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Lipinorm 1560225151014
(Atorvastatin Film Coated Tablets)
Pharmaceutical Form & Composition: Each film-coated tablet contains:
Active ingredient: atorvastatin calcium equivalent to atorvastatin 10 mg, 20 mg or 40 mg.

Inactive ingredients: mannitol, microcrystafline cellulose, caicium carbonate, sodium starch glycolate, hydroxypropy! methy! cellulose, oc-tocophery! acetate,
magnesium stearate, polysorbate, titanium dioxide, talc, polyethylene glycol.

Properties: Lipinorm" (atorvastatin) is a synthetic lipid-lowering agent.

Pharmacological Actions:

Atorvastatin is a selective competitive inhibitor of 3-hydroxy-3-methyl glutaryl-coenzyme-A (HMG-CoA) reductase enzyme. This enzyme catalyzes the conversion of
HMG-CoA to mevalonate - a precursor of sterols, including cholesterol - this is an early rate-limiting step in cholesterol biosynthesis. Cholesterol and triglycerides
circulate in the blood stream as part of lipoprotein complexes. With ultracentrifugation, these complexes separate into HDL (high-density lipoprotein), IDL (intermediate-
density lipoprotein), LDL (low-density lipoprotein), and VLDL (very-low-density lipoprotein) fractions. In the liver, triglycerides (TG) and cholesterol are incorporated into
VLDL which is released into the plasma for delivery to peripheral tissues. LDL is formed from VLDL and is catabolized primarily through the high-affinity LDL receptors.
Clinical and pathologic studies show that elevated plasma levels of total cholesterol (total-C), LDL-cholesterol (LDL-C), and apolipoprotein B (apo B) promote human
atherosclerosis and are risk factors for developing cardiovascular disease, while increased levels of HDL-C are associated with a decreased cardiovascular risk.

Studies on animal models have shown that atorvastatin Lipinorm® lowers plasma cholesterol and lipoprotein levels by inhibiting HMG-CoA reductase enzyme and hence
cholesterol synthesis in the liver and by increasing the number of hepatic LDL receptors thus enhance the uptake and catabolism of plasma LDL; Lipinorm® reduces LDL-
C in some patients with homozygous familial hypercholesterolemia, a population that rarely responds to other lipid-lowering medications.

Pharmacodynamics:

Atorvastatin as well as some of its metabolites are pharmacologically active in humans. The liver is the primary site of action as well as the principal site of cholesterol
synthesis and LDL clearance.

Pharmacokinetics And Drug Metabolism:

Absorption: Atorvastatin is rapidly absorbed after oral administration; maximum plasma concentration occurs within 1 to 2 hours. Extent of absorption increases in
proportion to atorvastatin dose.

Metabolism: Mean plasma elimination half-life of atorvastatin in humans is approximately 14 hours, but the half-life of inhibitory activity for HMG-CoA reductase is
extended to 20 to 30 hours due to the contribution of active metabolites. Atorvastatin shows extensive binding to plasma proteins. The drug is extensively metabolized to
ortho- and para-hydroxylated derivatives and various B-oxidation products. In vitro inhibition of HMG-CoA reductase enzyme by ortho- and para-hydroxylated
metabolites is equivalent to that of atorvastatin itself. Approximately 70% of the inhibitory activity for HMG-CoA reductase is attributed to atorvastatin's active
metabolites.

Excretion: Atorvastatin and its metabolites are eliminated primarily in bile, however, the drug does not appear to undergo entero-hepatic recirculation.

Following oral administration less than 2% of atorvastatin dose is recovered in urine .

Indications And Usage:

Lipinorm® is indicated for:

1- Prevention of Cardiovascular Diseases:

-Primary Prevention:

- Lipinorm® is indicated in patients without clinically evident coronary heart disease but with multiple risk factors such as age, smoking, hypertension, obesity, diabetes,
low HDL-C, or family history of early coronary heart disease, to reduce the risk of ischemic heart diseases such as angina, myocardial infarction and stroke.

- Lipinorm®is indicated in patients with Type II Diabetes mellitus, without clinically evident coronary heart disease, but with diabetic complications such as retinopathy and
albuminuria or with other risk factors for coronary heart disease such as smoking and hypertension to reduce risk of ischemic heart disease.

-Secondary Prevention: Lipinorm"®is indicated in patients with a history of coronary heart disease to prevent further attacks.

2- Treatment of Dyslipid: ia & Hypercholesterolemia:

Lipinorm® is indicated - adjunct to diet- to reduce elevated total-Cholesterol, LDL-C, apo B, and TG levels, and to increase serum HDL-C level in primary
hypercholesterolemia, Fredrickson Type Ila & Fredrickson Type IIb, not responding to diet alone or those not responding to other types of lipid lowering agents. Lipinorm®
is also indicated - adjunct to diet- for familial hypercholesterolemia, combined hyperiipidemia or familial dysbetalipoproteinemia (Fredrickson Type I1I).

Dosage And Administration:

The recommended initial dose is usually 10 mg / day. Patients who require a larger reduction in LDL-C (more than 45%) may be started at higher doses e.g. 20 mg or 40
mg dose once daily.

The maintenance dosage ranges from 10 to 80 mg / day individualized by the physician according to the level of hypercholesterolemia, the goal of therapy and the degree
of response. Lipinorm® tablets are taken once daily as a single dose at any time of the day, with or without food.

Contraindications:

Atorvastatin is contraindicated in the following conditions:

-Hypersensitivity to any component of this medication.

-Active liver disease with persistent elevation of serum transaminases.

Side Effects:

Lipinorm®is generally well-tolerated. Adverse reactions have usually been mild and transient. In clinical studies the most frequent adverse events thought to be related to
atorvastatin were constipation, flatulence, dyspepsia and abdominal discomfort. Other rare adverse effects include transient elevation of liver enzymes, headache,
dizziness, skin rash & myopathy. In controlled clinical studies on 2502 patients receiving atorvastatin, <2% of patients were discontinued due to adverse experiences
attributable to atorvastatin.

Drug Interactions:

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. Antacids decreases atorvastatin plasma concentration, while concomitant administration of erythromycin or oral contraceptive pills increase atorvastatin
plasma level & may aggravate the occurrence of adverse effects, thus dose adjustment is required.

Pregnancy & Lactation:

Atorvastatin is contraindicated during pregnancy & lactation (Pregnancy Category X).

Precautions & Warnings:

Geriatric: Plasma concentrations of atorvastatin are higher (approximately 40% for Cmax and 30% for AUC) in healthy elderly subjects (age > 65 years) than in young,
which may necessitates adjusting the dose.

Pediatric: Pharmacokinetic data in the pediatric population are not available. Atorvastatin is not for use in children younger than 10 years of age.

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

Renal Insufficiency: Renal disease has no influence on the plasma concentrations or LDL-C lowering effect of atorvastatin; thus, dose adjustment in patients with renal
insufficiency is not necessary.

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

Hepatic Insufficiency: In patients with chronic liver disease, plasma concentrations of atorvastatin are increased. 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 semiannually thereafter. Liver enzymes changes generally
occur in the first 3 months of treatment with atorvastatin. Patients who develop increased transaminases levels should be monitored until the abnormalities resolve.
Should anincrease in ALT or AST of >3 times the Upper Normal Limit persists, reduction of dose or withdrawal of atorvastatin is recommended.

Instructions to Patient:

-As ageneralrule, the use of lipid lowering medications gives better results in adjunct to programmed dietary regimen & physical exercise.

- The patient should be placed on a standard cholesterol-lowering diet before receiving Lipinorm® and should continue on this diet during treatment.

- Like with other lipid-altering agents, an attempt first should be made to control dyslipidemia with appropriate diet, exercise, and weight reduction in obese patients, and
to control other underlying medical problems before initiating atorvastatin therapy; atorvastatin is then given when the response to these measures is inadequate.

- Callyour doctor at once if you have unexplained muscle pain or tenderness, muscle weakness, fever or flu symptoms with dark colored urine.

Overdosage:

There is no specific treatment for atorvastatin over dosage. 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 and minor renal excretion, hemodialysis is not expected to significantly enhance atorvastatin
clearance.

How Supplied:

Lipinorm® (atorvastatin) is supplied as oval, white, film-coated tablets of atorvastatin calcium containing 10, 20 or 40 mg atorvastatin. The 20 mg tabletis scored.
Packaging: Packs of 7 or 14 tablets in silver aluminum foil strips, each strip contains 7 tablets.

Storage Conditions: - Store in a dry place at a temperature not exceeding 30°C. -Keep out of reach of children.

Product of: Medical Union Pharmaceuticals,

Abu-Sultan, Ismailia, Egypt
Issue Date: 3/9/2006, Rerevision Date: 29/4 /2012
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