days. F0mgsD 25 Lower starting dose and chnical moniloring of
these patients is recommended. The dose of
Alorvastatin should not exceed a daily dose of
20 mg during co-administration with boceprevir

L & ralio of Trealments Tos orvastati aone]

# See sections 44 and 45 for dinical sgnificance.
* Contains one or more components that inhibit CYP3A4 and can increase plasma concentrations of medicinal products metabolised by CYP3A4, Intake of ane 240
ml glass of grapefruit juice also resuled in a decreased AUC of 20.49% for the actve orthohydroxy metabolite. Large quantities of grapefruitjuice (over 121 daiy for 5
days) increased AUC of Atorvastatin 2.5 fold and AUC of actve (Atorvastatin and meabolites) HMG-CoA reductase inhibitors 15 fold.

** Ratio based on a single sample taken 8-16 h post dose.

0D = once dail; SD = single dose; BID = twice daily; TID = three times daily; QID = four times daly.

Table 2: Fffect of Atorvastatin on inetics of co-administered med ucts
[Alonvastalin and dosing, Co-administered medicinal product
regimen Nediinal produci/Dose (mg Ralio of AUC™ Clnical Recommendalion
Digoxin 025 mg OD, 20 days Palients taking digoxin should be montored
appropriatel
(40 mg OD for 22 days | Oral conlraceptive OD, 2 months 128 No specific recommendation
- norethindrone | mg; 119
T
60 me OD for 15 days 105
T0mg, SO Tipranavir 500 mg BID/lonavir 200 g B0,y 108
[10 me. OD Tor 3 days 1400 me BID, 1 day 075
TO g OD Tor 4 days—Fosamprenavir 700 g B Flonavs TO0Tg B, 099 No specific recommendafion.
14 days
R o o reatmens (co-ad drug plus orvastatin alone)
ok of doses of Atorvastatin in the dl phenazone.

once daily; SD*W\EJ& dw BID = twice daly.
pris, pregnancy and lactation

Women of 2 polential

Women of chid-bearing potential should use appropriate contraceplive measures during treatment (see setion 43|

Pregnancy
Alorvastalin is contraindicated during pregnancy (see section 4.3). Safety in pregnant women has not been establishecd. No controlled clinical trials with Atorvastatin
nt

There have been very rare reports of g myops d a IMNM s
by persistent tive anli-HMG CoA reduclase:
antibody and improvement with immunosuppressive agents.
Before the treatment
Alorvastalin should be prescribed with caution in patients with pre-disposing factors for rhabdomyolysis. A CK level should be measured before starting stafin
treatment in the following siuations:

Renal impairment

Hypothyroidism

Fersonal or familal history of hereditary muscular

Previous hisloryofmuscular oxy wilhastatin o rate

of liver disease and/or d
m elderl age > 70 yars) he necessy ofsuch measurement should b considered, according 0 thep
Tevels may occur,

cneti fsee section

52

In such situations,the risk of treatment should be considered in relation to possible benefit and ci
If CK levels are significantly elevated (> 5 times ULN) at baseline,treatment should not be stated.
Crealine kinase measurement

ical monitoring is recommended.

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. I CK fevels are significantly elevated at basefine (> 5 times ULN), levels should be remeasured within 5 to 7 days later to confirm the results
While an treqtme

~Patients must be asked to promply report muscle pain, cramps, or weakness especally if accompanied by malaise or fever
- I such symptoms occur whilsta patient s receiving treatment with Atorvastatn, their CK levels should be measured. If these fevels are found to be significantly
elevated (> 5 limes ULN), treatment should be stopped.

~muscular symploms are severe and cause dai discomorevenif he CK evels are dlevated 1o 25 x ULN, eatment discontinuaton should be considered
- If symptoms resolve and CK levels return to normal, then al the lowest dose:
andwihcose monioring

Atorvastalin must be discor

ed i clinically significant elevation of CK levels (> 10 x ULN) occur, o if thabdomyolysis is diagnosed or suspected.

when Alorvastalin is administered concomitantly with certain medicinal products that may increase the plasma concenlration of
ibitors of CYP3A4 o transport proteins (eg cidosporin, telithromycin, dlarithromycin, delavirine, stiripentol, keloconazole,
voriconazole, 1lraLuvmu)\t posaconsiol, termvs nd HIV proeass nibtors g inani, lopinai, alazanavi,ndinave, darumavk, lranavlonave 0
The ik of myopaty my s be icessed wihthe concomtant e of gemfibtol and lher fivic acid derate anivialsforthe esmen of epal C 101)
i etheomyci, nidn or xeivibe. i possbe emaie [nor-inkeecing) therages shouk b
conadecd ntead o these madicioal produets.
I cases where co-administration of these medicinal products with Atorvastatin is necessary, the benefit and the risk of concurrent treatment should be carefully
considerd. When patents are receiving medidnal producs tha increase the plasma concentration of Alonastaln, 3 lower maximum dose of Alorasttin is
recommended. In addiion, in the case of potent CYP3A4 inhibitors, a lower staring dose of be considered and I monitoring of
these patients s recommende (see section 45|
Alorsastatin must not be co-administered with systemic formulations of fusidic acid or within 7 days of stopping fusidic aid treatment In pafients where the use of
systemic s cd s considered essenil, st treament should b disontinued troughout he dration of fusidc acd eaiment.Thre e been reprts of

fataliies) in tatins in combination (sce section 45). The palient should be advise to seck medical
7 of , pain or tendemess
St hera seven days e the last d qus.mmm
i ded, the treatment of the need for co- Atorvastatin

et shouldanybe conserd on acse by case bas and undierclose medical uperviion
Pacdiafric populat

No dinilly i\gmfmm effect on growth and sexual maluration was observed in a 3-year sludy based on the assessment of overall maturation and developmenl,
assessment of Tanner Stage, and measurement of height and weight (sce section 4.

el g

Exceptional cases of interslitial 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). I it is suspected a patient has developed intersital lung disease,
statin therapy should be discontinued.

Di lius

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 hyperglycacmia where
formal diabetes care s appropriate. This risk, however, is outweighed by the reduction in vascular risk with statins and therefore should nol be a reason for stopping
statin treatment. Patients at risk (fasting glucose 5.6 to 6.9 mmolll, BMI>30kgim2, raised triglycerides, hypertension) should be monitored both diinically and
biochemically according to national guidelines.

less” 10 mg & 20my lactose. P P gl total I

malabsorption should not take this medicne.

4.5 Interaction with other medicinal products and other forms of interaction

ffectof co-administered medicinal products on Atorvastatin

Alorvastatin is metabolised by cylochrome P450 574 (CYP3A) and is a subsirate of the hepalic ransporters, organic anion-transporting polypeplide 151 (OATP151)

and 183 (OATPIB3) transporter. Metabolites of Alorvastalin are subsirales of OATP1B1. Alorvastalin is also identified s a substrate of the effux lransporters

P-gheoprlein -gp) and bres! cancerresslance potin (R, which ay i the nestinlabsorton and biay cearance of Alorasalin e secion 521
A4 or ransporlproleins may lea

anncrened Tk of myopalhy Therik nnghl akso bc inreased o oncomtant admiaon o Aoretan i oihr il products that Yo pummal o

(see sections 43 and 4.4

CYP3A4 inhibitors

Fotent CYP3A4. inhibitors have been shown 1o lead to markedly increased concentrations of Atorvastatin (see Table 1 and specific information below).

Co-administration of polent CYP3A4 inhibitors fe ciclosporin, telthromycin, dlarithromycin, delavirdine, stiripentol, ketoconazole, voriconazole, itraconazole,

posaconazole, some antivirals used in the treatment of HCV (e elbasvirgrazoprevir) and HIV protease inhibitors including rtonavir lopinavir, atazanavir, indinavir,

darunavr,elc) should be avoided if possible. In cases where co-administration of these medicinal products with Atorvastatin canno be avoided lower starting and

maximum doses of Atorvastatin should be considered and appropriate linical monitoring of the palient is recommended (see Table 1

Moderale CYF3A inhibtors e, erythromycn,dilazem, verapaml and luconazole) ma increase plasma concentralions of Alorvaslatin see Table 1) An ncreased

risk of myopathy h dwith the use tatins. Interact verapamil on

Alorvastatin have not been conducted. Both amiodarane and verapamil are known to inhibit CYP3A4 bty s o Aol iy et

increased exposure to Atorvastatin. Therefore, a lower maximum dose of Atorvastatin should be considered and appropriate clinical monitoring of the patint is

recommended when concomitantly used with moderate CYP3A4 inhibitors. Appropriate clinical monitoring is recommended after initation or following dose

adjustments of the inhibitor.

CYP3A inducers

Concomitant adminisiration of Atorvastatin with inducers of cylochrome P450 3A (e efavirenz, rifampin, St John's Wort) can lead to variable reductions in plasma

concentaion of Alorastain,Due to the dua ntracion mecharismofrfampin (ylochrome P450 A inducion and nhibiion of hepatocyls uplake ransporter

OATPIBI) simulancous co-administaion o Alorastatin wihrfampin is dlaed admintsion of onasan fer admiisrionofampin
Tresreon hepal

for effcacy:

e A

Transporter infibitors

inhibiors of transport protcins can increase the systemic exposure of Atorvastatin. Ciclosporin and letermovir are both inhibitors of transporters involved in the

disposition of Atorvastan,ie. OATP1B1/1B3, P-gp, and BCRP eading to an increased systemic exposurc of Alorvastatin (sce Table 1) The cffect of inhibition of hepalic

uplake transporters on Alorvastalin exposure in hepatocytes is unknown. If concomiant administration cannot be avoided, a dose reduction and clinical monitoring

for eficacy i recommended (see Toble 1)

Use o Aomasit s net aking
emfibrozil; Abric ac

The use of Trates alon 1 ccasonaly assacied wilh muse et events incuding abdomyolsia The ik oftes cvons may b icesed i the

concomitant use of fbric

bjectveshouk b used and thepatents g e sppoprte mowloed e siron 1

co-administered

The use of ezcinibe alone i associted with muscle rlted vents,incuding habcomyolysis Th is of hese events may herforebe ncreased withconcomsant
s of czctimibe and Atorastatin. Appropriat clincal monioring ofthese pafents is recommended;

Flasma concetrations of Alonastatin and s acive melabois were oer (o of Alorvastatin concental
Alorvastatin, However,lipid effects were greater when Atorvaslatin

n: 074) when colestipol was co-administered with
product I

The risk of myopathy including rhabdomyolysis may be increased by the concomitant administration of systemic fusidic acid with statins. The mechanism of this
interaction (whelher it is pharmacodynamic or pharmacokinetic,or both) is yel unknown. There have been reports of thabdomyolysis (including some fatalies) in
patients receiving this combination.
i fusidic

9 acid trealmen
44,

Maternal rcatment with Alorastalin may reuce the feal levels of mevalonale which i precursor of Choleserol biosynhesis. Alherosclerosi s chronic process,
and ordinarily discontinuation of lipid-lowering medicinal products during pregnancy should have ltle impact on the long-term risk associated with primary
hypercholesterolacmia.

or Morvastatin should not be used h tryiny

ying suspect they are pregnant. Treatment with Alorvastatin
pregnancy or uniilit thal the woman is not pregnant (see section 43)

Atorvastatin or its metabolit ed in human milk.In rats f Atorvaslatin and its are similar
o o i e o polentl fo seiousadverse rescons mamen taking Alorvastatin should not breastfeed ther infants (see sction 4.3). Atonvasatin
i contrandicaed dring besseding e secon

Inanimal studies Aorastatin had o ffect on mole o femnle ey,
Effects on ability to drive and use machines
Alorvastatin has negligible influcnce on the abily to drive and use machines,
48 Undesirable effects
In the Atorvastatin placebo-controlled cinical trial database of 16,066 (8755 Alorvastatn vs. 7511 placebo) patients reated for a median period of 53 weeks, 52% of
patients on Atorvastatin discontinued due to adverse reactions compared to 40% of the patients on placel
Based on data from clinical studies and extensive post-marketing experience, the following table presents the adverse reaction profie for Atorvastatn
Estimated frequencies of reactions are ranked according to the following convention: Common (1/100 o < 1/10); Uncommon (= 171000 to < 11100} Rare (= 110,000
10 < 1/1000);Very rare (< 1/10,000); Not known (cannol be estimated from the available data)
Infections and infestations
Common: nasopharyngits.
Bood and ymhatc mdasstins
Rare: thrombocytop:
Immune ytem drorders
Common: allegic reactions
Very rare: anaphylai
bahulamand i oy
Common: hyperglycae
cormont ypoghycaemia, weght gai,
Psychialric disore
Uncommon: nightmare, insomia
Nervous system disorders
Common: headache.

LE

e purlphcra\ neuropathy
Eye disorders

Uncommon: vision blurred.
Rare visual disturbance.
Earand it e

Respiratory, thoracic and mediastinal disorders
Common: pharyngolaryngeal pain, epistaxis.

Gastrointestinal disorders

C ation, latulence, dyspepsia, nausea, diarrhoea

Uncommon: vomiting, abdominal pain upper and lower, eructation, pancreatits

ey hcpatl: faure.
ncammon: s i pruritus, alopecia.
Rare:angoneurlc osdena,demalis bullous nclding nyhema mulforme Sevens-Johnson ydromeand t0xi pidermal necrolysis

Common: mya\gm anhnlgm pmn in cxlrcmny nusdespasmsjoint sweling backpain
Uncommon: neck pain, musd
sl 3  tendonopathy, somet rupture.

synd
Not kmvwn fomune medited neolzing myopaty see secion 44)

Very rare: gynecomastia
General disorders and administration site condiion:

Uncommon. malaie.ache chest i, periphera oedema g pyria

Invesligalions

‘Commont iver function test abnormal, blood creatine kinase increased.

Uncommon: whie blood cells urine positive.

st thr MG Coredctse hiblorsclvaed s ansainases e hcm reported in potnsreciiog Norvsatn These changes were usually mild,
transient, and did no treatment. C

o Ao Tese clvaions e o et o wre et m o pates.

Elevated serum creatine kinase (CK) levels greater than 5 times pper imil of
il i dincal il Lol sbove 10 s the ol pper in 0:4%
sl ol

Atorvastal

o other HMG-CoA reductase

lacebo,
e oo St experiences observed in both groups, regardiess of causalit assessmen, were infections. No. Lhmm”y )\gmﬁuul alfct on growh 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
o heght and weigh The soey and lolaabilty protle m pcdiacpatients s similr 1 the known saely profi of Atoasiain n adu palierl.
“The dinical 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 lo 9, and 392 patients were in the age range of 10 Lo 17. Based on the data available, the frequency, type and severity of adverse reactions in
children’s similar to aduts
‘The following adverse events have been reported with some statins:
- Sexual dysfunction.
 Depression.
 Exceptional cases of interstital lung discase, especiall with long term therapy (sce section 44
 Diabetes Melitus: Frequency will depend on the presence or absence of risk factors (fasting blood glucose = 5.6 mmol/L, BME>30kg/m2, raised riglycerides, history
of hypertension).
Reporting of suspected adverse reactions
Reporing suspecid advre eaconsaeraulorizaton of the medicinal product s imporan. I allows conlinued morioring of te bere!
medicinal product Healthcare professionals are asked to report any suspected

erdose
Specifc treatment is nol available for Atorvastalin overdose. Should an overdose accur, the patient should be treated symptomaically and supportive measures
st a e Lve o et s e pefonmedand s CK evels shovkd be miord. Due 0 extensive Aot i o s procins,
I not expected (o' y enha i
5. P’hnmvamlngval properties
5.1 Pharmacodynamic properties
Pharmacotherapeutic group: Lipid modifing agents, HMG-Co-reductase inhibtors,
Atorvastatin is a selclive, compelitve inhibitor of HMG-CoA reductase, the rate-limiting enzyme responsible for the conversion of 3-hydroxy-3-methyl-glutaryl-co-
enzyme A to mevalonate, a precursor of sterols,including cholesterol. Triglycerides and cholesterol in the livr are incorporated into very low-densiy lipoproteins
(VLDL) and released into the plasma for delivery to peripheral issues. Low-density lipoprotein (LDL) is formed from VLDL and is catabolised primariy through the
receptor with high affinity to LDL (LDL receptor,
Atorvastatn |
and increases the number of hepatic LDL receptors on the cell surface for enhanced uptake and Gl af D1
Atorvastatin reduces LDL production and the number of LDL partcles. Atorvastatin produces a profound and sustained increase in LD receptor actvty coupled with
a beneficial change in the qualit of cirulating LDL particles. Atorvastatn is effective in reducing LDL-C in patients with homozygous familal hypercholesterolacia,
a population that has not usuall responded o lipid-lowering medicinal products
Alorvastalin has been shown to reduce concentralions of tolal-C (50% - 46%), LDL-C (410% - 619%), apolipoprotein B (54% - 50%), and triglycerides (14% - 35%) while
producing varible ncrezses in HDL-C and apolipoproten A1 in a dose response study. These resuls are consistent i palens wilh helerozygous familol

nonfamilial forms of and mixed including patients diabeles melius.

Reductions in lotal-C. LDL-C, and apolipoprotein & have been proven to reduce risk for cardiovascular events and cardiovascular mortality
Homozygous familial hypercholesterolaemia

frsk balance of the

the fiver




In a mulicenter § ek opelabel compassonate-use sludu i an optonl exterion phase o vriable engl 335 palnts were cvoled 89 of hich were
» reduction n LDL-C 20% Atorvastalin

o it o up o 80 me/day
Atherosderosis

/\wc,m vawd Lowering Sy REVERSALY th et of nlensive pidowrig vith lorvastatin 80 m andsandard degree
of lipid lowering, tents with coronary
e dieane. s rondome oche- i et conoled el 1 NS wor performed at aine o b 502 patients. In the
Alorvastalin group (n=253), there was no progression of atherosclerosi.

‘The median percent change, from baseline, in tota citeria) w in the Alorvastatin group and 001
inthe pravasiatin o 245, When compared o sl th effc, of Atarvasttn were ttstcaly Snfant(p-002) Th e ofiensie pid omering

e g wocardial infarction, coronary death) was not investigated in this study.

I the Atomastatin gruup UDLAE was reduced o a mean of 204 mmoji. - 03 (769 mial 50 rom baseine 389 mmold & 07 (150 mgdl - 20 and in the
pravmlahn o, LDL-C s e b8 e of 285 rancl 07 (110 g/l 26) o baseine .59 mmolf 0 (150 gl 26 00001, Aevsialin

also mean TC by 5 , p<0.0001), mean TG levels by 20% (pravasialin: -6.8% p<0.0009), and mean apolipoprotein B by
5910 (pravastat: 220%, 00001 Nonanain e men HDL-C by 2500 rmastai: 5.5, p=N5) There was 364 mem reducion i CRP i the
(0.2 5.2% reduction in oup (p<0.0001)

Sty el ert obied wih .80 do sl Thretore ey oot b extapolted o the o dose stengths

“The safety and tolerabily profles of the o treatment groups were comparable

The effect of intensive lipid lowering on major cardiovaseular endpoints was not invesligated in this study: Thercore, the cinicalsignificance of these imaging resulls

with regard to the primary and secondary prevention of cardiovascular events is unknown.

Acute coronary syndrome

In the MIRACE study, Atorvastatin 80 mg has been evaluated in 5,086 patients (Atorvastatin n=1,538; placebo n=1548) with an acute coronary syndrome (non

Qe M1 ar unsale angina. Treaiment was inted uringh acie phse afer. hopial adisson and lasied o a perod of 16 vecks. Tesmen wih
ime the combined ih a

or angina pectoris with evidence of myocardial ischaemia requiring hospitalzation, ndicting a Tk reducion by 60 ‘Fomm T iy e to 3 2600

reduction in re-hospilalisation for angina pectoris with exidence of myocardial ischaemia (3=001). The other secondary endpoints did not reach statistical

significance on their own (overall: Placebos: 22.2%, Atorvastatin: 22.4%).

The safely profile of Atorvastatin in the MIRACL study was consistent with wha i described in section 48,

The effect of Atorvastatin on falal and non-fatal coronary hearl disease was assessed in a randomized, double-blind, placebo-controlled study, the
Anglo-Scandinavian Cardiac Outcomes Trial Lipid Lowering Arm (ASCOT-LLA) 40-79 years of age,

or treatment for angina, and with TC levels <6.5 mmolf (251 mg/d). All patents had at \msnonm predefined cordionasculr ik acors: male gender,age =
years, smoking, diabees,history of CHD in a firs-degree relative, TCHDL-C >6, peripheral va p
specific ECG abnormaliy, Not all included patients ot s high sk for st cardiovascular vent

Patients amlodipine or er Atorvastatin 10 mg daily (=5,168) or placebo (n-

The bsolte nd relatve sk reducion effct of Alorvastain was s ollows

Relalive Risk Reduction (1) [No. of Events Absolute Risk paiie
Aonasisn o Plcch) | Reducion 6

Falal CHD plus non-fatal NI B0 100vs. 1% 00005

“Tolal cardiovascular events 20% 5500 5 19 00008

and revascularization 29% 178 s 247 14% 00006

procedures

Total coronary events.

"Based on difference in crude events rales occurring over a median follow-up of 53 years.
CHD = coronary heart disease; M = myocardial infarction.

“Total mortality and cardiovascular mortalty were not significantly reduced (185 vs. 212 events, p=017 and 74 vs. 82 events, p=051). In the subgroup analyses by
‘gender (81% males, 19% females), a beneficial effect of Alorvastatin was seen in males but could not be established in females possibly due to the low event rale 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 stafistically
significant There was signifcant trealmen interaction by antihypertensive baseline therapy. The primary endpoint (faal CHD plus nion-fatal M was significantly

ed by Atorvastatin in patients treatec with amlodipine (HR 047 (0.32-0.69), p=000008), but not i those treated with atenolol (HR 053 (059-117), p=0.287

“The effect of Alorvastatin on fatal and non-fatal cardiovascular disease was also assessed in a randomized, double-blind, multicenter, placebo-controlled trial, the
Collaborative Atorvastatin Diabetes Study (C/ diabeles, 40-75 years of age, history of cardiovascular disease, and with LDL-C
2414 mmoll (160 mgd) and TG <678 mmol (600 mgl. Al palets had al least 1 of the following risk factors: hypertension, current smoking, relinopathy,
microalbuminuria or macroalbumin

Paiets e ied with iher Alomastain 10 mg daily (n=1428) o placebo (n=1410) for a median folow-up o 39 years
Fuent Refalive Risk Reduction (%) [No. of Events Absolule Risk prvalue

(Atorvastatin vs Placebo) _| Reduction’ (%)

Niajor cardiovascular events (Tatal and non-Tatal AV, | 370 s, 127 3% 70010
silent Mi, acute CHD death, unstable angina, 2% 58 vs 64 19% 00070
CABG, PTCA, revascularizaion, stroke) 48% 121 vs.39 130 00163

M1 (fatal and non-fatal AMI, silent MI)
Strokes (Fatal and non-fatal

“The absolute and relative risk reduction cffect of Atorvastalin was as follows
*Based on difference in crude events rates occurring over a median follow-up of 3.9 years,

AMI = acule myocardil infarcion; CABG = coronary arery bypass grafl; CHD = coronary heart disease; MI = myocardial infrcton; PTCA = percutancous
ransaminal coronary angoplosy

diference in or baselne LDL-C level regarding the mortalty
rate (52 deaths inthe placebo group vs. 61 deaths in the Alorvastatin group, p=00592)

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 (T1A) within the preceing 6 months and o history of coronary heart disease (CHD) Patents were 60%
male, 21-92 years of age (average age 63 years), and had an average baseline LDL of 155 mg/dL (54 mmol/L). The mean LDL-C was 73 mg/dL (19 mmollL) during
treatment with Atorvastatin and 129 mg/dL (3.5 mmol/L) during treatment with placebo. Median follow-up was 49 years
fatal or non-fatal stroke by 15% (HR 0.85; 95% C1,0.72-1.00; p=005 or 0:84; 95% C, 071-0.99; p=0.03
e adusmentforbscin acos) compared to placebo. All cause mortalty was 9.1% (216/2365) or Aonasainversus§% 2112366 for placcbo

a post-hoc analysis, Atorvastatin 80 mg reduced the incidence of ischemic stroke (2162365, 9295 vs, 274 i, p=0.01) and increased the incidence of
hcmorv\mgl( stroke (55/2365, 2.3% vs. 33/2366, 14%, p=0.02) compared to placebo.
" he s of emorhagic sroke was inceased in patent who elored he sludy il prio hemorhac soke (745 or loastatn vrsus 248 for placehs 1k
406,959 0 0341957, and he ik of scheic ke vas simbr betneen groups\ 54 for loastatnversus 248 o plccho; 1R 164;95% C} 027-95
The isk of ho entered the study with 120/708 for p\aubo 499
T, bt oo e okt was s e s patent (79708 for Atorastatin versus 1027701 for p\aubo HR 0.76; 95% C,
057-102). It possible thal the netrisk of stroke is increased in patients with prior lacunar infarct who receive Atorvastatin 50 mg/day
All cause mortality was 15.6% (7/43) for Atorvastatn versus 10.4% (5/48) in the subgroup of patients with prior hemorrhagic stroke. All cause mortality was 109%
(77/708) for Atorvaslatin versus 9.1% (64/701) for placebo in the subgroup of patients with prior lacunar infarc.
Pacdialric Population
Heterozygous Familial Hypercholesterolaeia in Pacdalric Patients aged 6-17 years old
An B-aweek, open-label study d safety and tolerabilty of ducted in children and adolescents
wilh genelically confirmed heterozygous familial hypercholesterolemia and baseline LDL-C 24 mmol/L. A tolal of 39 children and adolescents, 6 to 17 years of age,
were enrolled. Cohort Aincluded 15 children, 6 o 12 years of age and at Tanner Stage 1. Cohort B included 24 chidren, 1010 17 years of age and at Tanner Slage =2
“The inital dose of Atorvastatin was 5 mg daily of a chewable ablet in Cohort A and 10 mg, daily of a tablet formulation in Cohort B. The Atorvastatin dose was
et be doubled 2 sbject had no afaied arget DL of <555 mivolL o Weck  and f Alrastatnvas wl oleraled

Mean values for LDL-C, TC, VLDL-C,a 2 among all subject. For doubled, additional d
as early as 2 weeks, at the first o The mean ipid ! similar for both cohorts, regardiess of whether
Sabjectsremind A thi il dose or doublod i il dose. Al Week b o average, e percent LDL-Cand TC 40

o 30% reapectivl ver he range of exposures.
in a second open label, single arm study, 271 male and female HeFH children 6-15 years of age were enrolled and treated with Atorvastatin for up to three years.
Inclusion in the study required confirmed HeFH and a baseline LDL-C level = 4 mmolL (approximately 152 mg/dL). The study included 159 chidren at Tanner 1
developmental sage (enerally ranging from 6-10 years of age). The dosage of Alorvastalin (once daily) was initated at 5 mg (chewable tablet in children less than
10 years of age. Children age 10 and above were initated at 10 mg Atorvastati (once daily). All chidren could tirate to higher doses o achieve a arget of < 335
mmol/L LDL-C. The mean weighted dose for children aged 6 1o 9 years was 19.6 mg and the mean weighted dose for children aged 10 years and above was 23.9 mg
‘The mean (+/- SD) baseline LDL-C value was 612 (1.26) mmol/L which was approxmately 233 (48) mg/dL_ See table 3 below for final esults

“The data were consistent with no drug effect on any of the parameters of growth and development ic, height,weight, BMI, Tanner stage, Investigator assessment of
Overall Maturation and Development) in paeiatric and adolescent subjects with HefH receiving Atorvastafin treatment over the 3 year study. There was no
Investigator- drug efect noted in height, weight BMI by age or by gender by visil

TABLE . Lpic-foweriog Ut of lorastatnin Adclescent Boys nd Gl with Heteraygovs Faiol

Timepoint \ X [CG0r [DCGnl ADLC 0] TG 501 AR BGDIF
B3} T 786150 T 6120120) ’;\ ST02663 05047 T L2028

s [4950.777 [52510671 [152700279%] 07900367 T os0017°

[5 12080 5 5080 508027591 T a0z~

240
Pofste DL =Tow deni lpoprol cholesteror  1DL-C ~igh €y T ycerides; Apo
N ST il v o for subjects who ended partcpation prir 1o the scheduled 36 morith wmpmm i full 56 ot dta ot sumcm
completing the 36 month wmmuon Month 30 N for this parameter was 207; “**= Baseline N for this parameter was 270, Month 36/ET N for this
paramete nas 243,41 fo Apo

At Palfents aged 1017 ears
In a double-lind, placebo conlroled study ooncd by a1 open-label phase, 187 boys and postmenarchal girls 10-17 years of age (mean age 141 years) with
(=47 for Zpwecks and then
ot Romataifor 26wk T dosage of Atorvastati fonce ) was 10.mg forthe st weeks and up-trated 0 20 e b1 336
ol Acnastain sgniicaty dcteased loam el o ol . LDLC. trghcerides and spoipoproten B g th 26 weck double bl phase The mean
achiesed LOL-C vl s 358 ol range: 131-6.26 mmol ) i the Alorsastatngroup compard 0591 mmolcange:395-956 mmol) in the placebo group
during the 26-week double-blind phass

‘An additonal paediaic sty of Alonastatn versus colestpol i patients with hyperchalesterolaemia aged 10-18 years demonstated that Atonastaln (N=25)
caused a signiicant reduction in LDL-C al week 26 (p<0.05) compared with colestipol (N=31).

dwith

ottt Urald ccording o response [some sbjcs receve 80 g vl o dy).Th sty st 3 vcar LDL cholesiorlas e by 56%

‘The long-term efficacy of Alorvastatin therapy in childhood to reduce morbidity and martalit in adulthood has not been established

TheEuropean edicnes Agency has waved he oblgaion o subit e resals o s with Aonastalin i e aged 0o s han 6 years i the csiment
than 18 y bined (mixed)

1 he prevetion ofcrdiovascular avents e secton 42 ornformation o pocdilic 1o

55 Pharmacokineti properties
Absorption:
Alorvastalin is rapidly absorbed afte oral administration; maximum plasma concentrations (Cmax) occur within 1 10 2 hours. Extent of absorption increases in
roportion to Atorvastatin dose. After oral administration, Atorvastati film-coated tablets are 95% o 99% bioavailable compared to the oral solution. The absolute.
bloaibiyof lorasiain i spproimalely 12 and e sytemic avaiabilly o
~CoA reductase inhibitory activiy is approximaely 30%. The low systemic availabiliy is aftributed to presystemic clearance in gastrointestinal mucosa and/or
nepdm irst-pass melabolism

tribuion
Mt ke of dutusion of s approvimaily 381 | Awvalain s 3k bound 0 plrsrs proteins

Biotransform.

N miaboised by cytochrome P430 3A4 to ortho- and parahydroxylated derivaives and various beta-oxidation products. Apart from other pathnays
these products are further melabolized via glucuronidation. I viro, infibition of HMG-CoA reductase by ortho- and parahydroxylated metabolites is equivalent o
that of Atorvastatin. Approximately 70% of circulating inhibitory activity for HMG-CoA reductase s altributed to aclive metabolites

Elimination:

Atorvastatin is eliminated primariy in bile following hepatic and/or extrahepatic metabolism. However, the Atorvastatin does not appear to undergo significant
enterohepaic recirculation. Mean plasma elimination hail-life of Atorvastan in humans is approximately 14 hours. The half-fife of inhibitory actvity for HMG-CoA
reductase is approximately 20 to 30 hours due to the contribuion of active metabolites.

Alorvastalin is a subslrale of the hepalic transporters, organic anion-transporting polypeptide 181 (OATPIBI) and 185 (OATPIB) transporter. Melabolies of
Alorvastalin are subslrates of OATP1B1. Atorvastan is also identiied as a substrte of the efflux transporters P-glycoprotein (P-gp) and breast cancer resistance:
protein (BCRP), which may limt the intestinal absorption and biliary clearance of Atorvastatin.

Special Populations

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

Pucdatrcpoplations nan open-abel, B-vecksudy, Tanner Stag 1 (N1 and Tanner Stage = 2 (-24)pasiaic paints ges. 617 year)wih hecrozygous
fomill yper <holesterolemis and bascline LDLC = 4 mmol L ware rcated with 5 1 10z of chenable o 10 or 20 mg o i costod Alorastatin tables o dy
respectively. Body weight was the only significant covariate in Atorvastatin population PK model. Apparent oral learance of Atorvastaln in paediatric subjects
appeared sinilar to aduls when scaled allometrically by body weight. Consistent decreases in LDL-C and TC were observed over the range of Atonvastatin and
o-hydroryAlonastain exposures.

nder: Concent dit

from hose in e vomen. pprosimlaly 200 igher or Crasand 10% e for
L) Theee dferences mere o o il sigiance resling in no clnical signfcant difeences i ipd fects among men and w

Renal impairment: lipid effects of Atorvastatin and its active metabolites

Hopatc impament Plasma concenraions af Aonasst and s acie metabolic e marked increase approwmato 10 n Cax and approxT 1o in
AUC) i patients with chronic alcoholic iver disease (Child-Pugh B).

SLOCIBT pobmorphisn: Hepaticuptake of all KMG-CoA reducase inibitors inuding Alonasat,involesthe OATPIBI tansporter.n patiens with SLCO1B

ariskol Atorvastatin, in the gene
encoding OATP1B1 (SLCOTBI ¢521CC) is associated with a 2:4-fold higher Atorvastatin exposure ALY o s vthot gcnmypc oot 3T
Agenelically impaired hepatic uplake of Alorvastatn is also possible n thesc patients. Possible consequences for the eficacy are unknown.

Pharmaceutical particulars
61 List of excipients
Each film coated lablet contains:
Lipiless” 10 m

Inactive ingredins:
Laclose monohydrate compacted, dibasic calcium phosphate, aerosil 200, avicel 200, povidane K50, crospovidone x|, magnesium stearate, talc purified
il coal

Opadry 1327627 Grey

Lipiless’ 20 mg;

PP K0, Crosp

Avicel 200, | calcium
talc purified
il coat: Opadry blue 31720985
62 Incompalibil
Not applicable
5 shelf life
See outer pack
6.4 Special precautions for storage
Store at temperature not exceeding 250 C in dry place.
65 Nature and contents of container:
Lipiless® 10 mg FCT:
Carton bo contains (A colorless transparent PVC/PVIC) strips, each of 10 film coated tablet and insert eaflet
Lipiless* 20 mg FCT
Carton box contains (Al/colorless transparent PVC/PVIC strips, each of 7 film coated tablet and insertfeaflet
See outer pack for number of strips
6.6 Special precautions for disposal and other handling
No special requirements.
7 License holder facturer name: Amoun
8 EDA revision date: june 2025
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‘ Keep all medicaments out of reach of children
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Product of:

AMOUN PHARMACEUTICAL CO.
SAE

| <Grous> |

El-Obour City, Al Qalyubia, Egypt.
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