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Storvas Tablets

(Atorvastatin Tablets)

COMPOSITION
Storvas Tablets 10mg

Atorvastatin Calcium
equivalenttoAtorvastatin ...

Storvas Tablets 20mg
Eachfilm coated

Atorvastatin Caleium
equivalenttoAtorvastatin ...

DESCRIPTION'
Storvas Tablets contain alorvastatin calcium. Atorvastatin is a synthetic lipid-lowering agent.
Atorvastatin is an inhibitor of 3-hydroxy-3-methylglutaryl-coenzyme A (HMG-CoA) reductase. This

..20mg

enzyme catalyzes the of HMG-CoA to an early and rate-limiting step in

Itis desi as [R (R*, R*)J-2-(4 1,-dihydroxy-
5-(1 -3-phenyl-4 i 1H-| pyrrole-' he Pt acid, calcium salt
(2:1) tnhydrate. The molecularformuta of atorvastatinis (C..H,,FN,0.),Ca3H,0 and molecular weight
151209.42. Th ator below.
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STRUCTURAL FORMULA

ATORVASTATIN
PHARMACOLOGY "
*  Mechanismof Action
Atorvastatinis a selectrve‘ compemlve inhibitor: ofHMG CoA reductase, the rate-limiting enzyme that
converts 3-hydi a precursor of sterols, including
[0 urculate in the bloodstream as part of lipoprotein
separate into HDL (high-density Ilpopro(em)

Bnd:’

notrespond adequately to diet;

4. To reduce total-C and LDL-C in patients with h familial hyp as an
adjunct to other lipid-I 9 (e.g. LDL ap or if such are
unavailable;

As an adjunct to diet to reduce total-C, LDL-C, and apo B levels in boys and postmenarchal girls,
10to 17 years of age, with gous familial h: if after an adequate trial of

diettherapy the following findings are present:
a. LDL-C remains 2 190 mg/dL or
b LDL Cremains 2 160 mgIdL and:
y history
- Two ormoreother CVD tinthe pedi i
Therapy with lipid-altering agents should be a of multiple-risk-factor i ion in
individuals at increased risk for atherosclerotic vascular disease due to hypercholesterolemia. Lipid-
altering agents should be used in addition to a diet restricted in saturated fat and cholesterol only when
the response to diet and other nonpharmacologlcal measures has been inadequate (see National
Cholesterol Education Pr the table below).
Table. NCEP Treatmam Guidelines: LDL-C Goals and Cutpoints for
Therapeutic Lifestyle Changes and Drug Therapy in Different Risk Categories

Risk Category  |LDL Goal| LDL Level at Which to Initiate LDL Level at Which to
(mg/dL) | Therapeutic Lifestyle Changes Consider Drug Therapy
(mg/dL) mg/dl
CHD' or CHD risk <100 >100 >130
equivalents (100-129: drug optional)™
10-year risk >20%)
2' Risk factors <130 2130 10-year risk 10-20%
(10 year risk >20%) 2130
L 10-year risk <10%: > 160_|
0-1 Risk factorttt <160 2160 190
(160-189: LDL-lowering
drug optional)

1 CHD, coronary heart disease

Tt Some authorities recommend use of LDL-owering drugs in this category if an LDL-C level of
<100 mg/dL cannot be achieved by therapeutic lifestyle changes. Others prefer use of drugs that
primarily modify triglycendes ana HDL-C, e.g. nicotinic acid or fibrate. Clinical judgment also may
call for deferring drug therapy in this suncategory

11 Almost all people with 0-1 risk factor have a 10-year risk <10%; thus, 10-year risk assessment
in people with 0-1 risk factor is not necessary.
After the LDL-C goal has been achieved, if the TG is still 2200 mg/dL, non-HDL-C (total-C minus
HDLC) becomes a secondary target of therapy. Non-HDL-C goals are set 30 mg/dL higher than LDL-C
goals for each risk category.

Prior to initiating therapy with ulorvaslalln secondary causes for hypercholeslerolem\a (e.g. poorly
controlled diabetes meliitus, h: nephrotic synd liver
disease, other drug therapy, and aloohohsm] should be excluded, and a lipid profile performed to
measure total-C, LDL-C, HDL-C, and TG. Forpahenls with TG <400 mg/dL (<4.5 mmoliL), LDL-C can
using the followi tion: LDL-C =total-C - (0.20  [TG] + HDL-C). For TG levels >400

mg/dL (>4.5 mmollL), this equahon is less accurate and LDL C concentrations should be determined
by ultracentrifugation.

With these
oL (lmenned;aledensny lipoprotein), LDL (fow-density. VLDL (very-l
(TG) an inthe hverare into VLDL and
released mto |he plasma for delivery to penpheral tissues. LDL is formed from VLDL and 1s
catabolized primarily through the high-affinity LDL receptor. Clinical and pathologic studies show that

in has not been studied in ity 15 elevation of
chylomicrons (Fredrickson Types | and

The NCEP classification of cholesler_& levels iry pedie_nric pau’epls with a familial history of

where the major lipopl

elevated plasma levels of total (total-C), LDL- (LDL-C), and apoli B
(apo B) promote human atherosclerosis and are risk fac(ors for developlng cardlovascular dlsease
fHDL-C are
In animal models, tin lowers plasma and lipop levels by inhibiting HMG-
CoA reductase and cholesterof synthesis in the liver and by increasing the number of hepatic LDL
receptors on the cell-surface to enhance uptake and catabolism of LDL; atorvastatin also reduces
LDL production and the number of LDL particles. Atorvastatin reduces LDL-C in some patients with
familial hyp H), a population that rarely responds to other lipid-
fowering medication(s).
Avariety of clinical studies have demonstrated that elevated levels of tctal-C, LDL-C, and apo B (a
membrane complex for LDL-C) promote human atherosclerosis. Similarly, decreased Tevels of HDL-
C (and its transport compkex apo A) are with the

Category | Total-C (mg/dL) | LDL-C (mg/dL) |
Acceptable | <170 <110

Borderline | 170-199 110-129

Hit >200 >130

DOSAGE AND ADMINISTRATION"*

The patient should be placed on a standard cholesterol-lowering diet before recewving, Storvas
Tablets (Atorvastatin Calcium Tablets) and should continue on this diet during treatment with Storvas
Tablets (Atorvastatin Calcium Tablets).

Familial and and Mixed

of
have thal morbldvty and mortality vary
directly with the level of total-C and LDL-C and inversely with the level of HDL-C.
Alorvastatin reduces total-C, LDL-C, and apo B in patients with homozygous and heterozygous FH,
ilial forms of and mixed alsoreduces VLDL-
CandTGand produces variable increases in HDL-C and apolipoprotein A-1.
Atorvastatin reduces total-C, LDL-C, VLDL-C, apo B, TG, and non-HDL-C, and increases HDL-C in

Typeslla and lIb)
The recommended starting dose of Storvas Tablets (Atorvastatin Calcium Tablets) i1s 10 or 20 mg
once daily. Patients who require a large reduction in LDL-C (more than 45%) may be started at 40 mg
once dally. The dosage range of Storvas Tablets (Atorvastatin Calcium Tablets) is 10 to 80 mg once
daily. Storvas Tablets (, in Calcium Tablets) can be asasingle dose atany time
of the day, with or without food. The starting dose and maintenance doses of Storvas Tablets
(Atorvastatin Calcium Tablets) should be individualized accordmg to patient characteristics such as
goal of therapy and | response (see NCEP Gmdehnes) Aﬂer initiation and/cr upon titration of Storvas
Calcium Tablets), i lyzed within 2 to 4 weeks and dosage

patients with 1sulaled reduces i density i

DL 4 A
Like LOL, \enriched triglyceride-rich lpop incuding VLDL, i density T“’"“
lipoprotein (IDL), and remnants, can also promote

frequently found in a triad with low HDL-C Jevels and small LDL, particles, as

Slncs the goal of freatment Is to lower LDL-C, the NCEP recommends that LDL-C levels be used to

with
non-ipid metabolic risk factors for coronary hearl disease. As such, total piasma TG has not
consistently been shown te be an independent risk factor for CHD. F he

te and assess treatment response. Only if LDL-C levels are notavailable, should total-C be used to
monitor therapy.

effect of raising HDL or lowering TG on the risk of coronary and morbidity and monality

has notbeen determined.

Atorvastatin as well as some of its metabolites are pharmacologically active In humans. The liver is

the primary site of action and the principal site of cholesterol synthesis and LDL clearance. Drug

dosage rather lt‘lan systemic drug concentration correlates better with LDL-C reduction.
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+  Pharmacokinetics
Atorvastatin is rapidly absorbed after oral administration; maximum plasma occur

Familial in Pediatric Patients (1017 years of age)
The recommended starting dose of Storvas Tablets (Atorvastatin Calcium Tablets) is 10 mg/day; the
maximum recommended dose is 20 mg/day (doses greater than 20 mg have not been studied in this
patient population). Doses should be individualized according to the recommended goal of therapy
(see NCEP Pediatric Panel Guidelines, PHARMACOLOGY and INDICATIONS). Adjustments should
be made atintervals of 4 weeks or more.

Familial
The dosage of Storvas Tablets (Alorvastalm Calcium Tablets)in patients with homozygous FHis 10 to
80 mg daily. Storvas Tablets (A(orvastatm Calcium Tablets) should be used as an adjunct to other

within 1 to 2 hours. Extent of absorption increases in proportion to atorvastatin dose. The absolute
bioavailability of atorvastatin (parent drug) is approximately 14% and the systemic availability of
HMG-CoA reductase inhibitory activity is approximately 30%. The low systemic availability is
attributed to learance in mucosa and/or hepatic first-pass metabolism.
Although food decreases the rate and extent of drug absorption by approximately 25% and 9%,

(e.g. L is) inthese p: ts orif such
Conocmnint Therapy
Storvas Tablets (Atorvastatin Calcium Tablets) may be used in combination with a bile acid binding
resin for additive effect. The combination of HMG-CoA reductase inhibitors and fibrates should
generallybeavmded

respectively, as assessed by C,, and AUC LDL-C reduction is similar wheiher in is given
with or without food. Plasma are lower (app! 30% for C,,, and
AUC) following evening drug administration compared with moming. However, LDL-C reduction is
the same regardless of the time of day of drug administration.

Mean volume of atorvastatin 381 liters. Atorvastatin is 298% bound to
pYasma protexns Ablood/plasma ratio of: approxlmalely 0.25indicates poor drug penetration into red

atients With Renal
Renal disease does not affect the plasma concenlranons nor LDL-C reduction of atorvastatin; thus,

Y.
* National Cholesterol Education Program (NCEP): I-hghhghts of the Report of the Expert Panel on
Blood Cholesterol Levels in Childi Pediatrics. 89(3) 495-501 1992

PRECAUTIONS' :

ral
Befcre lnsmulmg therapy with atorvastann an attempt should be made to control
with

inrats, likely tobe secreted in human milk.
Atorvastatin ized to ortho- and ives and various beta-
oxidation products In vitro inhibition of HMG CoA raductase by ortho- and
metabolites is equivalentto that of 70% of ci ibitory activity for

HMG-CoA reductase is atiributed to active metabolites. in vitro studies suggest the importance of
P450 3A4, i with increased plasma concentrations
of atorvastatin in humans fotlowmg coadmlnlstra(lon with erythromymn a known inhibitor of this
isozyme. In animals, the orth
andits i fimi primarily in bile following hepatic and/or extra-hepatic
metabolism; however, the drug does not appear to undergo enterohepatic recirculation Mean
plasma elimination half-life of atorvastatin in humans is approximately 14 hours, but the half-lite of
inhibitory activity for HMG-CoA reductase is 20 to 30 hours due to the contribution of active
metabolites. Less than 2% of a dose of atorvastatinis recovered in urine following oral administration.

Special Populallons

Geriatric: P} ions of in are higher 40% for C.., and 30% for
AUC)in healthy elderly subjects (age 265 years) than in young adults. Clinical data suggest a greater
degree of LDL-lowering at any dose of drug in the elderly patient population compared to younger
aduits.

Pediatric:F ineti are notavailable.

Gender: Plasma concentrations of atorvastatin in women differ from those in men (approximately
20% higher for C,.,, and 10% lower for AUC); however, there is no clinically significant difference in

LDL-C with at women.
Renal Insufficiency: Renal dlsease has no influence on the plasma concentrations or LDL-C
reduction renal necess

Hemodialysis: While studies have not been oonducled in patients with end-stage renal disease,
hemodialysis is not expected to significantly enhance clearance of atorvastatin since the drug 1s
extensively bound to plasma proteins.

Hepatic Insufficiency: In patients with chronic alcoholic liver disease, plasma concentrations of
atorvastatin are markedly increased. C,., and AUC are each 4-fold greater in patients with Childs-
Pugh A disease. C_, and AUC are approximately 16-fold and 11-fold increased, respectively, n
patients with Childs-Pugh B disease.

INDICATIONS **
Prevention of Cardiovascular Disease
In adult patients without clinically evident coronary heart disease, but with multiple risk factors for
coronary heart disease such as age, smoking, hypertension, low HDL-C. or a family history of early
coronary heart disease, Storvas Tablets (Atorvastatin Calcium Tablets) are indicated to:
—  Reduce the risk of myocardial infarction
~  Reducetheriskofstroke
- Reducetheriskfor
In patients with type 2 diabetes, and without clinically evident coronary heart disease, but with
multiple risk factors for coronary heart disease such as retinopathy, albuminuria, smoking, or
hypertension, atorvastatinis indicated to
—  Reducethe risk of myocardial infarction
—  Reducethe riskof stroke
Hypercholesterolemia
Storvas Tablets (Atorvastatin Calcium Tabiets) are indicated:
1. Asan adjunct to diet to reduce elevated total-C, LDL-C, apo B, and TG levels and to increase
HDL-C in patients with primary ygous familial and
and mixed dyslipidemia (Frednckson Typesllaandlb),
2. Asan adjunct to diet for the treatment of patients with elevated serum TG levels (Fredrickson
ypelV);
3. for the treatment of patients with primary dysbetalipoproteinemia (Fredrickson Type iil) who do

dangina

exercise, and weight reduction in obese patients, and to
treat other underlying medical problems (see INDICATIONS).
Endocnne Function
HNiG-CoA reductase inhibitors interfere with cholesterol synthesis and theoretically might blunt
adrenal and/or gonadal steroid production. Clinical studies have shown that atorvastatin does not
reduce basal plasma cortisol concentration or impair adrenal reserve. The effects of HMG-CoA
reductase inhibitors on male fertility have not been studied in adequate numbers of patients. The
effects, if any, on dal axis in women are unknown. Caution should be
exercised if an HMG-CoA reductase inhibitor is administered concomitantly with drugs that may
decrease the levels or activity of endogenous steroid hormones, such as ketoconazole,
spironolactone, and cimetidine.
CNS Toxicity
Brain hemorrhage was seen in a temale dog treated for 3 months at 120 mg/kg/day. Brain hemorrhage
and optic nerve vacuolation were seen in anather female dog that was sacrificed in moribund condition
after 11 weeks of escalating doses up to 280 mg/kg/day. The 120 mg/kg dose resulted in a systemic
exposure approximately 16 times the human plasma area-under-the-curve (AUC, 0-24 hours) based
on the maximum human dose of 80 mg/day. A single tonic convulsion was seen in each of 2 male dogs
(one treated at 10 mg/kg/day and one at 120 mg/kg/day) in a 2-year study. No CNS lesions have been
observed in mice after chronic trealmenl forupto 2 years at doses up to 400 mg/kg/day or in rals at
doses up to 100 mg/kg/day. Th wer ) and 8to 16 times (rat) the human
AUC,., based on the maxi h d
CNS vascular lesions, ized by peri edema and cell
infiltration of perivascular spaces, have been observed in dogs treated with other members of this
class. A chemically similar drug in this class produced opnc nerve degeneration (Wallerian
fashionatadose
that produced plasma drug levels about 30 times higher than the mean drug level in humans taking the
highest recommended dose."

Children aged 10-17 years

In patients aged <1 8 years eff icacy and safety have not been studxed for treatment penods>52 weeks'
duration and effe out S

The effects of atorvastatin in children aged <10 years and premenarchar girls have not been
investigated.

Longt fect: gniti growthandp k

*  Warnings

Liver Dysfunction

HMG-CoA reductase inhibitors, like some other lipid-lowering therapies, have been associated with
biochemical abnormalities of liver function. Persistent elevations (>3 times the upper limit of
normal [ULN] ing on 2 or more i in serum occurred in 0.7% of
patients who received atorvastatin in clinical trials. The incidence of these abnormalities was
0.2%, 0.2%, 0.6%, and 2.3% for 10, 20, 40, and 80 mg, respectively.

One patient in clinical trials developed jaundice. Increases in liver function tests (LFT) in other patients
were nof assoaated with jaundice or other clinical signs or symptoms. Upon dose reduction, drug
i levels returned to or near pretreatment levels without
sequelae. Elgh(een of 30 patients with persistent LFT elevations continued treatment with a reduced
dose of atorvastatin

Itis recommended that liver function tests be performed prior to and at 12 weeks following both
the initiation of therapy and any elevation of dose, and periodically (e.g. semiannually)
thereafter. Liver enzyme changes generally occur in the first 3 months of treatment with atorvastatin.
Patients who develop Increased i levels should be i il the

resolve. Should an increase in ALT or AST of >3 times ULN persist, reduction of dose or withdrawal of
atorvastatin is recommended.




Atorvastatin should be used with caution in patients who consume substantial quantities of alcohol
andior have a history of ver dlsease Active liver disease or unexplained persistent transaminase
(see CONTRAINDICATIONS).

skelelal Muscle
ia h: been

is with acute renal
reported with atorvastatin andwith o(herdrugs inthis class.
Uncomplicated myalgia has been reported in atorvastatin-ireated patients. Myopathy, defined as
muscle aches or muscle weakness in conjunction with increases in crealme phosphokmase (CPK)

Nevertheless, patients receiving warfarin should be closely monitored when atorvastatin is added to

therr therapy.

Cimetidine: An \nteraction study with cimetidine and atorvastatin was conducted, and no interaction

was seen.

Grapefruit juice: Cor‘talns one or more componenls lhal inhibit CYP3A4 and can increase plasma
by CYP3 240 mi glass of grapefruitjuice resulted

inanincrease in atorvastatinAUC of 37 % and a decreased AUC of 20. 4% forthe active ortho-hydroxy

metabolite. However, farge quantities of grapefruit juice (over 1.2L daily for 5 days) increased AUC of

in 2.5 fold and AUC of active (atorvastatin and metabolites) HMG-CoA reductase inhibitors

values >10 times ULN, should be inany patient with difft
or weak_ness and/or marked elevation of CPK Patients should be adwsed to report promptly

muscle pain, or weakness, p: by malaise or fever.
Atorvastatin therapy should be discontinued if markedty elevaled CPK Xevels occur or myopathy is
diagnosed or suspected.
The risk of mvot;pamy during trﬁebalmen\dwuh drugs in thls class s increased with concurrent

1.3 fold. Concomitant intake of large quantities of grapefruit juice and atorvastatin is therefore not
recommended.

Protease inhibitors. Co-administration of atorvastatin and protease inhibitors, known inhibitors of
cytochrome P450 3Ad4, was associated with an approximately two-fold increase in plasma
conoenlranons of atorvastatin. Conmderahon should be given to starting atorvastatin at a lower dose

niacin, or azole

Physicians oonsrdenng cumbmed therapy W|th alorvashtm and fibric acld denvatzves erythromycin,

withap

the potential benefits and nsks and should carefully monitor patients for any signs or symptoms of
muscle pain, tenderness, or weakness, particularly during the initial months of therapy and during
any periods of upward dosage itration of either drug. Periodic creatine phosphokinase (CPK)

*  Carci ici i Fertility

Ina2-year carcinogenicity study in rats at dose levels of 10, 30 and 100 mg/kg/day, 2 rare tumors were
found in muscle in high-dose females: in one, there was a rhabdomyosarcoma and, in another, there
was afibrosarcoma. This dose represents a plasma AUC,,.,, value of approximately 16 times the mean

determinations may be oonsniered insuch sxluatwns butthereis that such

will prevent

Atorvastatin therapy should be temporarily withheld or discontinued in any patient with an
acute, serious condition suggestive of amyopathy or having a risk factor predisposing to the
development of renal failure secondary to rhabdomyolysis (e.g. severe acute lnfection,
hypotension, major surgery, trauma, severe and ly

human pl d fter an 80 | d

A 2-year carcmogemcnly study in mwe gwen 100, 200 or 400 mg/kg/day resulted in a significant
increase in liver adenomas in high-dose males and fiver carcinomas in high-dose females. These
findings occurred at plasma AUC,,,, values of approximately 6 times the mean human plasma drug
exposureafter an 80 mg oral dose.

and uncontrolled seizures).

¢ Contraindications

Invitro, was not icin \he 10|Iowmg tests with and without metabolic
activation: the Ames test with li, the HGPRT forward
mutation assay in Chinese hamster lung cells, and the chromosomal aberratlon assay in Chinese
hamster lung celis. Atorvastatin was negative in the in vivo mouse micronucleus test. Studies in rats

Storvas Tablets (Atorvastatin Calcium Tablets) i infoll
Actwelwerdnsease or persistentel ofserum
i toany: of this medi

regnancy and lactation: is a chronic process and discontinuation of lipid-lowering
drugs during oregnancy should have fittie impact on the outcome of long-term therapy of primary
hypercha-eskerolemxa Cholesterol and othel produc‘Ls of chnlesterd biosynthesis are essential
Since HMG-

d at doses up to 175 mg/kg (15 imes the human exposure) produced no changes in fertiity.

There was aplasia and aspermia in the epididymis of 2 of 10 rats treated with 100 mg/kg/day of

atorvastatin for 3 months (16 times the human AUC at the 80 mg dose); testis weights were significantly

lower al 30 and 100 mg/kg and epididymal weight was lower at 100 mg/kg. Male rats given 100

mglkg/day for 11 weeks prior to mating had decreased sperm motility, spermatid head concentration.

and increased abnormal sperm. Atorvastatin caused no adverse effects on semen parameters, or
4

CoA reductase Inhibitors decrease cholesterol synthesis and possibly the synthesis of other

active derived from they may cause fetal harm when
aaministered to pregnant women. Therefore, HMG-CoA reductase inhibitors are contraindicated
during pregnancy and in nursing mothers, ATORVASTATIN SHOULD BE ADMINISTERED TO
WOMEN OF CHILDBEARING AGE ONLY WHEN SUCH PATIENTS ARE HIGHLY UNLIKELY TO
CONCEIVE AND HAVE BEEN INFORMED OF THE POTENTIALHAZARDS. If the patient becomes
pregnant while taking this drug, therapy should be discontinued and the patient apprised of the
potential hazard to the fetus

¢ Pregnancy
Pregnancy Category X: See CONTRAINDICATIONS

710, 40, or 120 mg/kg for two years.

d
p 9 >

*  Adversereactions

Atorvastatin is generally well tolerated. Adverse reactions have usually been mild and transient. In

controlled clinical studies of 2502 patients, <2% of patients were discontinued due to adverse

experiences attributable to atorvastatin. The most frequent adverse events thought to be related to
ion, flatulence, dyspepsia and pain.

CImrca/AdverseExpenences

Adverse experiences reported in 22% of patlents m ptacebo conlrolled clinical studies of atorvastatin,

Table. Adverse Events in PIacebo-Con(rolled studies {% of Pauents;

Safety in pregnant women has not been established. Atorvastatin crosses the rat placenta and B:edx‘SystemIMvtrse Pl(a'z‘:e_bo Alo;xamsmm 20mg 40mg 80 mg
reaches a level in fetal liver equivalent to that of maternal plasma. Atorvastatin was not teratogenic In 210) = 863) (N=36) N= 79) (N=94)
rats at doses up to 300 mg/kg/day orin rabbits at doses up to 100 y. The itedin Body As a Whol
multiples of about 30 times (rat) or 20 times (rabbit) the human exposure based on surface area | D00y As @ Whole =
(mg/m?). Infection 10.0 103 28 10.1
Ina study in rais given 20, 100, or 225 mg/kg/day, from gestation day 7 through to lactation day 21 Headache _ 70 5. 16.7
(weaning), there was decreased pup survival at birth, neonate, weaning, and maturity in pups of | Accidental Injury .7 4.
with 225 mg/kg/day. Body weight days 4 and 21 in pups of mothers Flu Syndrome 9 94
dosed af 100 mg/kg/day; pup body weight was decreased at birth and at days 4, 21, and 91 at 225 Abdominal Pain .7
mg/kg/day. Pup development was delayed (rotorod performance at 100 mg/kglday and acoustic Back Pain
startle at 225 mg/kg/day; pinnae detachment and eye opening at 225 mg/kg/day). These doses Allergic Reaction X
correspond to 6 times (100 mg/kg) and 22 times (225 mg/kg) the human AUG at 80 mg/day. Rare Asthenia 1.
reports of congenital anomalies have been received following intrauterine exposure to HMG-CoA Digestive System
reductase inhibitors. There has been one reporl of severe congenital bony deformity, tracheo- *QF_L T
esophagea fistula, and anal atresia (VATER assomanon) in a baby born to a woman who took - s
lovastatin with first trimester of torvastatin should Diarrhea .7
be administered to women of child-bearing potential only when such patients are highly unlikely to Dys, 3
conceive and have been informed of the potential hazards. If the woman becomes pregnant while Flatulence Al
taking atorvastatin, it should be discontinued and the patient advised again as to the potential Respiratory System
hazardsto the fetus Sinusitis 26 28 0.0 25 64
. Pharyngitis 15 25 0.0 13 21
+  Lactation ) ) A Skin and Appendages
Nursing rat pups had plasma and liver drug levels of 50% and 40%, respectively, of that in their " Rash 07 39 28 38 11
mother's milk. Because of the potential for adverse reactions in nursing infants, women taking Musculoskeletal System
atorvastatin should not breast-feed (see CONTRAINDICATIONS). Arth_—_Lral ia 15 20 00 51 00
+  Pediatric | Myalgia 1.1 32 56 13 0.0

Safety and - effectiveness n patients 10-17 -years of age with heterozygous - familiai
hypercholesterolemia have been evaluated in a controlled clinical tnal of 6 months duration in
adolescent boys and postmenarchal girls. Patients 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.
Doses greater than 20 mg have not been studied in this patient population. In this limited controlled
study, there was no detectable effect on growth or sexual rna(urallon in boys or on menstrual cycle
lengthin girls. females should be on thods while
on atorvastatin therapy. Atorvastatin has not been studied in controlled clinical trials involving pre-
pubertal patients or patients younger than 10 years of age.

Clinical efiicacy with doses up to 80 mg/day for 1 year have been evaluated in an uncontrolled study
of patients with FHincluding 8 p

*  Geriatric

The safety and efficacy of atorvastatin (10-80 mg) in the geriatric population (65 years of age) was
evaluated in a study. In this 54-week open-label trial 1,958 patients initiated therapy with atorvastatin
10mg. Ofthese, 835 were elderly (65 years) and 1,123 were non-elderly. The mean change in LOL-C
from baseline after 6 weeks of treatment with atorvastatin 10 mg was 38.2% in the elderly patients
versus 34.6% in the non-elderly group.

The rates of discontinuation due to adverse events were similar between the two age groups. There

Ina study involving 10,305 participants treated with atorvastatin 10 mg daily (n=5,168) or placebo
(n=5,137), the safety and tolarablllty profile of the group treated with atorvastatin was comparable to
that of ian of 3.3 years of follow-up.

In another study involving 2838 subjects with type 2 diabetes treated with atorvastatin 10 mg daily
(n=1428) or placebo (n=1410), there was no difference in the overall frequency of adverse events or
serious adverse events between the treatment groups during a median follow-up of 3.9 years. No
cases of habdomyolysis were reported.

The following adverse events were reported, regardless of causality assessment in patients treated
with atorvastatin in clinical trials. The events in italics occurred in 22% of patients and the events in
plain type occurredin <2% of patients.

Body as a Whole: Chest pain, face edema, fever, neck rigidity, malaise, photosensitivity reaction,
generalized edema.

Digestive System: Nausea, gastroenteritis, liver function tests abnormal, colitis, vomiting, gastritis, dry
mouth, rectal hemorrhage, esophagitis, eructation, glossitis, mouth ulceration, anorexia, increased
appetite, stomatitis, biliary pain, cheilitis. duodenal ulcer, dysphagia, enteritis, melena, gum
hemorrhage, stomach ulcer, tenesmus, ulcerative stomatitis, hepatitis, pancreatitis, cholestatic
Jaundice.

Respiratory System: Bronchitis, rhinitis, pneumonia, dyspnea, asthma, epistaxs.

Nervous System: Insomnia, dizziness, paresthesia, somnolence. amnesia, abnormal dreams, libido
decreased. emotional lability, incoordination, peripheral neuropathy, torticollis, facial paralysis,

Y Yy

«  Druglnteractions
The risk of myopalhy dunng (realmanl wvth omer drugs in this class is |ncreased with

Musculoskeletal System: Arthritis, leg cramps, bursitis, tenosynovitis, myasthenia, tendinous
contracture, myositis.
Skin and Append Pruritus, contact dermatitis, alopecia, dry skin, sweating, acne, urticaria,

eczema, seborrhea, skin uicer.
Urogenital System: Unnary tract infection, hematuria, albuminuria, urinary frequency, cystitis,
impotence, dysuria, kidney calculus, nocturia, epididymitis, fibrocystic breast. vaginal hemorrhage,

azole or niacin. This
increase inrisk mayalsc occurwhen combining these drugs W|th atorvastatin.
Phenazor isa pecific model for of drug by the hepatic
microsomal enzyme system. Admlnlstratlon of multrple doses of with

showed little or no effect on the p in healthy subjects (no
change in the clearance of phenazone but the formation clearance of 4-hydroxyphenazone
increased by 20% and that of norphenazone by 8%).

More specific in vitro studies using human hepatic and cells human

breast nephritis, urinary i urinary retention, urinary urgency,
by

Special Senses: Amblyopia, tinnitus, dry eyes, refraction disorder, eye hemorrhage, deafness,
glauooma parosmia, taste loss, taste perversion.

rome P450 isozymes show that atorvastatin, like other HMG-CoA reductase inhibitors, is
metabolized by cytochrome P450 3A4 indicating the possibility of an interaction with drugs also
metabolized by this isozyme. When combining atorvastatin with other drugs which are the substrate
of this |sozyme (eg. i many i agenls some calcium channel
Som iazepines) the possibility of a ch druglevels of either

drug should be considered. In chinical studies in which atorvastatin was admlmswred with
and

System: Palpllamon vasodilatation, syncope, migraine, postural hypotension,

phlebms,

Metabolic and Nutntional Disorders: Peripheral edema, creatine

increased, gout, welghlgaln hypoglycemia.

HemicandL X anemia, penia, petechia

Postintroduction Reports
Adverse events assocwled with atorvastatin therapy repon/ed since market introduction, that are not
isted abo

antihypertensives (including ACE inhibrtors, beta-blockers, calcium channel
diuretics) orhypogly ignificant i
Based on experience with other HMG- CoA reductase inhibitors cauuon should also be exercised
when atorvastatin is i with inhibitors of h P450 3A4 (e. g. certain macrolide
antibiotics and azole antvfungals) Increases and decreases in plasma phenytoin levels have been
reported, but th with
Inhibitors of P- and i are of
glycoprotein. Inhibitors of the Pgiycoproteln (e.g. cyclosporine) can increase the bmavallablhly ol
atorvastatin and thereby increase the nsk of dose-related side effects such as myopathy.
Gemfibrozilfiibric acid derivatives: The use of fibrates alone is occasionally associated with
myopathy. An increased risk of muscle refated adverse event has been described when fibrates are
co-administered with HMG-CoA reductase inhibitors. The risk of atorvastatin induced myopathy may
therefore be increased with concomitant use of fibric acid denvatives. Pre«:llnlcal data suggest that
gemfibrozil may also interact with by mhnbmng uls of
with fibrate: with cautlon
Digoxin: When multiple doses of digoxin and 10 mg atorvastatin were coadministered, steady state
plasma digoxin concentrations were unaffected. However, digoxin concentrations increased
approximately 20% following administration of digoxin with 80 mg atorvastatin daily. Patients taking
digoxin should be monitored appropriately.
Macrolide antibiotics.

: C ion of in and ery (500 mg QID), or
clamhromycun (500 mg BID), known inhibitors of y P450 3A4, were with higher
plasma concentrations of atorvastatin.

Azithromycin: Coadministration of atorvastatin (10 mg OD) and azithromycin (500 mg OD) did not
alterthe plasma concentrations of atorvastatin.

Oral contraceptives: Administration of atorvastatin with an oral contraceptive containing
norethisterone and ethiny! estradiol produced increases in plasma concentrations of norethisterone
and ethinyl estradiol. These increased concentrations should be considered when selecting oral
contraceptive doses.

tics were not altered by the coadministration of atorvastatin
80mgandamlodipine 10 mgatsteady state.
Colestipol: Plasma of in were lower 25%) when colestipol
was administered with atorvastatin. However, lipid eﬂects were greater when atorvastatin and
colesti together

g al
Antacid: Administration of atorvastatin with an oral anlacld suspensxon oontamlnq magnesium and
3

aluminum plasma pp %:; however,
LDLC reduction wass notaltered.
Warfarin: in with i d aminimal d time

(mean  SE of 1.7+ 0.4 seconds) during the first 4 days of dosing with 80 mg alorvastalln Dosing
continued for 15 days and prothromoin time retumed to normal by the end of atorvastatin treatment.

y el g:
i dema, bullous (including erythe

syndrome, and toxic epidermal necrolysis), rhabdomyolysis and fatigue.

Pediatric Patients (ages 10-17 years)

In a 26-week controlled sludy in boys and postmenarchal girls (n=140), the safety and tolerability

profile of 10to. larto thatof placebo.

OVERDOSAGE "

There is no specific treatment for atorvastatin overdosage. In the event of an overdose, the patient
should be treated symptomatically, and supportive measures instituted as required. Due to extensive
drug binding to plasma proteins, hemodialysis is not expected to significantly enhance atorvastatin
clearance.

STORAGE
Store below 25°C, protected from moisture.

KEEP ALL MEDICINES OUT OF REACH OF CHILDREN
SUPPLY

Storvas Tablets 10mg : Strip pack of 10's.

Storvas Tablets 20mg : Strip pack of 10's.
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