
COMPOSITION
Lipiget 10mg
Each film-coated tablet contains:
Active Ingredient:  Atorvastatin calcium trihydrate equivalent to Atorvastatin
10mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
Lipiget 20mg
Each film-coated tablet contains:
Active Ingredient:  Atorvastatin calcium trihydrate equivalent to Atorvastatin
20mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
PHARMACODYNAMICS
Atorvastatin is a selective, competitive inhibitor of 3-hydroxy-3-methyl-glutaryl-
coenzyme A (HMG-CoA) reductase, the rate-limiting enzyme responsible for
the conversion of HMG-CoA to mevalonate, a precursor of sterols, including
cholesterol. The primary site of action of HMG-CoA reductase inhibition is the
liver. Inhibition of cholesterol synthesis in the liver leads to upregulation of LDL-
receptors and an increase in LDL-catabolism.
Atorvastatin reduces LDL production and the number of LDL particles. Atorvastatin
produces a profound and sustained increase in LDL receptor activity coupled
with a beneficial change in the quality of circulating LDL particles. Atorvastatin
is effective in reducing LDL-C in patients with homozygous familial
hypercholesterolaemia, a population that has not usually responded to lipid-
lowering medicinal products.
PHARMACOKINETICS
Absorption
Atorvastatin is rapidly absorbed after oral administration, maximum plasma
concentrations occur within 1 to 2 hours. Extent of absorption increases in
proportion to atorvastatin dose. The absolute bioavailability of atorvastatin is
approximately 12% and the systemic availability of HMG-CoA reductase inhibitory
activity is approximately 30%. The low systemic availability is attributed to
presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass
metabolism. Although food decreases the rate and extent of drug absorption by
approximately 25% and 9%, respectively, as assessed by Cmax and AUC, LDL-
C reduction is similar whether atorvastatin is given with or without food. Plasma
atorvastatin concentrations are lower (approximately 30% for Cmax and AUC)
following evening drug administration compared with morning. However, LDL-
C reduction is the same regardless of the time of day of drug administration.
Distribution
Mean volume of distribution of atorvastatin is approximately 381liters. Atorvastatin
is 98% bound to plasma proteins. A blood/plasma ratio of approximately 0.25
indicates poor drug penetration into red blood cells.
Metabolism
Atorvastatin is metabolized by the cytochrome P450 isoenzyme CYP3A4 to
ortho- and parahydroxylated derivatives and various beta-oxidation products. In
vitro inhibition of HMG-CoA reductase by ortho- and parahydroxylated metabolites
is equivalent to that of atorvastatin. Approximately 70% of circulating inhibitory
activity for HMG-CoA reductase is attributed to active metabol ites.
Excretion
Atorvastatin and its metabolites are eliminated primarily in bile following hepatic
and/or extra-hepatic 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 20 to 30 hours due to the contribution of active metabolites.
INDICATIONS
- As an adjunct to diet to reduce elevated Total-C, LDL-C, Apolipoprotein B

and Triglyceride levels and to increase HDL-C in patients with primary
hypercholesterolemia (heterozygous familial and nonfamilial) and mixed
dyslipidemia (Hyperlipopr oteinaemias/Fredrickson Types IIa and IIb)

- As an adjunct to diet for the treatment of patients with elevated serum TG
levels (Hypertriglyceridaemia/Fredrickson Type IV)

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

- To reduce Total-C and LDL-C in patients with homozygous familial
hypercholesterolemia as an adjunct to diet and other non-pharmacological or
lipid lowering treatments (e.g., LDL apheresis) or if such treatments are
unavailable or inadequate.

- As an adjunct to diet to reduce Total-C, LDL-C and Apolipoprotein B levels
in children with heterozygous familial hypercholesterolemia, if after an adequate

trial of diet therapy LDL-C remains 190mg/dL or LDL-C remains 160mg/dL
with family history of premature cardiovascular disease and/or two or more
other CVD risk factors are present in the pediatric patient.

DOSAGE AND ADMINISTRATION
Patients should be placed on a standard cholesterol-lowering diet before receiving
Lipiget and should continue on this diet during treatment with Lipiget.
Dosage is adjusted according to requirement and tolerance of patients by increasing
dosage at intervals of 4 weeks or more and must monitor adverse drug reaction
(ADR), in particular ADR with muscle system.
Hypercholesterolemia (Heterozygous familial and nonfamilial) and mixed
dyslipidemia (Fredrickson types IIa and IIb)
- The recommended starting dose: 10 or 20mg of atorvastatin once daily.
- Patients who require a large reduction in LDL-C (more than 45%) may be

started at 40mg of atorvastatin once daily.
- The dosage range is from 10 to 80mg once daily. Lipiget (atorvastatin) can be

administered as a single dose at any time of the day, with or without food.
After initiation and/or upon titration of Lipiget, lipid levels should be analyzed
within 2 to 4 weeks and dosage adjusted accordingly.

Heterozygous familial hypercholesterolemia in children (10-17 years of age)
- The recommended starting dose: 10mg of atorvastatin once daily.
- The maximum recommended dose is 20mg of atorvastatin daily.
- Adjustments should be made at intervals of 4 weeks or more.
Homozygous familial hypercholesterolemia
- The recommended dosage: 10 to 80mg of atorvastatin once daily.
- Lipiget (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.

The following guidelines may be used to establish treatment goals:
NCEP GUIDELINES FOR LIPID MANAGEMENT

* Coronary heart disease or peripheral vascular disease (including
symptomatic carotid artery disease)
** Other risk factors for coronary heart disease (CHD) include: age (males > 45
years, females > 55 years or premature menopause without estrogen replacement
therapy); family history of premature CHD; current cigarette smoking;
hypertension,  confirmed HDL-C < 35mg/dL (< 0.91mmol/L); and diabetes
mellitus. Subtract 1 risk factor if HDL-C is > 60mg/dL (> 1.6mmol/L).
The starting dose and maintenance doses of Lipiget should be individualized
according to goal of therapy and response.
ADVERSE REACTIONS
- Atorvastatin is generally well-tolerated. Adverse reactions have been mild and

transient. Less than 2% of patients were discontinued from clinical trials due
to side effects attributed to Atorvastatin.

- The most frequent (1% or more) adverse effects associated with Atorvastatin
therapy are constipation, flatulence, dyspepsia, abdominal pain, headache, 
nausea myalgia, asthenia, diarrhea and insomnia.

- Clinically important (>3 times upper normal limit) elevations in serum ALT
levels occurred in 19 of the 2483 (0.8%) patients on Atorvastatin. It was dose
related and was reversible in all 19 patients.
In 10 cases, the increase was first observed within 12 weeks of  starting the
treatment. Only 1 case occurred after 36 weeks and only 1 patient had symptoms
suggestive of hepatitis. Treatment was discontinued in only 9 of these 19 cases.

- Elevated serum CPK levels (>3 times upper normal limit) occurred in 62 of
the 2452 (2.5%) patients on Atorvastatin compared with 3.1 with other HMG-
CoA reductase inhibitors in clinical trials. Levels above 10 times the normal
upper range occurred in only 11 (0.4%) Atorvastatin-treated patients. Only 3
(0.1%)  of these 11 patients had concurrent muscle pain, tenderness or weakness.

- Other adverse effects: angioneurotic oedema, muscle cramps, myositis,
myopathy, paraesthesia, peripheral neuropathy, pancreatitis, hepatitis, cholestatic
jaundice, anorexia, vomiting, alopecia, pruritus, rash,  impotence,
hypoglycemia, dizziness, chest pain and angina.

- Rare adverse events that have been reported when using Atorvastatin: allergic
reactions (including anaphylaxis and urticaria), bullous skin rashes (including
erythema multiforme and Stevens- Johnson syndrome), thrombocytopenia and
arthralgia, rhabdomyolysis.
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Other side effects include
- Cognitive impairment (such as memory loss, confusion and forgetfulness)
- Increased HbA1c levels
- Hyperglycemia
Inform doctors with side effects when using medicines
CONTRAINDICATIONS
- Patients with hypersensitivity to any component of this medication.
- Patients with active liver disease or unexplained persistent elevations of serum

transaminases.
- Pregnant women, breast feeding women.
PRECAUTIONS
- It is recommended that liver enzyme tests be performed before starting statins

therapy  and thereafter when clinically indicated.
- Consider monitoring creatine kinase (CK):

Before treatment:
CK level should be measured before starting treatment in following situations: 
Impaired renal function, hypothyroidism, personal or familial history of hereditary
muscular disorders, previous history of muscular toxicity with a statin or fibrate,
previous history of liver disease and/or excessive quantities of alcohol consumption,
in elderly (age > 70 years) with a risk factor of rhabdomyolysis, possibility of drug
interactions where an increase in plasma level may occur and special populations. 
In these cases should weigh the benefits / risks and monitor patients clinically treated
with statins. If CK levels are significantly elevated at baseline (> 5xULN), treatment
should not be started with statins.
Whilst on statin treatment:
Patients should inform doctor if muscle pain, weakness, or cramps occur especially
if accompanied by malaise or fever in patients receiving statin. CK levels should be
measured in these patients for appropriate interventions.
Should a dose-related and reversible increase in serum ALT or AST of > 3 times the
upper limit of normal persists, reduction of dose or withdrawal of atorvastatin is
recommended.
Consider to use the drug of the statin group in patients with the risk factors leading
to muscle damage. Drugs of the statin group may cause adverse effects to the muscle,
such as muscular dystrophy, myositis, especially for patients with uncontrolled
hypothyroidism, patients with kidney disease. Closely monitor adverse reactions
during drug use.

- Skeletal muscle: Atorvastatin therapy should be temporarily withheld or discontinued
in any patient with an acute, serious condition suggestive of myopathy of having a
risk factor predisposing to the development of renal failure secondary to rhabdomyolysis
(e.g., severe acute infection, hypotension, major surgery, trauma, severe metabolic,
endocrine and electrolyte disorders and uncontrolled seizures).

DRUG INTERACTIONS
Combination with inhibitor of CYP3A4 enzyme can increase concentration of simvastatin,
atorvastatin in plasma which cause increasing risk of muscle disease and myasthenia (e.g.,
Macrolide antimicrobials: erythromycin 500mg twice a day or clarithromycin 500mg twice a
day). When concomitant with Amiodarone, the dose of Statin should not exceed 20 mg/day due
to increasing the risks of Rhabdomyolysis. For patients need dose of more than 20 mg/ day to
achieve effective therapy, doctor can choose an other element of Statin group (as Pravastatin).
- Concomitant administration of Lipiget (atorvastatin) with phenazone may increase the clearance

of 4-hydroxyphenazone by 20% and that of norphenazone by 8%.
- When combining Lipiget with other drugs which are the substrate of this isozyme (e.g.,

immunomodulators, many antiarrhythmic agents, some calcium channel antagonists and some
benzodiazepines) the possibility of a change in plasma drug levels of either drug should be
considered.

- Inhibitors of P-glycoprotein: Atorvastatin and atorvastatin metabolites are substrates of P
glycoprotein. Inhibitors of the P-glycoprotein (e.g., cyclosporine) may increase the bioavailability
of atorvastatin and thereby increase the risk of dose- related side-effects such as myopathy.
Increased risk of muscle injury when using statin drugs concomitant with the following drugs:

- Gemfibrozil
- Other cholesterol-lowering drugs of fibrate group
- High doses of niacin (>1g/day)
- Colchicine
Coadministration of human immunodeficiency virus (HIV) or hepatitis C virus (HCV) protease
inhibitors with certain statins can increase the risk of muscle damage, especially
myopathy/rhabdomyolysis, nephrosis, leading to renal failure and may prove fatal.
Recommendations for drug-drug interactions between statins and protease inhibitor of HIV and
HCV

- Digoxin: When multiple doses of digoxin and 10mg Lipiget (atorvastatin) were coadministered,
steady state plasma digoxin concentrations were unaffected. However, digoxin concentrations
increased approximately 20% following administration of digoxin with 80mg Lipiget daily.
Patients taking digoxin should be monitored appropriately.

- Oral contraceptives: Administration of Lipiget with an oral contraceptive containing
norethisterone and ethinyl oestradiol resulted in increased plasma concentrations of norethisterone
and ethinyl oestradiol. These increased concentrations should be considered when selecting
oral contraceptive doses.

- Colestipol: Plasma concentrations of Lipiget were lower (approximately 25%) when colestipol
was administered together than when either drug was given alone.

- Antacid: Concurrent administration of Lipiget (atorvastatin) with an oral antacid suspension
containing magnesium and aluminum hydroxides decreased atorvastatin plasma concentrations
approximately 35%; however, LDL-C reduction was not altered.

- Warfarin: Concurrent administration of Lipiget with warfarin caused a minimal decrease in
prothrombin time (mean + SE of 1.7 + 0.4 seconds) during the first 4 days of dosing with
80mg Lipiget. Dosing continued for 15 days and prothrombin time returned to normal by the
end of Lipiget treatment. Nevertheless, patients receiving warfarin should be closely monitored
when Lipiget added to their therapy.

USE IN PREGNANCY OR LACTATION
- Lipiget is contraindicated in pregnancy and while breast feeding because of the potential

serious adverse effects in nursing infants. Women of child-bearing potential should use
appropriate contraceptive measures.

- An interval of one month should be allowed when stopping Lipiget treatment to conception
in the event of planning a pregnancy.

OVERDOSAGE
Specific treatment is not available for atorvastatin overdose. Should an overdose occur, the
patient should be treated symptomatically and supportive measures instituted, as required. Due
to extensive atorvastatin binding to plasma proteins, haemodialysis is not expected to significantly
enhance atorvastatin clearance.
STORAGE: Store below 30°C. Protect from sunlight and moisture.
HOW SUPPLIED: 10 Tablets x 1 Blister/Box
EXPIRY: 36 months from the manufacturing date
SPECIFICATION: Manufacturer
WARNING:
- Read carefully the leaflet before use.
- For further information, please contact your doctor.
- This drug is used only by doctor's prescription.
- Keep out of reach of children.
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Statin Interacting protease inhibitor(s) Prescribing recommendation

Atorvastatin

Tipranavir + ritonavir
Telaprevir

Avoid atorvastatin

Lopinavir + ritonavir
Use with caution and use with
the lowest atorvastatin dose
necessary

Darunavir + ritonavir
Fosamprenavir
Fosamprenavir + ritonavir
Saquinavir + ritonavir

Do not exceed 20 mg
atorvastatin daily

Nelfinavir Do not exceed 40 mg
atorvastatin daily

COMPOSITION
Lipiget 10mg
Each film-coated tablet contains:
Active Ingredient: Atorvastatin calcium trihydrate equivalent to Atorvastatin
10mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
Lipiget 20mg
Each film-coated tablet contains:
Active Ingredient: Atorvastatin calcium trihydrate equivalent to Atorvastatin
20mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
PHARMACODYNAMICS
Atorvastatin is a selective, competitive inhibitor of 3-hydroxy-3-methyl-glutaryl-
coenzyme A (HMG-CoA) reductase, the rate-limiting enzyme responsible for
the conversion of HMG-CoA to mevalonate, a precursor of sterols, including
cholesterol. The primary site of action of HMG-CoA reductase inhibition is the
liver. Inhibition of cholesterol synthesis in the liver leads to upregulation of LDL-
receptors and an increase in LDL-catabolism.
Atorvastatin reduces LDL production and the number of LDL particles. Atorvastatin
produces a profound and sustained increase in LDL receptor activity coupled
with a beneficial change in the quality of circulating LDL particles. Atorvastatin
is effec tive in  reducing  LDL -C in  patien ts with homozygous familial
hypercholesterolaemia, a population that has not usually responded to lipid-
lowering medicinal products.
PHARMACOKINETICS
Absorption
Atorvastatin is rapidly absorbed after oral administration, maximum plasma
concentrations occur within 1 to 2 hours . Extent of absorption increases in
proportion to atorvastatin dose. The absolute bioavailability of atorvastatin is
approximately 12% and the systemic availability of HMG-CoA reductase inhibitory
activity is approximately 30%. The low systemic availability is attributed to
presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass
metabolism. Although food decreases the rate and extent of drug absorption by
approximately 25% and 9%, respectively, as assessed by Cmax and AUC, LDL-
C reduction is similar whether atorvastatin is given with or without food. Plasma
atorvastatin concentrations are lower (approximately 30% for Cmax and AUC)
following evening drug administration compared with morning. However, LDL-
C reduction is the same regardless of the t ime of day of dr ug administration.
Distribution
Mean volume of distribution of atorvastatin is approximately 381liters. Atorvastatin
is 98% bound to plasma proteins. A blood/plasma ratio of approximately 0.25
indicates poor drug penetration into red blood cells.
Metabolism
Atorvastatin is metabolized by th e cytochrome P450 isoenzyme CYP3A4 to
ortho- and parahydroxylated derivatives and various beta-oxidation products. In
vitro inhibition of HMG-CoA reductase by ortho- and parahydroxylated metabolites
is equivalent to that of atorvastatin. Approximately 70% of circulating inhibitory
ac tiv ity  for HMG -Co A reductase is attr ibuted to  acti ve metab ol ites.
Excretion
Atorvastatin and its metabolites are eliminated primarily in bile following hepatic
and/or extra-hepatic 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 20 to 30 hours due to the contribution of active metabolites.
INDICATIONS
- As an adjunct to diet to reduce elevated Total-C, LDL-C, Apolipoprotein B

and Triglyceride levels and to increase HDL-C in patients with primary
hypercholesterolemia (heterozygous familial and nonfamilial) and mixed
dyslipidemia (Hy perlipopr oteinaemia s/Fredrickson Types IIa and  IIb)

- As an adjunct to diet for the treatment of patients with elevated serum TG
levels (Hypertriglyceridaemia/Fredrickson Type IV)

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

- To redu ce Total-C and LDL-C in patients with homozyg ous familial
hypercholesterolemia as an adjunct to diet and other non-pharmacological or
lipid lowering treatments (e.g., LDL apheresis) or if such treatments are
unavailable or inadequate.

- As an adjunct to diet to reduce Total-C, LDL-C and Apolipoprotein B levels
in children with heterozygous familial hypercholesterolemia, if after an adequate

trial of diet therapy LDL-C remains 190mg/dL or LDL-C remains 160mg/dL
with family history of premature cardiovascular disease and/or two or more
other CVD risk factors are prese nt in the pediatric patient.

DOSAGE AND ADMINISTRATION
Patients should be placed on a standard cholesterol-lowering diet before receiving
Lipiget and sho uld continue on this  diet  during treatment with Lipiget.
Dosage is adjusted according to requirement and tolerance of patients by increasing
dosage at intervals of 4 weeks or more and must monitor adverse drug reaction
(ADR), in particular ADR with muscle system.
Hypercholesterolemia (Heterozygous familial and nonfamilial) and mixed
dyslipidemia (Fredrickson types IIa and IIb)
- The recommende d starting dose: 10 or 20mg of atorvastatin once daily.
- Patients who require a large reduction in LDL-C (more than 45%) may be

started at 40mg of atorvastatin once daily.
- The dosage range is from 10 to 80mg once daily. Lipiget (atorvastatin) can be

administered as a single dose at any time of the day, with or without food.
After initiation and/or upon titration of Lipiget, lipid levels should be analyzed
within 2 to 4 weeks and dosage adjusted accordingly.

Heterozygous familial hypercholesterolemia in children (10-17 years of age)
- The recommended star tin g dose: 10mg of atorvastatin  once daily.
- The maximum recommended dose is 20mg of atorvast ati n dail y.
- Adjustments should be made at intervals of 4 week s or more.
Homozygous familial hypercholesterolemia
- The recommended dosa ge:  10 to  80mg of ato rvastatin  once  daily.
- Lipiget (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.

The follo win g guide lin es may be use d to  esta bli sh trea tment goals:
NCEP GUIDELINES FOR LIPID MANAGEMENT

* Coronary heart dise ase  or per ipheral vasc ular  dise ase  (inclu ding
symptomatic carotid artery disease)
** Other risk factors for coronary heart disease (CHD) include: age (males > 45
years, females > 55 years or premature menopause without estrogen replacement
therap y); family  history of prem ature CHD; curren t cigarett e smokin g;
hypertension, confirmed HDL-C < 35mg/dL (< 0.91mmol/L); and diabetes
mell itus . Subtract  1 risk factor if HDL-C  is > 60mg/dL (> 1.6mmo l/L).
The starting dose and maintenance doses of Lipiget should be individualized
according to goal of therapy and response.
ADVERSE REACTIONS
- Atorvastatin is generally well-tolerated. Adverse reactions have been mild and

transient. Less than 2% of patients were discontinued from clinical trials due
to side effects attributed to Atorvastatin.

- The most frequent (1% or more) adverse effects associated with Atorvastatin
therapy are constipation, flatulence, dyspepsia, abdominal pain, headache, 
nausea myalgia, asthenia, diarrhea and insomnia.

- Clinically important (>3 times upper normal limit) elevations in serum ALT
levels occurred in 19 of the 2483 (0.8%) patients on Atorvastatin. It was dose
related and was reversible in all 19 patients.
In 10 cases, the increase was first observed within 12 weeks of  starting the
treatment. Only 1 case occurred after 36 weeks and only 1 patient had symptoms
suggestive of hepatitis. Treatment was discontinued in only 9 of these 19 cases.

- Elevated serum CPK levels (>3 times upper normal limit) occurred in 62 of
the 2452 (2.5%) patients on Atorvastatin compared with 3.1 with other HMG-
CoA reductase inhibitors in clinical trials. Levels above 10 times the normal
upper range occurred in only 11 (0.4%) Atorvastatin-treated patients. Only 3
(0.1%)  of these 11 patients had concurrent muscle pain, tenderness or weakness.

- Other adverse effects: angioneurot ic oedema, muscle cramps , myosi tis,
myopathy, paraesthesia, peripheral neuropathy, pancreatitis, hepatitis, cholestatic
jaundice,  anorexia,  vomitin g, alopeci a,  pruritu s,  rash,  impoten ce,
hypoglycemia, dizziness, chest pain and angina.

- Rare adverse events that have been reported when using Atorvastatin: allergic
reactions (including anaphylaxis and urticaria), bullous skin rashes (including
erythema multiforme and Stevens- Johnson syndrome), thrombocytopenia and
arthralgia, rhabdomyolysis.

Other side effects include
- Cognitive impairment (such as memory loss, confusion and forgetfulness)
- Increased HbA1c levels
- Hyperglycemia
Inform doctors with side effects when using medicines
CONTRAINDICATIONS
- Patients with hypersensitivity to any component of this medication.
- Patients with active liver disease or unexplained persistent elevations of serum

transaminases.
- Pregnant women, breast feeding women.
PRECAUTIONS
- It is recommended that liver enzyme tests be performed before starting statins

therapy  and thereafter when clinically indicated.
- Consider monitoring creatine kinase (CK):

Before treatment:
CK level should be measured before starting treatment in following situations: 
Impaired renal function, hypothyroidism, personal or familial history of hereditary
muscular disorders, previous history of muscular toxicity with a statin or fibrate,
previous history of liver disease and/or excessive quantities of alcohol consumption,
in elderly (age > 70 years) with a risk factor of rhabdomyolysis, possibility of drug
interactions where an increase in plasma level may occur and special populations. 
In these cases should weigh the benefits / risks and monitor patients clinically treated
with statins. If CK levels are significantly elevated at baseline (> 5xULN), treatment
should not be started with statins.
Whilst on statin treatment:
Patients should inform doctor if muscle pain, weakness, or cramps occur especially
if accompanied by malaise or fever in patients receiving statin. CK levels should be
measured in these patients for appropriate interventions.
Should a dose-related and reversible increase in serum ALT or AST of > 3 times the
upper limit of normal persists, reduction of dose or withdrawal of atorvastatin is
recommended.
Consider to use the drug of the statin group in patients with the risk factors leading
to muscle damage. Drugs of the statin group may cause adverse effects to the muscle,
such as muscular dystrophy, myositis, especially for patients with uncontrolled
hypothyroidism, patients with kidney disease. Closely monitor adverse reactions
during drug use.

- Skeletal muscle: Atorvastatin therapy should be temporarily withheld or discontinued
in any patient with an acute, serious condition suggestive of myopathy of having a
risk factor predisposing to the development of renal failure secondary to rhabdomyolysis
(e.g., severe acute infection, hypotension, major surgery, trauma, severe metabolic,
endocrine and electrolyte disorders and uncontrolled seizures).

DRUG INTERACTIONS
Combination with inhibitor of CYP3A4 enzyme can increase concentration of simvastatin,
atorvastatin in plasma which cause increasing risk of muscle disease and myasthenia (e.g.,
Macrolide antimicrobials: erythromycin 500mg twice a day or clarithromycin 500mg twice a
day). When concomitant with Amiodarone, the dose of Statin should not exceed 20 mg/day due
to increasing the risks of Rhabdomyolysis. For patients need dose of more than 20 mg/ day to
achieve effective therapy, doctor can choose an other element of Statin group (as Pravastatin).
- Concomitant administration of Lipiget (atorvastatin) with phenazone may increase the clearance

of 4-hydroxyphenazone by 20% and that of norphenazone by 8%.
- When combining Lipiget with other drugs which are the substrate of this isozyme (e.g.,

immunomodulators, many antiarrhythmic agents, some calcium channel antagonists and some
benzodiazepines) the possibility of a change in plasma drug levels of either drug should be
considered.

- Inhibitors of P-glycoprotein: Atorvastatin and atorvastatin metabolites are substrates of P
glycoprotein. Inhibitors of the P-glycoprotein (e.g., cyclosporine) may increase the bioavailability
of atorvastatin and thereby increase the risk of dose- related side-effects such as myopathy.
Increased risk of muscle injury when using statin drugs concomitant with the following drugs:

- Gemfibrozil
- Other cholesterol-lowering drugs of fibrate group
- High doses of niacin (>1g/day)
- Colchicine
Coadministration of human immunodeficiency virus (HIV) or hepatitis C virus (HCV) protease
inhibitors with certain statins can increase the risk of muscle damage, especially
myopathy/rhabdomyolysis, nephrosis, leading to renal failure and may prove fatal.
Recommendations for drug-drug interactions between statins and protease inhibitor of HIV and
HCV

- Digoxin: When multiple doses of digoxin and 10mg Lipiget (atorvastatin) were coadministered,
steady state plasma digoxin concentrations were unaffected. However, digoxin concentrations
increased approximately 20% following administration of digoxin with 80mg Lipiget daily.
Patients taking digoxin should be monitored appropriately.

- Oral contraceptives: Administration of Lipiget with an oral contraceptive containing
norethisterone and ethinyl oestradiol resulted in increased plasma concentrations of norethisterone
and ethinyl oestradiol. These increased concentrations should be considered when selecting
oral contraceptive doses.

- Colestipol: Plasma concentrations of Lipiget were lower (approximately 25%) when colestipol
was administered together than when either drug was given alone.

- Antacid: Concurrent administration of Lipiget (atorvastatin) with an oral antacid suspension
containing magnesium and aluminum hydroxides decreased atorvastatin plasma concentrations
approximately 35%; however, LDL-C reduction was not altered.

- Warfarin: Concurrent administration of Lipiget with warfarin caused a minimal decrease in
prothrombin time (mean + SE of 1.7 + 0.4 seconds) during the first 4 days of dosing with
80mg Lipiget. Dosing continued for 15 days and prothrombin time returned to normal by the
end of Lipiget treatment. Nevertheless, patients receiving warfarin should be closely monitored
when Lipiget added to their therapy.

USE IN PREGNANCY OR LACTATION
- Lipiget is contraindicated in pregnancy and while breast feeding because of the potential

serious adverse effects in nursing infants. Women of child-bearing potential should use
appropriate contraceptive measures.

- An interval of one month should be allowed when stopping Lipiget treatment to conception
in the event of planning a pregnancy.

OVERDOSAGE
Specific treatment is not available for atorvastatin overdose. Should an overdose occur, the
patient should be treated symptomatically and supportive measures instituted, as required. Due
to extensive atorvastatin binding to plasma proteins, haemodialysis is not expected to significantly
enhance atorvastatin clearance.
STORAGE: Store below 30°C. Protect from sunlight and moisture.
HOW SUPPLIED: 10 Tablets x 1 Blister/Box
EXPIRY: 36 months from the manufacturing date
SPECIFICATION: Manufacturer
WARNING:
- Read carefully the leaflet before use.
- For further information, please contact your doctor.
- This drug is used only by doctor's prescription.
- Keep out of reach of children.
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COMPOSITION
Lipiget 10mg
Each film-coated tablet contains:
Active Ingredient: Atorvastatin calcium trihydrate equivalent to Atorvastatin
10mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
Lipiget 20mg
Each film-coated tablet contains:
Active Ingredient: Atorvastatin calcium trihydrate equivalent to Atorvastatin
20mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
PHARMACODYNAMICS
Atorvastatin is a selective, competitive inhibitor of 3-hydroxy-3-methyl-glutaryl-
coenzyme A (HMG-CoA) reductase, the rate-limiting enzyme responsible for
the conversion of HMG-CoA to mevalonate, a precursor of sterols, including
cholesterol. The primary site of action of HMG-CoA reductase inhibition is the
liver. Inhibition of cholesterol synthesis in the liver leads to upregulation of LDL-
receptors and an increase in LDL-catabolism.
Atorvastatin reduces LDL production and the number of LDL particles. Atorvastatin
produces a profound and sustained increase in LDL receptor activity coupled
with a beneficial change in the quality of circulating LDL particles. Atorvastatin
is effec tive in  reducing  LDL -C in  patien ts with homozygous familial
hypercholesterolaemia, a population that has not usually responded to lipid-
lowering medicinal products.
PHARMACOKINETICS
Absorption
Atorvastatin is rapidly absorbed after oral administration, maximum plasma
concentrations occur within 1 to 2 hours . Extent of absorption increases in
proportion to atorvastatin dose. The absolute bioavailability of atorvastatin is
approximately 12% and the systemic availability of HMG-CoA reductase inhibitory
activity is approximately 30%. The low systemic availability is attributed to
presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass
metabolism. Although food decreases the rate and extent of drug absorption by
approximately 25% and 9%, respectively, as assessed by Cmax and AUC, LDL-
C reduction is similar whether atorvastatin is given with or without food. Plasma
atorvastatin concentrations are lower (approximately 30% for Cmax and AUC)
following evening drug administration compared with morning. However, LDL-
C reduction is the same regardless of the t ime of day of dr ug administration.
Distribution
Mean volume of distribution of atorvastatin is approximately 381liters. Atorvastatin
is 98% bound to plasma proteins. A blood/plasma ratio of approximately 0.25
indicates poor drug penetration into red blood cells.
Metabolism
Atorvastatin is metabolized by th e cytochrome P450 isoenzyme CYP3A4 to
ortho- and parahydroxylated derivatives and various beta-oxidation products. In
vitro inhibition of HMG-CoA reductase by ortho- and parahydroxylated metabolites
is equivalent to that of atorvastatin. Approximately 70% of circulating inhibitory
ac tiv ity  for HMG -Co A reductase is attr ibuted to  acti ve metab ol ites.
Excretion
Atorvastatin and its metabolites are eliminated primarily in bile following hepatic
and/or extra-hepatic 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 20 to 30 hours due to the contribution of active metabolites.
INDICATIONS
- As an adjunct to diet to reduce elevated Total-C, LDL-C, Apolipoprotein B

and Triglyceride levels and to increase HDL-C in patients with primary
hypercholesterolemia (heterozygous familial and nonfamilial) and mixed
dyslipidemia (Hyperlipopr oteinaemia s/Fredrickson Types IIa and  IIb)

- As an adjunct to diet for the treatment of patients with elevated serum TG
levels (Hypertriglyceridaemia/Fredrickson Type IV)

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

- To redu ce Total-C and LDL-C in patients with homozyg ous familial
hypercholesterolemia as an adjunct to diet and other non-pharmacological or
lipid lowering treatments (e.g., LDL apheresis) or if such treatments are
unavailable or inadequate.

- As an adjunct to diet to reduce Total-C, LDL-C and Apolipoprotein B levels
in children with heterozygous familial hypercholesterolemia, if after an adequate

trial of diet therapy LDL-C remains 190mg/dL or LDL-C remains 160mg/dL
with family history of premature cardiovascular disease and/or two or more
other CVD risk factors are prese nt in the pediatric patient.

DOSAGE AND ADMINISTRATION
Patients should be placed on a standard cholesterol-lowering diet before receiving
Lipiget and sho uld continue on this  diet  during treatment with Lipiget.
Dosage is adjusted according to requirement and tolerance of patients by increasing
dosage at intervals of 4 weeks or more and must monitor adverse drug reaction
(ADR), in particular ADR with muscle system.
Hypercholesterolemia (Heterozygous familial and nonfamilial) and mixed
dyslipidemia (Fredrickson types IIa and IIb)
- The recommende d starting dose: 10 or 20mg of atorvastatin once daily.
- Patients who require a large reduction in LDL-C (more than 45%) may be

started at 40mg of atorvastatin once daily.
- The dosage range is from 10 to 80mg once daily. Lipiget (atorvastatin) can be

administered as a single dose at any time of the day, with or without food.
After initiation and/or upon titration of Lipiget, lipid levels should be analyzed
within 2 to 4 weeks and dosage adjusted accordingly.

Heterozygous familial hypercholesterolemia in children (10-17 years of age)
- The recommended star tin g dose: 10mg of atorvastatin  once daily.
- The maximum recommended dose is 20mg of atorvast ati n dail y.
- Adjustments should be made at intervals of 4 week s or more.
Homozygous familial hypercholesterolemia
- The recommended dosa ge:  10 to  80mg of ato rvastatin  once  daily.
- Lipiget (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.

The follo win g guide lin es may be use d to  esta bli sh trea tment goals:
NCEP GUIDELINES FOR LIPID MANAGEMENT

* Coronary heart dise ase  or per ipheral vasc ular  dise ase  (inclu ding
symptomatic carotid artery disease)
** Other risk factors for coronary heart disease (CHD) include: age (males > 45
years, females > 55 years or premature menopause without estrogen replacement
therap y); family  history of prem ature CHD; curren t cigarett e smokin g;
hypertension, confirmed HDL-C < 35mg/dL (< 0.91mmol/L); and diabetes
mell itus . Subtract  1 risk factor if HDL-C  is > 60mg/dL (> 1.6mmo l/L).
The starting dose and maintenance doses of Lipiget should be individualized
according to goal of therapy and response.
ADVERSE REACTIONS
- Atorvastatin is generally well-tolerated. Adverse reactions have been mild and

transient. Less than 2% of patients were discontinued from clinical trials due
to side effects attributed to Atorvastatin.

- The most frequent (1% or more) adverse effects associated with Atorvastatin
therapy are constipation, flatulence, dyspepsia, abdominal pain, headache, 
nausea myalgia, asthenia, diarrhea and insomnia.

- Clinically important (>3 times upper normal limit) elevations in serum ALT
levels occurred in 19 of the 2483 (0.8%) patients on Atorvastatin. It was dose
related and was reversible in all 19 patients.
In 10 cases, the increase was first observed within 12 weeks of  starting the
treatment. Only 1 case occurred after 36 weeks and only 1 patient had symptoms
suggestive of hepatitis. Treatment was discontinued in only 9 of these 19 cases.

- Elevated serum CPK levels (>3 times upper normal limit) occurred in 62 of
the 2452 (2.5%) patients on Atorvastatin compared with 3.1 with other HMG-
CoA reductase inhibitors in clinical trials. Levels above 10 times the normal
upper range occurred in only 11 (0.4%) Atorvastatin-treated patients. Only 3
(0.1%)  of these 11 patients had concurrent muscle pain, tenderness or weakness.

- Other adverse effects: angioneurot ic oedema, muscle cramps , myosi tis,
myopathy, paraesthesia, peripheral neuropathy, pancreatitis, hepatitis, cholestatic
jaundice,  anorexia,  vomitin g, alopeci a,  pruritu s,  rash,  impoten ce,
hypoglycemia, dizziness, chest pain and angina.

- Rare adverse events that have been reported when using Atorvastatin: allergic
reactions (including anaphylaxis and urticaria), bullous skin rashes (including
erythema multiforme and Stevens- Johnson syndrome), thrombocytopenia and
arthralgia, rhabdomyolysis.

Other side effects include
- Cognitive impairment (such as  memory loss, confusion and forgetfulness)
- Increased HbA1c levels
- Hyperglycemia
Inform doctors with side effects when using medicines
CONTRAINDICATIONS
- Patients with hypersensit iv ity to any component of this med ication.
- Patients with active liver disease or unexplained persistent elevations of serum

transaminases.
- Pregnant women, breast feeding women.
PRECAUTIONS
- It is recommended that liver enzyme tests be performed before starting statins

therapy  and thereafter when clinically indicated.
- Consider monitoring creatine kinase (CK):

Before treatment:
CK level should be measured before starting treatment in following situations: 
Impaired renal function, hypothyroidism, personal or familial history of hereditary
muscular disorders, previous history of muscular toxicity with a  statin or  fibrate,
previous history of liver disease and/or excessive quantities of alcohol consumption,
in elderly (age > 70 years) with a risk factor of rhabdomyolysis, possibility of drug
interactions where an increase in plasma level may occur and special populations. 
In these cases should weigh the benefits / risks and monitor patients clinically treated
with statins. If CK levels are significantly elevated at baseline (> 5xULN), treatment
should not be started with statins.
Whilst on statin treatment:
Patients should inform doctor if muscle pain, weakness, or cramps occur especially
if accompanied by malaise or fever in patients receiving statin. CK levels should be
measured in these patients for appropriate interventions.
Should a dose-related and reversible increase in serum ALT or AST of > 3 times the
upper limit of  normal persists, reduction of  dose or  withdrawal of  atorvastatin is
recommended.
Consider to use the drug of the statin group in patients with the risk factors leading
to muscle damage. Drugs of the statin group may cause adverse effects to the muscle,
such as  muscular dystrophy, myositis, especially for patients with uncontrolled
hypothyroidism, patients with kidney disease. Closely monitor adverse reactions
during drug use.

- Skeletal muscle: Atorvastatin therapy should be temporarily withheld or discontinued
in any patient with an acute, serious condition suggestive of myopathy of having a
risk factor predisposing to the development of renal failure secondary to rhabdomyolysis
(e.g., severe acute infection, hypotension, major surgery, trauma, severe metabolic,
endocrine and electrolyte disorders and uncontrolled seizures).

DRUG INTERACTIONS
Combination wi th inhibitor of  CYP3A4 enzyme can increase concentration of  simvastatin,
atorvastatin in plasma which cause increasing risk of muscle disease and myasthenia (e.g.,
Macrolide antimicrobials: erythromycin 500mg twice a day or clarithromycin 500mg twice a
day). When concomitant with Amiodarone, the dose of Statin should not exceed 20 mg/day due
to increasing the risks of Rhabdomyolysis. For patients need dose of more than 20 mg/ day to
achieve effective therapy, doctor can choose an other element of Statin group (as Pravastatin).
- Concomitant administration of Lipiget (atorvastatin) with phenazone may increase the clearance

of 4-hydroxyphenazone by 20% and that of norphenazone by 8%.
- When combining Lipiget with other drugs which are the substrate of  this isozyme (e.g.,

immunomodulators, many antiarrhythmic agents, some calcium channel antagonists and some
benzodiazepines) the possibility of a change in plasma drug levels of either drug should be
considered.

- Inhibitors of P-glycoprotein: Atorvastatin and atorvastatin metabolites are substrates of P
glycoprotein. Inhibitors of the P-glycoprotein (e.g., cyclosporine) may increase the bioavailability
of atorvastatin and thereby increase the risk of dose- related side-effects such as myopathy.
Increased risk of muscle injury when using statin drugs concomitant with the following drugs:

- Gemfibrozil
- Other cholesterol-lowering drugs of fibrate group
- High doses of niacin (>1g/day)
- Colchicine
Coadministration of human immunodeficiency virus (HIV) or hepatitis C virus (HCV) protease
inh ibitors with ce rtain  stati ns can inc rease th e risk of mus cle damage , esp ecially
myo pathy/rhab domy olysis, nephrosis, leading to renal failure and may prov e fatal.
Recommendations for drug-drug interactions between statins and protease inhibitor of HIV and
HCV

- Digoxin: When multiple doses of digoxin and 10mg Lipiget (atorvastatin) were coadministered,
steady state plasma digoxin concentrations were unaffected. However, digoxin concentrations
increased approximately 20% following administration of digoxin with 80mg Lipiget daily.
Patients taking digoxin should be monitored appropriately.

- Oral contraceptives : Adm inistration of Lipiget with an oral  contracept ive containing
norethisterone and ethinyl oestradiol resulted in increased plasma concentrations of norethisterone
and ethinyl oestradiol. These increased concentrations should be considered when selecting
oral contraceptive doses.

- Colestipol: Plasma concentrations of Lipiget were lower (approximately 25%) when colestipol
was administered together than when either drug was given alone.

- Antacid: Concurrent administration of Lipiget (atorvastatin) with an oral antacid suspension
containing magnesium and aluminum hydroxides decreased atorvastatin plasma concentrations
approximately 35%; however, LDL-C reduction was not altered.

- Warfarin: Concurrent administration of Lipiget with warfarin caused a minimal decrease in
prothrombin time (mean + SE of 1.7 + 0.4 seconds) during the first 4 days of dosing with
80mg Lipiget. Dosing continued for 15 days and prothrombin time returned to normal by the
end of Lipiget treatment. Nevertheless, patients receiving warfarin should be closely monitored
when Lipiget added to their therapy.

USE IN PREGNANCY OR LACTATION
- Lipiget is contraindicated in pregnancy and while breast feeding because of the potential

serious adverse effects in nursing infants. Women of chi ld-bearing potential sho uld use
appropriate contraceptive measures.

- An interval of one month should be allowed when stopping Lipiget treatment to conception
in the event of planning a pregnancy.

OVERDOSAGE
Specific treatment i s not available for atorvastatin overdose. Should an ov erdose occur, the
patient should be treated symptomatically and supportive measures instituted, as required. Due
to extensive atorvastatin binding to plasma proteins, haemodialysis is not expected to significantly
enhance atorvastatin clearance.
STORAGE: Store below 30°C. Protect from sunlight and moisture.
HOW SUPPLIED: 10 Tablets x 1 Blister/Box
EXPIRY: 36 months from the manufacturing date
SPECIFICATION: Manufacturer
WARNING:
- Read carefully the leaflet before use.
- For further information, please contact your doctor.
- This drug is used only by doctor's prescription.
- Keep out of reach of children.
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COMPOSITION
Lipiget 10mg
Each film-coated tablet contains:
Active Ingredient: Atorvastatin calcium trihydrate equivalent to Atorvastatin
10mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
Lipiget 20mg
Each film-coated tablet contains:
Active Ingredient: Atorvastatin calcium trihydrate equivalent to Atorvastatin
20mg
Inactive Ingredients: Calcium carbonate, Avicel PH 102, Lactose, Polysorbate-
80, Croscarmellose sodium, Magnesium stearate, Hydroxypropyl methyl cellulose
5 CPs, Titanium dioxide, Propylene glycol.
PHARMACODYNAMICS
Atorvastatin is a selective, competitive inhibitor of 3-hydroxy-3-methyl-glutaryl-
coenzyme A (HMG-CoA) reductase, the rate-limiting enzyme responsible for
the conversion of HMG-CoA to mevalonate, a precursor of sterols, including
cholesterol. The primary site of action of HMG-CoA reductase inhibition is the
liver. Inhibition of cholesterol synthesis in the liver leads to upregulation of LDL-
receptors and an increase in LDL-catabolism.
Atorvastatin reduces LDL production and the number of LDL particles. Atorvastatin
produces a profound and sustained increase in LDL receptor activity coupled
with a beneficial change in the quality of circulating LDL particles. Atorvastatin
is effec tive in  reducing  LDL -C in  patien ts with homozygous familial
hypercholesterolaemia, a population that has not usually responded to lipid-
lowering medicinal products.
PHARMACOKINETICS
Absorption
Atorvastatin is rapidly absorbed after oral administration, maximum plasma
concentrations occur within 1 to 2 hours . Extent of absorption increases in
proportion to atorvastatin dose. The absolute bioavailability of atorvastatin is
approximately 12% and the systemic availability of HMG-CoA reductase inhibitory
activity is approximately 30%. The low systemic availability is attributed to
presystemic clearance in gastrointestinal mucosa and/or hepatic first-pass
metabolism. Although food decreases the rate and extent of drug absorption by
approximately 25% and 9%, respectively, as assessed by Cmax and AUC, LDL-
C reduction is similar whether atorvastatin is given with or without food. Plasma
atorvastatin concentrations are lower (approximately 30% for Cmax and AUC)
following evening drug administration compared with morning. However, LDL-
C reduction is the same regardless of the t ime of day of dr ug administration.
Distribution
Mean volume of distribution of atorvastatin is approximately 381liters. Atorvastatin
is 98% bound to plasma proteins. A blood/plasma ratio of approximately 0.25
indicates poor drug penetration into red blood cells.
Metabolism
Atorvastatin is metabolized by th e cytochrome P450 isoenzyme CYP3A4 to
ortho- and parahydroxylated derivatives and various beta-oxidation products. In
vitro inhibition of HMG-CoA reductase by ortho- and parahydroxylated metabolites
is equivalent to that of atorvastatin. Approximately 70% of circulating inhibitory
ac tiv ity  for HMG -Co A reductase is attr ibuted to  acti ve metab ol ites.
Excretion
Atorvastatin and its metabolites are eliminated primarily in bile following hepatic
and/or extra-hepatic 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 20 to 30 hours due to the contribution of active metabolites.
INDICATIONS
- As an adjunct to diet to reduce elevated Total-C, LDL-C, Apolipoprotein B

and Triglyceride levels and to increase HDL-C in patients with primary
hypercholesterolemia (heterozygous familial and nonfamilial) and mixed
dyslipidemia (Hyperlipopr oteinaemia s/Fredrickson Types IIa and  IIb)

- As an adjunct to diet for the treatment of patients with elevated serum TG
levels (Hypertriglyceridaemia/Fredrickson Type IV)

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

- To redu ce Total-C and LDL-C in patients with homozyg ous familial
hypercholesterolemia as an adjunct to diet and other non-pharmacological or
lipid lowering treatments (e.g., LDL apheresis) or if such treatments are
unavailable or inadequate.

- As an adjunct to diet to reduce Total-C, LDL-C and Apolipoprotein B levels
in children with heterozygous familial hypercholesterolemia, if after an adequate

trial of diet therapy LDL-C remains 190mg/dL or LDL-C remains 160mg/dL
with family history of premature cardiovascular disease and/or two or more
other CVD risk factors are prese nt in the pediatric patient.

DOSAGE AND ADMINISTRATION
Patients should be placed on a standard cholesterol-lowering diet before receiving
Lipiget and sho uld continue on this  diet  during treatment with Lipiget.
Dosage is adjusted according to requirement and tolerance of patients by increasing
dosage at intervals of 4 weeks or more and must monitor adverse drug reaction
(ADR), in particular ADR with muscle system.
Hypercholesterolemia (Heterozygous familial and nonfamilial) and mixed
dyslipidemia (Fredrickson types IIa and IIb)
- The recommende d starting dose: 10 or 20mg of atorvastatin once daily.
- Patients who require a large reduction in LDL-C (more than 45%) may be

started at 40mg of atorvastatin once daily.
- The dosage range is from 10 to 80mg once daily. Lipiget (atorvastatin) can be

administered as a single dose at any time of the day, with or without food.
After initiation and/or upon titration of Lipiget, lipid levels should be analyzed
within 2 to 4 weeks and dosage adjusted accordingly.

Heterozygous familial hypercholesterolemia in children (10-17 years of age)
- The recommended star tin g dose: 10mg of atorvastatin  once daily.
- The maximum recommended dose is 20mg of atorvast ati n dail y.
- Adjustments should be made at intervals of 4 week s or more.
Homozygous familial hypercholesterolemia
- The recommended dosa ge:  10 to  80mg of ato rvastatin  once  daily.
- Lipiget (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.

The follo win g guide lin es may be use d to  esta bli sh trea tment goals:
NCEP GUIDELINES FOR LIPID MANAGEMENT

* Coronary heart dise ase  or per ipheral vasc ular  dise ase  (inclu ding
symptomatic carotid artery disease)
** Other risk factors for coronary heart disease (CHD) include: age (males > 45
years, females > 55 years or premature menopause without estrogen replacement
therap y); family  history of prem ature CHD; curren t cigarett e smokin g;
hypertension, confirmed HDL-C < 35mg/dL (< 0.91mmol/L); and diabetes
mell itus . Subtract  1 risk factor if HDL-C  is > 60mg/dL (> 1.6mmo l/L).
The starting dose and maintenance doses of Lipiget should be individualized
according to goal of therapy and response.
ADVERSE REACTIONS
- Atorvastatin is generally well-tolerated. Adverse reactions have been mild and

transient. Less than 2% of patients were discontinued from clinical trials due
to side effects attributed to Atorvastatin.

- The most frequent (1% or more) adverse effects associated with Atorvastatin
therapy are constipation, flatulence, dyspepsia, abdominal pain, headache, 
nausea myalgia, asthenia, diarrhea and insomnia.

- Clinically important (>3 times upper normal limit) elevations in serum ALT
levels occurred in 19 of the 2483 (0.8%) patients on Atorvastatin. It was dose
related and was reversible in all 19 patients.
In 10 cases, the increase was first observed within 12 weeks of  starting the
treatment. Only 1 case occurred after 36 weeks and only 1 patient had symptoms
suggestive of hepatitis. Treatment was discontinued in only 9 of these 19 cases.

- Elevated serum CPK levels (>3 times upper normal limit) occurred in 62 of
the 2452 (2.5%) patients on Atorvastatin compared with 3.1 with other HMG-
CoA reductase inhibitors in clinical trials. Levels above 10 times the normal
upper range occurred in only 11 (0.4%) Atorvastatin-treated patients. Only 3
(0.1%)  of these 11 patients had concurrent muscle pain, tenderness or weakness.

- Other adverse effec ts: angioneurot ic oedema, muscle cramps , myosi tis,
myopathy, paraesthesia, peripheral neuropathy, pancreatitis, hepatitis, cholestatic
jaundice,  anorexia,  vomitin g, alopeci a,  pruritu s,  rash,  impoten ce,
hypoglycemia, dizziness, chest pain and angina.

- Rare adverse events that have been reported when using Atorvastatin: allergic
reactions (including anaphylaxis and urticaria), bullous skin rashes (including
erythema multiforme and Stevens- Johnson syndrome), thrombocytopenia and
arthralgia, rhabdomyolysis.

Other side effects include
- Cognitive impairment (such as  memory loss, confusion and forgetfulness)
- Increased HbA1c levels
- Hyperglycemia
Inform doctors with side effects when using medicines
CONTRAINDICATIONS
- Patients with hypersensit iv ity to any component of this med ication.
- Patients with active liver disease or unexplained persistent elevations of serum

transaminases.
- Pregnant women, breast feeding women.
PRECAUTIONS
- It is recommended that liver enzyme tests be performed before starting statins

therapy  and thereafter when clinically indicated.
- Consider monitoring creatine kinase (CK):

Before treatment:
CK level should be measured before starting treatment in following situations: 
Impaired renal function, hypothyroidism, personal or familial history of hereditary
muscular disorders, previous history of muscular toxicity with a  statin or  fibrate,
previous history of liver disease and/or excessive quantities of alcohol consumption,
in elderly (age > 70 years) with a risk factor of rhabdomyolysis, possibility of drug
interactions where an increase in plasma level may occur and special populations. 
In these cases should weigh the benefits / risks and monitor patients clinically treated
with statins. If CK levels are significantly elevated at baseline (> 5xULN), treatment
should not be started with statins.
Whilst on statin treatment:
Patients should inform doctor if muscle pain, weakness, or cramps occur especially
if accompanied by malaise or fever in patients receiving statin. CK levels should be
measured in these patients for appropriate interventions.
Should a dose-related and reversible increase in serum ALT or AST of > 3 times the
upper limit of  normal persists, reduction of  dose or  withdrawal of  atorvastatin is
recommended.
Consider to use the drug of the statin group in patients with the risk factors leading
to muscle damage. Drugs of the statin group may cause adverse effects to the muscle,
such as  muscular dystrophy, myositis, especially for patients with uncontrolled
hypothyroidism, patients with kidney disease. Closely monitor adverse reactions
during drug use.

- Skeletal muscle: Atorvastatin therapy should be temporarily withheld or discontinued
in any patient with an acute, serious condition suggestive of myopathy of having a
risk factor predisposing to the development of renal failure secondary to rhabdomyolysis
(e.g., severe acute infection, hypotension, major surgery, trauma, severe metabolic,
endocrine and electrolyte disorders and uncontrolled seizures).

DRUG INTERACTIONS
Combination wi th inhibitor of  CYP3A4 enzyme can increase concentration of  simvastatin,
atorvastatin in plasma which cause increasing risk of muscle disease and myasthenia (e.g.,
Macrolide antimicrobials: erythromycin 500mg twice a day or clarithromycin 500mg twice a
day). When concomitant with Amiodarone, the dose of Statin should not exceed 20 mg/day due
to increasing the risks of Rhabdomyolysis. For patients need dose of more than 20 mg/ day to
achieve effective therapy, doctor can choose an other element of Statin group (as Pravastatin).
- Concomitant administration of Lipiget (atorvastatin) with phenazone may increase the clearance

of 4-hydroxyphenazone by 20% and that of norphenazone by 8%.
- When combining Lipiget with other drugs which are the substrate of  this isozyme (e.g.,

immunomodulators, many antiarrhythmic agents, some calcium channel antagonists and some
benzodiazepines) the possibility of a change in plasma drug levels of either drug should be
considered.

- Inhibitors of P-glycoprotein: Atorvastatin and atorvastatin metabolites are substrates of P
glycoprotein. Inhibitors of the P-glycoprotein (e.g., cyclosporine) may increase the bioavailability
of atorvastatin and thereby increase the risk of dose- related side-effects such as myopathy.
Increased risk of muscle injury when using statin drugs concomitant with the following drugs:

- Gemfibrozil
- Other cholesterol-lowering drugs of fibrate group
- High doses of niacin (>1g/day)
- Colchicine
Coadministration of human immunodeficiency virus (HIV) or hepatitis C virus (HCV) protease
inh ibitors with ce rtain  stati ns can inc rease th e risk of mus cle damage , esp ecially
myo pathy/rhab domy olysis, nephrosis, leading to renal failure and may prov e fatal.
Recommendations for drug-drug interactions between statins and protease inhibitor of HIV and
HCV

- Digoxin: When multiple doses of digoxin and 10mg Lipiget (atorvastatin) were coadministered,
steady state plasma digoxin concentrations were unaffected. However, digoxin concentrations
increased approximately 20% following administration of digoxin with 80mg Lipiget daily.
Patients taking digoxin should be monitored appropriately.

- Oral contraceptives : Administration of Lipiget with an oral  contracept ive containing
norethisterone and ethinyl oestradiol resulted in increased plasma concentrations of norethisterone
and ethinyl oestradiol. These increased concentrations should be considered when selecting
oral contraceptive doses.

- Colestipol: Plasma concentrations of Lipiget were lower (approximately 25%) when colestipol
was administered together than when either drug was given alone.

- Antacid: Concurrent administration of Lipiget (atorvastatin) with an oral antacid suspension
containing magnesium and aluminum hydroxides decreased atorvastatin plasma concentrations
approximately 35%; however, LDL-C reduction was not altered.

- Warfarin: Concurrent administration of Lipiget with warfarin caused a minimal decrease in
prothrombin time (mean + SE of 1.7 + 0.4 seconds) during the first 4 days of dosing with
80mg Lipiget. Dosing continued for 15 days and prothrombin time returned to normal by the
end of Lipiget treatment. Nevertheless, patients receiving warfarin should be closely monitored
when Lipiget added to their therapy.

USE IN PREGNANCY OR LACTATION
- Lipiget is contraindicated in pregnancy and while breast feeding because of the potential

serious adverse effects in nursing infants. Women of chi ld-bearing potential sho uld use
appropriate contraceptive measures.

- An interval of one month should be allowed when stopping Lipiget treatment to conception
in the event of planning a pregnancy.

OVERDOSAGE
Specific treatment i s not available for atorvastatin overdose. Should an ov erdose occur, the
patient should be treated symptomatically and supportive measures instituted, as required. Due
to extensive atorvastatin binding to plasma proteins, haemodialysis is not expected to significantly
enhance atorvastatin clearance.
STORAGE: Store below 30°C. Protect from sunlight and moisture.
HOW SUPPLIED: 10 Tablets x 1 Blister/Box
EXPIRY: 36 months from the manufacturing date
SPECIFICATION: Manufacturer
WARNING:
- Read carefully the leaflet before use.
- For further information, please contact your doctor.
- This drug is used only by doctor's prescription.
- Keep out of reach of children.
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