ASCOV3® Tablets

(Atorvastatin Calcium)

DESCRIPTION

Ascova™ (atorvastatin calcium) is a synthetic lipid-lowering
agent. Atorvastatin is an inhibitor of 3-hydroxy-3-methyl-
glutaryl-coenzyme A (HMG-CoA) reductase. This enzyme
catalyzcs the conversion of HMG CoA to mevalonate, an
early and rate-limiting step in cholesterol biosynthesis.
Ascova™ for oral administration is available as white round
film-coated tablets:

- 10mg flat tablets quadrisect on one side.

- 20mg and 40mg Biconvex and flat tablcts.

Ascova ™ tablets contain 10, 20 and 40mg of Atorvastatin and
the following inactive ingredients: calcium carbonate,
croscarmellose sodium, lactose monohydrate, magnesium
stearate, microcrystalline cellulose, hypromellose, hydrox-
ypropylcellulose, titanium dioxide, polysorbate 80 and povi-
done.

INDICATIONS AND USAGE

Prevention of Cardiovascular Bisease:

Jn adult patients without clinically evident coronary heart dis-
ease, but with multiple risk factors for coronary heart disease
such as age > 55 years, smoking, hypertension, low HDL-C,
or a family history of early coronary heart disease,
Atorvastatin is indicated to:

- Reduce the risk of myocardial infarction.

- Reducec the risk for revascularization procedures and angina.
Hypercholesterolemia:

Atorvastatin is indicated:

- As an adjunct to diet to reduce elevated total-C, LDL-C, apo
B, and TG levels and to increase HDL-C in patients with pri-
mary hypercholesterolemia (heterozygous familial and nonfa-
milial) and mixed dyslipidemia (kFredrickson Types lla and
11b);

- As an adjunct to diet for the treatment of patients with ele-
vated serum TG levels (Fredrickson Type 1V);

- For the treatment of patients with primary dysbetal-
ipoproteinemia (Fredrickson Type III) who do not respond
adequately to diet;

- To reduce total-C and LDL-C in patients with homozygous
familial hypcrcholesterolemia as an adjunct to other lipid-
lowering treatments (e.g. LDL apheresis) or if such treatments
arc unavailable;

- As an adjunct to diet to reducc total-C, LDL-C, and apo B
levels in boys and postmenarchal girls, 18 to 17 years of age,
with heterozygous familial hypercholesterolemia if after an
adequatc trial of dict therapy the following findings are pres-
ent: LDL-C remains > 190 mg/dL or LDL-C remains > 160
mg/dL and there is a positive family history of premature car-
diovascular disease or two or more other CVD risk factors are
present in the pediatric patient.
Therapy with lipid-aitering agents should be a component of
multiple-risk-fuctor intervention in individuals at increased
risk for atherosclerotic vascular disease due to hypercholes-
terolemia. 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 nonpharmacological measures has
been inadequate.

CONTRAINDICATIONS

- Active liver diseasc or unexplained persistent elevations of
serum transaminases.

- Hypersensitivity to any component of this medication.

Pregnancy and Lactation:  Atherosclerosis is a chronic
process and discontinuation of lipid-lowering drugs during
pregnancy should have little impact on the outcome of long-
term therapy of primary hypercholesterolemia. Cholesterol
and other products of cholesterol biosynthesis are essential
components for fetal development (including synthesis of
steroids and cell membranes). Since HMG-CoA reductase
inhibitors decrease cholesterol synthesis and possibly the syn-
thesis of other biologically active substances derived from
cholesterol, they may cause fetal harm when administered to
pregnant women. Therefore, HMG-CoA reductase inhibitors
arc 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
POTENTIAL HAZARDS.

If the patient becomes pregnant while taking this drug, thera-
py should be discontinued and the patient apprised of the
potential hazard to the fetus.

WARNINGS

Liver Dysfunction: HMG-CoA reductase inhibitors, like
some other lipid-lowering therapies, have becn associated
with biochemical abnormalities of liver function. Persistent
elevations (>3 times the upper limit of normal |ULN|
occurring on 2 or more occasions) in serum transaminas-
es occurred in 0.7% of patients who received atorvastatin
in clinical trials. One patient in clinical trials developed jaun-
dice. Increases in liver function tests (LFT) in other patients
were not associated with jaundice or other clinical signs or

symptoms. Upon dose reduction, drug intcrruption, ot discon-
tinuation, transaminase levels returned to or near pretreatment
levels without sequelae. It is 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 periodi-
cally (e.g. semiannually) thereafter. Liver enzyme changes
generally occur in the first 3 months of treatment with ator-
vastatin. Patients who develop increased transaminase levels
should be monitored until the abnormalities resolve. Should
an incrcase in ALT or AST of >3 times ULN persist, reduc-
tion of dose or withdrawal of atorvastatin is recommended.
Atorvastatin should be used with caution in patients who con-
sume substantial quantitics of alcohol and/or have a history of
liver disease. Active liver disease or unexplained persistent
transaminase elevations are contraindications to the use of
atorvastatin.

Skeletal Muscle: Rare cases of rhabdomyolysis with acute
renal failure secondary to myoglobinuria have been rcported
with atorvastatin and with other drugs in this class.
Uncomplicated myalgia has been reported in atorvastatin-
treated patients. Myopathy defincd as muscle aches or muscle
weakness in conjunction with increases in creatine phosphok-
inase (CPK) values >10 times ULN, should be considered in
any patient with diffuse myalgias, muscle tenderness or weak-
ness, and/or marked elevation of CPK. Patients should be
advised to report promptly unexplaincd muscle pain, tender-
ness or weakness, particularly if accompanied by malaise or
fever. Atorvastatin therapy should be discontinued if marked-
ly elevated CPK levels occur or myopathy is diagnosed or
suspected. The risk of myopathy during treatment with drugs
in this class is increased with concurrent administration of
cyclosporine, fibric acid derivatives, erythromycin, niacin
(nicotinic acid), or azole antifungals. Physicians considering
combined therapy with atorvastatin and fibric acid deriva-
tives, erythromycin, immunosuppressive drugs, azole antifun-
gals, or lipid-lowering doses of niacin should carefully weigh
the potential benefits and risks and should carefully monitor
patients for any signs or symptoms of muscle pain, tender-
ness, or weakness, particularly during the initial months of
therapy and during any periods of upward dosage titration of
cither drug. Periodic CPK determinations may be considercd
in such situations, but there is no assurancc that such moni-
toring will prevent the occurrence of severe myopathy.
Atorvastatin therapy should be temporarily withheld or
discontinued in any patient with an acute, serious condi-
tion suggestive of a myopathy or having a risk factor
predisposing to the development of renal failure second-
ary to rhabdomyolysis (e.g. severe acute infection,
hypotension, major surgery, trauma, severe metabolic,
endocrine and electrolyte disorders, and uncontrolled
seizures).

PRECAUTIONS

General

Before instituting therapy with Atorvastatin, an attempt
should be made to control hypercholesterolemia with appro-
priate diet, exercise, and weight reduction in obese patients,
and to treat other underlying medical problems.

Information fer Patients

Patients should be adviscd to report promptly unexplained
muscle pain, tenderness, or wecakness, particularly if accom-
panied by malaise or fever.

Drug Interactions

The risk of myopathy during treatment with drugs of this class
is increased with concurrent administration of cyclosporine,
fibric acid derivatives, niacin, erythromycin, azole antifun-
gals.

Antacid: When Atorvastatin and Maalox® TC suspension
were coadministered, plasma concentrations of Atorvastatin
decreased approximately 35%. However, LDL-C reduction
was not altercd.

Antipyrine: Because Atorvastatin does not affect the pharma-
cokinetics of antipyrine, interactions with other drugs metab-
olized via the same cytochrome isozymes are not expected.
Colestipol: Plasma concentrations of Atorvastatin decreased
approximately 25% when colestipol and atorvastatin were
coadministered. However, LDL-C reduction was greater
when atorvastatin and colestipol were coadministered than
when either drug was given alone.

Cimetidine: Atorvastatin plasma concentrations and LDL-C
reduction were not altercd by coadministration of cimetidine.
Digoxin: When multiple doses of Atorvastatin and digoxin
were coadministered, steady-state plasma digoxin concentra-
tions incrcased by approximately 20%. Patients taking digox-
in should be monitored appropriately.

Erythromycin: In healthy individuals, plasma concentrations
of Atorvastatin increased approximately 40% with coadmin-
istration of atorvastatin and erythromycin, a known inhibitor
of cytochrome P450 3A4.

Oral Contraceptives: Coadministration of Atorvastatin and
an oral contraceptive increased AUC values for norethindrone
and cthinyl estradiol by approximatcly 30% and 20%. Thesc
increases should be considered when selecting an oral contra-
ceptive for a woman taking atorvastatin.

Warfarin: Atorvastatin had no clinically significant effect on
prothrombin time when administered to patients recciving
chronic warfarin treatment.



Endocrine Function: HMG-CoA reductase inhibitors inter-
fere 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 the pituitary-gonadal axis in premenopausal 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 cimeti-
dine.

Pregnancy

Safety in pregnant women has not been established.

Rare reports of congenital anomalies have been received fol-
lowing intrauterine exposure to HMG-CoA reductase
inhibitors. There has been one report of severe congenital
bony deformity, tracheo-esophageal fistula, and anal atrcsia
(VATER association) in a baby born to a woman who took
lovastatin with dextroamphctamine sulfate during the first
trimester of pregnancy. Atorvastatin should be administered
to women of child-bearing potential only when such patients
are highly unlikely to conceive and have been informed of the
potential hazards. if the woman becomes pregnant while tak-
ing Atorvastatin, it should be discontinued and the patient
advised again as to the potential hazards to the fetus.
Nursing Mothers

Because of the potential for adverse reactions in nursing
infants, women taking Atorvastatin should not breast-feed.
Pediatric Use

Safety and effectiveness in patients 10-17 years of age with
heterozygous familial hypercholesterolemia have been evalu-
ated in a controlled clinical trial of 6 months duration in ado-
lescent boys and postmenarchal girls. Patients treated with
Atorvastatin had an adverse experience profile generally sim-
ilar to that of patients trcated 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 maturation in boys or on menstrual cycle
length in girls.

Geriatric Use

The safety and efficacy of Atorvastatin (10-80 mg) in the
geriatric population (265 years of age) is similar to the
younger population.The rates of discontinuation due to
adverse events were similar between the two age groups.
There were no differences in clinically relevant laboratory
abnormalities between the age groups.

ADVERSE REACTIONS

Atorvastatin is generally well-tolerated. Adverse reactions
have usually been mild and transient. In controlled clinical
studies of 2,502 patients, <2% of patients were discontinued
due to adverse experiences attributable to Atorvastatin. The
most frequent adverse events thought to be related to
Atorvastatin were constipation, flatulence, dyspepsia, and
abdominal pain.

Clinical Adverse Experiences:

Adverse experiences reported in >2% of patients in placebo-
controlled clinical studies of Atorvastatin regardless of
causality assessment, are:

Body as a Whole: infection, headache, flu syndrome, abdom-
inal pain, back pain, allergic reaction, asthenia.

Digestive system: constipation, diarrhea, dyspepsia, flatu-
lence.

Respiratory System: sinusitis, pharyngitis, rash, arthralgia,
myalgia.

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

Body as a Whole: Chest pain, face edema, fever, neck rigidi-
ty, malaise, photosensitivity reaction, generalized edema.
Digestive System: Nausea, gastroenteritis, abnormal liver
function tests, colitis, vomiting, gastritis, dry mouth, rectal
hemorrhage, esophagitis, eructation, glossitis, mouth ulcera-
tion, anorexia, increased appetite, stomatitis, biliary pain,
chcilitis, duodenal ulcer, dysphagia, enteritis, melcna, gum
hemorrhagc, stomach ulcer, tenesmus, ulcerative stomatitis,
hepatitis, pancreatitis, cholestatic jaundice.

Respiratory System: Bronchitis, rhinitis, pneumonia, dysp-
nea, asthma, epistaxis.

Nervous System: Insomnia, dizziness, paresthesia, somno-
lence, amnesia, abnormal dreams, libido decreased, emotion-
al lability, incoordination, peripheral neuropathy, torticollis,
facial paralysis, hyperkinesia, depression,hypesthesia, hyper~
tonia.

Musculoskeletal System :  Arthritis, leg cramps, bursitis,
tcnosynovitis, myasthenia, tendinous contracture, myositis.
Skin and Appendages: Pruritus, contact dermatitis, alopccia,
dry skin, sweating, acne, urticaria, eczema, seborrhea, skin
ulcer.

Urogenital System: Urinary tract infection, urinary frequen-
cy, cystitis, hcmaturia, impotence, dysuria, kidney calculus,

nocturia, epididymitis, fibrocystic breast, vaginal hemor-
rhage, albuminuria, breast enlargement, metrorrhagia, nephri-
tis, urinaty incontinence, urinary retention, urinary urgency,
abnormal ejaculation, uterine hemorrhage.

Special Senses: Amblyopia, tinnitus, dry eyes, refraction dis-
order, eye hemorrhage, deafness, glaucoma, parosmia, taste
loss, taste perversion.

Cardiovascular System: Palpitation, vasodilatation, syncope,
migraine, postural hypotension, phlebitis, arrhythmia, angina
pectoris, hypertension.

Metabolic and Nutritional Disorders: Peripheral  edema,
hyperglycemia, creatine phosphokinase increased, gout,
weight gain, hypoglycemia.

Hemic and Lymphatic System: Ecchymosis, anemia, lym-
phadenopathy, thrombocytopenia, petechia.
Postintroduction Reports

Adverse events associated with Atorvastatin therapy reported
since market introduction, that are not listed above, regardless
of causality assessment, include the following: anaphylaxis,
angioneurotic cdcma, bullous rashes (including erythema
multiforme, Stevens-Johnson syndrome, and toxic epidermal
necrolysis) and rhabdomyolysis.

OVERDOSAGE

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

DOSAGE AND ADMINISTRATION

The patient should be placed on a standard cholesterol-lower-
ing diet before receiving Atorvastatin and should continue on
this diet during treatment with Atorvastatin.
Hypercholesterolemia  (Heterozygous  Familial  and
Nonfamilial) and Mixed Dyslipidemia (Fredrickson Types
IIa and I1h):

The recommended starting dose of Atorvastatin is 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 daily. The
dosage range of Atorvastatin is 10 to 80 mg once daily.
Atorvastatin can be administered as a single dose at any time
of the day, with or without food. The starting dose and main-
tenance doses of Atorvastatin should be individualized
according to patient characteristics such as goal of therapy
and response (see NCEP Guidelines). Afler initiation and/or
upon titration of Atorvastatin, lipid levels should be analyzed
within 2 to 4 weeks and dosage adjusted accordingly. Since
the goal of treatment is to lower LDL-C, the NCEP recom-
mends that LDL-C levels be used to initiate and assess treat-
ment response. Only if LDL-C levels arc not available,
should total-C be used to monitor therapy.

Heterozygous Familial Hypercholesterolemia (FH) in
Pediatric Patients (10-17 years of age):

The recommended starting dose of Atorvastatin 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 recommend-
ed goal of therapy. Adjustments should be made at intervals
of 4 weeks or more.

Homozygous Familial Hypercholesterolemia:

The dosage of Atorvastatin in patients with homozygous FH
is 10 to 80 mg daily. Atorvastatin should be used as an adjunct
to other lipid-lowering treatments (e.g. LDL apheresis) in
these patients or if such treatments are unavailable.
Concomitant Therapy:

Atorvastatin may be used in combination with a bile acid
binding resin for additive effect. The combination of HMG-
CoA reductase inhibitors and fibrates should generally be
avoided.

Dosage in Patients With Renal Insufficiency:

Renal disease does not affect the plasma concentrations nor
LDL-C reduction of Atorvastatin; thus, dosage adjustment in
patients with renal dysfunction is not necessary.

STORAGE CONDITIONS
Store in a dry place below 25°C, protected from light.
Do not refrigerate.

PRESENTATION
Ascova is available as 10 mg, 20 mg & 40 mg tablets in blister
packs of 30’s.

Keep Medicament out of reach of children.
Do not use after expiry date.

This is a medicament
- A Medicament is a product which affects your health, and its con-
sumption contrary to instructions is dangerous for you.
- Follow strictly the doctor’s pescniption, the method of use and the
instructions of the pharmacist who sold the medicament.
- The doctor and the pharmacist are experts in medicine, its benefis
and risks.
- Do not by yourself interrupt the period of treatment prescribed.
- Do not repeat the same prescription without consulting your doctor,
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