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Atorvastatin Tablets IP 10mg/20mg/40mg

STATIX®10/20/40

Tfead 20/20/%0

Compasition
STATIX10

Eachfilm coated tablet contains:
Atorvastatin Calium P
EquivalenttoAtonastatin  10mg

Acipien
Colour:Titanium Dioxide P

STATIX*20
Eachfilm coated tablet contains:
Atorvastain Calcium 1P
EquivalenttoAtonastatin  20mg
Excipients as.
Colour: rythrosine and Titanium Dioxide IP

STATIX40

Each film coated ablet contains:
Atorvastatin Calium P
EquivalenttoAtonastatin  40mg
Excipents as
Colour: Tartazine ellow

PHARMACEUTICAL FORM: TABLETS
PHARMACOLOGICAL PROPERTIES
Pharmacodynamic propertis
Pharmacotherapeuticgroup

HMG CoAreductase nfibitors

ATC code: C104405

MECHANISM OFACTION
Atonvastatn is a selective, competiive inibitor of HMG-CoA reductase, the rate-imiting
enzyme that converts 3-Hydroxy-3-Methylglutaryl-coenzyme A to mevalonate, a precursor of
sterols, Inluding cholesterol,
oA rshcse
the iver the number eptorson
e el srface 1o enhnce upake and catabls of LDL Aohastah ko redues LOL
production and the number of LDL partices

DESCRIPTION
Hlonastatncadumisasiheiclpic owerngagent

A(HMG-CoR) reductase.
This enzyme ctalzesthe conersion of HMG-CoA to mevx\onaxgzneal\y and rate- limiting
stepin cholesterol biosymthesis

Atorvastatin calcum is [R-R* R*)}-2:4- Fluorophenyl)-B, &-dihydroxy-5-(1-methylthy-3-
phenyl-4-(phenylaminc) carbonyl -1H- pyrrole-1-heptanaic acid, calium salt(2:1) trihydrate.
he enaitcal ol of Aonastath caum s (C,4,0),Co3H0 and fs e
weightis
Momatn oo s 3 whie o of e cystaline powder that i very slightly soluble in
disiled

Pharmacodynamics Properties:

Theliver
is the primary site of action and the principal sie of cholesterol synthesis and LDL_dlearance.
Drug dosage rather than systemic drug concentration correlates better with LDL-C reduction.

Pharmacoki
Absorption:

Properties

within 1 to 2 hours. Extent of absorption increases in proportion to Atorvastatin dose. The
absolute bioavailabilty of Atorvastatin (parent diug) is approxmately 14% and the systemic
availabilty of HMG-CoA reductase inhibitory actvty is approximately 30%. The low systemic

hepaticfirst-
pas. ek, AftoughTooddeceses et and exentof dng oo by
approximtely 25% and 9%, respectvey, as assessed by . LDL-C reduction is
‘similar whether Atorvastatin is given with or without food. Plesmz Atnrvasmm concentrations
are lover (pprosinatly 30% for G and AUC) folowing evering g adinistaon
the time o day of

drug administration

Distribution:
Wiean volume of distributio of Atorvastatin is prosimately 381 Liters. Atorvastainis 298°%
bound to plasma proteins. A Bloodiplasma ratio of approximately 0.25 indicate poor diug
penetration into red blood cells. Based on observations in rats, Atorvastatin in likely to be
secretedin human milk.

Metabolism:

vastatin is- to ortho and

derivatives and various

beta- oxidation products. In vitro inhibition of HMG-CoA reductase by ortho and

Parahydrorylated metabolies s equivalent to that of Atorastatin, approximately 70% of

c\lcu\aung mmbwury amva for HMG-CoA reductase is attributed to active metabolites.
3A4,

oot i e plasma concentration of Atonastatin in human following
co-administration with _Erythvomycin, a known inhibitor of this isozyme. In animals the
Orthohydroxy metabolite undergoes furtherglucuroniation.

Excretion:
ndlor, extra-
Mean tely 14 hours but the

active mmnuhm less than 2% of a e nf et recovrd e following oral
administratior

Special Populations:
Geritric: Plasma concentrations of Atorvastatin are higher (approximately 40% for C,,, and
30% forAUC) LDLCreductionis

atic:P avaiable.
r: Plasma concentration of Atorvastatin in women differ from those in men
(approximately 20% higher for C,., and 10% lower for AUC): however there is no cinicaly

Renal insuffciency: Renal diseases have o influence on the plasma concentration or LDL-C
reduction of Atorvastatn: thus, dose adjustment in patients with renal dysfunction s not
necessary

h

extensivelybound toplasmaprotins
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dosageadjusted accordingly

Homozygous Farilial hypercholesterolemia

an adjunct o other lipic-lowering treatments (e.q. LDL apheresi) in these patients or if such
treatmentsare unavalable.

'CONTRAINDICATIONS

Hypersensitivity to any component of this medication active liver disease
or unexplained persistent elevation of serum transaminases exceeding three times the upper
limit of normal.

1 Pregnancy

Women who are pegnant or may become pregnant Atorvastatin may cause etal harm when

Atorvstatin therapy should be temporarly withheld or discontinued in any patient with an
acute, serous condition suggestive of a myopathy or having a isk factor predisposing to the
development of renal failre secondary 1o thadbomyolysis (e. severe acute infection,
hypotension, majorsurgery rauma, severe metabolic, endocrine and electolyte disorders, and
uncontrolled sizures).

Rhabdomyolsis ith acute renal failure secondary to myoglobinuria has been reported with
ather drugsinthis dass.

Atorvastatin may cause an increase in serum creatine phosphokinase leves. Ths should be
considered in the diferential iagnosis or chest pain in patients on therapy with Atorastatin.

s b dscontnued f makedy devated P el oxcar of mopatty s dagrased o
suspected. The sk of myopz s ,u atment with other drug

zdmlms! tered
prgnancy and choesterol o sl deathes e esentlfor el devlpment
A!hemsclms\s is a chronic process and discontinuation of lipid-lowering drugs during
pregnancy should have litdle \mpad on the outcome of long-term therapy of primary
hypercholesterolemia. There are no adequate and well-controled studies of Atorvastatin use
during pregnancy; howexe in rae repors, congerital anomalies were obsenved following
intrauterine exposLre tostatins,
it and rabbit animal reproduction studies, Atorvastatin revealed no evidence of
teratogenicity. Atorvastatin SHOULD BE ADMINISTERED TO WOMEN OF CHILD BEARING AGE
‘ONLY WHEN SUCH PATIENTS ARE HIGHL UNLIKELY TO CONCE

anti-fungals. Patients Should gt teport promptly any unexp\amed s 1 pam
tenderness orweakness, particularlyif accompanied by malaise or fever.

Pregnancy/Lactation:
Safeyof loastatinn preganc hasno been esabished NG, Co educase o

stopping Atorvastatin treatment to conception in the event ot planning a pregnancy. Use of
HMG-CoA reductase inhibitors during breast feeding is ot recommended, because of the

OF THE POTENTIAL HAZARDS. If the patient becomes pregnant wile taking this drug,
Atorvastatin should be discontinued immediately and the patient apprised of the potential
hazard o the etus,
2 Nursing mothers
itis not known whether Atorvastatinis excreted into human milk; however a small amount of
another drug in this lass does pass nto breast milk. Because statins have the potentialfor

Pediatric Use:
hildren

Patients with hepatic dysfunction:
In patents with moderate 1o severe hepatic dysuncion, the therapeutic esponse o

onstath ate arkedy Incased, C., o AUC re each 410d reater n patents with
Childs-Pugh A disease. C,,, and AUC are approximately 16-fld and 11-fold increased,
Tepectvey patien it s Pugh dscce

NeiCATION
As an adjunct o diet to reduce elevated Total Cholesterol, LDL Cholesterol, apo B and
tiglyceride evelsin patients with primary Hypercholesterolemia (Heterozygous familial
and nonfanilial) and Mixed dyslpidemia (Frecickson Types lla and Ib).

o As adjuncive therapy to diet fo the treatment of patients with elevated serum
trigyceride leves (Fredrickson type V).

+ Fhe vesment of pits W i Dysespprteeni i e W
who do not respond adequately to
o o Ch and ool patients with Homozygous famial

ypercceteroeia s an aunct 0 other i owerng teatments (. LoLaphere) or

ifsuch treatments are unavalable:

SPECIAL

i Cancuren adinstation with eythamcn ma resut i Higher plsma
concentation of Atonstatin.
Oral contaceptives: Administition of Atonastatin with an oral contraceptive containing

Atonvastatin. Therefore caution should be exercised in patients who consume substantial
quantiies of alcohol andfor have a history of iver disease.

Patients with renal insufficiency :
Renal disease has no influence on the plasma concentration or lpid effects of Atorvastatin
hence no adjustment of dose is _required. Haemodialsis s not expected to significantly

andethinoestadiol,

Colestipol: Although plasma concentraton of Atonvastatin are lower when colestpol is

administered with Atonstatin, the lipid effecs are greater than when either drug i given
.

SIDEEFFECTS
Atonvastatin is generally well tolrated. Adverse effects reported  commonly include
constipation, flatulence, dyspepsia, abdominal Pain , headache, nausea, myalga , diarthoea,

plasma digoxin concentration by approximately 20%. Patients taking digoxin should be

monitored appropriately.

Cydosporine, fibric acd derivates, erthyromycin, azole antiungals or niaci: the rik of
HMG-Cc

theseagents.

and h
s NtonalCholetorlEducaton Program (NCEP) Guidelines, Summarized iale DAtthe

with an oral ntacid suspension cortaining magnesium and aluminum hydrosides, however
LDL

time of hospitaizaton fo an acute coronary event, onsideration can
Therapy at dischargeifhe LDL-Clevel s 130 mo/dL.
Table: 1NCEP GUIDELINES FOR LIPID MANAGEMENT.

Definite Twoormore | LDL - Cholesterol mg/dL. (mmolL)
Otherrisk

Disease” Factors™ Inital Level | Minimum goal

No No 2190(49) | <160(<d.1)

No Yes S60p41) | <130(<34)

Yes Yes orNo 2130(34) | <100(<26)

* Coronary heart disease or peripheralvesculr isease (inluing symptomatic arotd artery
disease).

+* other sk factors or Coronary Heart Disease (CHD) nclude:age (el 245 years,female
255 years o premature menopause without estrogen replacement thepy ), famiy history of
premature CHD, urret cigartte smoking,hypertenson, confirmed HOL-C $35mg/dL (<0.9+1
mmoliL) and diabetes mellitus. Subtract 1 risk Factor if HDLC is 2 60mg/dL
(21.6mmol/L).

DOSAGE AND ADMINISTRATION
Hypercholesterolemia (heterozygous fam
Idemiala (Fredrickson types llaand lib).

Warfarin : Minimal decrease in prothrombin time may occur when warfarin and

theni
Dose- related and reversible elevated serum ALT levels have been reported in approximately
1.3%of PK

 tenderess or
wezkness.

OVER DOSE
There s no specific treatment available for Atorvastatin over dosage. Generally supportive
dopted d. Liver function d PR

monitored.

are administered concurrenty arfarin-should be closel
Atorvastatinis added to thir therap.

coadministration of Cimetiine.
Risk of Hyperalycemia

Liver Dysfuncton:

HMG-CoA reductase inhibitors, like some other lpid-owering therapies, have been associated

with biochermical abnormaliies of v function. Persistent elevations (>3 times the upper imit
7

PHARMACEUTICAL PARTICULARS

Storage and Precautions:

of
patients who received atorvastatin in clinical trals. The incidence of these abnormalites was
0.2%,0.2%, 0.6%,and 2.3%for 10,20, 40, and 80 mg, respectively.

One patient n linical trials developed jaundice Increases i iver function tests (LF) i other
patients were not assodated with jaundice or other cinical signs or symptoms. Upon dose
reduction, drug interruption, or discontinuation, transaminase levels retured to or near
prceatment s vithou sl Eee f 30 gatns Wi persitnt 1 lators

0.
Keepoutof reach of children
requirements

10120140 Avaleble s Al 10tablets

Marketed by

continued treatment that liver function
tests be performed prior to and at 12 weeks following ot the icaton of therapy and any
elevation of dose, and periodicall (., semi annualy) thereafter. Livr enzyme changes
generally occur i the first 3 mnnms ofestment with sonasatn, Fatnts o devip
increased shoul

increase nALT orAST of

daiy Morastatin anbe adninitered s sige b any el hedaywih rwithot
food e initation
el upon tiration of Atonvastatin, ipi leves should be analysed with n 2 to b

‘ (AL

quantites of alcofol andlor have & history of liver disease. Active liver disease or unexplained
persistent
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