ATORVA .. cortearabies

Composition:

Each ATORVA (10-20-40) Film Coated Tablet contains:

Atorvastatin (as Calcium Trihydrate)10 - 20 - 40 mg.

Mechanism of Action:

Atorvastatin is a selective and competitive inhibitor of HMG-CoA reduc-
tase, this limits the action of the enzyme that converts HMG-CoA into me-
valonate, which is a precursor to synthesis of sterols including cholesterol.
Inhibition of this enzyme reduces the amount of mevalonate and thus re-
duces cholesterol levels in hepatocytes.

Atorvastatin is effective in reducing LDL cholesterol in patients with ho-
mozygous familial hypercholesterolemia, a group that does not usually
respond to other lipid-lowering drugs. Reductions in total cholesterol,
LDL cholesterol and apolipoprotein B have been shown to reduce the risk
of cardiovascular disease and death from it.

Pharmacokinetics:

Atorvastatin is rapidly absorbed after oral administration; maximum
plasma concentrations (C_ ) occur within 1 to 2 hours. The absolute
bioavailability of atorvastatin is approximately 12% and the systemic
availability of HMG-CoA reductase inhibitory activity is approximately
30%. Atorvastatin is eliminated primarily in bile following hepatic and/
or extrahepatic metabolism. Mean plasma elimination half-life of ator-
vastatin in humans is approximately 14 hours. The half-life of inhibitory
activity for HMG-CoA reductase is approximately 20 to 30 hours due to
the contribution of active metabolites.

Indications:

Hypercholesterolemia:

ATORVA is indicated as an adjunct to diet for reduction of elevated total
cholesterol (total-C), LDL-cholesterol (LDL-C), apolipoprotein B, and
triglycerides in adults, adolescents and children aged 10 years or older
with primary hypercholesterolaemia including familial hypercholestero-
laemia (heterozygous variant) or combined (mixed) hyperlipidaemia (cor-
responding to Types Ila and IIb of the Fredrickson classification) when
response to diet and other nonpharmacological measures is inadequate.
ATORVA is also indicated to reduce total-C and LDL-C in adults with
homozygous familial hypercholesterolaemia as an adjunct to other li-
pid-lowering treatments or if such treatments are unavailable.
Prevention of cardiovascular disease:

ATORVA used to prevention of cardiovascular events in adult patients
estimated to have a high risk for a first cardiovascular event, as an adjunct
to correction of other risk factors.

Contraindications:

ATORVA is contraindicated in the following cases:

- Hypersensitivity to the active substance or any of the components of
the preparation.

- Patients with active liver disease or in case of unexplained persistent
elevation of transaminase enzymes in the blood that exceeds 3 times the
upper limit of normal.
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- During pregnancy and breastfeeding and in women who are likely to
bear children, or who are not using appropriate contraceptive methods.
- Patients with hepatitis C who are being treated with glecaprevir/pibren-
tasvir.

Warnings & Precautions:

- Hepatic Effects: Liver function tests should be performed for patients
who show any signs or symptoms suggestive of liver injury. ATORVA
should be used with caution in patients with pre-existing liver problems.
- Musculoskeletal effects: There have been very rare reports of IMT-medi-
ated myopathy during or after treatment with some statins.

- Before treatment: creatine kinase levels should be measured before start-
ing treatment with statins if: renal impairment, hypothyroidism, family
history of hereditary muscle disorders, previous history of muscle toxicity
with statin use, previous history of liver disease, in the elderly (over 70
years of age ) The necessity of such a measurement should be taken into
account, due to the presence of other predisposing factors for rhabdo-
myolysis.

Pregnancy & Lactation:

Pregnancy: Pregnancy category X. ATORVA should not be used in wom-
en who are pregnant, or suspect they are pregnant. ATORVA may cause
fetal harm when administered to a pregnant woman.

Lactation: It is unknown whether atorvastatin or its metabolites are excret-
ed in human milk. Atorvastatin is contraindicated during breast-feeding.
Drug Interactions:

CYP3A4 Inhibitors: Strong CYP3A4 inhibitors such as cyclosporine,
clarithromycin, ketoconazole, itraconazole, and some antivirals such as
grazoprevir and elbasvir have been shown to significantly increase the
concentration of atorvastatin in the blood. The concomitant use of ator-
vastatin with these drugs should be avoided due to the increased risk of
myopathy.

Inducers CYP3A4: Coadministration of atorvastatin with cytochrome
P450 3A4 inducers (eg, efavirenz, rifampin) can lead to variable decreas-
es in plasma concentrations of atorvastatin.

Transporter Inhibitors: Transporter inhibitors (eg, ciclosporin, letermovir)
can increase the plasma concentration of atorvastatin.

Ezetimibe, Fusidic Acid (systemic) and Colchicine: Concomitant use of
these drugs with ATORVA may increase the risk of rhabdomyolysis.
Digoxin: Patients receiving digoxin should be monitored for increased
steady-state concentrations of digoxin with concomitant administration
of atorvastatin.

Oral Contraceptives: Concomitant use of atorvastatin with oral contracep-
tives causes an increase in plasma concentrations of norethindrone and
ethinyl estradiol.

Side Effects:

Common: Allergic reactions, hyperglycemia, nasopharyngitis, blood and
lymphatic system disorders, pharyngeal and laryngeal pain, epistaxis,
gastrointestinal disturbances, constipation, flatulence, dyspepsia, nausea,
diarrhoea.

Uncommon and Rare: Loss of appetite, weight gain, dizziness or numb-
ness, blurred vision, cholestasis.

Driving & Using Machines:

ATORVA does not affect the ability to drive or operate machinery. How-
ever, do not perform any activities if this medicine affects your ability to
drive or operate machinery.

Dosage & Administration:

The patient should be placed on an appropriate cholesterol-lowering diet
before using ATORVA and this diet should be continued during treatment
with ATORVA.

ATORVA can be taken with or without food.

Primary hypercholesterolemia and mixed hyperlipidemia:

Blood cholesterol is controlled in the majority of patients with ATORVA
10 mg once a day. A therapeutic response appears within 2 weeks, and a
maximum therapeutic response is usually achieved within 4 weeks.
Various familial hypercholesterolemia:

Patients should begin taking ATORVA 10 mg daily. The dose should be
adjusted to the need of each patient every 4 weeks, up to 40 mg daily.
Subsequently, the dose may be increased to a maximum of 80 mg per day
or the bile acid-binding resins may be taken with Atorva 40 mg once daily.
Homozygous familial hypercholesterolemia:

The dose of ATORVA is 10 to 80 mg daily. ATORVA should be used as
an adjunct to other lipid-lowering treatments in these patients or if these
treatments are not appropriate.

Prevention of cardiovascular disease:

In primary prevention trials the dose was 10 mg per day. Higher doses
may be necessary in order to reach appropriate levels of LDL cholesterol
according to guidelines.

Renal impairment: No dose adjustment is required.

- If you miss a dose:

1. Within less than 12 hours: Patients should take the dose immediately
and then take the next dose at the usual time.

2. For more than 12 hours: Patients should take the next dose at the usual
time and not take a double dose.

Overdose:

No specific treatment is available in case of an overdose of atorvastatin.
In the event of an overdose, the patient should be treated symptomatically
and supportive measures taken as needed. Liver function tests should also
be performed and creatinine kinase levels monitored in the blood.
Storage:

Store at a temperature below 30°C.

Keep out of reach of children.

Packaging:

Each ATORVA carton box contains 20 or 30 Film Coated Tablets in two
or three Alu\Alu blisters.
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