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CADUET™

1. NAME OF THE MEDICINAL PRODUCT
CADUET™

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Active ingredients: amlodipine besylate, atorvastatin calcium.

The tablets for oral administration contain amlodipine besylate and atorvastatin calcium equivalent to
5 mg/10 mg, 5 mg/20 mg, 5 mg/40 mg, 5 mg/80 mg, 10 mg/10 mg, 10 mg/20 mg, 10 mg/40 mg, and

10 mg/80 mg amlodipine/atorvastatin dosage strengths, respectively.

3. PHARMACEUTICAL FORM
Tablets

4. CLINICAL PARTICULARS

4.1 Therapeutic Indications

The amlodipine/atorvastatin combination product (henceforth in this document termed

“amlodipine/atorvastatin”) is indicated for the following patient populations:

1. Patients at increased cardiovascular risk due to the presence of the two modifiable risk factors
hypertension and dyslipidemia; and/or chronic stable angina; and/or

2. Prevention of cardiovascular complications in hypertensive patients (see below — Prevention of

Cardiovascular Complications).

In these patients with multiple cardiovascular risk factors, amlodipine/atorvastatin is indicated for:

Hypertension

The amlodipine component is indicated for the first-line treatment of hypertension and can be
used as the sole agent to control blood pressure (BP) in the majority of patients. Patients not
adequately controlled on a single antihypertensive agent (other than amlodipine) may benefit from
the addition of the amlodipine component of amlodipine/atorvastatin, in the same manner as they

would benefit from the addition of amlodipine alone.
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Amlodipine is also indicated to reduce the risk of fatal coronary heart disease (CHD) and non-fatal

myocardial infarction (MI), and to reduce the risk of stroke.

Coronary Artery Disease
The amlodipine component is indicated to reduce the risk of coronary revascularization
procedures and the need for hospitalization due to angina in patients with coronary artery

disease (CAD).

Chronic Stable Angina

The amlodipine component is indicated for the treatment of myocardial ischemia, whether due to
fixed obstruction (stable angina) and/or vasospasm/vasoconstriction (Prinzmetal’s or variant
angina) of coronary vasculature. Amlodipine/atorvastatin may be used where the clinical
presentation suggests a possible vasospastic/vasoconstrictive component but where
vasospasm/vasoconstriction has not been confirmed. Amlodipine/atorvastatin may be used alone
or in combination with other antianginal drugs in patients with angina that is refractory to nitrates

and/or adequate doses of beta-blockers.

Dyslipidemia

The atorvastatin component is indicated as an adjunct to diet for the treatment of patients with
elevated total cholesterol (total-C), low-density lipoprotein cholesterol (LDL-C), apolipoprotein B
(apo B), and triglycerides (TG) and to increase high-density lipoprotein cholesterol (HDL-C) in
patients with primary hypercholesterolemia (heterozygous familial and non-familial
hypercholesterolemia), combined (mixed) hyperlipidemia (Fredrickson Types lla and llb), elevated
serum TG levels (Fredrickson Type V), and in patients with dysbetalipoproteinemia (Fredrickson

Type IIl) who do not respond adequately to diet.

The atorvastatin component is also indicated for the reduction of total-C and LDL-C in patients

with homozygous familial hypercholesterolemia (FH).

Prevention of Cardiovascular Complications

In patients without clinically evident cardiovascular disease (CVD), and with or without
dyslipidemia, but with multiple risk factors for CHD such as smoking, hypertension, diabetes, low
HDL-C, or a family history of early CHD, atorvastatin is indicated to:

- Reduce the risk of fatal CHD and non-fatal Ml
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- Reduce the risk of stroke

- Reduce the risk of revascularization procedures and angina pectoris

In patients with clinically evident CHD, atorvastatin is indicated to:
- Reduce the risk of non-fatal Mi
- Reduce the risk of fatal and non-fatal stroke
- Reduce the risk for revascularization procedures
- Reduce the risk of hospitalization for congestive heart failure (CHF)

- Reduce the risk of angina

Pediatric Patients (10-17 years of age)
Atorvastatin is indicated as an adjunct to diet to reduce total-C, LDL-C, and apo B levels in boys
and post-menarchal girls, 10 to 17 years of age, with heterozygous FH if after an adequate trial of
diet therapy the following findings are present:
a. LDL-C remains =190 mg/dL or
b. LDL-C remains =160 mg/dL and
- There is a positive family history of premature CVD or

- Two or more other CVD risk factors are present in the pediatric patient.

4.2 Posology and Method of Administration

General Considerations

Amlodipine/atorvastatin is a combination product targeting concomitant cardiovascular conditions,

hypertension/angina and dyslipidemia.

The dosage range for amlodipine/atorvastatin is 5 mg/10 mg to a maximum dose of 10 mg/80 mg
once daily. The starting dose and maintenance dose should be individualized on the basis of both
effectiveness and tolerance for each individual component in the treatment of hypertension/angina
and dyslipidemia. Current treatment guidelines should be consulted to establish treatment goals
for patients based on their baseline characteristics. Doses may be taken at any time of day with

or without food.

As a component of multiple risk factor intervention, amlodipine/atorvastatin should be used in
addition to non-pharmacological measures, including an appropriate diet, exercise and weight
reduction in obese patients, smoking cessation, and to treat underlying medical problems, when

the response to these measures have been inadequate.
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Following initiation and/or titration of amlodipine/atorvastatin, lipid levels should be analyzed and
BP measured within 2 to 4 weeks, and dosage of amlodipine and atorvastatin components should
be adjusted accordingly. Titration for BP response may proceed more rapidly if clinically

warranted.

Initial Therapy

Amlodipine/atorvastatin may be used to initiate treatment in patients with hyperlipidemia and either
hypertension or angina. The recommended starting dose of amlodipine/atorvastatin should be
based on the appropriate combination of recommendations for the amlodipine and atorvastatin
components considered separately. The maximum dose of the amlodipine component of
amlodipine/atorvastatin is 10 mg once daily. The maximum dose of the atorvastatin component of

amlodipine/atorvastatin is 80 mg once daily.

Substitution Therapy

Amlodipine/atorvastatin may be substituted for its individually titrated components. Patients may
be given the equivalent dose of amlodipine/atorvastatin or a dose of amlodipine/atorvastatin with
increased amounts of amlodipine, atorvastatin or both for additional antianginal effects,

BP-lowering, or lipid-lowering effect.

Amlodipine/atorvastatin may be used to provide additional therapy for patients already on one of
its components. As initial therapy for one indication and continuation of treatment of the other, the
recommended starting dose of amlodipine/atorvastatin should be selected based on continuation
of the component being used previously and on the recommended starting dose for the

component being added.

Concomitant Medication (see also section 4.5 Interaction with Other Medicinal Products and Other

Forms of Interaction)

The amlodipine component of amlodipine/atorvastatin has been safely co-administered with
thiazide diuretics, alpha blockers, beta-blockers, angiotensin-converting enzyme (ACE) inhibitors,
long-acting nitrates, and with sublingual nitroglycerine. Amlodipine/atorvastatin has also been

safely administered with the aforementioned medicines.

The atorvastatin component of amlodipine/atorvastatin may be used in combination with a bile

acid-binding resin for additive effect on lipid lowering. The combination of 3-hydroxy-
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3-methylglutaryl-coenzyme A (HMG-CoA) reductase inhibitors and fibrates should generally be
avoided (see section 4.4 Special Warnings and Precautions for Use and section 4.5 Interaction with

Other Medicinal Products and Other Forms of Interaction).

Special Populations and Special Considerations for Dosing

Coronary Artery Disease (Amlodipine Studies)

For patients with CAD, the recommended dosage range is 5 mg to 10 mg of amlodipine once
daily. In clinical studies, the majority of patients required 10 mg once daily (see section 5.1
Pharmacodynamic Properties — Amlodipine/Atorvastatin Pharmacodynamics - Use in Patients with

Coronary Artery Disease).

Primary Hypercholesterolemia and Combined (Mixed) Hyperlipidemia (Atorvastatin Studies)
The majority of patients are controlled with 10 mg of atorvastatin once daily. A therapeutic
response is evident within 2 weeks, and the maximum response is usually achieved within

4 weeks. The response is maintained during chronic therapy.

Homozygous Familial Hypercholesterolemia (Atorvastatin Studies)
In a compassionate-use study of patients with homozygous FH, most patients responded to

80 mg of atorvastatin with a greater than 15% reduction in LDL-C (18%-45%).

Use in Patients with Impaired Hepatic Function
Amlodipine/atorvastatin should not be used in patients with hepatic impairment (see section 4.3

Contraindications and section 4.4 Special Warnings and Precautions for Use).

Use in Patients with Impaired Renal Function
No adjustment of the dose is required in patients with impaired renal function (see section 4.4

Special Warnings and Precautions for Use).

Use in the Elderly

No adjustment of the dose is required in elderly patients.

Use in Children
There have been no studies conducted to determine the safety or effectiveness of
amlodipine/atorvastatin (combination product) in pediatric populations. However, there have been

studies in pediatric populations with amlodipine alone and atorvastatin alone (see below).
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Studies with amlodipine

The recommended antihypertensive oral dose in pediatric patients aged 6 to 17 years is 2.5 mg to
5 mg once daily. Doses in excess of 5 mg daily have not been studied in pediatric patients (see
section 5.1 Pharmacodynamic Properties and section 5.2 Pharmacokinetic Properties).

The effect of amlodipine on BP in patients less than 6 years of age is not known.

Studies with atorvastatin

Use in Pediatric Patients with Severe Dyslipidemias

For patients aged 10 years and above, the recommended starting dose in this population is 10 mg
of atorvastatin per day. The dose may be increased to 80 mg daily, according to the response
and tolerability. Doses should be individualized according to the recommended goal of therapy
(see section 4.1 Therapeutic Indications and section 5.1 Pharmacodynamic Properties).

Adjustments should be made at intervals of 4 weeks or more.

Experience in pediatric patients younger than 10 years of age is derived from open-label studies
(see section 4.8 Undesirable Effects, section 5.1 Pharmacodynamic Properties, and section 5.2

Pharmacokinetic Properties - Special Populations).

Use in Combination with Other Medicinal Compounds

Studies with atorvastatin

In cases where co-administration of atorvastatin with cyclosporine, telaprevir, the combination
tipranavir/ritonavir, or glecaprevir/pibrentasvir is necessary, the dose of atorvastatin should not

exceed 10 mg.

Use of atorvastatin is not recommended in patients taking letermovir co-administered with

cyclosporine.

Pharmacokinetic drug interactions that result in increased systemic concentration of atorvastatin
have also been noted with other human immunodeficiency virus (HIV) protease inhibitors
(lopinavir/ritonavir, saquinavir/ritonavir, darunavir/ritonavir, fosamprenavir, fosamprenavir/ritonavir
and nelfinavir), hepatitis C virus (HCV) protease inhibitors (boceprevir, elbasvir/grazoprevir,
simeprevir), clarithromycin, itraconazole, and letermovir. Caution should be used when

co-prescribing atorvastatin, and appropriate clinical assessment is recommended to ensure that
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the lowest dose necessary of atorvastatin is employed (see section 4.4 Special Warnings and
Precautions for Use — Skeletal Muscle Effects and section 4.5 Interaction with Other Medicinal

Products and Other Forms of Interaction).

4.3 Contraindications

Amlodipine/atorvastatin is contraindicated in patients who:

® Have known hypersensitivity to dihydropyridines*, amlodipine, atorvastatin, or any component
of this medication,

® Have active liver disease or unexplained persistent elevations of serum transaminases >3 x
the upper limit of normal (ULN),

® Are pregnant, breast-feeding, or of childbearing potential who are not using adequate
contraceptive measures. Amlodipine/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 to the fetus.

* Amlodipine is a dihydropyridine calcium channel blocker.

4.4 Special Warnings and Precautions for Use

Use in Patients with Heart Failure

In a long-term, placebo-controlled study (PRAISE-2) of amlodipine-treated patients with New York
Heart Association (NYHA) class IlI-IV heart failure of non-ischemic etiology, amlodipine was
associated with increased reports of pulmonary edema despite no significant difference in the
incidence of worsening heart failure compared to placebo (see section 5.1 Pharmacodynamic

Properties).

Use in Patients with Impaired Hepatic Function (see also section 4.3 Contraindications)

Hepatic Effects

As with other lipid-lowering agents of the HMIG-CoA reductase inhibitor class, moderate (>3 x
ULN) elevations of serum transaminases have been reported following therapy with atorvastatin.
Liver function was monitored during pre-marketing as well as post-marketing clinical studies of

atorvastatin given at doses of 10 mg, 20 mg, 40 mg and 80 mg.

Persistent increases in serum transaminases (>3 x ULN on two or more occasions) occurred in
0.7% of patients who received atorvastatin in these clinical trials. The incidence of these
abnormalities was 0.2%, 0.2%, 0.6%, and 2.3% for 10 mg, 20 mg, 40 mg and 80 mg,

respectively. Increases were generally not associated with jaundice or other clinical signs or
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symptoms. When the dosage of atorvastatin was reduced, or drug treatment interrupted or
discontinued, transaminase levels returned to pre-treatment levels. Most patients continued

treatment on a reduced dose of atorvastatin without sequelae.

Liver function tests should be performed before the initiation of treatment and periodically
thereafter. Patients who develop any signs or symptoms suggesting liver injury should have liver
function tests performed. Patients who develop increased transaminase levels should be
monitored until the abnormality(ies) resolve(s). Should an increase in alanine transaminase (ALT)
or aspartate transaminase (AST) >3 x ULN persist, reduction of dose or withdrawal of
amlodipine/atorvastatin is recommended. Atorvastatin can cause an elevation in transaminases

(see section 4.8 Undesirable Effects).

Amlodipine/atorvastatin should be used with caution in patients who consume substantial
quantities of alcohol and/or have a history of liver disease. Active liver disease or unexplained
persistent transaminase elevations are contraindications to the use of amlodipine/atorvastatin

(see section 4.3 Contraindications).

Skeletal Muscle Effects

Myalgia has been reported in atorvastatin-treated patients (see section 4.8 Undesirable Effects).
Myopathy, defined as muscle aching or muscle weakness in conjunction with increases in creatine
phosphokinase (CPK) values >10 x ULN, should be considered in any patient with diffuse
myalgias, muscle tenderness or weakness, and/or marked elevation of CPK. Patients should be
advised to promptly report unexplained muscle pain, tenderness or weakness, particularly if
accompanied by malaise or fever. Amlodipine/atorvastatin therapy should be discontinued if
markedly elevated CPK levels occur or myopathy is diagnosed or suspected. The risk of
myopathy is increased with concurrent administration of drugs that increase the systemic
concentration of atorvastatin (see sections 4.5 Interaction with Other Medicinal Products and
Other Forms of Interaction and section 5.2 Pharmacokinetic Properties). Many of these drugs
inhibit cytochrome P450 3A4 metabolism and/or drug transport. CYP3A4 is the primary hepatic
isozyme known to be involved in the biotransformation of atorvastatin. Physicians considering
combined therapy with atorvastatin and fibric acid derivatives, erythromycin, immunosuppressive
drugs, azole antifungals, HIV/HCV protease inhibitors, HCV NS5A/NS5B inhibitors, letermovir, or
lipid-modifying doses of niacin should carefully weigh the potential benefits and risks and should
carefully monitor patients for any signs and symptoms of muscle pain, tenderness, or weakness,
particularly during the initial months of therapy and during any periods of upward dosage titration

8
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of either drug. Therefore, lower starting and maintenance doses of the atorvastatin component
should also be considered when taken concomitantly with the aforementioned drugs (see section
4.2 Posology and Method of Administration). The concurrent use of atorvastatin and fusidic acid is
not recommended, therefore, temporary suspension of atorvastatin is advised during fusidic acid
therapy (see section 4.5 Interaction with Other Medicinal Products and Other Forms of
Interaction). Periodic CPK determinations may be considered in such situations, but there is no
assurance that such monitoring will prevent the occurrence of severe myopathy.
Amlodipine/atorvastatin may cause an elevation of CPK due to the atorvastatin component (see

section 4.8 Undesirable Effects).

There have been very rare reports of an immune-mediated necrotizing myopathy (IMNM) during
or after treatment with some statins (see section 4.8 Undesirable Effects). IMNM is clinically
characterized by persistent proximal muscle weakness and elevated serum creatine kinase, which
persist despite discontinuation of statin treatment, positive anti-HMG CoA reductase antibody and

improvement with immunosuppressive agents.

As with other drugs in the class of HMG-CoA reductase inhibitors, rare cases of rhabdomyolysis
with acute renal failure secondary to myoglobinuria have been reported. A history of renal
impairment may be a risk factor for the development of rhabdomyolysis. Such patients merit
closer monitoring for skeletal muscle effects. Amlodipine/atorvastatin therapy should be
temporarily withheld or discontinued in any patient with an acute, serious condition suggestive of a
myopathy or having a risk factor pre-disposing 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). Control of hypertension

may be continued with the appropriate dose of amlodipine.

Hemorrhagic Stroke

A post-hoc analysis of a clinical study in 4731 patients without CHD who had a stroke or transient
ischemic attack (TIA) within the preceding 6 months and were initiated on atorvastatin 80 mg
revealed a higher incidence of hemorrhagic stroke in the atorvastatin 80 mg group compared to
placebo (55 atorvastatin vs. 33 placebo). Patients with hemorrhagic stroke on entry appeared to
be at increased risk for recurrent hemorrhagic stroke (7 atorvastatin vs. 2 placebo). However, in
patients treated with atorvastatin 80 mg there were fewer strokes of any type (265 atorvastatin vs.
311 placebo) and fewer CHD events (123 atorvastatin vs. 204 placebo) (see section 5.1

Pharmacodynamic Properties — Recurrent Stroke).
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Endocrine Function
Increases in glycated haemoglobin (HbA1c) and fasting serum glucose levels have been reported
with HMG-CoA reductase inhibitors, including atorvastatin. The risk of hyperglycemia, however, is

outweighed by the reduction in vascular risk with statins.

4.5 Interaction with Other Medicinal Products and Other Forms of Interaction

Data from a drug-drug interaction study involving 10 mg of amlodipine and 80 mg of atorvastatin
in healthy subjects indicate that the pharmacokinetics of amlodipine are not altered when the
drugs are co-administered. The effect of amlodipine on the pharmacokinetics of atorvastatin
showed no effect on the C,,.: 91% (90% confidence interval [CI]: 80%-103%), but the area under
the concentration versus time curve (AUC) of atorvastatin increased by 18% (90% ClI:

109%-127%) in the presence of amlodipine.
No drug interaction studies have been conducted with amlodipine/atorvastatin and other drugs,
although studies have been conducted using the individual amlodipine and atorvastatin

components, as described below:

Amlodipine Interactions

Amlodipine has been safely administered with thiazide diuretics, alpha-blockers, beta-blockers,
ACE inhibitors, long-acting nitrates, sublingual nitroglycerine, non-steroidal anti-inflammatory

drugs, antibiotics, and oral hypoglycemic drugs.

CYP3Ad4 Inhibitors

Co-administration of a 180 mg daily dose of diltiazem with 5 mg of amlodipine in elderly
hypertensive patients (69-87 years of age) resulted in a 57% increase in amlodipine systemic
exposure. Co-administration of erythromycin in healthy volunteers (18-43 years of age) did not
significantly change amlodipine systemic exposure (22% increase in AUC). Although the clinical
relevance of these findings is uncertain, pharmacokinetic variations may be more pronounced in

the elderly.
Strong inhibitors of CYP3A4 (e.g., ketoconazole, itraconazole, ritonavir) may increase the plasma
concentrations of amlodipine to a greater extent than diltiazem. Amlodipine should be used with

caution together with CYP3A4 inhibitors.

10
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Clarithromycin
Clarithromycin is an inhibitor of CYP3A4. There is an increased risk of hypotension in patients
receiving clarithromycin with amlodipine. Close observation of patients is recommended when

amlodipine is co-administered with clarithromycin.

CYP3A4 Inducers

There are no data available regarding the effect of CYP3A4 inducers on amlodipine. The
concomitant use of CYP3A4 inducers (e.g., rifampicin, hypericum perforatum) may give a lower
plasma concentration of amlodipine. Amlodipine should be used with caution together with

CYP3A4 inducers.

Grapefruit Juice

Co-administration of 240 mL of grapefruit juice with a single oral dose of amlodipine 10 mg in

20 healthy volunteers had no significant effect on the pharmacokinetics of amlodipine. The study
did not allow examination of the effect of genetic polymorphism in CYP3A4, the primary enzyme
responsible for metabolism of amlodipine; therefore, administration of amlodipine with grapefruit or
grapefruit juice is not recommended as bioavailability may be increased in some patients,

resulting in increased BP-lowering effects.

In vitro data from studies with human plasma indicate that amlodipine has no effect on protein

binding of the drugs tested (digoxin, phenytoin, warfarin, or indomethacin).

In the following studies, there were no significant changes in the pharmacokinetics of either

amlodipine or another drug within the study, when co-administered.

Special Studies: Effect of Other Agents on Amlodipine

Cimetidine

Co-administration of amlodipine with cimetidine did not alter the pharmacokinetics of amlodipine.
Aluminum/Magnesium (antacid)

Co-administration of an aluminum/magnesium antacid with a single dose of amlodipine had no
significant effect on the pharmacokinetics of amlodipine.

Sildenafil

11
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A single 100 mg dose of sildenafil in subjects with essential hypertension had no effect on the
pharmacokinetic parameters of amlodipine. When amlodipine and sildenafil were used in

combination, each agent independently exerted its own BP-lowering effect.

Special Studies: Effect of Amlodipine on Other Agents

Digoxin
Co-administration of amlodipine with digoxin did not change serum digoxin levels or digoxin renal

clearance in normal volunteers.

Ethanol (alcohol)
Single and multiple 10 mg doses of amlodipine had no significant effect on the pharmacokinetics

of ethanol.

Warfarin
Co-administration of amlodipine with warfarin did not change the warfarin prothrombin response

time.

Cyclosporine

No drug interaction studies have been conducted with cyclosporine and amlodipine in healthy
volunteers or other populations, with the exception of renal transplant patients. Various studies in
renal transplant patients report that co-administration of amlodipine with cyclosporine affects the
trough concentrations of cyclosporine from no change up to an average increase of 40%.
Consideration should be given for monitoring cyclosporine levels in renal transplant patients on

amlodipine.

Tacrolimus

There is a risk of increased tacrolimus blood levels when co-administered with amlodipine. In
order to avoid toxicity of tacrolimus, administration of amlodipine in a patient treated with
tacrolimus requires monitoring of tacrolimus blood levels and dose adjustment of tacrolimus when

appropriate.

Mechanistic Target of Rapamycin Inhibitors

Mechanistic Target of Rapamycin (mTOR) inhibitors such as sirolimus, temsirolimus, and
everolimus are CYP3A substrates. Amlodipine is a weak CYP3A inhibitor. With concomitant use
of mTOR inhibitors, amlodipine may increase exposure of mTOR inhibitors.

12
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Drug/Laboratory Test Interactions

None known.

Atorvastatin Interactions

The risk of myopathy during treatment with HMG-CoA reductase inhibitors is increased with
concurrent administration of cyclosporine, fibric acid derivatives, lipid-modifying doses of niacin or
cytochrome P450 3A4/transporter inhibitors (e.g., erythromycin and azole antifungals) (see below
and also section 4.2 Posology and Method of Administration - Use in Combination with Other
Medicinal Compounds and section 4.4 Special Warnings and Precautions for Use - Skeletal

Muscle Effects).

Inhibitors of Cytochrome P450 3A4

Atorvastatin is metabolized by cytochrome P450 3A4. Concomitant administration of atorvastatin
with inhibitors of cytochrome P450 3A4 can lead to increases in plasma concentrations of
atorvastatin. The extent of interaction and potentiation of effects depend on the variability of effect

on cytochrome P450 3A4.

Erythromycin/Clarithromycin

Co-administration of atorvastatin and erythromycin (500 mg four times daily) or clarithromycin
(500 mg twice daily), known inhibitors of cytochrome P450 3A4, was associated with higher
plasma concentrations of atorvastatin (see section 4.4 Special Warnings and Precautions for

Use - Skeletal Muscle Effects and section 5.2 Pharmacokinetic Properties).

Protease Inhibitors
Co-administration of atorvastatin and protease inhibitors, known inhibitors of cytochrome
P450 3A4, was associated with increased plasma concentrations of atorvastatin (see section 5.2

Pharmacokinetic Properties).

Diltiazem Hydrochloride

Co-administration of atorvastatin (40 mg) with diltiazem (240 mg) was associated with higher
plasma concentrations of atorvastatin (see section 5.2 Pharmacokinetic Properties).

Cimetidine

13
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An atorvastatin interaction study with cimetidine was conducted, and no clinically significant

interactions were seen (see section 5.2 Pharmacokinetic Properties).

Itraconazole
Concomitant administration of atorvastatin (20-40 mg) and itraconazole (200 mg) was associated

with an increase in atorvastatin AUC (see section 5.2 Pharmacokinetic Properties).

Grapefruit Juice
Contains one or more components that inhibit CYP3A4 and can increase plasma concentrations
of atorvastatin, especially with excessive grapefruit juice consumption (>1.2 L/day) (see section

5.2 Pharmacokinetic Properties).

Transporter Inhibitors
Atorvastatin is a substrate of the hepatic transporters (see section 5.2 Pharmacokinetic

Properties).

Concomitant administration of atorvastatin 10 mg and cyclosporine 5.2 mg/kg/day resulted in an
increase in exposure to atorvastatin (ratio of AUC: 8.7; see section 5.2 Pharmacokinetic
Properties). Cyclosporine is an inhibitor of organic anion-transporting polypeptide 1B1 (OATP1B1),
OATP1B3, multi-drug resistance protein 1 (MDR1), and breast cancer resistance protein (BCRP)
as well as CYP3A4, thus it increases exposure to atorvastatin. Do not exceed 10 mg atorvastatin
daily (see section 4.2 Posology and Method of Administration - Use in Combination with Other

Medicinal Compounds).

Glecaprevir and pibrentasvir are inhibitors of OATP1B1, OATP1B3, MDR1 and BCRP, thus they
increase exposure to atorvastatin. Do not exceed 10 mg atorvastatin daily (see section 4.2

Posology and Method of Administration - Use in Combination with Other Medicinal Compounds).

Concomitant administration of atorvastatin 20 mg and letermovir 480 mg daily resulted in an
increase in exposure to atorvastatin (ratio of AUC: 3.29; see section 5.2 Pharmacokinetic
Properties). Letermovir inhibits efflux transporters P-gp, BCRP, MRP2, OAT2 and hepatic
transporter OATP1B1/1B3, thus it increases exposure to atorvastatin. Do not exceed 20 mg
atorvastatin daily (see section 4.2 Posology and Method of Administration - Use in Combination

with Other Medicinal Compounds).
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The magnitude of CYP3A- and OATP1B1/1B3-mediated drug interactions on co-administered
drugs may be different when letermovir is co-administered with cyclosporine. Use of atorvastatin is

not recommended in patients taking letermovir co-administered with cyclosporine.

Elbasvir and grazoprevir are inhibitors of OATP1B1, OATP1B3, MDR1 and BCRP, thus they
increase exposure to atorvastatin. Use with caution and lowest dose necessary (see section 4.2

Posology and Method of Administration - Use in Combination with Other Medicinal Compounds).

Inducers of Cytochrome P450 3A4

Concomitant administration of atorvastatin with inducers of cytochrome P450 3A4 (e.g., efavirenz,
rifampin) can lead to variable reductions in plasma concentrations of atorvastatin. Due to the dual
interaction mechanism of rifampin (cytochrome P450 3A4 induction and inhibition of hepatocyte
uptake transporter OATP1B1), simultaneous co-administration of atorvastatin with rifampin is
recommended, as delayed administration of atorvastatin after administration of rifampin has been
associated with a significant reduction in atorvastatin plasma concentrations (see section 5.2

Pharmacokinetic Properties).

Antacids
Co-administration of atorvastatin with an oral antacid suspension containing magnesium and
aluminum hydroxides decreased atorvastatin plasma concentrations (ratio of AUC: 0.66); however,

LDL-C reduction was not altered.

Antipyrine
Because atorvastatin does not affect the pharmacokinetics of antipyrine, interactions with other

drugs metabolized via the same cytochrome isozymes are not expected.

Colestipol
Plasma concentrations of atorvastatin were lower (ratio of concentration: 0.74) when colestipol
was administered with atorvastatin. However, lipid effects were greater when atorvastatin and

colestipol were co-administered than when either drug was given alone.
Digoxin
When multiple doses of digoxin and 10 mg of atorvastatin were co-administered, steady-state

plasma digoxin concentrations were unaffected. However, digoxin concentrations increased (ratio
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of AUC: 1.15) following administration of digoxin with 80 mg of atorvastatin daily. Patients taking

digoxin should be monitored appropriately.

Azithromycin
Co-administration of atorvastatin (10 mg once daily) and azithromycin (500 mg once daily) did not

alter the plasma concentrations of atorvastatin.

Oral Contraceptives

Co-administration of atorvastatin with an oral contraceptive containing norethindrone and ethinyl
estradiol increased AUC values for norethindrone (ratio of AUC: 1.28) and ethinyl estradiol (ratio
of AUC: 1.19), respectively. These increases should be considered when selecting an oral

contraceptive for a woman taking atorvastatin.

Warfarin
An atorvastatin interaction study with warfarin was conducted, and no clinically significant

interactions were observed.

Fusidic Acid

Although interaction studies with atorvastatin and fusidic acid have not been conducted, there is
an increased risk of rhabdomyolysis in patients receiving a combination of statins, including
atorvastatin, and fusidic acid. The mechanism of this interaction is not known. In patients where
the use of systemic fusidic acid is considered essential, statin treatment should be discontinued
throughout the duration of fusidic acid treatment. Statin therapy may be re-introduced seven days

after the last dose of fusidic acid.

In exceptional circumstances, where prolonged systemic fusidic acid is needed, e.g., for the
treatment of severe infections, the need for co-administration of atorvastatin and fusidic acid
should only be considered on a case by case basis and under close medical supervision. The
patient should be advised to seek medical advice immediately if they experience any symptoms of

muscle weakness, pain or tenderness.

Colchicine

Although interaction studies with atorvastatin and colchicine have not been conducted, cases of
myopathy have been reported with atorvastatin co-administered with colchicine, and caution
should be exercised when prescribing atorvastatin with colchicine.
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Other Concomitant Therapy
In clinical studies, atorvastatin was used concomitantly with antihypertensive agents and estrogen
replacement therapy without evidence of clinically significant adverse interactions. Interaction

studies with specific agents have not been conducted.

4.6 Fertility, Pregnancy and Lactation
Amlodipine/atorvastatin is contraindicated in pregnancy due to the atorvastatin component.

Women of childbearing potential should use adequate contraceptive measures.

Amlodipine/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 to the

fetus.

Amlodipine/atorvastatin is contraindicated while breast-feeding due to the atorvastatin component.
It is not known whether atorvastatin is excreted in human milk. Because of the potential for

adverse reactions in nursing infants, women taking amlodipine/atorvastatin should not breast-feed.

The safety of amlodipine in human pregnancy or lactation has not been established. Amlodipine
did not demonstrate toxicity in animal reproductive studies other than delay in parturition and
prolongation of labor in rats at a dose level 50 times the maximum recommended dose in
humans. There was no effect on the fertility of rats treated with amlodipine (see section 5.3

Preclinical Safety Data).

Experience in humans indicates that amlodipine is transferred into human breast milk. The median
amlodipine concentration ratio of milk/plasma in 31 lactating women with pregnancy-induced
hypertension was 0.85 following amlodipine administration at an initial dose of 5 mg once daily
which was adjusted as needed (mean daily dose and body weight adjusted daily dose: 6 mg and
98.7 mcg/kg, respectively). The estimated daily dose of amlodipine in the infant via breast milk

was 4.17 mcg/kg.
4.7 Effects on Ability to Drive and Use Machines
Based on the available information on amlodipine and atorvastatin, this medication is unlikely to

impair a patient’s ability to drive or use machinery.
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4.8 Undesirable Effects

Combination therapy with amlodipine and atorvastatin has been evaluated for safety in

1092 patients in double-blind, placebo-controlled studies treated for concomitant hypertension and
dyslipidemia. In clinical trials, no adverse events peculiar to combination therapy with amlodipine
and atorvastatin have been observed. Adverse events have been limited to those that were
reported previously with amlodipine and/or atorvastatin (please see respective adverse event

experiences below).

In general, combination therapy with amlodipine and atorvastatin was well tolerated. For the most
part, adverse events have been mild or moderate in severity. In controlled clinical trials,
discontinuation of therapy due to adverse events or laboratory abnormalities was required in 5.1%
of patients treated with both amlodipine and atorvastatin compared to 4.0% of patients given

placebo.

The following information is based on clinical trials and post-marketing experience with amlodipine

and atorvastatin.

Amlodipine Experience

Amlodipine is well tolerated. In placebo-controlled clinical trials involving patients with hypertension

or angina, the most commonly observed side effects were:

MedDRA System Organ Class Undesirable Effects
Nervous System Disorders Headache, dizziness, somnolence
Cardiac Disorders Palpitations
Vascular Disorders Flushing
Gastrointestinal Disorders Abdominal pain, nausea
General Disorders and Administration Site Edema, fatigue
Conditions

In these clinical trials, no pattern of clinically significant laboratory test abnormalities related to

amlodipine has been observed.

Less commonly observed side effects in marketing experience with amlodipine include:
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MedDRA System Organ Class

Undesirable Effects

Blood and Lymphatic System Disorders

Leucopenia, thrombocytopenia

Metabolism and Nutrition Disorders

Hyperglycaemia

Psychiatric Disorders

Insomnia, mood altered

Nervous System Disorders

Hypertonia, hypoesthesia/paresthesia,
neuropathy peripheral, syncope, dysgeusia,

tremor, extrapyramidal disorder

Eye Disorders

Visual impairment

Ear and Labyrinth Disorders

Tinnitus

Vascular Disorders

Hypotension, vasculitis

Respiratory, Thoracic, and Mediastinal

Disorders

Cough, dyspnea, rhinitis

Gastrointestinal Disorders

Change in bowel habits, dry mouth, dyspepsia
(including gastritis), gingival hyperplasia,

pancreatitis, vomiting

Skin and Subcutaneous Tissue Disorders

Alopecia, hyperhidrosis, purpura, skin

discoloration, urticaria

Musculoskeletal and Connective Tissue

Disorders

Arthralgia, back pain, muscle spasms, myalgia

Renal and Urinary Disorders

Pollakiuria, micturition disorder, nocturia

Reproductive System and Breast Disorders

Gynecomastia, erectile dysfunction

General Disorders and Administration Site

Conditions

Asthenia, malaise, pain

Investigations

Weight increased/decreased

Rarely reported events were, allergic reactions including pruritus, rash, angioedema, and

erythema multiforme.

Hepatitis, jaundice and hepatic enzyme elevations have also been reported very infrequently

(mostly consistent with cholestasis). Some cases severe enough to require hospitalization have

been reported in association with use of amlodipine. In many instances, causal association is

uncertain.
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As with other calcium channel blockers the following adverse events have been rarely reported
and cannot be distinguished from the natural history of the underlying disease: MI, arrhythmia

(including bradycardia, ventricular tachycardia and atrial fibrillation) and chest pain.

Pediatric Patients (Aged 6-17 years)
Amlodipine is well tolerated in children. Adverse events were similar to those seen in adults. In a

study of 268 children, the most frequently reported adverse events were:

MedDRA System Organ Class Undesirable Effects
Nervous System Disorders Headache, dizziness
Vascular Disorders Vasodilatation
Respiratory, Thoracic, and Mediastinal Disorders Epistaxis
Gastrointestinal Disorders Abdominal pain
General Disorders and Administration Site Conditions | Asthenia

The majority of adverse events were mild or moderate. Severe adverse events (predominantly
headache) were experienced by 7.2% with amlodipine 2.5 mg, 4.5% with amlodipine 5 mg, and
4.6% with placebo. The most common cause of discontinuation from the study was uncontrolled
hypertension. There were no discontinuations due to laboratory abnormalities. There was no

significant change in heart rate.

Atorvastatin Experience

Atorvastatin is generally well tolerated. Adverse reactions have usually been mild and transient. In
the atorvastatin placebo-controlled clinical trial database of 16,066 (8755 atorvastatin vs.
7311 placebo) patients treated for a median period of 53 weeks, 5.2% of patients on atorvastatin

discontinued due to adverse reactions compared to 4.0% of the patients on placebo.

The most frequent (=1%) adverse effects that may be associated with atorvastatin therapy,
reported in patients participating in placebo-controlled clinical studies include:

Infections and Infestations: Nasopharyngitis

Metabolism and Nutrition Disorders: Hyperglycaemia

Respiratory, Thoracic and Mediastinal Disorders: Pharyngolaryngeal pain, epistaxis

Gastrointestinal Disorders: Diarrhea, dyspepsia, nausea, flatulence
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Musculoskeletal and Connective Tissue Disorders: Arthralgia, pain in extremity,
musculoskeletal pain, muscle spasms, myalgia, joint swelling

Investigations: Liver function test abnormal, blood creatine phosphokinase increased

Additional adverse effects reported in atorvastatin placebo-controlled clinical trials include:
Psychiatric Disorders: Nightmare

Eye Disorders: Vision blurred

Ear and Labyrinth Disorders: Tinnitus

Gastrointestinal Disorders: Abdominal discomfort, eructation

Hepatobiliary Disorders: Hepatitis, cholestasis

Skin and Subcutaneous Tissue Disorders: Urticaria

Musculoskeletal and Connective Tissue Disorders: Muscle fatigue, neck pain

General Disorders and Administration Site Conditions: Malaise, pyrexia

Investigations: White blood cells urine positive

Not all effects listed above have been causally associated with atorvastatin therapy.

Pediatric Patients
Patients treated with atorvastatin had an adverse experience profile generally similar to that of
patients treated with placebo. The most common adverse experiences observed in both groups,

regardless of causality assessment, were infections.

No clinically significant effect on growth and sexual maturation was observed in a 3-year study in
children aged 6 and above based on the assessment of overall maturation and development,
assessment of Tanner Stage, and measurement of height and weight. The safety and tolerability

profile in pediatric patients was similar to the known safety profile of atorvastatin in adult patients.

Post-marketing Experience

In post-marketing experience, the following additional undesirable effects have been reported with
atorvastatin:

Blood and Lymphatic System Disorders: Thrombocytopenia

Immune System Disorders: Allergic reactions (including anaphylaxis)

Injury, Poisoning and Procedural Complications: Tendon rupture

Metabolism and Nutrition Disorders: Weight gain

Nervous System Disorders: Hypoesthesia, amnesia, dizziness, dysgeusia
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Gastrointestinal Disorders: Pancreatitis

Skin and Subcutaneous Tissue Disorders: Stevens-Johnson syndrome, toxic epidermal
necrolysis, angioedema, erythema multiforme, bullous rashes

Musculoskeletal and Connective Tissue Disorders: Rhabdomyolysis, immune-mediated
necrotising myopathy, myositis, back pain

General Disorders and Administration Site Conditions: Chest pain, peripheral edema, fatigue

4.9 Overdose

There is no information on overdosage with amlodipine/atorvastatin in humans.

Due to amlodipine’s and atorvastatin’s extensive drug binding to plasma proteins, hemodialysis is
not expected to significantly enhance amlodipine/atorvastatin clearance (see also section 5.2

Pharmacokinetic Properties — Renal Insufficiency).

Additional data on amlodipine ingestion suggest that gross overdosage could result in
excessive peripheral vasodilatation and possibly reflex tachycardia. Marked and probably
prolonged systemic hypotension up to and including shock with fatal outcome have been reported.
Administration of activated charcoal to healthy volunteers immediately or up to 2 hours after
ingestion of amlodipine 10 mg has been shown to significantly decrease amlodipine absorption.
Gastric lavage may be worthwhile in some cases. Clinically significant hypotension due to
amlodipine overdosage calls for active cardiovascular support, including frequent monitoring of
cardiac and respiratory function, elevation of extremities, and attention to circulating fluid volume
and urine output. A vasoconstrictor may be helpful in restoring vascular tone and BP, provided
that there is no contraindication to its use. Intravenous calcium gluconate may be beneficial in

reversing the effects of calcium channel blockade.

Additional data on atorvastatin ingestion suggest that there is no specific treatment for
atorvastatin overdosage. Should an overdose occur, the patient should be treated symptomatically

and supportive measures instituted, as required.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic Properties
Amlodipine/Atorvastatin Pharmacodynamics
The amlodipine besylate component of amlodipine/atorvastatin is chemically described as
(R.S.) 3-ethyl-5-methyl-2-(2-aminoethoxymethyl)-4-(2-chlorophenyl)-1,4-dihydro-6-methyl-3,5-
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pyridinedicarboxylate benzenesulfonate. Its empirical formula is CyyH,5CIN,O5® CgHgO3S. The
atorvastatin calcium component of amlodipine/atorvastatin is chemically described as [R-(R*, R*)]-
2-(4-fluorophenyl)-R3, 8-dihydroxy-5-(1-methylethyl)-3-pheny|-4-[(phenylamino)carbonyl]-1 H-pyrrole-
1-heptanoic acid, calcium salt (2:1) trihydrate. The empirical formula of atorvastatin calcium is

(Cs3H34 FN,O5),Ca*3H,0. The structural formulae are shown below:

CHy

cl o
o
H3C\o o
= Ca
HyC NH = AH0
O
CsHeO3 INHZ L —5
Amlodipine besylate Atorvastatin calcium

Mechanism of Amlodipine/Atorvastatin

Amlodipine/atorvastatin combines two mechanisms of action: the dihydropyridine calcium
antagonist (calcium ion antagonist or slow-channel blocker) action of amlodipine and the
HMG-CoA reductase inhibition of atorvastatin. The amlodipine component of
amlodipine/atorvastatin inhibits the transmembrane influx of calcium ions into vascular smooth
muscle and cardiac muscle. The atorvastatin component of amlodipine/atorvastatin is a selective,
competitive inhibitor of HMG-CoA reductase, the rate-limiting enzyme that converts HMG-CoA to

mevalonate, a precursor of sterols, including cholesterol.

Clinical Studies of Combined Amlodipine and Atorvastatin in Patients with Hypertension and
Dyslipidemia

In a double-blind, placebo-controlled study of 1660 patients with comorbid hypertension and
dyslipidemia, once-daily treatment with eight-dose combinations of amlodipine and atorvastatin
(5/10 mg, 10/10 mg, 5/20 mg, 10/20 mg, 5/40 mg, 10/40 mg, 5/80 mg, or 10/80 mg) was
compared vs. amlodipine alone (5 mg or 10 mg), atorvastatin alone (10 mg, 20 mg, 40 mg, or
80 mg), and placebo. In addition to concomitant hypertension and dyslipidemia, 15% of the
patients had diabetes mellitus, 22% were smokers and 14% had a positive family history of CVD.
At 8 weeks, all eight combination-treatment groups demonstrated statistically significant
dose-related reductions in systolic blood pressure (SBP), diastolic blood pressure (DBP) and
LDL-C compared to placebo, with no overall modification of effect of either component on SBP,

DBP and LDL-C (see table below).
23



LPD Title: Amlodipine/Atorvastatin

LPD rev no.: 19.1
LPD Date: April 12, 2022
Country: Thailand

Reference CDS ver: 26.0; date: December 15, 2020

Efficacy in Terms of Reduction in Blood Pressure and LDL-C

Efficacy of the Combined Treatments in Reducing Systolic BP*

Parameter/Analysis ATO°0mg | ATO10mg | ATO20 mg | ATO40 mg | ATO 80 mg
Mean change -3.0 -4.5 -6.2 -6.2 -6.4
(mmHg)
AML® 0 mg
Difference vs. - -1.5 -3.2 -3.2 -3.4
placebo (mmHg)
Mean change -12.8 -13.7 -15.3 -12.7 -12.2
(mmHg)
AML 5 mg
Difference vs. -9.8 -10.7 -12.3 -9.7 -9.2
placebo (mmHg)
Mean change -16.2 -15.9 -16.1 -16.3 -17.6
(mmHg)
AML 10 mg
Difference vs. -13.2 -12.9 -13.1 -13.3 -14.6
placebo (mmHg)
@ Blood pressure.
b Atorvastatin.
¢ Amlodipine.
Efficacy of the Combined Treatments in Reducing Diastolic BP®
Parameter/Analysis ATO°0mg | ATO10mg | ATO20mg | ATO40mg | ATO 80 mg
Mean change -3.3 -4.1 -3.9 -5.1 -4.1
(mmHg)
AML® 0 mg
Difference vs. - -0.8 -0.6 -1.8 -0.8
placebo (mmHg)
Mean change -7.6 -8.2 -94 -7.3 -8.4
(mmHg)
AML 5 mg
Difference vs. -4.3 -4.9 -6.1 -4.0 -5.1
placebo (mmHg)
Mean change -10.4 -9.1 -10.6 -9.8 -1141
(mmHg)
AML 10 mg
Difference vs. -7.1 -5.8 -7.3 -6.5 -7.8
placebo (mmHg)
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Efficacy of the Combined Treatments in Reducing Diastolic BP®

Parameter/Analysis ATO°0mg | ATO10mg | ATO20mg | ATO40mg | ATO 80 mg
@ Blood pressure.
® Atorvastatin.
¢ Amlodipine.

Efficacy of the Combined Treatments in Reducing LDL-C® (% change)

Parameter/Analysis ATO°0mg | ATO10mg | ATO20mg | ATO40mg | ATO 80 mg
AML® 0 mg Mean % change -1.1 -33.4 -39.5 -43.1 -47.2
AML 5§ mg Mean % change -0.1 -38.7 -42.3 -44.9 -48.4
AML 10 mg | Mean % change -2.5 -36.6 -38.6 -43.2 -49.1

@ Low density lipoprotein cholesterol.
® Atorvastatin.

¢ Amlodipine.

In an open-label trial, 1220 patients with comorbid hypertension and dyslipidemia received elective
dose titration with amlodipine/atorvastatin over a 14-week period. Patients were required to have
uncontrolled BP to enter the trial (whether or not they were using antihypertensive medications at
enroliment; patients were allowed to continue on previous antihypertensives, other than calcium
channel blockers, during the 14-week dose titration period) but could enter with either controlled
or uncontrolled LDL-C. As a result, no patient entered the trial with both BP and LDL-C controlled,
and neither was controlled in 62% of patients. Treatment with amlodipine/atorvastatin reduced
mean BP -17.1 mmHg systolic and -9.6 mmHg diastolic, and reduced mean LDL-C by -32.7%,
resulting in control of both BP and LDL-C for 58% of these patients (controlled BP and LDL-C
were defined, respectively, as <140/90 mmHg and <160 mg/dL for patients with comorbid
hypertension and dyslipidemia only; <140/90 mmHg and <130 mg/dL for patients with comorbid
hypertension and dyslipidemia plus 1 additional cardiovascular risk factor, excluding known CHD
or diabetes mellitus; and <130/85 mmHg and <100 mg/dL for patients with comorbid hypertension
and dyslipidemia plus known CHD, diabetes mellitus, or other atherosclerotic disease). Only 13%

of the patients in this trial used amlodipine/atorvastatin as initial therapy for comorbid hypertension
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and dyslipidemia, whereas the amlodipine component of amlodipine/atorvastatin comprised add-on
therapy for hypertension in 56% of patients, including patients for whom the atorvastatin
component of amlodipine/atorvastatin comprised initial therapy for dyslipidemia (20%), a
substitution for atorvastatin taken previously (18%), or a switch from another statin (18%). When
evaluated according to the use of antihypertensive and lipid-lowering medications at enrollment,
results showed that both BP and LDL-C were brought under control for 65% of patients who used
amlodipine/atorvastatin as initial therapy for comorbid hypertension and dyslipidemia and for 55%
to 64% of patients for whom the amlodipine component of amlodipine/atorvastatin constituted
add-on therapy for hypertension (55% for such patients who had previously used lipid-lowering
medications other than atorvastatin, 58% for such patients who had previously used atorvastatin,

and 64% for such patients who had not previously used lipid-lowering medications).

Anglo-Scandinavian Cardiac Outcomes Trial

The Anglo-Scandinavian Cardiac Outcomes Trial (ASCOT) is a randomized 2x2 factorial design
study comparing two antihypertensive regimens in a total of 19342 patients (Blood Pressure
Lowering Arm — ASCOT-BPLA), as well as the effect of addition of 10 mg of atorvastatin
compared to placebo in 10,305 patients (Lipid-Lowering arm - ASCOT-LLA) on fatal and non-fatal
coronary events. There are 19,257 and 10,240 efficacy evaluable patients in ASCOT-BPLA and
ASCOT-LLA, respectively.

In Anglo-Scandinavian Cardiac Outcomes Trial Blood Pressure Lowering Arm

The effect of treatment regimens based on amlodipine (5-10 mg) (n=9681) or atenolol

(50-100 mg) (n=9661) was compared in a prospective randomized open blinded endpoint
(PROBE) design in 19342 hypertensive patients, =40 to <80 years of age with no previous Ml or
treatment for angina, at least three of the following predefined cardiovascular risk factors: male
gender, age =55 years, smoking, Type 2 diabetes, history of CAD event occurring in a
first-degree relative before the age of 55 years (males) or 60 years (females), total-C:HDL =6,
peripheral vascular disease, left ventricular hypertrophy, prior cerebrovascular event, specific

electrocardiogram (ECG) abnormalities, proteinuria/albuminuria.

To attain further BP goals (<140/90 mmHg for non-diabetic patients, <130/80 mmHg for diabetic
patients), perindopril (4-8 mg) could be added to the amlodipine group and bendroflumethiazide
potassium (1.25-2.5 mg) to the atenolol group. Third-line therapy was doxazosin gastrointestinal

therapeutic system (GITS) (4-8 mg) in both arms.
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The ASCOT-BPLA study was stopped prematurely after 903 primary events (non-fatal Ml and
fatal CHD) with median follow-up of 5.5 years due to significant benefit of the amlodipine-based
regimen on the following secondary endpoints: all-cause mortality, cardiovascular (CV) mortality

and stroke. The study had planned to need at least 1150 primary endpoints.

The primary endpoint of non-fatal MI + fatal CHD did not reach statistical significance when
comparing the amlodipine-based group to the atenolol-based group. The secondary endpoints of
total coronary events, all-cause mortality, fatal and non-fatal stroke were statistically significantly

reduced when comparing amlodipine-based group to the atenolol-based group.

The incidence of the primary and secondary endpoints in the 19,257 efficacy evaluable patients:

Amlodipine- Atenolol-Based
Based Therapy Therapy Risk Decrease | Log Rank
Event N=9639 N=9618 (%) p-value
n (%) n (%)
Non-fatal MI? + Fatal
429 (4.5) 474 4.9) 10 0.105
CHD (Primary Endpoint)
Total CV Events and
. 1362 (14.1) | 1602 (16.7) 16 <0.001
Procedures
Total Coronary Events® 753 (7.8) 852 (8.9) 13 0.007
Non-fatal MI (excluding
390 (4.0) 444 (4.6) 13 0.046
silent Ml) + Fatal CHD
All-Cause Mortality 738 (7.7) 820 (8.5) 11 0.025
Cardiovascular
§ 263 (2.7) 342 (3.6) 24 <0.001
Mortality
Fatal and Non-fatal
327 (3.4) 422 (4.4) 23 <0.001
Stroke
Fatal and Non-fatal
134 (1.4) 159 (1.7) 16 0.126
Heart Failure

a: Myocardial infarction.
b: Cardiovascular mortality, non-fatal Ml (symptomatic and silent), unstable angina, chronic stable angina, life-threatening

arrhythmias, non-fatal heart failure, non-fatal stroke, transient ischemic attack (TIA), reversible ischemic neurological deficit

(RIND), retinal vascular thrombosis, peripheral arterial disease and revascularization procedures.
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Amlodipine- Atenolol-Based
Based Therapy Therapy Risk Decrease | Log Rank
Event N=9639 N=9618 (%) p-value
n (%) n (%)

c: Fatal CHD, non-fatal Ml (symptomatic and silent), chronic stable angina, unstable angina, fatal and non-fatal heart failure.

d: Includes RIND.

Blood pressure (SBP/DBP) decreased significantly on both treatment regimens when compared to
baseline (p-values <0.001). The SBP/DBP decreases from baseline were significantly more with
the amlodipine-based regimen than with the atenolol-based regimen (-27.5/-17.7 mmHg

vs. -25.7/-15.6 mmHg, respectively), and the p-values on differences between the two groups

were both <0.001 for SBP and DBP.

In Anglo-Scandinavian Cardiac Outcomes Trial Lipid-Lowering Arm

In the ASCOT-LLA, the effect of atorvastatin on fatal and non-fatal CHD was assessed in

10305 hypertensive patients 40 to 80 years of age (mean of 63 years), without a previous Ml and
with TC levels <6.5 mmol/L (251 mg/dL). Additionally, all patients had at least three of the
following cardiovascular risk factors: male gender, age >55 years, smoking, diabetes, history of
CHD in a first-degree relative, TC:HDL >6, peripheral vascular disease, left ventricular
hypertrophy, prior cerebrovascular event, specific ECG abnormality, proteinuria/albuminuria. In this
double-blind, placebo-controlled study, patients were treated with antihypertensive therapy (goal
BP < 140/90 mmHg for non-diabetic patients, <130/80 mmHg for diabetic patients) and allocated
to either atorvastatin 10 mg daily (n=5168) or placebo (n=5137). As the effect of atorvastatin
treatment compared to placebo exceeded the significance threshold during an interim analysis,
the ASCOT-LLA was terminated early at 3.3 years instead of 5 years. Additionally, BP was well
controlled and similar in patients assigned to atorvastatin and placebo. These changes persisted

throughout the treatment period.

Atorvastatin reduced the rate of the following events:

Event Risk Decrease No. of Events p-value
(%) (Atorvastatin vs. Placebo)
Coronary events (fatal CHD? plus 36% 100 vs. 154 0.0005
non-fatal MI®)
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Event Risk Decrease No. of Events p-value
(%) (Atorvastatin vs. Placebo)
Total cardiovascular events and 20% 389 vs. 483 0.0008

revascularization procedures

Total coronary events 29% 178 vs. 247 0.0006
Fatal and non-fatal stroke* 26% 89 vs. 119 0.0332

@ Coronary Heart Disease.
® Myocardial infarction.

*Although the reduction of fatal and non-fatal strokes did not reach a predefined significance level (p=0.01), a favorable trend

was observed with a 26% relative risk reduction.

The total mortality and cardiovascular mortality have not been significantly reduced, although a

favorable trend was observed.

In Anglo-Scandinavian Cardiac Outcomes Trial 2X2
The pre-specified ASCOT 2x2 factorial analysis investigated the potential differential effect

(interaction) of adding atorvastatin to the amlodipine vs. the atenolol group in ASCOT-LLA.

For the 10305 patients enrolled in ASCOT-LLA, there were 5168 patients in the atorvastatin group
(2584 patients received amlodipine and 2584 patients received atenolol) and 5137 in the placebo

group (2554 patients received amlodipine and 2583 patients received atenolol).

The risk reductions on the composite endpoint of non-fatal Ml and fatal CHD were based on the

10240 efficacy evaluable patients.

The combination of amlodipine with atorvastatin resulted in a significant risk reduction in the
composite primary endpoint of fatal CHD and non-fatal Ml by:

* 53% (95% CI 31%-68%, p<0.0001) compared to amlodipine + placebo,

* 39% (95% CIl 8%-59%, p<0.016) compared to atenolol + atorvastatin.

The p-value for the interaction was 0.027, which was not statistically significant at the

pre-specified 0.01 level.
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Blood pressure (SBP/DBP) decreased significantly on all four treatment regimens when compared
to baseline (p-values <0.001). The SBP/DBP decreases from baseline were significantly more with
the amlodipine-based regimens than with the atenolol-based regimens (-26.5/-15.6 mmHg

vs. -24.7/-13.6 mmHg for amlodipine/atorvastatin vs. atenolol/atorvastatin, and -27.1/-15.8 mmHg
vs. -24.1/-13.6 mmHg for amlodipine/placebo vs. atenolol/placebo, respectively). The p-values on

differences between the two groups were all <0.01 for SBP and DBP.

Amlodipine Pharmacodynamics
Amlodipine is a calcium ion influx inhibitor (slow channel blocker or calcium ion antagonist) and

inhibits the transmembrane influx of calcium ions into cardiac and vascular smooth muscle.

The mechanism of the antihypertensive action of amlodipine is due to a direct relaxant effect on
vascular smooth muscle. The precise mechanism by which amlodipine relieves angina has not
been fully determined but amlodipine reduces total ischemic burden by the following two actions.
1) Amlodipine dilates peripheral arterioles and thus reduces the total peripheral resistance
(afterload) against which the heart works. Since the heart rate remains stable, this unloading

of the heart reduces myocardial energy consumption and oxygen requirements.

2) The mechanism of action of amlodipine also probably involves dilatation of the main coronary
arteries and coronary arterioles, both in normal and ischemic regions. This dilatation increases
myocardial oxygen delivery in patients with coronary artery spasm (Prinzmetal’s or variant

angina) and blunts smoking-induced coronary vasoconstriction.

In patients with hypertension, once-daily dosing provides clinically significant reductions of BP in
both the supine and standing positions throughout the 24-hour interval. Due to the slow onset of

action, acute hypotension is not a feature of amlodipine administration.

In patients with angina, once-daily administration of amlodipine increases total exercise time, time
to angina onset, and time to 1 mm ST segment depression, and decreases both angina attack

frequency and nitroglycerine tablet consumption.

Amlodipine has not been associated with any adverse metabolic effects or changes in plasma

lipids and is suitable for use in patients with asthma, diabetes, and gout.

Use in Patients with Coronary Artery Disease
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The effects of amlodipine on cardiovascular morbidity and mortality, the progression of coronary
atherosclerosis, and carotid atherosclerosis were studied in the Prospective Randomized
Evaluation of the Vascular Effects of NORVASC Trial (PREVENT). This multicenter, randomized,
double-blind, placebo-controlled study followed 825 patients with angiographically defined CAD for
3 years. The population included patients with previous Ml (45%), percutaneous transluminal
coronary angioplasty (PTCA) at baseline (42%), or history of angina (69%). Severity of CAD
ranged from 1-vessel disease (45% of patients) to 3+ vessel disease (21% of patients). Patients
with uncontrolled hypertension (DBP > 95 mmHg) were excluded from the study. Major
cardiovascular events (MCVE) were adjudicated by a blinded endpoint committee. Although there
were no demonstrable effects on the rate of progression of coronary artery lesions, amlodipine
arrested the progression of carotid intima-media thickening. A significant reduction (-31%) was
observed in the amlodipine-treated patients in the combined endpoint of cardiovascular death, M,
stroke, PTCA, coronary artery bypass graft (CABG), hospitalization for unstable angina, and
worsening CHF. A significant reduction (-42%) in revascularization procedures (PTCA and CABG)
was also seen in the amlodipine-treated patients. Fewer hospitalizations (-33%) were seen for

unstable angina in amlodipine-treated patients than in the placebo group.

The effectiveness of amlodipine in preventing clinical events in patients with CAD has been
evaluated in an independent, multicenter, randomized, double-blind, placebo-controlled study of
1997 patients; Comparison of Amlodipine vs. Enalapril to Limit Occurrences of Thrombosis
(CAMELQT). Of these 663 were treated with amlodipine 5 mg to 10 mg and 655 patients were
treated with placebo, in addition to standard care of statins, beta-blockers, diuretics and aspirin,
for 2 years. The key efficacy results are presented in Table 1. The results indicate that amlodipine
treatment was associated with fewer hospitalizations for angina and revascularization procedures

in patients with CAD.

Table 1. Incidence of Significant Clinical Outcomes for CAMELOT

CAMELOT*®
Clinical Outcomes Amlodipine Placebo Risk Reduction
N (%) (N=663) (N=655) (p-value)
Composite CV° Endpoint* 110 151 31%
(16.6) (23.1) (0.003)
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CAMELOT®
Clinical Outcomes Amlodipine Placebo Risk Reduction
N (%) (N=663) (N=655) (p-value)
Hospitalization for Angina 51 84 42%
(7.7) (12.8) (0.002)
Coronary Revascularization 78 103 27%
(11.8) (15.7) (0.033)

*1) Defined in CAMELOT as cardiovascular death, non-fatal Ml, resuscitated cardiac arrest, coronary revascularization,
hospitalization for angina pectoris, hospitalization for CHF, fatal or non-fatal stroke or TIA, any diagnosis of peripheral vascular
disease (PVD) in a subject not previously diagnosed as having PVD or any admission for a procedure for the treatment of PVD.
2) The composite CV endpoint was the primary efficacy endpoint in CAMELOT.

a Comparison of Amlodipine vs. Enalapril to Limit Occurrences of Thrombosis.

b Cardiovascular.

Treatment to Prevent Heart Attack Trial

A randomized double-blind morbidity-mortality study called the Antihypertensive and
Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT) was performed to compare
newer drug therapies: amlodipine 2.5 mg to 10 mg/day (calcium channel blocker) or lisinopril
10 mg to 40 mg/day (ACE inhibitor) as first-line therapies to that of the thiazide-diuretic
chlorthalidone 12.5 to 25 mg/day in mild to moderate hypertension.

A total of 33,357 hypertensive patients aged 55 or older were randomized and followed for a
mean of 4.9 years. The patients had at least one additional CHD risk factor, including Ml or stroke
>6 months or documentation of other atherosclerotic CVD (overall 51.5%), type 2 diabetes
(36.1%), HDL-C <35 mg/dL (11.6%), left ventricular hypertrophy diagnosed by electrocardiogram
or echocardiography (20.9%), current cigarette smoking (21.9%).

The primary endpoint was a composite of fatal CHD or non-fatal MIl. There was no significant
difference in the primary endpoint between amlodipine-based therapy and chlorthalidone-based
therapy: RR 0.98; 95% CI 0.90-1.07; p=0.65. In addition, there was no significant difference in
all-cause mortality between amlodipine-based therapy and chlorthalidone-based therapy: RR 0.96;

95% CI 0.89-1.02; p=0.20.
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Use in Patients with Heart Failure
Hemodynamic studies and exercise-based controlled clinical trials in NYHA Class II-IV heart
failure patients have shown that amlodipine did not lead to clinical deterioration as measured by

exercise tolerance, left ventricular ejection fraction and clinical symptomatology.

A placebo-controlled study (PRAISE) designed to evaluate patients in NYHA Class IlI-IV heart
failure receiving digoxin, diuretics and ACE inhibitors has shown that amlodipine did not lead to an

increase in risk of mortality or combined mortality and morbidity in patients with heart failure.

In a follow-up, long-term, placebo-controlled study (PRAISE-2) of amlodipine in patients with
NYHA llI-IV heart failure without clinical symptoms or objective findings suggestive of underlying
ischemic disease, on stable doses of ACE inhibitors, digitalis, and diuretics, amlodipine had no
effect on total or cardiovascular mortality. In this same population, amlodipine was associated with
increased reports of pulmonary edema despite no significant difference in the incidence of

worsening heart failure as compared to placebo.

Use in Pediatric Patients (Aged 6 to 17 years)

The efficacy of amlodipine in hypertensive pediatric patients 6 to 17 years of age was
demonstrated in one 8-week, double-blind, placebo-controlled, randomized withdrawal trial in

268 patients with hypertension. All patients were randomized to the 2.5 mg or 5 mg treatment
arms and followed for 4 weeks after which they were randomized to continue 2.5 mg or 5 mg
amlodipine or placebo for an additional 4 weeks. Compared to baseline, once-daily treatment with
amlodipine 5 mg resulted in statistically significant reductions in SBP and DBP. Placebo-adjusted
mean reduction in seated SBP was estimated to be 5.0 mmHg for the 5 mg dose of amlodipine
and 3.3 mmHg for the 2.5 mg dose of amlodipine. Subgroup analyses indicated that younger
pediatric patients aged 6 to 13 years had efficacy results comparable to those of the older

pediatric patients aged 14 to 17 years.

Atorvastatin Pharmacodynamics

Atorvastatin is a selective, competitive inhibitor of HMG-CoA reductase, the rate-limiting enzyme
that converts HMG-CoA to mevalonate, a precursor of sterols, including cholesterol. In patients
with homozygous and heterozygous FH, non-familial forms of hypercholesterolemia, and mixed
dyslipidemia, atorvastatin reduces total-C, LDL-C, and apo B. Atorvastatin also reduces very-low-

density lipoprotein cholesterol (VLDL-C) and TG and produces variable increases in HDL-C.
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Atorvastatin lowers plasma cholesterol and lipoprotein levels by inhibiting HMG-CoA reductase
and cholesterol synthesis in the liver and by increasing the number of hepatic LDL receptors on

the cell surface for enhanced uptake and catabolism of LDL.

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 in patients with

homozygous FH, a population that has not normally responded to lipid-lowering medication.

Atorvastatin and some of its metabolites are pharmacologically active in humans. The primary site
of action of atorvastatin is the liver, which is the principal site of cholesterol synthesis and LDL
clearance. LDL-C reduction correlates better with drug dose than it does with systemic drug
concentration. Individualization of drug dosage should be based on therapeutic response

(see section 4.2 Posology and Method of Administration).

In a dose-response study, atorvastatin (10-80 mg) reduced total-C (30%-46%), LDL-C (41%-61%),
apo B (34%-50%), and TG (14%-33%). These results are consistent in patients with heterozygous
FH, non-familial forms of hypercholesterolemia, and mixed hyperlipidemia, including patients with

non-insulin-dependent diabetes mellitus.

In patients with isolated hypertriglyceridemia, atorvastatin reduces total-C, LDL-C, VLDL-C, apo B,
TG, and non-HDL-C, and increases HDL-C. In patients with dysbetalipoproteinemia, atorvastatin

reduces intermediate density lipoprotein cholesterol (IDL-C).

In patients with Fredrickson Types lla and IIb hyperlipoproteinemia pooled from 24 controlled
trials, the median percent increases from baseline in HDL-C for atorvastatin (10-80 mg) were
5.1% to 8.7% in a non-dose-related manner. Additionally, analysis of this pooled data
demonstrated significant dose-related decreases in total-C/HDL-C and LDL-C/HDL-C ratios,
ranging from -29% to -44% and -37% to -55%, respectively.

The effects of atorvastatin on ischemic events and total mortality were studied in the Myocardial
Ischemia Reduction with Aggressive Cholesterol Lowering study (MIRACL). This multicenter,
randomized, double-blind, placebo-controlled study followed 3086 patients with acute coronary
syndromes; unstable angina or non-Q wave MI. Patients were treated with standard care,
including diet, and either atorvastatin 80 mg daily or placebo for a median duration of 16 weeks.

34



LPD Title: Amlodipine/Atorvastatin

LPD rev no.: 19.1

LPD Date: April 12, 2022

Country: Thailand

Reference CDS ver: 26.0; date: December 15, 2020

The final LDL-C, total-C, HDL-C and TG levels were 72 mg/dL, 147 mg/dL, 48 mg/dL, and

139 mg/dL in the atorvastatin group, respectively, and 135 mg/dL, 217 mg/dL, 46 mg/dL, and

187 mg/dL, respectively, in the placebo group. Atorvastatin significantly reduced the risk of
ischemic events and death by 16%. The risk of experiencing re-hospitalization for angina pectoris
with documented evidence of myocardial ischemia was significantly reduced by 26%. Atorvastatin
reduced the risk of ischemic events and death to a similar extent across the range of baseline
LDL-C. In addition, atorvastatin reduced the risk of ischemic events and death to similar extents in
patients with non-Q wave M| and unstable angina, as well as in males and females and in

patients <65 years of age and >65 years of age.

Prevention of Cardiovascular Complications
The effect of atorvastatin on fatal and non-fatal CHD is discussed in this section under Clinical
Studies of Combined Amlodipine and Atorvastatin in Patients with Hypertension and Dyslipidemia,

Anglo-Scandinavian Cardiac Outcomes Trial.

In the Collaborative Atorvastatin Diabetes Study (CARDS), the effect of atorvastatin on fatal and
non-fatal CVD was assessed in 2838 patients with Type 2 diabetes 40 to 75 years of age, without
prior history of CVD and with LDL <4.14 mmol/L (160 mg/dL) and TG <6.78 mmol/L (600 mg/dL).
Additionally, all patients had at least one of the following risk factors: hypertension, current

smoking, retinopathy, microalbuminuria or macroalbuminuria.

In this randomized, double-blind, multicenter, placebo-controlled trial, patients were treated with
either atorvastatin 10 mg daily (n=1428) or placebo (n=1410) for a median follow-up of 3.9 years.
As the effect of atorvastatin treatment on the primary endpoint reached the predefined stopping

rules for efficacy, CARDS was terminated 2 years earlier than anticipated.

The absolute and relative risk reduction effect of atorvastatin is as follows:

Event Relative Risk No. of Events p-value

Reduction (%) | (atorvastatin vs. placebo)

Major cardiovascular events (fatal
and non-fatal AMI, silent MI, acute
CHD death, unstable angina, 37% 83 vs. 127 0.0010
CABG, PTCA, revascularization,

stroke)
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Event Relative Risk No. of Events p-value

Reduction (%) | (atorvastatin vs. placebo)

MI (fatal and non-fatal AMI, silent 42% 38 vs. 64 0.0070
MI)
Stroke (fatal and non-fatal) 48% 21 vs. 39 0.0163

AMI = acute myocardial infarction; CABG = coronary artery bypass graft; CHD = coronary heart disease; Ml = myocardial

infarction; PTCA = percutaneous transluminal coronary angioplasty.

There was no evidence of a difference in the treatment effect by patient’'s gender, age, or baseline

LDL-C level.

A relative risk reduction in death of 27% (82 deaths in the placebo group compared to 61 deaths

in the treatment arm) has been observed with a borderline statistical significance (p=0.0592).

The overall incidence of adverse events or serious adverse events was similar between the

treatment groups.

Atherosclerosis

In the Reversing Atherosclerosis with Aggressive Lipid-Lowering Study (REVERSAL), the effect of
atorvastatin 80 mg and pravastatin 40 mg on coronary atherosclerosis was assessed by
intravascular ultrasound (IVUS), during angiography, in patients with CHD. In this randomized,
double-blind, multicenter, controlled clinical trial, IVUS was performed at baseline and at

18 months in 502 patients. In the atorvastatin group (n=253), the median percent change, from
baseline, in total atheroma volume (the primary study criteria) was -0.4% (p=0.98) in the
atorvastatin group and +2.7% (p=0.001) in the pravastatin group (n=249). When compared to

pravastatin, the effects of atorvastatin were statistically significant (p=0.02).

In the atorvastatin group, LDL-C was reduced to a mean of 2.04 mmol/L + 0.8 (78.9 mg/dL + 30)
from baseline 3.89 mmol/L + 0.7 (150 mg/dL + 28) and in the pravastatin group, LDL-C was
reduced to a mean of 2.85 mmol/L £ 0.7 (110 mg/dL £ 26) from baseline 3.89 mmol/L + 0.7
(150 mg/dL + 26) (p<0.0001). Atorvastatin also significantly reduced mean TC by 34.1%
(pravastatin: -18.4%, p<0.0001), mean TG levels by 20% (pravastatin: -6.8%, p<0.0009), and
mean apo B by 39.1% (pravastatin: -22.0%, p<0.0001). Atorvastatin increased mean HDL-C by
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2.9% (pravastatin: +5.6%, p=NS). There was a 36.4% mean reduction in CRP in the atorvastatin

group compared to a 5.2% reduction in the pravastatin group (p<0.0001).

The safety and tolerability profiles of the two treatment groups were comparable.

Recurrent Stroke

In the Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) study, the
effect of atorvastatin 80 mg daily or placebo on stroke was evaluated in 4731 patients who had a
stroke or TIA within the preceding 6 months and no history of CHD. Patients were 60% male,

21 to 92 years of age (average age 63 years), and had an average baseline LDL of 133 mg/dL
(3.4 mmol/L). The mean LDL-C was 73 mg/dL (1.9 mmol/L) during treatment with atorvastatin and
129 mg/dL (3.3 mmol/L) during treatment with placebo. Median follow-up was 4.9 years.

Atorvastatin 80 mg reduced the risk of the primary endpoint of fatal or non-fatal stroke by 15%
(hazard ratio [HR] 0.85; 95% CI 0.72-1.00; p=0.05 or HR 0.84; 95% CI 0.71-0.99; p=0.03 after
adjustment for baseline factors) compared to placebo. Atorvastatin 80 mg significantly reduced the
risk of major coronary events (HR 0.67; 95% CI 0.51-0.89; p=0.006), any CHD event (HR 0.60;
95% CI 0.48-0.74; p<0.001), and revascularization procedures (HR 0.57; 95% CI 0.44-0.74;
p<0.001).

In a post-hoc analysis, atorvastatin 80 mg, reduced the incidence of ischemic stroke (218/2365,
9.2% vs. 274/2366, 11.6%, p=0.01) and increased the incidence of hemorrhagic stroke (55/2365,
2.3% vs. 33/2366, 1.4%, p=0.02) compared to placebo. The incidence of fatal hemorrhagic stroke
was similar between the groups (17 atorvastatin vs. 18 placebo). Reduction in the risk of
cardiovascular events with atorvastatin 80 mg was demonstrated in all patient groups except in
patients who entered the study with a hemorrhagic stroke and had a recurrent hemorrhagic stroke
(7 atorvastatin vs. 2 placebo), where the number of events was too small to discern risk or

benefit.

In patients treated with atorvastatin 80 mg, there were fewer strokes of any type (265 atorvastatin
vs. 311 placebo) and fewer CHD events (123 atorvastatin vs. 204 placebo). Overall mortality was
similar across treatment groups (216 atorvastatin vs. 211 placebo). The overall incidence of

adverse events and serious adverse events was similar between the treatment groups.

Secondary Prevention of Cardiovascular Events
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In the Treating to New Targets Study (TNT), the effect of atorvastatin 80 mg/day vs. atorvastatin
10 mg/day on the reduction in cardiovascular events was assessed in 10,001 subjects (94%
white, 81% male, 38% =65 years) with clinically evident CHD who had achieved a target LDL-C
level <130 mg/dL after completing an 8-week, open-label, run-in period with atorvastatin

10 mg/day. Subjects were randomly assigned to either 10 mg/day or 80 mg/day of atorvastatin
and followed for a median duration of 4.9 years. The mean LDL-C, TC, TG, non-HDL and HDL
cholesterol levels at 12 weeks were 73 mg/dL, 145 mg/dL, 128 mg/dL, 98 mg/dL and 47 mg/dL,
respectively, during treatment with 80 mg of atorvastatin and 99 mg/dL, 177 mg/dL, 152 mg/dL,
129 mg/dL and 48 mg/dL, respectively, during treatment with 10 mg of atorvastatin.

Treatment with atorvastatin 80 mg/day significantly reduced the rate of MCVE (434 events in the
80 mg/day group vs. 548 events in the 10 mg/day group) with a relative risk reduction of 22%.

Atorvastatin 80 mg significantly reduced the risk of the following:

Significant Endpoint Atorvastatin Atorvastatin
10 mg 80 mg HR’ (95% Cl)
(N=5006) (N=4995)
Primary Endpoint* n % n %
First major cardiovascular endpoint 548 10.9 434 8.7 0.78 (0.69, 0.89)

Components of the Primary

Endpoint
Non-fatal, non-procedure related Ml 308 6.2 243 4.9 0.78 (0.66, 0.93)
Stroke (fatal and non-fatal) 155 3.1 117 2.3 0.75 (0.59, 0.96)

Secondary Endpoints**

First CHF with hospitalization 164 3.3 122 24 0.74 (0.59, 0.94)

First CABG or other coronary 904 18.1 667 13.4 0.72 (0.65, 0.80)

revascularization procedure®

First documented angina endpoint® 615 12.3 545 10.9 0.88 (0.79, 0.99)

@ Atorvastatin 80 mg: atorvastatin 10 mg.
® Component of other secondary endpoints.
* MCVE = death due to CHD, non-fatal MI, resuscitated cardiac arrest, and fatal and non-fatal stroke.

** Secondary endpoints not included in primary endpoint.

HR=hazard ratio; Cl=confidence interval; Ml=myocardial infarction; CHF=congestive heart failure; CABG=coronary artery
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Significant Endpoint Atorvastatin Atorvastatin
10 mg 80 mg HR® (95% Cl)
(N=5006) (N=4995)

bypass graft.

Confidence intervals for the secondary endpoints were not adjusted for multiple comparisons.

There was no significant difference between the treatment groups for all-cause mortality: 282
(5.6%) in the atorvastatin 10 mg/day group vs. 284 (5.7%) in the atorvastatin 80 mg/day group.
The proportions of subjects who experienced cardiovascular death, including the components of
CHD death and fatal stroke were numerically smaller in the atorvastatin 80 mg group than in the
atorvastatin 10 mg treatment group. The proportions of subjects who experienced
non-cardiovascular death were numerically larger in the atorvastatin 80 mg group than in the

atorvastatin 10 mg treatment group.

In the Incremental Decrease in Endpoints Through Aggressive Lipid Lowering Study (IDEAL),
treatment with atorvastatin 80 mg/day was compared to treatment with simvastatin 20 mg/day to
40 mg/day in 8888 subjects up to 80 years of age with a history of CHD to assess whether
reduction in CV risk could be achieved. Patients were mainly male (81%), white (99%) with an
average age of 61.7 years and an average LDL-C of 121.5 mg/dL at randomization; 76% were on
statin therapy. In this prospective, randomized, open-label, blinded endpoint (PROBE) trial with no
run-in period, subjects were followed for a median duration of 4.8 years. The mean LDL-C, TC,
TG, HDL and non-HDL cholesterol levels at Week 12 were 78 mg/dL, 145 mg/dL, 115 mg/dL,

45 mg/dL and 100 mg/dL, respectively, during treatment with 80 mg of atorvastatin and

105 mg/dL, 179 mg/dL, 142 mg/dL, 47 mg/dL and 132 mg/dL, respectively, during treatment with

20 mg to 40 mg of simvastatin.

There was no significant difference between the treatment groups for the primary endpoint, the
rate of first major coronary event (fatal CHD, non-fatal Ml and resuscitated cardiac arrest):

411 (9.3%) in the atorvastatin 80 mg/day group vs. 463 (10.4%) in the simvastatin 20 mg/day to
40 mg/day group, HR 0.89; 95% CI 0.78,1.01; p=0.07.

There were no significant differences between the treatment groups for all-cause mortality:
366 (8.2%) in the atorvastatin 80 mg/day group vs. 374 (8.4%) in the simvastatin 20 mg/day to
40 mg/day group. The proportions of subjects who experienced CV or non-CV death were similar

for the atorvastatin 80 mg group and the simvastatin 20 mg to 40 mg group.
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Heterozygous Familial Hypercholesterolemia in Pediatric Patients

The following pediatric-exclusive studies have been completed with atorvastatin.

In an open label, single-arm study, 271 male and female Heterozygous Familial

Hypercholesterolemia (HeFH) children 6-15 years of age were enrolled and treated with

atorvastatin for up to 3 years. Inclusion in the study required confirmed HeFH and a baseline

LDL-C level =24 mmol/L (approximately 152 mg/dL). The study included 139 children at Tanner

1 development stage (generally ranging from 6-10 years of age). The dosage of atorvastatin (once

daily) was initiated at 5 mg (chewable tablet) in children less than 10 years of age. Children age

10 and above were initiated at 10 mg atorvastatin (once daily). All children could titrate to higher

doses to achieve a target of <3.35 mmol/L LDL-C. The mean weighted dose for children aged

6 to 9 years was 19.6 mg and the mean weighted dose for children aged 10 years and above

was 23.9 mg.

The mean (+/- SD) baseline LDL-C value was 6.12 (1.26) mmol/L which was approximately

233 (48) mg/dL. See table 2 below for final results.

The data were consistent with no drug effect on any of the parameters of growth and

development (i.e., height, weight, BMI, Tanner stage, Investigator assessment of Overall

Maturation and Development) in pediatric and adolescent subjects with HeFH receiving

atorvastatin treatment over the 3 year study. There was no Investigator-assessed drug effect

noted in height, weight, BMI by age or by gender by visit.

Table 2. Lipid-lowering Effects of Atorvastatin in Adolescent Boys and Girls with

Heterozygous Familial Hypercholesterolemia (mmol/L)

Timepoint |N | TC(S.D.) |LDL-C(S.D.) | HDL-C (S.D.) |TG(S.D.) |Apo B (S.D.)*
Baseline 271 | 7.86 (1.30) | 6.12 (1.26) | 1.314 (0.2663) | 0.93 (0.47) | 1.42 (0.28)**
Month 30 206 | 4.95 (0.77)* | 3.25 (0.67) | 1.327 (0.2796) | 0.79 (0.38)* | 0.90 (0.17)*

Month 36/ET | 240 | 5.12 (0.86) |3.45(0.81) | 1.308 (0.2739) | 0.78 (0.41) | 0.93 (0.20)***

TC = total cholesterol; LDL-C = low density lipoprotein cholesterol; HDL-C = high density lipoprotein cholesterol; TG =
triglycerides; Apo B = apolipoprotein B; “Month 36/ET” included final visit data for subjects who ended participation prior to the
scheduled 36 month timepoint as well as full 36 month data for subjects completing the 36 month participation; “*” = Month 30 N

for this parameter was 207; “**” = Baseline N for this parameter was 270; “***” = Month 36/ET N for this parameter was 243;
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Timepoint |N |TC(S.D.) |LDL-C(S.D.)|HDL-C(S.D.) |TG(S.D.) |ApoB (S.D.)*

“#” =g/L for Apo B.

In a double-blind, placebo-controlled study followed by an open-label phase, 187 boys and
post-menarchal girls 10 to 17 years of age (mean age 14.1 years) with heterozygous FH or
severe hypercholesterolemia were randomized to atorvastatin (n=140) or placebo (n=47) for

26 weeks and then all received atorvastatin for 26 weeks. Inclusion in the study required 1) a
baseline LDL-C level =190 mg/dL or 2) a baseline LDL-C =160 mg/dL and positive family history
of FH or documented premature CVD in a first- or second-degree relative. The mean baseline
LDL-C value was 218.6 mg/dL (range: 138.5-385.0 mg/dL) in the atorvastatin group compared to
230.0 mg/dL (range: 160.0-324.5 mg/dL) in the placebo group. The dosage of atorvastatin (once
daily) was 10 mg for the first 4 weeks and up-titrated to 20 mg if the LDL-C level was

>130 mg/dL. The number of atorvastatin-treated patients who required up-titration to 20 mg after

Week 4 during the double-blind phase was 78 (55.7%).

Atorvastatin significantly decreased plasma levels of total-C, LDL-C, TG, and apo B during the

26-week double-blind phase (see below table).

Lipid-lowering Effects of Atorvastatin in Adolescent Boys and Girls with Heterozygous

Familial Hypercholesterolemia or Severe Hypercholesterolemia

(Mean Percent Change from Baseline at Endpoint in Intention-to-Treat Population)

Dosage N Total-C* LDL-C" HDL-C° TG* Apo B°
Placebo 47 1.5 0.4 -1.9 1.0 0.7
Atorvastatin 140 -31.4 -39.6 2.8 -12.0 -34.0

@ Total cholesterol.
® Low density lipoprotein cholesterol.
¢ High density lipoprotein cholesterol.

4 Total glycerides.

¢ Apolipoprotein-B.

The mean achieved LDL-C value was 130.7 mg/dL (range: 70.0-242.0 mg/dL) in the atorvastatin
group compared to 228.5 mg/dL (range: 152.0-385.0 mg/dL) in the placebo group during the
26-week double-blind phase. In this 1-year study, there was no detectable effect on growth or

sexual maturation in boys or on menstrual cycle length in girls.
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An 8-week, open-label study to evaluate pharmacokinetics, pharmacodynamics, and safety and
tolerability of atorvastatin was conducted in 39 patients, 6 to 17 years of age with genetically
confirmed heterozygous familial hypercholesterolemia and baseline LDL-C =4 mmol/L. Cohort A
included 15 patients, 6 to 12 years of age and at Tanner Stage 1. Cohort B included 24 patients,
10 to 17 years of age and at Tanner Stage =>2.

The initial dose of atorvastatin was 5 mg daily of a chewable tablet in Cohort A and 10 mg daily
of a tablet formulation in Cohort B. The atorvastatin dose was permitted to be doubled if a patient

had not attained target LDL-C of <3.35 mmol/L at Week 4 and if atorvastatin was well tolerated.

Mean values for LDL-C, TC, VLDL-C, and Apo B decreased by Week 2 among all patients. For
patients whose dose was doubled, additional decreases were observed as early as 2 weeks, at
the first assessment, after dose escalation. The mean percent decreases in lipid parameters were
similar for both cohorts, regardless of whether patients remained at their initial dose or doubled
their initial dose. At Week 8, on average, the percent change from baseline in LDL-C and TC was

approximately 40% and 30%, respectively, over the range of exposures.

The long-term efficacy of atorvastatin therapy in childhood to reduce morbidity and mortality in

adulthood has not been established.

5.2 Pharmacokinetic Properties
Pharmacokinetics and Metabolism

Absorption
In studies with amlodipine/atorvastatin

Following oral administration of amlodipine/atorvastatin, two distinct peak plasma concentrations
were observed. The first, within 1 to 2 hours of administration, is attributable to atorvastatin; the
second, between 6 and 12 hours after dosing, is attributable to amlodipine. The rate and extent of
absorption (bioavailability) of amlodipine and atorvastatin from amlodipine/atorvastatin are not
significantly different from the bioavailability of amlodipine and atorvastatin from co-administration
of amlodipine and atorvastatin tablets as assessed by C,,.: 101% (90% CI: 98, 104) and AUC:
100% (90% ClI: 97, 103) for the amlodipine component and C,,,,: 94% (90% CI: 85, 104) and
AUC: 105% (90% CI: 99, 111) for the atorvastatin component, respectively.

The bioavailability of the amlodipine component of amlodipine/atorvastatin was not affected under
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the fed state as assessed by C,,.: 105% (90% CI: 99, 111) and AUC: 101% (90% CI: 97, 105)
relative to the fasted state. Although food decreases the rate and extent of absorption of
atorvastatin from amlodipine/atorvastatin by approximately 32% and 11%, respectively, as
assessed by C,,..: 68% (90% CI 60, 79) and AUC: 89% (90% CI 83, 95) relative to the fasted
state, similar reductions in plasma concentrations in the fed state have been seen with

atorvastatin taken as monotherapy without reduction in LDL-C effect (see below).

In studies with amlodipine

After oral administration of therapeutic doses, amlodipine is well absorbed with peak blood levels
between 6 to 12 hours post-dose. Absolute bioavailability has been estimated to be between 64%
and 80%. The volume of distribution is approximately 21 L/kg. In vitro studies have shown that

approximately 97.5% of circulating amlodipine is bound to plasma proteins.

Absorption of amlodipine is unaffected by consumption of food.

In studies with atorvastatin

Atorvastatin is rapidly absorbed after oral administration; maximum plasma concentrations occur
within 1 to 2 hours. Extent of absorption and plasma atorvastatin concentrations increases in
proportion to atorvastatin dose. Atorvastatin tablets are 95% to 99% bioavailable compared to
solutions. The absolute bioavailability of atorvastatin is approximately 14%, and the systemic
availability of HMG-CoA reductase inhibitory activity is approximately 30%. The low systemic
availability is attributed to pre-systemic 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 C,,.x and AUC, LDL-C reduction is
similar whether atorvastatin is given with or without food. Plasma atorvastatin concentrations are
lower (approximately 30% for C,,.x and AUC) following evening drug administration compared to
morning. However, LDL-C reduction is the same regardless of the time of day of drug

administration (see section 4.2 Posology and Method of Administration).

Distribution

In studies with atorvastatin

Mean volume of distribution of atorvastatin is approximately 381 L. Atorvastatin is 2>98% bound to
plasma proteins. A red blood cell/plasma ratio of approximately 0.25 indicates poor drug

penetration into red blood cells.
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Metabolism and Excretion

In studies with amlodipine

The terminal plasma elimination half-life is about 35 to 50 hours and is consistent with once daily
dosing. Steady-state plasma levels are reached after 7 to 8 days of consecutive dosing.
Amlodipine is extensively metabolized by the liver to inactive metabolites with 10% of the parent

compound and 60% of metabolites excreted in the urine.

In studies with atorvastatin

Atorvastatin is extensively metabolized to ortho- and para-hydroxylated derivatives and various
beta-oxidation products. In vitro inhibition of HMG-CoA reductase by ortho- and para-hydroxylated
metabolites is equivalent to that of atorvastatin. Approximately 70% of circulating inhibitory activity
for HMG-CoA reductase is attributed to active metabolites. In vitro studies suggest the importance
of atorvastatin metabolism by hepatic cytochrome P450 3A4, consistent with increased plasma
concentrations of atorvastatin in humans following co-administration with erythromycin, a known
inhibitor of this isozyme. In vitro studies also indicate that atorvastatin is a weak inhibitor of
cytochrome P450 3A4. Atorvastatin co-administration did not produce a clinically significant effect
in plasma concentrations of terfenadine, a compound predominantly metabolized by cytochrome
P450 3A4; therefore, it is unlikely that atorvastatin will significantly alter the pharmacokinetics of
other cytochrome P450 3A4 substrates (see section 4.5 Interaction with Other Medicinal Products
and Other Forms of Interaction). In animals, the ortho-hydroxy metabolite undergoes further

glucuronidation.

Atorvastatin and its metabolites are eliminated primarily in bile following hepatic and/or
extrahepatic metabolism; however, the drug does not appear to undergo enterohepatic
recirculation. Mean plasma elimination half-life of atorvastatin in humans is approximately

14 hours, but the half-life of inhibitory activity for HMG-CoA reductase is 20 to 30 hours due to the
contribution of active metabolites. Less than 2% of a dose of atorvastatin is recovered in urine

following oral administration.

Atorvastatin is a substrate of the hepatic transporters, OATP1B1 and OATP1B3 transporter.
Metabolites of atorvastatin are substrates of OATP1B1. Atorvastatin is also identified as a
substrate of the efflux transporters MDR1 and BCRP, which may limit the intestinal absorption and

biliary clearance of atorvastatin.

Special Populations
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Hepatic Insufficiency

In studies with atorvastatin

Plasma concentrations of atorvastatin are markedly increased (approximately 16-fold in C,,,, and
11-fold in AUC) in patients with chronic alcoholic liver disease (Child-Pugh B) (see section

4.3 Contraindications).

Renal Insufficiency

See section 4.2 Posology and Method of Administration.

In studies with amlodipine

Changes in amlodipine plasma concentrations are not correlated with degree of renal impairment.

Amlodipine is not dialyzable.

In studies with atorvastatin

Renal disease has no influence on the plasma concentrations or lipid effects of atorvastatin. Thus,

dose adjustment in patients with renal dysfunction is not necessary.

Gender

In studies with atorvastatin

Plasma concentrations of atorvastatin in women differ (approximately 20% higher for C,,,, and
10% lower for AUC) from those in men. However, there were no clinically significant differences in

lipid effects between men and women.

Elderly

In studies with amlodipine

The time to reach peak plasma concentrations of amlodipine is similar in elderly and younger
subjects. Amlodipine clearance tends to be decreased with resulting increases in AUC and
elimination half-life in elderly patients. Increases in AUC and elimination half-life in patients with
CHF were as expected for the patient age group studied. Amlodipine, used at similar doses in

elderly or younger patients, is equally well tolerated.

In studies with atorvastatin

Plasma concentrations of atorvastatin are higher (approximately 40% for C,,.x and 30% for AUC)
in healthy elderly subjects (aged =65 years) than in young adults. The ACCESS study specifically
evaluated elderly patients with respect to reaching their NCEP treatment goals. The study
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included 1087 patients under 65 years of age, 815 patients over 65 years of age, and
185 patients over 75 years of age. No differences in safety, efficacy or lipid treatment goal

attainment were observed between elderly patients and the overall population.

Pediatrics

In studies with amlodipine

In one clinical chronic exposure study, 73 hypertensive pediatric patients, aged 12 months to less
than or equal to 17 years, amlodipine was dosed at an average daily dose of 0.17 mg/kg.
Clearance for subjects with the median weight of 45 kg was 23.7 L/h and 17.6 L/h for males and
females, respectively. This is in a similar range to the published estimates of 24.8 L/h in a 70 kg
adult. The average estimate for volume of distribution for a 45 kg patient was 1130 L (25.11 L/kg).
Maintenance of the BP effect over the 24-hour dosing interval was observed with little difference
in peak and trough variation effect. When compared to historical adult pharmacokinetics, the

parameters observed in this study indicate that once daily dosing is appropriate.

In studies with atorvastatin

In an open-label, 8-week study, Tanner Stage 1 (N=15) and Tanner Stage =2 (N=24) pediatric
patients (aged 6-17 years) with heterozygous familial hypercholesterolemia and baseline
LDL-C =4 mmol/L were treated with 5 or 10 mg of chewable or 10 or 20 mg of film-coated
atorvastatin tablets once daily, respectively. Body weight was the only significant covariate in
atorvastatin population PK model. Apparent oral clearance of atorvastatin in pediatric subjects
appeared similar to adults when scaled allometrically by body weight. Consistent decreases in

LDL-C and TC were observed over the range of atorvastatin and o-hydroxyatorvastatin exposures.

Drug Interactions

In studies with atorvastatin

The effect of co-administered drugs on the pharmacokinetics of atorvastatin as well as the effect
of atorvastatin on the pharmacokinetics of co-administered drugs are summarized below (see
section 4.4 Special Warnings and Precautions for Use and section 4.5 Interaction with Other

Medicinal Products and Other Forms of Interaction).

Effect of Co-administered Drugs on the Pharmacokinetics of Atorvastatin
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Co-administered Drug and Dosing Regimen Atorvastatin
Dose (mg) Ratio of AUC* | Ratio of C__*
#Cyclosporine 5.2 mg/kg/day, stable dose 10 mg QD? for 28 days 8.7 10.7
*Tipranavir 500 mg BID®/ritonavir 200 mg BID, | 10 mg SD°
94 8.6
7 days
*Glecaprevir 400 mg QD/Pibrentasvir 120 mg
10 mg QD for 7 days 8.3 22.0
QD, 7 days
*Telaprevir 750 mg g8hY, 10 days 20 mg SD 7.9 10.6
*Elbasvir 50 mg QD/grazoprevir 200 mg QD,
10 mg SD 1.95 4.3
13 days
*Boceprevir 800 mg TID®, 7 days 40 mg SD 2.3 2.7
*Simeprevir 150 mg QD, 10 days 40 mg SD 212 1.70
*Lopinavir 400 mg BID/ritonavir 100 mg BID, 20 mg QD for 4 days
5.9 4.7
14 days
#*Saquinavir 400 mg BID/ritonavir 400 mg BID, | 40 mg QD for 4 days
3.9 4.3
15 days
#Clarithromycin 500 mg BID, 9 days 80 mg QD for 8 days 4.5 54
#*Darunavir 300 mg BID/ritonavir 100 mg BID, 10 mg QD for 4 days
34 22
9 days
*ltraconazole 200 mg QD, 4 days 40 mg SD 3.3 1.20
*Letermovir 480 mg QD, 10 days 20 mg SD 3.29 217
*Fosamprenavir 700 mg BID/ritonavir 100 mg 10 mg QD for 4 days
25 28
BID, 14 days
*Fosamprenavir 1400 mg BID, 14 days 10 mg QD for 4 days 23 4.0
*Nelfinavir 1250 mg BID, 14 days 10 mg QD for 28 days 1.74 22
*Grapefruit Juice, 240 mL QD* 40 mg SD 1.37 1.16
Diltiazem 240 mg QD, 28 days 40 mg SD 1.51 1.00
Erythromycin 500 mg QID', 7 days 10 mg SD 1.33 1.38
Amlodipine 10 mg, single dose 80 mg SD 1.18 0.91
Cimetidine 300 mg QID, 2 weeks 10 mg QD for 2 weeks 1.00 0.89
Colestipol 10 g BID, 24 weeks 40 mg QD for 8 weeks NA 0.74*
Maalox TC® 30 mL QID, 17 days 10 mg QD for 15 days 0.66 0.67
Efavirenz 600 mg QD, 14 days 10 mg for 3 days 0.59 1.01
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Co-administered Drug and Dosing Regimen Atorvastatin
Dose (mg) Ratio of AUC* | Ratio of C__*

#*Rifampin 600 mg QD, 7 days 40 mg SD

1.12 29
(co-administered)?
#*Rifampin 600 mg QD, 5 days (doses 40 mg SD

0.20 0.60
separated)’
*Gemfibrozil 600 mg BID, 7 days 40 mg SD 1.35 1.00
*Fenofibrate 160 mg QD, 7 days 40 mg SD 1.03 1.02

& Represents ratio treatments (co-administered drug plus atorvastatin versus atorvastatin alone).

# See sections 4.4 Special Warnings and Precautions for Use and 4.5 Interaction with Other Medicinal Products and Other
Forms of Interaction for clinical significance.

* Greater increases in AUC (ratio of AUC up to 2.5) and/or C,,, (ratio of C,,.x up to 1.71) have been reported with excessive
grapefruit consumption (2750 mL-1.2 L/day).

** Ratio based on a single sample taken 8-16 hours post-dose.

' Due to the dual interaction mechanism of rifampin, simultaneous co-administration of atorvastatin with rifampin is
recommended, as delayed administration of atorvastatin after administration of rifampin has been associated with a significant
reduction in atorvastatin plasma concentrations.

I The dose of saquinavir/ritonavir in this study is not the clinically used dose. The increase in atorvastatin exposure when used
clinically is likely to be higher than what was observed in this study. Therefore, caution should be exercised and the lowest dose
necessary should be used.

@ Once daily.

® Twice daily.

¢ Single dose.

4 Every 8 hours.

¢ Three times daily.

T Four times daily.

Effect of Atorvastatin on the Pharmacokinetics of Co-administered Drugs

Atorvastatin Co-administered Drug and Dosing Regimen
Drug/Dose (mg) Ratio of AUC* | Ratio of C__*
80 mg QD? for 15 days | Antipyrine 600 mg SD° 1.03 0.89
80 mg QD for 10 days | Digoxin 0.25 mg QD, 20 days” 1.15 1.20

40 mg QD for 22 days | Oral contraceptive QD, 2 months

- norethindrone 1 mg 1.28 1.23
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Atorvastatin Co-administered Drug and Dosing Regimen

Drug/Dose (mg) Ratio of AUC* | Ratio of C__*
- ethinyl estradiol 35 pg 1.19 1.30

10 mg SD Tipranavir 500 mg BID%ritonavir 200 mg BID, 1.08 0.96
7 days

10 mg QD for 4 days Fosamprenavir 1400 mg BID, 14 days 0.73 0.82

10 mg QD for 4 days Fosamprenavir 700 mg BID/ritonavir 100 mg 0.99 0.94
BID, 14 days

& Represents ratio treatments (co-administered drug plus atorvastatin versus atorvastatin alone).

# See section 4.5 Interaction with Other Medicinal Products and Other Forms of Interaction for clinical significance.
& Once daily.

b Single dose.

¢ Twice daily.

5.3 Preclinical Safety Data
Carcinogenesis

In studies with amlodipine

Rats and mice treated with amlodipine in the diet for 2 years, at concentrations calculated to
provide daily dosage levels of 0.5, 1.25, and 2.5 mg/kg/day, showed no evidence of
carcinogenicity. The highest dose (for mice, similar to, and for rats twice* the maximum
recommended clinical dose of 10 mg, on a mg/m? basis) was close to the maximum tolerated

dose for mice but not for rats.

*Based on patient weight of 50 kg.

In studies with atorvastatin

Atorvastatin was not carcinogenic in rats. The maximum dose used was 63-fold higher than the
highest human dose (80 mg/day) on a mg/kg body-weight basis and 8- to 16-fold higher based on
AUC(0-24) values. In a 2-year study in mice, incidences of hepatocellular adenomas in males and
hepatocellular carcinomas in females were increased at the maximum dose used, which was
250-fold higher than the highest human dose on a mg/kg body-weight basis. Systemic exposure
was 6- to 11-fold higher based on AUC(0-24).

All other chemically similar drugs in this class have induced tumors in both mice and rats at
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multiples of 12 to 125 times their highest recommended clinical doses, on a mg/kg body weight

basis.

Mutagenesis

In studies with amlodipine

Mutagenicity studies revealed no drug-related effects at either the gene or chromosome level.

In studies with atorvastatin

Atorvastatin did not demonstrate mutagenic or clastogenic potential in four in vitro tests with and
without metabolic activation or in one in vivo assay. It was negative in the Ames test with
Salmonella typhimurium and Escherichia coli, and in the in vitro hypoxanthine-guanine
phosphoribosyl transferase (HGPRT) forward mutation assay in Chinese hamster lung cells.
Atorvastatin did not produce significant increases in chromosomal aberrations in the in vitro

Chinese hamster lung cell assay and was negative in the in vivo mouse micronucleus test.

Impairment of Fertility

In studies with amlodipine

There was no effect on the fertility of rats treated with amlodipine (males for 64 days and females
14 days prior to mating) at doses up to 10 mg/kg/day (8 times* the maximum recommended
human dose of 10 mg, on a mg/m? basis).

* Based on patient weight of 50 kg.

In studies with atorvastatin

No adverse effects on fertility or reproduction were observed in male rats given doses of
atorvastatin up to 175 mg/kg/day or in female rats given doses up to 225 mg/kg/day. These doses
are 100 to 140 times the maximum recommended human dose on a mg/kg basis. Atorvastatin
caused no adverse effects on sperm or semen parameters or on reproductive organ

histopathology in dogs given doses of 10 mg/kg, 40 mg/kg, or 120 mg/kg for 2 years.

6. PHARMACEUTICAL PARTICULARS
6.1 List of Excipients
Calcium carbonate, croscarmellose sodium, microcrystalline cellulose, pregelatinised starch,
polysorbate 80, hydroxypropyl cellulose, purified water, colloidal silicon dioxide (anhydrous),
magnesium stearate, opadry Il white 85F28751 or opadry Il Blue 85F10919
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6.2 Incompatibilities

Not applicable.

6.3 Shelf Life

Please see details on carton.

6.4 Special Precautions for Storage

Store at controlled room temperature (15°C to 30°C).

7. MARKETING AUTHORISATION HOLDER
Viatris (Thailand) Limited

Warnings (based on Thai Ministry of Public Health Announcement)

1.

2
3.
4

Do not use the drug in pregnant and breast-feeding women.

Do not use the drug in patients with liver disease.

If there is myalgia at calf, back or whole body, stop taking drug and consult physician.

Liver function tests should be performed before taking drug and 6 and 12 weeks after taking
drug. For patients who routinely use the drug, liver function tests should be performed every
6 months or as recommended by a physician. If the transaminase level is greater than three
times of upper normal limit, stop taking drug and consult a physician.

Use with caution with digoxin, warfarin because the level of these drugs in blood may be high
and become dangerous.

The risk of myopathy or rhabdomyolysis will increase when the drug is administered with other
following drugs, e.g., azole antifungals such as ketoconazole, itraconazole; macrolides

such as erythromycin, clarithromycin; HIV protease inhibitors such as indinavir, ritonavir,
nelfinavir, saquinavir; verapamil; diltiazem; gemfibrozil; nicotinic acid; cyclosporine;
amiodarone.

The risk of rhabdomyolysis will increase under the following conditions, e.g., use at high dose;
in the elderly; in patients with hepatic or renal insufficiency; in alcoholism; in patients with
hypothyroidism.

Caution should be exercised when taking this drug with colchicine, especially in the elderly, or
patients with renal insufficiency because there is a risk of myopathy or rhabdomyolysis.

The use of this drug may increase the risk of increase in blood sugar level.
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lFgnTu:

lsaanuauladags
#Iuue9a18 amlodipine 1Fidunn3snw1auLIA (first line treatment) lun135nE1lsannuaulafia
g9 wazlugithodulngmansnlifesswwdsilunsaiuguanuaulafia (blood pressure; BP)
X A o o A A AV 9 .. = = o o A [%
dihenlfaannuaulaiadu (Ml amlodipine) 1NBsMWABILAZEINILAUANNGULARA |6
1 s 6 U (= . A IS 1
lddwaaalasudszlonianmsldsiuvesarsn amlodipine Satdusiuilsznavuvas
amlodipine/atorvastatine 33368 luinuaadsinunsneg lasudselosiannisiiy amlodipine
YUIULALD

@ A v

#ananih amlodipine g3dTaltlumsananuRIvaslIAraaaldaniala (coronary heart
1aa

disease; CHD) G3fisundiauaznanuitarialaansiitasannanaiiaa (myocardial infarction; MI)

ldfsundiauazananuiiasainsiialinnaaaiiaaguad (stroke)

Tsaviaantdanundlalsun3 (Coronary Artery Disease; CAD)
FIUVDIAL amlodipine TlunsananuiissuaInsvin coronary revascularization LLaz@a21d
snduluwn19dnTun1ITnEnaa Ll saw mmaLﬁaaﬁnﬂLﬁa@vl,ﬂLﬁmﬂﬁﬁuLﬁﬂ%"'ﬂﬂﬁhﬁﬂdWﬂMQﬂ% L]

Wuliavaaaldaauadlalsun’

< % P2 & 2 % & o 1A £ o o .
a’]ﬂ"lim‘]JVi%']aﬂL%ad%’]ﬂtaaﬂiﬂLﬁﬂdﬂﬁ"l&t%ﬂ‘ﬁ’ﬂ%lﬂlﬂ&ldwaL‘JE)SGLHJ‘]J@]\‘]TI (Chronic
Stable Angina)

#IUU9681 amlodipine TFlunssnlsananaitarialaanaiiaa (myocardial ischemia) 313z
a a o A A A . A A A = o
m@mﬂwmmwuwmmamaamaa@ (stable angina) LAL/AIDINMNARDALRDALULNII/NITRAN
Ya9naaaiianlalsu’ (Prinzmetal’s %38 variant angina) anald amlodipine/atorvastatin lunen

1 ~

AaTnanIliuninaniiaanraaalfaaduinsyvaaalfaarani lagngs i lasuniIasiadinany
Huguuruan 813ld amlodipine/atorvastatin au11La87 BIalduARALENTEIaINTLRNan
A A & @ A o A . . o A @y A A = )
Weasanniiaa liassnauitanalaldiisawe (antiangina) a20% lugﬂaumauaﬂn”niLaJU%uﬂaﬂ

A A X o & o A A& o o . A

Liha99nnLRaa lUiasIna N ikana ba N eI WadIsN Iy nitrates La¥/%38 beta-blockers TUW1
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TN EIWALAILG bl LA NAE

annAailnfzoslaanlwaon

\ o . o Ae vA A9 v A o A o oy Aa @
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lAlaaLAaTaaTIN (total-C) low-density lipoprotein cholesterol (LDL-C) apolipoprotein B (apo-B) LLas
lasnaura’lsd (triglyceride; TG) Aigs uazauiAal high-density lipoprotein cholesterol (HDL-C) Tu
Iﬂ’ﬂ’mﬁlﬂu hypercholesterolemia %ﬁ@ﬂg&lgﬁ (heterozygous familial ez non-familial
hypercholesterolemia), combined (mixed) hyperlipidemia (Fredrickson Types Il a Lag 1l b) ;‘Qllyﬂ’a Uﬁ
ﬁiz@vuvlmﬂﬁLsﬁavLi@pluLﬁamj{i (Fredrickson Type 1V) LLaﬂuQ’ﬂ’m dysbetalipoproteinemia

(Fredrickson Type ) S‘i?amauauao"l&iLﬁmwa@iamsmqumammi

A o . o Ao o
#ANINT FINVDIAIEN atorvastatin tIdTLITIHNTAATzAUALRRLADTEATIN LAz LDL-C 1w

E‘Tﬂ’mﬁlﬂu homozygous familial hypercholesterolemia (FH)

%] a v d' [ %) =~
nstlasnwnistialsaunsndantiginurl lanaznaoatian
@ A A o aa & o A . . a
lugihofnlddndngiunsadfindudulsawilauaznaaaifian (cardiovascular disease; CVD) uazdl
A VA A a o A | A o A A o @ ' A
wIa hidauAaUnauad luinluifae uadiaduiFasuadlIanaaaliann lanaailade Liw gUUI
mwm”u‘[aﬁmgo T3a1U7%191% HDL-C 61 wiaddsidanluatauaiidulsanaaaidaavialanauniy
AURUAIT atorvastatin J1aLidlTING:
n{ a A a J =3 1aaAa a (% g a d
- aeeNMNLRLIUaINTAalIanaaaliaara lagIInATIe uwazn1TtAanaTNLhana laa LG
1R 1A
laitundae
- ARANNLESdTINSAALIARRaALREARNEY (stroke)
- AAANULEEI89INIYIN revascularization procedures LazNIILNAINIILREIEN

A A g o & o A . .
Wasanniiaa liassnauitenalaldiisswe (angina pectoris)

Aa

lugtheniinangrunsediinindulsanasaiieanala atorvastatin ddavldine:
A a % :qf [ A 1R 1ada
- aeanNLEssraINsAanauilani laaua laidsundia
t:l' a A dl =S 1A 1R 1aAa
- AAANNLFEDILaINTAAlIATREALREAFN (stroke) TeDauATIauas lidwATAa
- AAANNLREIVEINTTAN revascularization procedures
=i o o o o A o o
- AAANNFEDIIRINTNTUMIINEG lulsanenuatitasanlsana laduinan (CHF)

A a & v o = :?f v ‘3‘ s oA
- AAANULREIVBINIINAINIILAIVRAWIBNLUDIIINLR E’]@IVLULER mnmmuamlﬂmw HIND

Athaan (81 10-17 1)

Atorvastatin ﬁ"ﬁaﬂﬂ%ﬁaLﬂumﬁlﬁa%m”umsmuqummﬂumiamzﬁuiﬂLaamasamw LDL-C

A A

L= o v & 1
uazazal apo B lwdnmuuazianndsniidszdndouud angy 10 89 17 T Serhedu

[

heterozygous FH Mu%asanMIsinmdisnMInIuguanmsataisswaud Sananufvdalufa:
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a. LDL-C ﬂ'agaﬂ’jm’%awhﬁ'u 190 UN./AR. ®ID
b. LDL-C ﬁ'\‘lgaﬂ’jm%awhﬁ'u 160 UN./AB. AL
= Qi o 1 < d‘ % % A 1 % % A
. JUszfavauaindulsainsnurllanaznasaliaanawitanals nia

Y et { 4 { Qs s [l ol 1 Q ‘&‘
. lu;dﬂ’;mﬁﬂ fiaaausdanaaslsangnurd lanszraaaliaa diningastlaaednly

4.2 ARIAUAZISNT LB
NSRRI bl

Amlodipine/atorvastatin Li‘jumwauﬁ%m%'wgﬂayﬁﬁmaﬂsﬂﬁ'ﬂaLLa:mamﬁa@iwﬁ'uﬁa ANAH
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Aaanne LLazmia@m%uﬂluQﬂ’mﬁﬁm qu@guqﬁ LRI AL UL ENIIMTUNNE

D

A . a L. . @ & A ) o A
au 9 Niduog AIILWN amlodipine/atorvastatin N I uduniissnsaansunInuaitaduges

Aa A . AN W e a
NUBLYRNL YN L&Jaﬂ']i@]aUﬁ%aﬂ@awqmiﬂqﬂ,ﬁﬂq%‘lw‘l@wﬂLWHGW@

U

nasnnulRBILaz/MIaNTUTUVUIAEN amlodipine/atorvastatin msm’mgs:@”ﬂmm"’uuam‘”@mm
aularaniely 2-4 o wiILUSUIMIALN amlodipine LAz atorvastatin @NAMMUANIZEN AT

ot et a ot Y = &’ ¥ A o [ aa
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2131# amlodipine/atorvastatin lun1aiuduinwigiheluduluieaguuaziionudulafagivio
= Y A A X o & o A Y

amsiiunineaniiasaniden lUisananuiiiarnla bW eane swassuduwad

amlodipine/atorvastatin NUBZINAIITINABANNVINALININVBIVWIALN amlodipine KHERE
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amlodipine/atorvastatin @i 10 4N. TUATATI VWALIFIFAVBIAILN atorvastatin TaTusrutsznay

U8y amlodipine/ atorvastatin fa 80 N, IUFZATI

NIINELUUNAUNY (Substitution Therapy)

8131 amlodipine/atorvastatin naunlisnisusuamavasarenMdusinlsenauudazad Hihoaa
lasurmasfisurinves amlodipine/atorvastatin NID A amlodipine/atorvastatin TIHNTIINNIWIA
81 amlodipine %38 atorvastatin %3871988488149 INALWUNANNIINE12INILALRTNankaIaNLRea

ldiRaananutitanala NI NNIaAAINNAKIARARIaNITAN LU

21914 amlodipine/atorvastatin tNasnsiAmdnlumssnmdthenlaiudnladismielduds u
{ [ AI v L o Qs v 1 v & Qs 1 § o Qs v 1 L §

ugdumasuaunssnsdmsutedslonisuszmyinudatiasdrvnsutasialgou aisden

YaeNINARNLKINUY amlodipine/atorvastatin lagfiaaiuaman1IsnEdalitasvaIaisnn b

ag}ﬁauua:mm@L‘%uﬁuﬁuu:ﬁwaaﬁﬂﬁa PNRINYITTNAUNLNILGY

MIBLIIINN® (@it 4.5 duasnsonszwiniuazsuaInzelugluuuau)

\ o L. A \ L. i = Aq o, o
#Iuue9a18 amlodipine Taidusrudsznavvas amlodipine/atorvastatin 1uennlsalaang
ﬂaa@ﬁﬂﬂ“ﬂﬂ’]myﬂﬁam’szﬂﬁjw thiazide, alpha-blockers, beta-blockers #1611 angiotensin-converting

' = . i 6 o 1y .. .
enzyme (ACE), nitrates ﬁaaﬂqm‘szmm’a LA nitroglycerine Nlranlaau amlodipine/atorvastatin

1 leagnlanansnueINNE1INITII6 %

81917 atorvastatin Tailusutlsznauvas amlodipine/atorvastatin TIUALEINGH resin NTUALNIA
Y o aoA N o o a A @ A Ao & &

AN aLINNKa22INIA0 Lot lasvia ldaisnaniaesmsitenfeangndaugaawlas] 3-hydroxy-3-
methylglutaryl-coenzyme A (HMG-CoA) reductase TINNVLN fibrates (@ﬁ‘ﬂ]”a 4.4 SLAULATTD
avriadumiaslunsldn uasiade 4.5 suasiTonszniveuazduasisonlugduunaw)

U3zaInINANNLABUAZ NI TR TMINLABE N TUIWIAE

Tsanaaatdaauaslalims (n1sd@nslaalzen Amlodipine)

A o o o oy A A A A L. =2 @
wwnasfiuusihdmivdihefidulanasaiaauadlalsuni da amlodipine 5 un. fi9 10 wn. Tuaz
A3l HanIAnsneadinnananIdinm wuigithosulngldvinam 1o an. Fuazads (@ate
5.1 QUANTAMILNFTNAMFAT — LAFTWAFFATUD9 Amlodipine/Atorvastatin — n13lEElugLlef
ulsanaaaiiaauaslalsun’)
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Hypercholesterolemia z%n1lgainiiuaz combined (Mixed) Hyperlipidemia (ms@nunlaalzen
Atorvastatin)
v A ' o LY [ (% . o =
;dﬂ'smﬂqmumulmya:mqu‘smuvlwuvlﬂmmmﬂﬁm atorvastatin Y782 10 UN. ILLRUNIT
aauanaddanm Ny le 2 slew Lm:ﬁmﬂﬁmsmauauaageq@mzfl,u 4 slanvilagnanng

A A A o ' A
AAURWAIT LI IUNITN IR BNdaLiha 938282

Homozygous Familial Hypercholesterolemia (msﬁﬂﬂ'\‘[ﬂﬂ%‘m Atorvastatin)

2 @ @ a A Aa R A
nnndnsdayamisldululasinisuinasiietisTiaungionidulia homozygous FH
wuhgihosulngneuauadsdas atorvastatin 80 un. lasaasza LDL-C léannnin 15% (18% -
45%)

¥ U a' o s 1
sz luwgiheiinisieuwuesauunnsas
liin2314 amlodipine/atorvastatin Tugftlhofinsvanuduunwias (giatda 4.3 Tl uazwate

4.4 fLdannaztanissziwduiiaslunslann)

v U :l' o 1
mslzelugiheiinisiemaslaunnsas
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mMsisenluan
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=3 Lz 1
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g9 lainuKaad amlodipine @iaﬂawu@”ulaﬁmlugﬂaﬂawqﬁaUmh 6 1

msdanslaglden Atorvastatin:

mﬂﬁm?ug}fﬂamﬁnﬁﬁn@"ﬂwa”u?mﬁa@ﬁ@ﬂnm‘: (dyslipidemias) 8£/193%13

E%m%'u;jﬂ’mﬁﬁmq 10 F9uly muﬂ@ﬂ’lﬁluﬁuﬁuu:ﬁﬂuﬂﬁiuﬁ f atorvastatin 10 4N. GaI% 813
N TA I wiias 80 1N, MUMINBLARBILAZMINUAaL) BaeTiliarsRa s dune
luTasandathwanamssnesnfuussi (@27 4.1 Torld uaziada 5.1 quandanunds
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'
o
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Nl SINALLIDK
nsdans laglden Atorvastatin

lunsainfianusdulunsle atorvastatin 3737 cyclosporine, telaprevir 81H&3

tipranavir/ritonavir %30 glecaprevir/pibrentasvir 1%1@81 atorvastatin laiaaseAin 10 wn.
laiunztin Al atorvastatin lugﬂaﬂﬁﬁ'}ﬁﬂ% letermovir S34NU cyclosporine

uaﬂmnﬁ wué’umﬁ?mmamé’mauma@ﬁfmaom ﬁdwaiﬁsm”umwmﬁwﬁmaom atorvastatin
Iuiwmmﬁuﬁmﬁalﬁ’mﬁuméﬁuvl,a%'al,aﬂa?ﬂ@;u HIV protease inhibitors G281 ¢)
(lopinavir/ritonavir, saquinavir/ritonavir, darunavir/ritonavir, fosamprenavir, fosamprenavir/ritonavir
Wae nelfinavir) gNeU ITEALENLEY T mju HCV protease inhibitors (boceprevir,
elbasvir/grazoprevir, simeprevir), clarithromycin, itraconazole L8 letermovir ﬂ’siizﬂ'@i:’fdl,ﬁaéiﬂf
61 atorvastatin TINALENRI wazuusinliinnsUs iunanaediinfianzay welwwilainld
atorvastatin lumm@ﬁ@ﬁﬁqmmﬁﬁnﬂu (@27 4.4 Sudeauuaztanisszinduiiamlunld -

Wadanduilaas uazwate 4.5 suaInoniveuazduasisenlugduuudu)

v v v
4.3 davnald
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* amlodipine 5@8%}1% dihydropyridine calcium channel blocker

o o @ A
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o & & A . . A A A wr ' P Y
nawilanaliuniadeuusslaslinusimg laslawizadeblunsdinianldsmomouszdld
618 AT amlodipine/atorvastatin Yifl TWLININIIANNVEIIEAL CPK BEN9NN WIa
Q aa Qs 1 { 1 = QI &/ v { QI
RIFUNIDIRIRINTNE myopathy ANULRE9GENTIAA myopathy AziRxLY wndnTirenNiia
srauaMUTuTuas atorvastatin luianoianeday (@Wata 4.5 SuAINTEIZRINIUAZEUAT
an § s v > 1 Y a QG'QI Qq//
Menlugduuudu waziate 5.2 quand@nmaundrauenans) suniinanodreangnidudem
UBRTUVY cytochrome P 450 3A4 La/®3an1311aI81 CYP 3A4 1% isozyme #aN28d4@LUNNIIL
JuNe198InNY biotransformation 1a4 atorvastatin WWngNINaINNTIMIL]A 8N atorvastatin TINAL
DUWUS fibric acid, erythromycin 81nandduni sdwTasngu azole 8INgy HIV/HCV protease
inhibitors, 1nga HCV NS5A/NS5B inhibitors, letermovir #38 niacin luswmaflfaaszauluiu ais
TohninanadralFouazaIa Tz luazdaaudisadnziaszTuNadunianniuaza s
@ & @ & = A A A A a o
uaasrastianauiie nanaanaliunIadantsy laglanizatnddsluifanusn g Msuldeuas
' a o o A o & a a o { o
FTRIHMTANIMAN LaAIRHE AIUTIAITRINTUNRAVUIALILSUAULRSUWIALUNDIN B
athidaiftasued atorvastatin Wilaldimrnumlananisrauntiil (giade 4.2 awausiinsld
1) lauuziin il atorvastatin $3unL fusidic acid A31UIIAITREALN atorvastatin TIATIITTWIN
mMyinda fusidic acid (@178 4.5 duasissnszwiveuazduasitenluzluuudu) ais

WATNATIEAL CPK uszez 9 lugaunisalinanih uan WidasusesinnMInsiasziuas
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faauainandazgisdasnunisiia myopathy JuuIsle 6ae atorvastatin lu

.. . o Y a & o o a i
amlodipine/atorvastatin a13vin b Izay CPK §IUH (9118 4.8 Naauvl,mﬁdﬂi:adﬁ)

918970172 immune-mediated necrotizing myopathy (IMNM) Fawyladasunlusznininienas
MITNHEIBEINGY statins LA (QRIT8 4.8 HaduliNLIzaad) N1z IMNM Gansmenisniiin
lasfiannsnanuitadani9NUSIMEIwduLaunIadundwaumuiadanis waslszau creatine
. (Y a X d a & a ' o v o (% ' . v
kinase ludsuiNugsludufatwdummudadaniuudidnzngansinmeinenga statin udan
a A . A ad A o [ o
AN ATIINLLAUALDA anti-HMG CoA reductase wazfianmsdauilalinissnsdlsenna

¥

ANANN®
a4 9

TNt eI Mﬂéjumsﬁaanqw%@”uéﬁmuvlsﬁﬁ HMG-CoA reductase LAgAINEINUNIILAR
thabdomyolysis S3urUn 1z lanedaunanaudunaain myoglobinuria uafitdunnzfinutas
an dsziamainouuesleunwsasenadudesaifosdansiia rabdomyolysis gﬂmmmﬁms
IesumIanariiuainaunadandiuiioasainlndga arssalen amlodipine/atorvastatin
ﬁ'ﬁﬂi’]’m%maa@iﬂlmjﬂa solafiauidnnsiuthehousiuazdaunsuinedinds myopathy
wiafasaiFuadamsiialaneiiosain rhabdomyolysis (11w miﬁm%a;mml,ﬁﬂuwa”u e
anuaulafiad meihdalug nsueady AMURALNAN NI AADENITULIS ANURAUNE
athayuusizasdan livauazdifalnylar Lmzmnﬁﬁ'ﬂﬁmuquvl,aivloﬁ’) 21MUANANNARIARAF

athsfailasnlrsnslivuaeiuaansaavad amlodipine

] I %

=~ A A =~ . a
lsanaaaidanaaasiifiannaniainidanaan (Hemorrhagic Stroke) - MIILATIZRAUNREINN
o aa U { 1 &) = d e &)
mhnsdnsneadinludile 4,731 nenlidulianasaieawladiideiadulsanase
\HoAFNBINIE IIANREALREARNEITIATI (transient ischemic attack; TIA) Aeluiian 6 Waunaui

' v 6

azviinsfne uazlaisamssnmeas atorvastatin 80 an. wudiat@nisnivaslianaanifonauad
nflsnguiniiaaaanlungui 43 atorvastatin 80 wn. gandnduildsuemaan (55 Melu
nguf lad3uen atorvastatin ifisuniy 33 Mulunguildivemasn) wuanudsszansiadiues
A Aa A A X @ A v = &

lsanaaaifaaauasfifsimaananifaasaniindulugihefivundrhumsdnsidulsanaen

A aa & AN v . a o oA
\Weasvasnfaunguinniiansan (7 nolunguiilaium atorvastatin 1inuin 2 Mulungu
ldsuemann) adnslsfionn lugihenldsunssnseisen atorvastatin 80 an. Insifialsanaaa
\Wanswaslasulagliditvinduriiala daonin (265 Mulungunldsum atorvastatin iy
311 Mulunguildiummnaan) uaziwgmantlifdszasduaslianaaaiiaawala daindi (123 o

lungufld3uen atorvastatin ifisuniy 204 Mulunguflldsuemasn) (@ata 5.1 guandang
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LARTWAFNRAS — Mt vasliaraaniieaayed)

mMsnnzasaaalina

ﬁi’mmumﬂﬁmgmaﬁ:ﬁu glycated haemoglobin (HbA1c) WLae fasting serum glucose 31N é’(’l‘iﬁ.
pangnasussenlmsl HMG-CoA reductase inhibitors 33473 atorvastatin agnalsfiany 1Use T
MNMsaaRNULEBIAIINURAALEaAdIEN statins TiminuNnnIeNuLESaINIsAasEey

v -
mmalmaa@@d

4.5 AWAINIP1ITRIVLIMAZAUATN 3L N3 WUV
ﬁagamﬂmsﬁﬂmé’umﬁ%mﬁ:%j’msrm”umluammﬁmqmnwwﬁﬁ"ﬁ%’u amlodipine 10 4N. WA
atorvastatin 80 N. LEAIINNFTIAUFIFATEI amlodipine MiUApuutsadaldeninniu navas
amlodipine ABLAFTIAUARASVDS atorvastatin WL amlodipine MIRHAGRAT Cpaye VB
atorvastatin: 91% (90% confidence interval [CI]: 80%-103% uainavnldAuAlanTW (AUC) 289
atorvastatin tANA% 18% (90% ClI: 109%-127%) Lsifimsfnmsuasnsenszninaen
amlodipine/atorvastatin ﬁumﬂﬁlu winua ladnsanenlasldon amlodipine L8 atorvastatin Lam 9

%

IANUTIUNLTIIEN:

DWAINIL1VIYT Amlodipine

amlodipine \Jugnflsinldasidasansnuendudasiznin thiazide, alpha-blockers, beta-
{ =~ . . 9 o [y o (> {
blockers, ACE inhibitors, nitrates iaangn3szeze17 nitroglycerine N kiaNldan endrunsaniaun

il steroid e fFruzuazenaatiianalfaasiasulseniu

#1N§a CYP3A4 inhibitors

m3l48n amlodipine 5 4. $18AU diltiazem 180 wn. daiuludilugaany (69-87 1) Afanuai
lafiags sanaliszauen amlodipine Tusramoindusasas 57 mslfensaunuen erythromycin i
mmaﬁmﬁﬁqmmwﬁ (18-43 T 'livilwaznen amlodipine lusromeiRuduatnsfiodety
(ﬁuﬁlﬁmww (AUC) Rududooas 22) AN AN UFINUEN IR RN BIAN T UT U B I AL AN
g9l TaLan mz%’maumam%maammfaLﬂ?iuml,ﬂaaamamﬂluggomq

{ o 5 o { n€ 1 [} . . .
pNEUEINIINUVEY CYP3A4 NAgNndusinin (5% ketoconazole, itraconazole, ritonavir) 819

WA NNLTNTUVBI81 amlodipine luna1&uININNINEN diltiazem A251E81 amlodipine d8A

izﬂmzfuﬁa‘lfﬁwﬁhmmjw CYP3A4 inhibitor
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Clarithromycin
{ e & ° @y M oo . . . (%
clarithromycin \Junfignidudinisvinuues CYP3A4 Jilefldsy clarithromycin $1uAU
. . { 1 =) Rt = ol QI &/ o v U
amlodipine fiauiissdanmainnizanudulafadidniu Jsuusihlidsinaeiniszasis

athslnagaiiiald amlodipine T3NAY clarithromycin

#naN CYP3A4 inducers
"Lﬁﬁfa;&aﬁmﬁ‘wamaamnéw CYP3A4 inducers @881 amlodipine mﬂﬁs”mﬁumﬂ@;w CYP3A4
inducers (L% rifampicin, hypericum perforatum) anavihliszaven amlodipine TUNIFUIRART AT

1521 amlodipine dananuTzdaIzialialEiuiuendu CYP3A4 inducers

& @ .
WHala grapefruit
nnnsAnsluaiaadaIndguning 20 1o wudmsausiana bl grapefruit 240 a. 33UN1T
o .. < A 1o v Aa a o & '
FUUszMuen amlodipine 10 1A, As3LAEN livildiAam R snidasnsraaumaasvadsn e

' = M v e o . A {
atnalsfiann madnsilalduaainaanwugnisuuas CYP3A4 polymorphism @aidwan|main
\Asuulae amlodipine @951 349 haiuuesinlWSUUTzNWeN amlodipine S8R grapefruit 1381

e d . . e A & X A ) A

grapefruit juice 189970 bioavailability mmwwuluaﬂwmosm TINNAGONITILANHANITAAAIN

Anlanie

Tayannmidnmediswaanvasuysluiaslfidn1sszyin amlodipine lifinadaniaunu
lUs@uaassnnvinuinasey (digoxin, phenytoin, warfarin %30 indomethacin)

L™

= . & . Va i o & 1 A o @ & .
ﬂqiﬂﬂ'isﬂ@]ﬂvlllu WU')']VLNNTHSLUQEJ%LL‘L]QG‘Y]'NLﬂﬂ"ﬁ'ﬂa%ﬂqa@liaﬂqdm HRIALUVDINI amlodipine

A A, ady e o
RIDUINUWIVTINAORDL luﬂﬁm‘ﬂl?jﬂﬁlijuﬂu

=S a a ' . s
NIANWINLAL: NRUBIRIIBUGAD Amlodipine

Cimetidine

M3l cimetidine $737L amlodipine haivihlAlnaraaueaasuas amlodipine WasuUUaS

Aluminium/Magnesium (818AN3A)

MIAENaanIaNd aluminium/magnesium 324N amlodipine a39LAe lanuindnaadfivodan

FLNRTIRUAFAIVES amlodipine
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Sildenafil
ANITULTEN W sildenafil AUIA 100 WA, ﬂ%'al,ﬁmslu;gﬂ’;ﬂﬂawwﬂvuiaﬁmgwﬁ@"l,&immmmq Yl
WU INaRaAGILUINLAFTIRUAEATVES amlodipine Ll ld amlodipine uaz sildenafil $237%

= 0/ a Qs 4 Af 1 = a 1 Q
mLmazmﬁ]:uamwaa@mm@uIaWamﬁaamnqmmaa gLadatdndgrzaan

MIANHIRLAL: HRVDI Amlodipine fapndn

Digoxin
mM3l# amlodipine $1uriL digoxin TuanmainIgun wd laivilwazey digoxin ludsuniaminia

digoxin aanmslatasuuyasly

Ethanol (alcohol)

M330L3NIUgT amlodipine IW1@ 10 WN. ATILABINIORAATIAaLaINK NTNaas ko daTy

FOLNRTIRUFTATVDILATIHOR

Warfarin

M3 amlodipine SN warfarin 131 }#@" prothrombin response time 31n#1 warfarin
wasuulasly

Cyclosporine
@ A = @ aa ' . [ L. o Ada a A
591N IAnauaINIENTZRI9EN cyclosporine NU amlodipine Iua’lmauﬂiﬂuqmﬂﬁW@ nIo
Uszmninguaug sniiugihenldiunsdgndisla msdnsnaonisdnslugihonldsuns
ﬂgﬂﬁ’mvlmwudﬁﬂ’]ﬂﬁ amlodipine T3UAY cyclosporine ATdINAGDTZAUANNTNTUAGAVD

. & ' ' { A X { A a o
clyclosporine a3ud litUasuudasluandanndulasiade 40% 390713WNTINAAANTZALEN

UX] V] oo ' = 1% . ' (Y
cyclosporine slu;dﬂ’mﬁvl@ﬁumiﬂgﬂmEJVLWINEL“ﬁ amlodipine 324078

Tacrolimus

a A A o i A A X A X o L. & a4 & A
faNULRE9NTZAU tacrolimus tutdanaziindwilaltsiuny amlodipine tWananLasdA LT uNE
284 tacrolimus 3IFBIAANINTZAU tacrolimus AaALAZUTUUWIAYDY tacrolimus ANAINY

ady o .. o oy A ve [ 1Y .
wianzay lunsdinli amlodipine Augih o ldsunsinmdae tacrolimus
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sl’ma:u Mechanistic Target of Rapamycin Inhibitor

mm’ju Mechanistic Target of Rapamycin (mTOR) inhibitor LT% sirolimus temsirolimus L&z
everolimus 1IudFLRLATATES CYP3A 81 amlodipine 1% CYP3A inhibitor idgniaan ialdsiany
#NNgu mTOR inhibitor 81 amlodipine mmﬁmzé’ummjw mTOR inhibitor isn9melésy

] [ 1 v a oa
HARBATAN JN19KBIUYUANS
V& A
latdunnsu

DWAINILUIVAIYT Atorvastatin

{ a ] L= v { QFQ/ Q‘;//
ANULFLIRBNNILAA myopathy J2RININTINENMBRITNBaNgNTIUEILaW sl HMG-CoA
= & v = & . A _ . . . A9 o
reductase aziNITMINAIN13lAEN cyclosporine auwuiua fibric acid, niacin luawafliaa
seauludn nIaansEULHY cytochrome P450 3A4 / R1SHUHIGIVUEIRNT TINGQE (LT erythromycin
LaLENENITAIINGY azole (QTN98NILALITE 4.2 PuauazItTNslen — mslEiunuenan uaz

W78 4.4 — Audauuardaainduimslunslten — nadanauiteans)

mss‘i’mﬁ cytochrome P450 3A4

atorvastatin Qﬂmmuav[asﬂ@ﬂ cytochrome P450 3A4 M3 atorvastatin s"mﬁumis]”mﬁ
cytochrome P450 3A4 mminﬁflvlﬂ;jmsl,ﬁm’;mLﬁwiumaa atorvastatin lWARIN VOLLVAVS
SuATASLILAENSIES NN AT U LA WU SU8IHasE cytochrome P450 3A4

Erythromycin/Clarithromycin

M3l atorvastatin 323U erythromycin (500 4n. I8z 4 ﬂ%) %38 clarithromycin (500 41. SPE
2 A33) B9FuaanaNBEUSI cytochrome P 450 3A4 SuWWEALNNIEANNTNTUES atorvastatin
ga"fusluwmam (@27 4.4 Sudouuszdaarsrzinduiianlunld - nadandwiteas waz

WD 5.2 QUANTANILNFTINUAFAT)
Protease inhibitors
v . ' A . e A o & o %
M 3l# atorvastatin $74NU Protease inhibitors Gﬁaﬁqwﬁﬂum Cytochrome P450 3A4 FUWHENUNNST

2R . & o o e [
ﬁmmwmmaa atorvastatin iﬁﬂ"ll%l%Wﬂ’]ﬁﬂﬂ (Q‘WJ"HE] 52 qmauumm@mamaumaﬁ)

Diltiazem hydrochloride

v . ' L argr @ [ CZR i X
M3 atorvastatin (40 ¥n.) 3UNY diltiazem (240 un.) awwufﬂum’mwmuﬁqwmaa
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atorvastatin Tuwaaan (@it 5.2 guani@mundraumans)

Cimetidine
IN1IANHNIAUATNSLITTRINNNWITAININ atorvastatin N1 cimetidine la g3 lanuauasnsen

wwiwnundiodayla g neaddn (@iade 5.2 quani@nmandrauaand)

Itraconazole
M3 atorvastatin (20-40 37.) AL itraconazole (200 ¥N.) FNNUFALMTLANNUALANTIN

[

(AUC) 289 atorvastatin (9318 5.2 AUFITANILNETIAUAFAT)

Grapefruit juice
fausznavednedasniisriia NSUGI CYP 3A4 LAzAINNITOLANANNUTNT WYY atorvastatin 14
wanaan lasawzidiafini@y grapefruit juice snnifinld (i 1.2 fasdadn) (gWata 5.2

AMFNUANINETIAUTAT)

139U HINIVNEIFNT (Transporter Inhibitors)

o

Atorvastatin 11 substrate 2a3@22uFIRIIA UG (@¥aTa 5.2 quanananFTInumaas)

M3 atorvastatin 10 4N, SIUAY cyclosporine 5.2 UN./AN./T% fnavilWiAnUSu o atorvastatin 71
$19meldsuindn (anduvesiuilansv (AUC): 8.7 QWD 5.2 ATRULANLAFT
AUAFAS) cyclosporine Lflumssﬂ'ufﬂwﬁmﬂﬂmﬁﬁmudamsﬁuw%ﬁﬂi:’gau 1B1 (OATP1B1),
OATP1B3, lUsaufinuaagniswanesfia 1 (MDR1) luseuduuziioduy (BCRP) [iuwdisany
CYP3A4 aztiut/5anm atorvastatin 7isnsmelasusaiRndu wwld atorvastatin 1in 10 un. dasi

AITa 4.2 PWNALAAENNTIEEN - MlEsNRUEE®
U

Glecaprevir uaz pibrentasvir WluanINqnBeuss OATP1B1, OATP1B3, MDR1 was BCRP 59

v 1A . { v A n:? v ¥ . Aa 1 v
l#U3u1mu atorvastatin N519m e lasLLANAY Kuld atorvastatin LA 10 9. dah (@ 1D 4.2

ad L% LU % dl
YUWNARREATNNILTEN - NSIETINALENEN)
NN3L#EN atorvastatin 20 AaANTUTINNU letermovir 480 UaANTUADIW AnarinlwUSu 1

. { ! s nl &/ Qs 1 ¥ i U Qs v o L=
atorvastatin ﬁiﬁdﬂﬁﬂ‘l@]iULW&lﬂl% (a@mmumaaﬁuﬁ‘lmm'}w: 3.29; gmma 5.2 QM&&JU@W]’NLJW&‘H

a Lo & o . o
aaumam‘) letermovir mmﬁzmmmmummsaaﬂuaméﬁaﬁ P-gp, BCRP, MRP2, OAT2 LLazf1
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YURIENT OATP1B1/1B3 Tual a3ttnenfiaslNunIaUNEEN atorvastatin ¥1al#en atorvastatin &9

i 20 Gadniudadu (@Wate 4.2 InausziBmIlEn — maldhwnumaw)

AMAUTUNTIVBIUAITNILIEN TN CYP3A uaz OATP1B1/1B3 Hafidaenfiliiiunuans
uandalUant winlwen letermovir 73uALEN cyclosporine lajuuzil#le atorvastatin lugilef

a4t letermovir SINAY cyclosporine

= { Ao & o @

Elbasvir L8z grazoprevir Lﬂua’ﬁﬁﬁtm'ﬁimm OATP1B1, OATP1B3, MDR1 L8z BCRP 9l
a i, v A &L @ Y @ @ o A VAo

UTunw atorvastatin 1319melaTuIANIU aslfadszdaiuazldamadngarinndudu (g

W08 4.2 PWALAZITNTITEN - MslEsnAusNN)

msmﬁmﬁﬁ cytochrome P450 3A4

3l atorvastatin $2uRLENTLRILIN cytochrome P450 3A4 (L% efavirenz, rifampin) 81413010
IanuTuduvas atorvastatin Tuwansanaaaslaann wissannalnmesuasnsonsesednsves
rifampin (M3t #8137 cytochrome P450 3A4 WaMIHUEIT LU OATP1B1 Ssduagluimad
) a9t unzeinlt atorvastatin $3070 rifampin TwaLdeaii wsztswLINm e
atorvastatin S1T1RAINNNITIABN rifampin FNNUWTNUNNTANANULTNT UL atorvastatin 11

waraIedituiAY (Wt 5.2 ausNlamanETIaueEns)

H1AANIA
mM3lAe atorvastatin TINALLNYNLVIBAZNBURANTATAATUUT=MUNTENT magnesium Wae
aluminium hydroxide 92aAT2AUANNLTNTUVES atorvastatin TUWANENIRS (BATIEIUVBINWA L6

n (AUC): 0.66) atnalsfiany wan1sae LDL-C a2 laiidsuutlas

Antipyrine
A . A ' [ & . . 2 \ ' Ao aa
L189910N atorvastatin "l,mJNaﬂizwwamamaumammaa antipyrine ﬁmvlmmmwzwaummm

TLRINNUVBILNDU Y MUAU8 ladHI% cytochrome isoenzyme L8

Colestipol
el atorvastatin $9AY colestipol az¥inlkANNLTNTU VS atorvastatin TUNANRNAARS

s 1 v v ] =3 C s d&’ nﬂ. v s g. = =1 >3
(BATIFIUAMNLTUTY: 0.74) 289 15NaNN Nan1Iaa biwnauadn Lalien 2 disunwisuny

A v A o o 2
\aliine e laanike
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Digoxin

ialsten digoxin mansasITINRLEN atorvastatin 10 un. wuin lfnadaszauanudutul
WRIRUIVDI digoxin ﬁlizﬁumﬁl (steady-state) 289 l3nay ANuTNTUY a9 digoxin Lﬁ'uifu
(BamdInaIARALANTIN (AUC): 1.15) nasannlst digoxin $70rU atorvastatin 3uaz 80 Un. A94in

AIATIVIUREAAA WL a7 163U digoxin TINALBENIANIZRY

Azithromycin
M3l atorvastatin (10 4N, IALATI) TINAL azithromycin (500 UA. IaLATI) LHILRBUANY

\UNTUUAY atorvastatin TWAIRIN

mtﬁmquﬁnﬁﬂ

M3l atorvastatin if’m"l,ﬂﬁ'umLﬁ@@luﬁwLﬁ@ﬁﬁi:ﬂauﬁ’maaﬂuu norethindrone W&z ethinyl
estradiol AL ANAUALANIIW (AUC) 189 norethindrone (SATaupoIRuAldns W (AUC): 1.28)
Wz ethinyl estradiol (85181 UINUALTNTIN (AUC): 1.19) MNENaD arsndtsdsrndiiudily

nmiiensiiavassndaguinialiunngisudsznu atorvastatin ot

Warfarin
a =3 o aa 1 o ' . a . G ] o aa Aa
M 3An®8uAINTINTERININKIZWINIEN atorvastatin U warfarin laged ldnuauasisanla g i

woFIAYNIAFAN

Fusidic acid

Aoug LS nsdnunsuasisen32Ing atorvastatin U fusidic acid A NUEBIVINILAA
néailasnuaany (thabdomyolysis) ga%ﬂu@ﬂa Radltsl p1lungy statins FavIwfi9 atorvastatin
$unun fusidic acid 53limunalnuisavassuasisunit 1u;§ﬂwﬁf{mﬂuﬁaﬂ°ﬁ fusidic acid 71
0aNNB1IITIINY (systemic) b AITALANTINENGIBEINGY statins Tuszninefunmsinuda
fusidic acid LLazawﬁ'wmﬁnmé’aﬂmlumjw statins leanA3Ina391nAle31 fusidic acid A9

q@ﬁnﬂﬂuﬁnﬁ@i’u
6 A Ao < (3 % - . A ad a ' [ < '
luganuwnsaifiasnidudadls fusidic acid Neangndnianedasdanisdwiia 1w 1ou

fRTUNIINHINIAALTENTULIY AITWITIINILT atorvastatin 393U fusidic acid (U389 1

LNt wazaasldnn ﬂlﬁms@ LANNITUWNE AL lnaTa Ajig AT LA TUA TN IRTUANUTNEN
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e A a v 133‘ 1 A =3
ﬁ]’WﬂLLWY]Fﬂ%“ﬂ%“ﬂ%ﬂﬂLﬂ@]ﬂﬂﬂ’]‘iﬂaﬂlﬂ,uaﬂa%u‘id a1ntlha %iaﬂ@lﬁ]ﬂl@]s]

Colchicine
Asudngsliinsdnuauasisenszning atorvastatin AL colchicine 4518911M131Aia myopathy
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USLANSHNATDINITINHIAILENFNIHNITANAMNARLARAAILR (systolic BP)?

L q" a 6
AILID/NITAILATIEN

ATOP ATO ATO ATO ATO
0 an. 108N, | 204N, | 40an. | 80 an.
msasusdasiad (VY. -3.0 -4.5 6.2 6.2 6.4
17an)
AML°®
0 an. T
ANULANGLUBLNEUNUEN - -1.5 -3.2 -3.2 -3.4
waan  (Vu. Usan)
msasusdasiad (VY. -12.8 -13.7 -15.3 -12.7 -12.2
17an)
AML
5an. R
AULANGNLUBLNYUNUEN 9.8 -10.7 -12.3 9.7 9.2
waan  (Vu. Usan)
msasusdasiady (VY. -16.2 -15.9 -16.1 -16.3 -17.6
3an)
AML
10 an. — o
ANULANGNLUaINEUNUYN | -13.2 -12.9 -13.1 -13.3 -14.6
waan  (Vu. Usan)
PRI
PAtorvastatin
°Amlodipine
USLANSHAVDINITINHIALLNFN IHNITANAMNARLARAA1a (diastolic BP)
Fatisdm ez ATOP ATO ATO ATO ATO
0 an. 104N, | 208N, | 40an. | 80 &N.
maaguulasiady (VY. -3.3 -4.1 -3.9 -5.1 -4.1
3an)
AML°®
0 an. T
ANULANGLUBLNEUNUEN - -0.8 0.6 -1.8 -0.8
waan (Wu. Usan)
AML maasuudasiady (VY. -7.6 -8.2 9.4 7.3 -8.4
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5 an. 178an)
anunanena ey -4.3 -4.9 6.1 -4.0 -5.1
waan  (Vu. Usan)
msasusdasiady (VY. -10.4 9.1 -10.6 9.8 -11.1
13an)
AML
10 3N L .
ANULANGNSLUBLNEUNUEN 7.1 -5.8 7.3 6.5 -7.8
waan (Wu. Usan)
2anuanlafia
PAtorvastatin
°Amlodipine
USLANSNAVINITINBIALLNENIWN1TaA LDL-C? (% mstﬂgﬂuuﬂm)
fatedinsiased ATO" ATO ATO ATO ATO
0 an. 10 . 20 an. 40 an. 80 an.
AML® 0 &0, | % misidpuuiad -1.1 -33.4 -39.5 -43.1 -47.2
\d
AML5an. | % msdsuuiad -0.1 -38.7 -42.3 -44.9 -48.4
\ady
AML 10 % maUauuulad 2.5 -36.6 -38.6 -43.2 -49.1
an. \ady

#low-density lipoprotein cholesterol

PAtorvastatin

‘Amlodipine

Iuﬂﬁiw@aauwmﬂmmﬂlug}”ﬂw 1220 3?Uﬁﬁmwm"’uiaﬁ@gdiwﬁummﬁ@ﬂnamaﬂw‘“ﬂu

A = s [ .. . 1 [ 6 v A L A %
ma@%ﬂmumsﬁsumm@m amlodipine/atorvastatin #82a133 14 gUan Eﬂ’)&lﬂﬁlz‘l@]iﬂmaﬂﬂl’]

lumnasasazdasiianudulafafiorugulale (lidazlfisaanuaulafagonialivme

aaden giheldsuaugaliiudszmumaaanudulafiageflaly calcium channel blockers

' A [} ot &l ot Y [l @ A ¥ XK (B
ADLUDINNDADIILINT 14 aﬂm%ﬂﬂsmm@m) E‘]_hF;lﬁ']&l']iﬂN']uﬂ'ﬁﬂ@]LaﬂﬂL?l']ﬂﬂH’]VLﬂlel')']‘ﬂt

o = £ = A v { K~ o A '
AUAQY LDL-C lewsalainany ﬁmwaﬂﬁa"l,uﬁaﬂ’syﬁmuqu"lmmmmwiamgdLLaz LDL-C ¢t
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msa"’mﬁamm:ﬁgﬂ’mﬁa 62% ﬁﬂ'suqmvl,&ivlﬁw%aaﬂm MNIINBIA28 amlodipine/atorvastatin
FNIINRAALARLANNGHIARARILN -17.1 WX.1UT0N uazaMuaWlaRad1819 -9.6 mmHg UAZAA
ALade LDL-C -32.7% mmmmuqmﬁmm@”ﬂaﬁm uaz LDL-C lu 58% 20451l (Aunwaiu
aulafia way LDL-C ﬁmuquvlﬁmuém”uﬁa W$asnin 140/90 Wu.UsaNULAz¥BENIN 160 WN./AA.
E%’M%’U;‘]l’ﬂaUﬁﬁmm@”ﬂaﬁ@qas’wﬁb@maJﬁ@ﬂﬂamao%ﬂu‘lmﬁa@whifu; %aenin 140/90 Wil.
Usanuaznasnin 130 UN./a8. a%m%’u;jﬂ'sﬂﬁﬁﬂﬁ&l@”ﬂé}ﬁ@gﬁq:uﬁ'ummﬁ@ﬂﬂﬁmaﬂmﬁ'ﬂmﬁa@
wasiTasansuasialauasnaaaiion 1 tTasaflisuilsansandonrals niolumuwinTuii
§; uaztoandn 130/85 wu.Usanuazitaenin 100 An./aa. E%’m{u;jﬂaUﬁﬁmwﬁﬂaﬁ@qaiwﬁu
anuAnUndvaslugulwdaauaznuindlsanaaaiaanals wiwnu wialseufisany
atherosclerotic A%9) 2ile slumsfnsniiiies 13% Alen amlodipine/atorvastatin Twnns3ne
56 fmiuinmanuaularageiuiuanufiadndvesluinluifen YR 56% FGRIAIPH]
amlodipine Fa1dlugrnisznanuas amlodipine/atorvastatin 1uwn1ssnsnasuinsuanuauladia
g9 fiheld3 atorvastatin Gallusudsznavuaas amlodipine/ atorvastatin Tun133nmiSuedn
fwsuanulaUndvasluiululfen (20%) ’L‘*ﬁﬂmmuﬁ%m%’quﬂaﬂﬁmﬂ"l@ﬁ’u atorvastatin 418t
(18%) W3aLUAnuann statin 62819 (18%) Wodsndunanisinsaunisldenlunissnmanuen
lafageuaznisanszau ladusnzdniudnm wudwmmmmqu"lﬁw%mm@”ﬂaﬁ@ WAz LDL-C
1 65% 203l 6714 amlodipine/atorvastatin 1un15§'nw1L’%I:u@Tm%m%’uiiﬂmm@”ﬂaﬁ@lgaiauﬁ'u
anuAaUnfvasluiulmien uazlu 55% 049 64% maa%ﬂasﬁ'lﬁ%’uﬁaumaa amlodipine F915
fuU3znay amlodipine/atorvastatin Lflumi%'ﬂmLﬁ%&lﬁﬁﬁ%’ﬂﬂawu@”uiaﬁmgo (55% z%’m%'ugﬂmﬁ
el tenaaszanluiudilyls atorvastatin arian 58% fniugih sdataelgen atorvastatin anriam

uaz 64% dwiudihefnliaslfinaaszauluiuannan)

Anglo-Scandinavian Cardiac Outcomes Trial

Anglo-Scandinavian Cardiac Outcomes Trial (ASCOT) Lﬂuﬂ’]iﬁﬂﬂ’nmu&i&l@ﬁﬂE'I’N“?'II’J’]\‘]LLNu
MIANWILLL 2x2 factorial Lﬂ%'ﬂ'uLﬁﬂﬂﬂﬁ%’ﬂﬂﬂﬂﬂ&l@”ﬂﬂﬁ@gﬁqumaam‘"ﬂuﬁﬂamﬁmu
YanuA 19,342 71 (mjuﬁa@mm@”ﬂaﬁ@l (Blood Pressure Lowering arm) — ASCOT-BPLA) Nu

NRUBINNTLWEN atorvastatin 10 an. WsuAsunUMaan slu;jﬂm 10,305 318 (ﬂguﬁa@"lmu”u

(Lipid-Lowering arm) - ASCOT-LLA) 68 coronary events Satoundiauazlifioundia Snsdsndn
ﬂizﬁﬂ%ﬂﬂl%ﬁgﬂ’w 19,257 waz 10,240 318 Iunéju ASCOT-BPLA LLatﬂ@;N ASCOT-LLA @N&19U

sl%ﬂﬁg:&l Anglo-Scandinavian Cardiac Outcomes Trial Blood Pressure Lowering Arm

imaIoufisunansineINen amlodipine (5-10 un.) (28 9,681 318) Wiaw atenolol (50-
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100 an.) (128 9,661) TumsdnsnfinsurueunlUgrenin gudiads Waasn lasundalailwy
ﬂizLﬁu@lb’J%’T@ﬂi’m’i’wjﬂ’sUa%ﬂuﬂﬁjﬂﬂu (prospective randomized open blinded endpoint design
(PROBE)) lugfthnanueulafags 19,342 1 ﬁﬁmqmnnim%awﬁﬁu 40 9 ualaifin 80 3 il
wetAansuitaralaansiilasannunadeanieshenamsiiunihandiasanidenlidsendanile
wlalidsswe Sasoidusimmualitisiiumlausswsaadonatnaias 3 Tas evsaluf:
WY 8yanNTT 55 1 guq%’%l ulsainmnusiiad 2 dan wrsan w3ayas (first-degree
relative) Alszid@nndulsanasaiiaauaslalouw’ dauary 55 I (wamy) wiea1y 60 I (1we
Wil9) 80FIW lALARIABIaaTINAe HDL aNnniwsawinny 6 lianaaatioadiwilans (peripheral
vascular disease) ndutitawalawassnsghonm (left ventricular hypertrophy) Lagillsavaaalian
guas aanlwwwiala (electrocardiogram; ECG) Aaunafianizianzas wuldseiunseluo

(albumin) ludaae

Lﬁalﬁmsqmm@”ﬂaﬁmmmﬂmmﬂ (o8N 140/90 uw.Usan z%m%’u;q&j”ﬂ’mﬁhi"lﬁnﬂu
T5Annu uazstasndn 130/80 uw.uUsan E%m%’mgﬂ’wiiﬂl,mmwu) 9196 a9LRa perindopril (4-8
un.) Iuﬂa;wﬁvl,@ﬁ'um amlodipine L&z bendroflumethiazide potassium (1.25-2.5 un.) lumjuﬁlvl,ﬁ%'u
g1 atenolol mﬁ'ﬂmm&uﬁ' 3 Aal#e doxazosin gastrointestinal therapeutic system (GITS) (4-8

an.) lunasaangs

M3AN®1 ASCOT-BPLA "L@i”gﬂqﬁﬁaﬂd'}ﬁ'mu@ wasnnifiamansnivan (mafanduitaiala
A | R AAa A Y A = i AAa ¢ & a
anedalifwiiauazlsanasaiiaaaladefisunsing 903 mamynt Tadaaaduszsziom
Al5831% (median) 5.5 T 1fosanlasunasgadindagainssneneiue amlodipine @a@a1a
A o A A Aa A Aa 9 A
soafildUsndwdwang: mudeFiennnnaine mudsdiannliaiilauaznasaiioauaznig

iAalianaaaiaasiad MIANEIHleIuNwnaz laatnatay 1150 aatanann usziiniinany

A = a U 1 A:i L et A Qs J d‘ s o o s ‘:i v a
WawSsuiinugithenguitlediuen amlodipine AUNgufldsue atenolol daiananflgusziiiuns
a % - S s =] i Aa A @ s = i Aa ' ' % oA
anauiienalaenad lidsundiausslsnnasaiianraladefisundia liuandranuogned
wodayneaiia udaiasasildszifiunisiia total coronary events MaduTInINNNELRA
Tiavaaaifaasuasdsiundiauas ldiuniiaansiagnelnadrannosia

A

au ﬂ’]iﬂiﬂ]E]G@T’J’]V@ﬁﬁ’ﬂLLﬂ:iﬂGﬁlfﬂiZLﬁ%Lﬁ’MN’]Ulugﬂ’sUﬁﬁﬂ’]iﬂiuﬁ%ﬂizﬁ‘ﬂ%wﬂ 19,257 3¢:
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AIINENAE AIINENAE
o Log
Amlodipine Atenolol AIMULRE
. s i Rank p-
AANNTD WU 9639 318 | W% 9618 T8 | aaad (%)
K value
n (%) n (%)
mafanduiiiawalaane® 4
laituntie uazliaviaaaiian
waladsfoundia 429 (4.5) 474 (4.9) 10 0.105
(riananiilglsziin
hnane)
CV Events YHRNALAZNNIYN
3 ) 1362 (14.1) 1602 (16.7) 16 <0.001
BODNNNT
Coronary Events NI9%#aa° 753  (7.8) 852  (8.9) 13 0.007
mafanduiianalaanedsla
fsundda (lisaw silent MI)
PR 390 (4.0) 444 (4.6) 13 0.046
uazlsnviaaaiiaanaladang
LATI
MILFUTINNNNENNG 738 (7.7) 820  (8.5) 11 0.025
mMIFFIanlIanalanay
. 263 (2.7) 342 (3.6) 24 <0.001
ARAALAAN
Tsaraanlionguasdeaoun
N R 327 (3.4) 422 (4.4) 23 <0.001
Frauaz ludundie
Tsaralaguinandetoundia
L 134 (1.4) 159 (1.7) 16 0.126
waz liAunATiea

a:

b:

myocardial infarction (MI)

A Aa o A a o & o A | R iAa . .
mMIFsdinanlsanilanazrasaiiaaanad maianauitanilaaede laifoundia (symptomatic wag silent)

wwaa blidsanauitarnlaliiwssnanuy linsn WealuirsanaaianalaldiisanaisoTsnuuadn valawau b

& @ 8 & e Aa @ (Y S ' R Aa A ] =] 1 Aa . . .
IR e waua T uLATIf %QlﬂawLﬂﬂ?‘ﬁﬂNﬂdLLﬂ“ﬁ'}@ Iiﬂ‘vwaamaaﬂauaamvlwml,mmm transient ischemic

attack (TIA), reversible ischemic neurological deficit (RIND), retinal vascular thrombosis 15AnARALADALAIEIN

Jane waznIrRanns revascularization

A a A 1 Aa a [% & o 2 ' 1Aa . . A &
c: lsanaaaidaaniladsfoundia mafanduiiienalaanedslifisundia (symptomatic uag silent) Liaa luides

v tﬁ’ a A ::? s d' A :;/ v d‘i’ a A 1l ::i' a % A =3 1
N b LN gIwalTaTIkuuaIn Laea lUiRusnaauiiandba i aswanuu i vialaguwardenun

Aaa 1R 1aa
TIA LLBZVLNEN LNTIA
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d: 374uN3 RIND

anuaulafia (SBP/DBP) anatatiitbidnnasasnguilaiSouiivunuddugn (61 p
<0.001) anNaulafia SBP/IDBP aaasandrwuginatadidaylunduilauen amlodipine
ANNIINguNleTLeN atenolol (-27.5/-17.7 a.Uvan 1fisufl -25.7/-15.6 wa.Uvan aud1eu uas

A1 p °11aam']mmn@haszijaaomjuﬁa <0.001 V19 SBP waz DBP)

1%mj:&l Anglo-Scandinavian Cardiac Outcomes Trial Lipid-Lowering Arm
lunga ASCOT-LLA ilunmsfinsnazad atorvastatin dalinnaaaifiaawaladsfuazlaifiundia
lugiholsaanudulafagesiuin 10,305 118 a1y 40 69 8o T (Anadn 63 ) Nldsiindaiile
wlinouazfizaulansaesaanniaundt 6.5 Sadluadadiay (251 un/aa.) wenand e
Qq/’ = Q d. dl > = =\ ] v = L 1 g 1
ninuaiifaiiasunsiuliaiilauaznasaiianatedas 3 Taduasdalud: iwams argannni
P A A A . i A [N
55 U guuni iulsaiwmau dan w1sen nIayas (first-degree relative) Hulszianmaidulianaaa
Wwaarnla aansulaaainateasiuda HDL 10NN 6 Lsanaaatiaaaindans (peripheral
vascular disease) AN haRa AR BIRNITI RN (left ventricular hypertrophy) woiilsanaaaiian
&a9 (cerebrovascular event) #1faw aaw R ladadndnanzianzas woldsdundalaan
(atbumin) TuiTaa1z nsdnsfiduuuvindeanssesns Sumsenidudaiugu gihelasunis
nmdsmaannuanlafags (wuiugihonldduuininu anuaulsfadhnansiasnd
140/90 Wy Usanuazdwniugihoinnuiaendt 130/80 wu.1lsan) LLa:gij’ﬂ'ma’mVL@T%'um
. o ‘3 o o A a
atorvastatin 10 0. IUATATI (FIUIU 5168 T18) WI2LWABN (I1WIW 5137 T18) TILWMNTILATIZA
NAIZWININNIANBA (interim analysis) WUINMNITNENGIY atorvastatin WAHAANINENRABNLARITZAL
nfadvuddn 39ldngansfinm ASCOT-LLA 1Tindifmuaiiag 3.3 3 ununazniu s O
waniniidiniuguanuaulaialaduazindannunilugthenlasy atorvastatin uazemaan M3
A X ' A o o
wWasuudasiiasagasaanaflinsinem

o

. o Aa 6 ' AN o ' A o o
atorvastatin NAAINIINALRANIITE (events) dolditlaatsdvad a:

mqmmﬁ ANLRE ATWIVV DI A1 p
AnRY wan1sol
¢ & 6, N
(tdadiuna) (atorvastatin:
g1%aan)
A o A = '
coronary events (l3Anaaatiaawaladsdaun 36 100:154 0.0005
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' { o 1
a0k AMNLFLS IRV DY A p
anad WMan1nk
¢ ® 6. .
(rdadEna) (atorvastatin:
g1vaan)

Aa o a o A o = | 2
%QﬂiiwﬂUﬂﬁiLﬂ@lﬂmwLuawﬂﬁlm EJGTNVLNQ\‘]

Wna3a)

cardiovascular events ﬁgmaJ@LLaz 20 389:483 0.0008
revascularization procedures

coronary events Vf‘muﬂ 29 178:247 0.0006
stroke Daflaundiauaslifoundia 26 89:119 0.0332

& A A = iaa 2 iAa = @ o o, o Ao, [ .
*N4 9 NNNIAARIT8Y strokes Tatsundiauaz ldfoundiaazldfsszauisimanntwuali (p=0.01) udwy

B U NITRARIVDIAMULRLITNNUT 26%

1 3 a Ao o A Ao Q/ = =) v 1 =)
Wll’)’]a@]i’]ﬂ’]itaﬂﬁ’lﬁi’l&lLLaza@l‘i’m’]‘iLﬁU‘ﬁ’J@ﬁ]’mﬂ’ﬂ’ﬂ LLﬂz‘Viﬂa@Laa@]&JLL%’JI%Nﬂ@aGLL@vLN&I

HHRALY

sl%mg:ad Anglo-Scandinavian Cardiac Outcomes Trial 2X2

MY3LA515% ASCOT 2x2 factorial Aifnwualiseawin iemanuuandefionaied uvains
(ua3R387) VOIMILANLN atorvastatin 1uﬂ@;wﬁvl@1”%“um amlodipine Lﬁﬂﬂﬁﬂﬂﬁiwﬁvlﬁ%“um atenolol
lun13#An¥ ASCOT- LLA

Tuswaugihe 10,305 sfitrnlun1sine ASCOT-LLA ugia sméjuﬁ“l,éﬁ”um atorvastatin
5,168 118 (;jﬂw"lﬁ%’um amlodipine 2,584 3¢ LLa:;‘Tﬂ’mVL@T%'um atenolol 2,584 718)) UazHihe
ﬂéjuﬁ"lﬁ%'ummaﬂ 5,137 18 (1163081 amlodipine 2,554 118 uazgtlnld30en atenolol
2,583 18))

dl 1 @ Qo dl v a a v dq, a = A 1
NIIRANIY aamwmammammwaﬂl“ﬁﬂi:mmﬂwm 8334 E]x‘iﬂ’]iLﬂ@]ﬂimNL%E]%’]I’%]‘IJ’]@’ILE\IE]@]‘EGVLN
1 a a & 1 a i Y { R a a a
ﬁ\‘]LLﬂ%’](ﬂLLﬂZIiﬂ‘ﬁﬂa@Laa@]ﬁ’JIﬁ]‘ﬁ\‘]ﬁ\‘]LLﬂ%’J@vL@’l ﬁ@]@]’]&lalh Elﬁvl,@ﬁﬂﬂ’]?ﬂizmu‘]_hZﬁ‘ﬂﬁNﬂ 10,240

Ny

3B amlodipine $7UNU atorvastatin WA MANNITAAANNLFLIVBIAIARANT L TUseL AT nane

A ) A = VA 9 & o A A | 2 i Aa
U915 0ALR 00R LATIDILATIA LA NAUL O W LT a AT b DILATIO 8 9:
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« 53% (95% Cl 31% 119 68%, @1 p<0.0001) Lﬂ%ﬂmﬁﬂuﬁ'um,juﬁvlﬁﬁ'um amlodipine Lz g1%Raan
« 39% (95% Cl 8% 119 59%, fi1 p<0.016) Lﬂ%‘ﬂmﬁﬂuﬁ'un@;uﬁv[ﬁ%'um atenolol LLaz atorvastatin

LY

A1 p TasOUAINILNAD 0.027 B9 ldnuE N esianszay 0.01 Nlarnue L

v
@ oA

ANuaulafia (SBP/DBP) anadatsdinpdaynignissneiaiSouiisunuanugiu (A1 p

[
12

<0.001) ANuaLlaRa SBP/DBP a@aqmﬂ@hw‘ﬂugmasmﬁﬁfslﬁm”fglumjuﬁvlﬁﬁ'um amlodipine

mﬂﬂ’hﬂﬁjuﬁvl,@ﬁum atenolol (-26.5/-15.6 ud.U3an N8UNY -24.7/-13.6 Wu.U387 ﬁ%’m%“maju'ﬁ'
la@suen amlodipine/atorvastatin Lﬁﬂuﬁunﬁjwﬁ'lﬁ{um atenolol/atorvastatin LLas -27.1/-15.8 4.

WiBuny -24.1/-13.6 ua.Uvan ﬁww%’umjuﬁ"lﬁ%’um amlodipine/snwaan Lﬁﬂﬂﬁ'ﬂﬂ@juﬁ"l,ﬁ%'um

atenolol/gN%aan @NE1AL) 61 p °llEl\‘iﬂ’J’]NLL@Iﬂ@i’lGiZWj’Naadﬂ@;Nﬁa <0.01 119 SBP 8z DBP

[ 6 ..
LNABNAAIEAIYDI Amlodipine
Qg‘:' . . . . . . . .
amlodipine aangnTLUu calcium ion influx inhibitor (slow channel blocker %38 calcium ion
antagonist) WazfUEIN1I89HULIZY calcium FuksTaanAwHai laaznduialTouas

=
“haaaLaaa

nalnmseangniaaanuailafiaues amlodipine LAnananilunisHanaaienduiiie3auues

waaaaaalasass g9linmunalnfiwitavas amlodipine AUsTIMaNMIFuninandiosaniian

luiAssndraitowalalaifeawa ue amlodipine annzmMNaLdaadivalansfiduas laifains

(total ischemic burden) Tasnisaangniriu 2 nalnasee Ui

1) amlodipine 2eN8vaanLEaALAIEIBAY FRUEITIERALTITIWNTIMATaIWaaaLEaRd %
Usnalassaw (afterload) Fowaladasvihudadn dissansamnmaduaasialansimiaans

Y9TU992 VT LRaNa I Na WL haR ladad lTuaz s I anGLANN A8 IN1389

=~ .. A % A A = \ A

2) nalnnIaangndued amlodipine analNeInUMINrasaliaalalsuilnguazrasaiiaauas
Annuenlannaaatiaale lvun3ue1867 NaluwuSuwnUnfLazuSmnaNatRaa nMIVIL6E)
& o v A ' = o & o & oy Aa a = A a
alndaandiaugs lWasnautihanalanindn lu;dﬂfa gndanstuinSsvasviaaatiaalalsus
(Prinzmetal’s or variant angina) LazaaMIRAAIVBIRABALREALAILALTUNTIINNI N lae
AMIRUURIT

a9

lugihelsnanuaulafiags awasnliiuszaindomdnarildanuaulafaaassatedivdey
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aa o | o & ' ' d - N
NNANUNARDAIZHSLIRT 24 %QI&IG Lﬁ@’)@]ﬂdl%ﬂﬁ%a%uﬂ:ﬂﬁﬁ% adanen amlodipine 8aN{N3D

(% A o A a X . a (= 9 1 o A Aa L.
anuanlaRadiiiaduanadiounand s bailaansasiwulunisusnisen amlodipine

@y Aa = Y A A g o & o LA A ! o
lwfthonfansduwihenifiesnnifesldifsnduiiaalaldiisiwa Snsnuinsld
amlodipine T4aATILALIENNNTOLANTZEZIA L NNTBBNANAINNY time to angina onset, and time
to 1 mm ST segment depression LRZRAANNAVEININITLA angina attack wartSunmnsheen

136 nitroglycerine

amlodipine ldfidwngidasvildifiananisuavednd il seaed wiailfousean lusinln

A DA A A = v 6.1 3
ARRGE! LLﬂZ:Lﬁ%FJ’W]L%&J'Kﬁ&ll%ﬂ’ﬁl“ﬁﬂﬂEdﬂ')ﬂ“ﬂl,ﬂuiiﬂﬂaﬂﬂ@] LAY LLﬂzISﬂLﬂ'W]‘E’JN@]')ﬂ

[ ! &
nmslzelugiheiidulsanaanidonuanslalsun’ (Coranary Artery Disease)
Prospective Randomized Evaluation of the Vascular Effects of Norvasc Trial (PREVENT) v
MIAn®WaLad amlodipine ¢a “daTnIgaiEsdia” uaz ““anmaduihe” Wesnnlianeiila
LAZHRALAEN (cardiovascular morbidity and mortality) wazAnsMIF LA ldaadlse coronary
atherosclerosis Uz carotid atherosclerosis MifinmALdumdnsuuugudaaainni 2 ma vilu
) A ) a oy A A a2 a
wanoandulasd placebo iludiniugu lasdaaugihonidulsanseaifoauaslalyund Sofiena
. o 5 C A CZ =S v |9/nid e
ANUNAVBY angiogram 31 825 318 Lwan 3 I’dlhEJ‘YIL“ll’]i’JNsluﬂ’ﬁﬂmsl"]vL@LLﬂf{d‘V]&lﬂiz’m
nauLarnlansunnian (45%) percutaneous transluminal coronary angioplasty (PTCA) at
baseline (42%) 38 Uz 0 dunihanilasannifealidssnanaitaralaliiNeane (69%) aw
JuiszaslianaaaiiaauadinsialagniaszaudsuddaUnduiios 1 1du (@duwu 45% vasdihe)
auiviaUndunnin 3 1d% (21% vasiihe) dihsanuaulafagenaiuquanuanlafagslale
(DBP > 95 mmHg) andaaananmidnm damenssunisnlinnudrianldlszdu endpoint)
\dudRisandafwngnisniidyuasialauaznaaaiiaa (major cardiovascular events; MCVE)
=2 = ) ' ' .. a ' o a A a .
NNMIENE Heusazlainwudn amlodipine Snadansdiulvaslsalurasaiioauaslalsun? ua
L. v & 9 v . <& .. . o A X X {
amlodipine axnIndusslilinaaaiian carotid Tu intima-media An1snwaindn lugiled
v L. ' o o A o P . . A Aa
la@suen amlodipine W11 aananlTlsziiuay (combined endpoint) WaINIILFYDTININN
lsanalauazraeaiian nanuieralasneitasannmsnnaiiaa (M) lsaraaaiiaaaaad PTCA,
coronary artery bypass graft (CABG) mMIdaadn sl lulsaneunailasanniia unstable
angina LaznzialasunaNiadadanadaevilna A (-31%) N3vin revascularization (PTCA
uaz CABG) aaasatiiitbdmdnisunu (-42%) lugiheonldTu amlodipine ndasidhinmenlu

:i . U t-ﬂl o . A o v 1 :'l a
159wenu1aLiiadann unstable angina ‘luaﬂwﬂ"l,mu amlodipine 43MWIBUBENIT (-33%) LUBLNYL
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AUN&Y placebo

finsdszilindsz@nInavas amlodipine lumiﬁaaﬁ'um@qm’mﬁé’uvl,sjﬁmizmﬁmm§ﬁﬂ1u;§ﬂfssw"‘i
ulsanaaaiaauaslalsu3 lunsdinsn Comparison of Amlodipine vs Enalapril to Limit
Occurrences of Thrombosis (CAMELOT) %GLﬂumSﬁﬂ‘mﬁmz LLUU@N@W’JMN mquﬁwmmaﬂ
Uniaasniigeann lunangsaniii lwfthe 1997 118 e 663 swmmngﬂwmmﬂﬁ%’um
amlodipine 2W1a 5 un. 4 10 Wn. uazgfihi 655 MulaTuuMaan RuLiunannilasnmssne
LL‘lJ‘lJm@lig’]uﬁ’m statins, beta-blockers, diuretics s aspirin e 2 1 lauaadnavas
dsznsawiiganluans 1 Sadadimssnendas amlodipine SanuduwusTUNIAIL9
madhsumsinmalulssnenunadtasannidealiasendaitealeluiseweunaznisvin
revascularization procedures 1%2@’3 ﬂ‘ﬁlLﬂuIiﬂ%aamﬁaﬂLL@GI@ISW]%

] >

@139 1. auamssivasnaansnsaannindivadranlwn1s@ny CAMELOT

CAMELOT?
NAANINIIARRN N (%) Amlodipine | waan | ANLEBIAAAY
(N=663) (N=655) (p-value)

driafilsdsaiinlagsiazasnisiia 110 151 31%
Tsanalauazviaaatdan (Composite CV° (16.6) (23.1) (0.003)
Endpoint*)
nsdsumsshsnd lulsanenuiaiiasan 51 84 42%
mMatiunsnandafanniaan e (7.7) (12.8) (0.002)
naailaralalainane
N13%11 coronary revascularization 78 103 27%

(11.8) (15.7) (0.033)

* 1) w13l CAMELOT d1da msaneiitesannlsaalonsznaaaidon lsanduitawalemaiitasanninaidon
ﬁvl,&iﬁdl,tﬁ“'ﬁfm resuscitated cardiac arrest N13%11 coronary revascularization MITITUMIIAIA N
Tssnsnatfiesanidealuidssndaiiowlalidisone magrsumssnenelulssnenaiiiosan
Tsavalaguman lsansaniiansuasfitouidianselifoundio wie TIA myifedle 9 veslsanaaaisen
wAdaILUANY (Peripheral Vascular Disease, PVD) lupjﬂ’mﬁvlajmUVI,@T%'ums‘Eﬁﬁ]dfy'j']ﬁ PVD %3am3insu
mysnealulsnenaiesneilsn PVD dsmarvianms

2) composite CV endpoint tJuaaiananiiltusziwivanelssdnsnauasmsdne CAMELOT

a. Comparison of Amlodipine vs. Enalapril to Limit Occurrences of Thrombosis

b. Cardiovascular
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%

msanEnsInEiatlasAwnEivale liringuatnenz ¥k (Treatment to Prevent
Heart Attack)

msﬁnmé’m*mﬁgtyLﬁﬂ%ﬁmmzé’mswmiﬁuﬂammm;'mﬂmmﬂwga 2 MIfitsEN MIAnEIM3
%Vﬂmiiﬂmwm”uiaﬁmgj\iLLazamz@‘VuvlmTuluLﬁa@Lﬁiaﬂaar‘fum’szﬁﬁﬂﬁlvl,sjﬁwmuasmﬂtm”w”u
(Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)) lag
wWisuisunsinslumsldoududrauuan (first line therapies) lungulnalleaun amlodipine 2.5
UN.-10 ¥N./% (calcium channel blocker) %38 lisinopril 10 ¥N.54 40 UN./3% (87161% ACE) ALENTL
Taa1znga thiazide leiln chiorthalidone 12.5 an.fis 25 un./i lunsinmlsaanuaulaiags
agnsganiatunand

dihelinanuaulafaginanua 33,357 1 NNy 55 Ywlaunndn ldsunsguifanuaziaaa
Junaads 4.9 T fihowaridesdfadoiiesvaslianaeaiiaaiala (CHD) THaduiindbating
o 2] o A v A o & o A A A A A

Baonietaae T9laundndaitanilamoiiiesannanaion wiaillsanaaaiiaaauad (stroke)
VNN 6 Laawn nIsdnanguveslninlauazrasaiiananrasaiiaaudy (atherosclerotic) A ¢
(FINNIANA 51.5%) LIALLNAINUTRAN 2 (36.1%) HDL-C #a8nin 35 Un./aa. (11.6%) walawas

' o . A aa o § @ .

atela (left ventricular hypertrophy) Fitaaslasmiasianauiala (electrocardiogram) %38

echocardiography (20.9%) MasgULRIL (21.9%)

o o o ci v a . . v A Aa A o
aananflgUsziininwang (primary endpoint) Usznausmsmtdedinainlsarasaiiennila
A a o & o A A L A Ao ' VA \ \ ~
wIamIinalsanauiharalaeniiadannaatiaalay liiedia wud ldanuLane1Iasn9d
wpfayvaaIananiltlzifuihnansszninen1ssnedls amlodipine ke NIINENGIE
chlorthalidone: RR 0.98; 95% CI 0.90-1.07; p=0.65 wananilidanuuandvagednodiagves
MAFITIANNEURGNIRUATEATWNNTINEIGIY amlodipine UAZNTINBIGIY chiorthalidone: RR

0.96; 95% CI 0.89-1.02; p=0.20
U | & %
msizelugiheiidulsawiloanman
=S .:l R a a = o 3 C7R A:id
mifnsignuns nadouaslafauszmafinsuuuaivgulasgniseaniasmelugiond
Isanalaauiial (NYHA class [1-1V) Wuin amlodipine livinlianiimsadfiniaias lasanduns

AN exercise tolerance, left ventricular ejection fraction L& 21MINWIAINIAFANY TN

luns@insSeuifisunumnaan (PRAISE study) 1Nadsziiiunaad amlodipine Tugtheaniinala

36



LPD Title: Amlodipine/Atorvastatin

LPD rev no.: 19.1

LPD Date: April 12, 2022

Country: Thailand

Reference CDS ver: 26.0; date: December 15, 2020

SULAAIZAL NYHA class II1-IV I@ﬂgﬂmvl,éﬁum digoxin £NUUT®&e ez ACE inhibitors 394
@t wud amlodipine ailuuin “annuiFssdanIgyiiedia” wia “anuiFssinzaInIgyie

Aa & @ AA o @ &
T LazANNLIAVLY” I%EﬂjﬂﬂNWQIQﬂNLﬁa']Lﬁa’]u

midnm@aaaun1slEen amlodipine Tugtheszazanalasd placebo udiaiugu (PRAISE-2) lu
Fiheidlsaaladuiman NYHA dass lil-IV Tagliflanmsmendiinnienangiufitssindlsamale
aiianagudidn gileldTusndiu ACE, digitalis wazenguasnzluawiansfi wuin amlodipine
lifnadasanmamenansasanmmeiiiosanlsawalauaznasaisan ‘lu;jﬂwn@;mﬁmﬁ‘uﬁ

v ]
> a =

v a 3’ ' A &/ [l @ o
l¢5uen amlodipine Imgvunsiiaiiviautlaa (pulmonary edema) [RadInadSdhEAY N9 § 7

o o

pudmIniiladumarfiaraninduiliaifisuny placebo lddanuuandrsainidinddny
[ (<1
n3laludilean (21g 6 89 17 1)
a = A = a A A CoR [~ =S Aa [ a
insfnsfuaastisdsz@niniwvessn amiodipine Tugfthadnany e fis 17 Ynfanuaulafiags
landunsfnsuvuguimaiiuazdndaaainnigesns lasfinasnidudiniuguizszia 8
dlandludihadnffionudulafags 268 Mo e ldiunmgualedlildiunmainm
o L. A ! A ! z:; [ @ & wa
@180 amlodipine 2.5 ¥n. niangy wia 5 un. Snniengy Wuam 4 dlad waznasnniulaiy
migueaatalildsum amlodipine 2.5 un. #3a 5 un. dalunialdumasnan 4 dla1w Lile
o o a X [ a (% - o & o

Wisuiisunueianuaulafaiug uuaInissneneae amlodipine 5 ¥n. T1AzATI ANRAAAIINAK
lafaAuw (systolic) uazANa"9 (diastolic) agnvfinpdAN9aia WalmIknuaanenaan
aanld (placebo-adjusted) Uszanminanuanlanadiuwialuriniiaaadlasiads 5.0 uu.Usan
#1%3L amlodipine 2W1a 5 UN. LAz 3.3 V315N §11ATU amlodipine VWA 2.5 AN, MTIATIEH

1 1 1 gl’: a A o CZR I3 v A 1 =3 = v ] ot
mguﬂam_mmﬁﬂsmmmwmﬁﬂmluamm@ﬂmgjuay ABaNYIEnig 6 09 13 1 l@tarinny

X & Ada oA : =*
Eﬂ’JEJL@ﬂmean’mﬂ’n ﬂaﬂ’]iﬁliz‘ﬁ'ﬂ’]\‘i 14 03 17 ﬂ

LNAEBWAANEAIVDI Atorvastatin

atorvastatin Lﬂumiﬁaaﬂ‘s’mﬁﬁ_} ﬂgdLauvl‘ﬁﬂ HMG-CoA reductase UWUULBNIZLAZAILAZUUITY
Lauvlmﬁf:muqué'mﬁmﬁ"w HMG-CoA 'luiiln mevalonate Sailuasasduuasans sterols Hanans
swnslaaaLaases sl,ua”ﬂwﬁl,ﬂu homozygous L&z heterozygous FH, non-familial
hypercholesterolemia LLaz mixed dyslipidemia atorvastatin amm"’uimaama‘:am’m, LDL-C uae
apo B uaﬂmﬂﬁ atorvastatin §98a32aU lipoprotein cholesterol ‘ﬁ'ﬁmm%muuu@‘iﬂmﬂ (very-low-

density lipoprotein cholesterol; VLDL-C) uaglasnaizalsd uazifa HDL-C luszaudnag nw
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atorvastatin Tigaaszaulatariaasaauas talulusdwlunarzunlasgusgsianw ol HMG-CoA
reductase LAZNNIRILATIZH IALAFLADTOR AL WAL IAENNTIANS 1IN LDL receptors LWAILTAR 1
AULNBLRINNITULAZ aa®aNe LDL

atorvastatin 8AN13WaA LDL Waz1/3unnsaadat LDL atorvastatin luiAy LDL receptor activity 2814
mﬂLLa:@iﬂsomsLﬁuﬁHﬁuvl,ﬂﬁ'umimﬁ'ﬂmmmgmmwslumaﬁﬁ"fmaaakb LDL lunszualadia
atorvastatin J1/5z@nTnwlun1saa LDL madgﬂamlunﬂaz homozygous FH sﬁaLﬂuﬂajm;jﬂ's o7
auUndazlainauauasdasnan buiis

% P~ . a4 o
atorvastatin UaziuaUa laviun9@189 atorvastatin ﬁt‘m'ﬁ“n’mmluugﬂﬂ atorvastatin aaﬂnmﬁ@m
= 1 1 & = = 1 o Q Qs o = %
Wudwlng Jsauiduunasiraglumssiinmzdlaasiaasoauazniimiaa LDL n13aaszay LDL-
C WRNNUINUIWIALININATI NN NI RVaIe 319018 mﬂﬁmmmmlugﬁ:ﬂ’sml,@ia:smmﬁ

AU IBNNIABLARDIdOMTI NIRRT BUARE T (QWITR 4.2 YPauazIdTnsloe)

TuUITUNNIADUAUDIABVMIALIWLIN atorvastatin (10-80 HaANIN) TroaaszaulalaaaaTes
37 (30%-46%), LDL-C (41%-61%), apo B (34%-50%) LLazvl@liﬂﬁmavLi@T(14%-33%) NAAINETD
a &, ] OI U

mmuamaammwalugﬂw heterozygous FH, non-familial forms of hypercholesterolemia LLas

g o, I
mixed hyperlipidemia 374N EU’JEIIE@]LU’]WJ’]WH%@‘IL&JWG insulin

lugthenfudnnaz hypertriglyceridemia at191@17 atorvastatin §3778aaszaUlalamABTAATIY
LDL-C, VLDL-C, apo B, lasnfizalsd uaz non-HDL-C uaziia HDL-C lugthafiiu
dysbetalipoproteinemia atorvastatin 32aa32@U lipoprotein cholesterol NAANMNRWILUUUIUNAN

(intermediate density lipoprotein cholesterol; IDL-C)

ﬂ’agmamwnmﬁm&%mumuq&l 24 miﬁﬂ‘mlwﬁfﬂdﬂﬁlﬂu Fredrickson hyperlipoproteinemia
¥ilafl lla waz 1Ib Al atorvastatin 10 - 80 wn. wuilafifudnmaAnvas HDL-C Tnaug e
median WAL 5.1% 049 8.7% lag lFNNUSALYUIALN uaﬂmﬂﬁwamﬁmﬁ:ﬁmﬂﬁagaswﬂ'&
LEAIAINTAARIVDIBATIEI total C/HDL-C Uaz LDL-C/HDL-C GaUa -29% A9 -44% W8 -37% B9

o o & [ L a l o o [
-55% @1U[QY GD'GﬁﬂJW%ﬁ(ﬂU‘U%’]@‘Uadﬂ’]aﬂﬁﬂﬁuﬂﬁﬁﬂﬁy

a =2 . ' Y & o a A a & oA
UNNIANBINRVD atorvastatin (7’]ﬂﬂ']')zﬂa’llll,%a%'ﬂ’ﬂllLﬂa@LLazaaﬂ‘ﬁLﬁ]%vLﬂLaEIGVL&JLW{IGWQ

(ischemic events) waznIanslassiy luasdnen MIRACL (Myocardial Ischemia Reduction with
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Aggressive Chlolesterol Lowering) %dLﬂumiﬁﬂH’leUE\j&l UnTaaannigadnunaioanntis

A & e X Aa [YRN] .
lasfimnaanidudiniugu lugfihe 3086 3ol acute coronary syndrome (lduri unstable angina
38 non-Q wave myocardial infarction (nfuiavialansfiaduialaliugas Q wave)) lasgile
ldsumIguanLLINaIIU TINEINNIAILANEIMIT UazldL atorvastatin 80 wn. wIamnwaanyn
T 1uszeziann (A1 median) 16 oW szaugariovas LDL-C laiasiaasaasia HDL-C uazlas

a 6 1 p.i s . v 1
naiwalad lungunlaTy atorvastatin leur 72 an/aa., 147 anJ/aa., 48 AN/aA., UAZ 139 WN./AS.
anuday wazlunguinledsu placebo 135 Un./@a., 217 UN/AA., 46 UN./AA. LAz 187 NN./AA.

o @ . [ A Y & o A A a & oA
ANNENAL atorvastatin anaaLFENURINIzNA N e ladiReauazeandianllifesliineane
uaznyeng laagalnpdany Aaansd 16% aaAIILENNTEINITRDITUNSUTINENA

A = o A A X o & o A Aa o A o
Iyswgnuaiwnzisnnsiivnaniiiasannidaa lidssnsruiienala liidsewe ndnangudugn
\ o & o A a kg " A L A o A .
NnautenalalifeauazeanBianluines ldiioswassadalinedan fe 26% atorvastatin a@
ganaFealuniafia ischemic events uaznisae laiifisunulunnszaudiugiuses LDL-C
%8NNI atorvastatin HIAABATINIRLIVBINTLAM ischemic events KazNIIANE AL ABNAL
ldlusznisdihendaiiewilanmosiia non- Q wave uaz unstable angina lusznitsgthems

wazndd uazlurzniwgdihenienglasnimiaminny es U uazuinndi es 1

%) a v d' % %) =~
nstasnwnistialsaunsndautnaInunl lanaznaantaan
. : a A ) A = i Aa = i Aa ] o o
NaUDIL atorvastatin sian1Ttialsanasaiiannila SansunTIanaz lAILATIa ka1 I lurata
midnsmaadiinuaInlwen amlodipine uaz atorvastatin Tugthoanuaulaaginazszey

laguluiieafldalné@ (Anglo-Scandinavian Cardiac Outcomes Trial)

Collaborative Atorvastatin Diabetes Study (CARDS) tJum3#nmsnauad atorvastatin dialsanala
A L = iAa | 2 iAa OX 2L A A
uwaznaaaLiaadifiunfiauas lifsunsialugile 2838 1o Sadulsawmnusiien 2 a1y 40
9 75 U laifidszi@aaslsanalauasraaaifaauas LDL Hasninniavinny 4.14 dadlua/fas (160

a 6 v ' A ] a a a a 2!' Al
un./aa.) uazlasndime lsdvaandinawriiy 6.78 dadlua/Aas (600 an./aa.) uananigie
& A o A ' o o o, g o A A &
nivuadfadpiisation 1 Tadnasdaluf: anuaulafiags guun3 iwnuinae

. . . = . .
microalbuminuria 498 macroalbuminuria

= > ' s 1 ay uq: a ) i r_ql’ U
mydnslunassnnduiuugudiaing Undeaainisrasmiuazdomasnidudiaiuqguitdias
1@3uen atorvastatin 10 U, TUAZATI (F1UWIW 1428 T18) ®IBLIRABN (AWK 1410 T18) FN NEe

Aa . P WV v oa 2 = ! A o a A
UVBIRBLIAMNAAIY (median) 3.9 T wdldg@nsdnsiiindiafidinue 2 U iasan

NANNIINENAILEN atorvastatin "L@Tma?q@‘i”ﬁwa"’nﬁ‘lﬁﬂizlﬁulﬂ’mmﬂﬁﬁmu@vﬁﬁ’mﬂizﬁw%wa
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NaUDY atorvastatin 14nN178¢ absolute Was relative risk reduction AILRAILHANIIITIRI6 8 11T

wansal Relative DI a1 p
Risk events
Reduction (atorvastatin:
(Wasidud) g1%Aa0n)
cardiovascular events wan (Isandaitasalasstiiosannna 37 83:127 0.0010
\Hanadnadounan (AMI) Ssisundiauazlifiedia sient MI
MIMBINLIARAALEaaRI R atNIAuUNAY (acute CHD
death), unstable angina, CABG, PTCA, revascularization,
stoke)
Tsanduitawlamaiiiasanainaden (sandudianalase 42 38:64 0.0070
lasnnmaidensdradounsudetandiauas ldsundia
silent MI)
lsansaaiioasuad (@efsundiauas lifoundia) 48 21:39 0.0163

AMI = acute myocardial infarction; CABG = coronary artery bypass graft; CHD = coronary heart disease; Ml =

myocardial infarction; PTCA = percutaneous transluminal coronary angioplasty.

A a \ o Aa A o &
vLaJ@JViaﬂﬁ']uV]LLﬁ(ﬂ\‘]ﬂ'J']aJLL@]ﬂ@n\ﬂJa\‘iNa%qﬂﬂqiiﬂﬂqﬂuwa'ﬂqﬂLWﬁ a’]ﬁ‘! 130 3¢au LDL-C WHITH

maapjﬂ’m

NNIAARIVAT relative risk VaINIFLTIA 27% 9091 (82 118 LFsTIalungu ldTumnaan

A = o A Aa 1 d‘ v o v ~
WIsunguny 61 318 Lﬂﬂ‘lﬂ(ﬂluﬂq&lﬂvlﬂiﬂﬂ’ﬁiﬂﬁ'](ﬂlﬁlﬂ’]) y

0.0592)

A

& o | R 7 A ) | R o A o & ,
i’:c]'l] ﬂ’]immadwaau‘lmw\ﬁﬂizm YNRUA 'ﬁiaNaau‘lquﬂizaﬁﬂﬂi’]ULL?GLWNauﬂuﬂGaaGﬂQN

[ .
Tsaviaaaldanuadnds (Atherosclerosis)

Reversing Atherosclerosis with Aggressive Lipid-Lowering (REVERSAL) \JumsEnwInavas

C

wnarINTaY

NANINWRDA (p=

atorvastatin 80 ¥n. WAz pravastatin 40 ¥7. AaNTLIIVBIRAAALRBALAILALIUNT (coronary

atherosclerosis) Flur;i:ﬂ’s al3A7RDALREARA 1 (coronary heart disease) 198130323078

intravascular ultrasound (IVUS) 32#319mstanaisdidulionnadaad (angiography) N13AN®INN9
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ana ‘&’ [ =1 [ o 1 d' uq: % C7R
adfinihdunsfnsuuugudiadnimaiugu dndeaainnasasnis lunarsanidi lugihe so2
718 §imM3vh IVUS iug u (baseline) uazfl 18 tiiau ndugthoflaTy atorvastatin (§1wau 253

€ & €. w . A & a

T8) NULL a3l TuaAINTE % (median) 2ain1sidfsuudasnnivugiuzaddiunas atheroma
IRNA (NUNNIIANBINAN) 1AL -0.4% (p=0.98) Uaznduf le3L pravastatin ($114I% 249 318)
WINAL +2.7% (p=0.001) a3 uifisuny pravastatin WuInnsidasuliladved atorvastatin &
WRAYNIRDA (p=0.02)

luﬂéju‘ﬁ"lﬁ{u atorvastatin @1 LDL-C aaaddeniadof 2.04 dadlua/aas 0.8 (78.9 un/aa. + 30)
mﬂ@hﬁugm 3.89 Nadlua/AaT + 0.7 (150 UN./A]. + 28) meﬂ&juﬁ%ﬁ'ﬂ pravastatin ¢1 LDL-C
sansiieadun 2.85 Sadlua/ans £ 0.7 (110 UN./AA. + 26) mﬂ@hﬁ”ug’m 3.89 faRlua/AaT £ 0.7
(150 NN./AR. + 26) (p<0.0001) atorvastatin SIaalalasmaasaaTINadaIftuimaniy 34.1%
(pravastatin: -18.4%, p<0.0001) ammvuvlmﬂﬁmavhﬁmﬁlﬂ 20% (pravastatin: -6.8%, p<0.0009)
ILRER® apo B LO‘,?}IU 39.1% (pravastatin: -22.0%, p<0.0001) atorvastatin Lﬁlw HDL-C LQ,?}IU 2.9%
(pravastatin: +5.6%, fi1 p lifivpdaynaaiia) 1uﬂ§juﬁvlﬁ§'u atorvastatin §n138aaILaRLVE

CRP 36.4% (lai3ouifinuny 5.2% lunguflldiu pravastatin (p<0.0001)
Aihevssasnguininuiaaant (safety) Wazn1Iny (tolerability) dapnlnaiAoanii

msiiagzadlsanaantionanad (Recurrent Stroke)

Stroke Prevention by Aggressive Reduction in Cholesterol Levels (SPARCL) JumsEnsNavs
atorvastatin 80 aIn./i wiagmaandalinnaaaifeasuadlugilie 4,731 Nefeudulianaea

A A A < A ' A ° = ' A
\HanaNeInIa lIAnaaaRaagNaITIAT (TIA) Muluan 6 haunawnazyinmsansnuas laid
tdamudulsanaeaifeamila idugthomany 60% a1g3zning 21 G992 3 (ayade 63 1)
wazfiAiug 1% LDL 1@y 133 un./as. (3.4 Jadlua/das) dLale LDL-C 73 an/ea. (1.9 dadlus/
803) ITRININIINBITILLN atorvastatin LAz 129 UN./A8. (3.3 RaALNE/AAT) T2RININTINBGE

a o a =
RN AAUDTUITINVBIITUSLIRIAAATUWIW 491

atorvastatin 80 an. aaANALFBIVaIMIAnlsanaaaiansuasiamseldtunidia Sadudaia
wannlgUszfuthmangas 15% (hazard ratio [HR] 0.85; 95% Cl 0.72-1.00; p=0.05 38 HR 0.84;
95% Cl 0.71-0.99; p=0.03 nasnntiLaduiug ) iaifiuuiuswaan atorvastatin 80 an.
a@mwmﬁmmadm‘nﬁ@ major coronary events (HR 0.67; 95% CIl 0.51-0.89; p=0.006) CHD event
(HR 0.60; 95% CI 0.48-0.74; p<0.001) LazN13%i1 revascularization procedures (HR 0.57; 95% CI
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A o

0.44-0.74; p<0.001) aglnpdIATY

NNMIANATZAMBRRINNMTTIIMIANENIARANNLTN atorvastatin 80 4n. angU@An1Inivas
Tsanaaaiansuasiiiiaannsanaiian (ischemic stroke) (218/2365, 9.2% Lfinuniy g maan
274/2366, 11.6%, p=0.01) LLa:Lﬁ'uaqu”@mirﬁmmﬁmkﬂmacﬂLﬁ'a@auaoﬁﬁmmqmmmﬁa@aan
(55/2365, 2.3% LNI8UNU 8nwaan 33/2366, 1.4%, p=0.02) qu”ﬁnwsnfﬂwsLﬁ@Iiﬂ%aamﬁa@awaaﬁﬁ
mm@;mﬁnmﬁa@aaﬂs’fiaﬁqLLn'%’mvlw'Lmn@mﬁ'm:wmmju (17 sm‘lumjuﬁ"[@”%’um atorvastatin
Wisuny 18 5’]&11%?‘]@;%“71'1@1’%@8’]%&8?1) gﬂayiunq’uﬁvlﬁ atorvastatin 80 ¥N. FINFAAAANNLEEI
NNILN@ cardiovascular events Iup&’ﬂ’a oNNNAY onLiugih shvmitrsunsansiulsanasa
Lﬁa@awaoﬁﬁmm@mmnLﬁa@aaﬂ LLﬂ:ﬁﬂﬁiLﬁ@égwmaaIsﬂﬂaamﬁamuaaﬁﬁmmqmmﬂ
\Hamaan (7 iﬁﬂuﬂﬁjuﬁ"l@ﬁ'um atorvastatin {inuny 2 iﬂﬂ%ﬂﬁi&lﬁ"l@ﬁ'ﬂiﬂ%ﬂ@ﬂ) FIS I

6 v a ni 3 ci (ci o
m@;msmuamnuvlﬂmzwaamummmmLLazﬂszIyﬁquL@su

1u;§ﬂwﬁvlﬁ§'umi§'ﬂmﬁwm atorvastatin 80 4n. \ialsanaaaiiananadlassinlas lidilein
uafiale ¥asnin (265 i'mlumjuﬁvl,oﬁum atorvastatin {i8UNY 311 iwmlunajwﬁvlﬁ%'uslmaan)
LLa:ﬁm@nﬁmﬂl&iﬁaﬂi:mﬁmaﬂiﬂmawﬁaw‘”’ﬂw‘i’m'jw (123 iﬁyiuﬂzjuﬁvlﬁ%'umw atorvastatin
Wiguny 204 swyiuﬂsjwﬁvlﬁ%'uymaaﬂ) sanmudsTialasrinliuandraiusznimnga (216 1o
lunaﬁuﬁivl,@i”{um atorvastatin {igUNL 211 i’]ﬂluﬂajmﬁvl,@i”{ummaﬂ) auanInilasmuves

6 = 6 6 o =1 6 v 1 1 s 1 1
mv;msmaﬂmwaﬂsmmLmzmqmimau"luwaﬂsmamwml,iovl,mmﬂmoﬂmzmwﬂqu

n151la9nw Cardiovascular Events Ltuun‘aﬂgﬁ

Treating to New Targets (TNT) WJun1sAnenwauad atorvastatin 80 IN./A% WiBUNL atorvastatin
10 ¥N./7% lwn138@ cardiovascular events Ma1RIRNAT 10,001 3¢ (ﬁaﬂna 94% LNAD8 81%
218uANIMIBIYINAL 65 Bl 38%) Adwangunediniuduliansoaidaawaladsfs
hwanslwmsaaszay LDL-C lddndn 130 an/aa. wasanmriamsansuuuiaasin luga
W38968 atorvastatin 10 ¥n./3% AU 8 FUMW BaI1NIL prmnIldIunMIgulwlaTy
atorvastatin 10 un./3% w3 80 un./iu atalaatanils uazdidisagulunsfamuanasing
Wit 4.9 T dafuu8932@u LDL-C, TC, TG, non-HDL waz HDL cholesterol figla¥ifi 12 fia 73
NNJ/AR., 145 UN./A]., 128 UN./AR., 98 UN./AK. LA 47 UN./AR. AN TEHININITINBIG2E
atorvastatin 80 4n. Laz 99 UN./AA., 177 UN/AK., 152 UN./AA., 129 UN./AR. LA 48 UN./AA.

AVAIOU TeRININNTINBIAE atorvastatin 10 WA,
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MY atorvastatin 80 Un./T% aadaMILAa MCVE ataiitbiany 434 iwansntlungs

71éT0eN atorvastatin 80 ain./3% (iU 548 wamInilungunlaTue atorvastatin 10 an./3%)

AaidumsaannuLFsIgUNUT (relative risk reduction) 22%

atorvastatin 80 un. aaANNLFBIde R ldaealvodAn

°

o o A v a . A a
A23aN 1715213% (Endpoint) 1A

Atorvastatin

Atorvastatin

nas1AY 10 an. 80N, HR® (95%Cl)
(19 (19

5006 318 4995 312)
ananiizdsufinduang N (%) N (%)
(Primary Endpoints)*
frianlgusnfwfsnuialowssnsen | 548 10.9 434 8.7 0.78 (0.69, 0.89)
\Boandeyasoum
asdlsznavvasdriananily
dszidinithnang
Tsanduitawalanaiitasanunadan 308 6.2 243 4.9 0.78 (0.66, 0.93)
M) Bslaitouniausslaiifoaniuns
wanns
Tsanaaniionauad (Bafoundiauas 155 3.1 117 23 0.75 (0.59, 0.96)
laiflaundia)
insasnlFUsmanitmane
MINTUMITINE Ll SInenUa 164 3.3 122 2.4 0.74 (0.59, 0.94)
iiasannwalaguiman (CHF) asausn
CABG A%3u3n %38 coronary 904 18.1 667 134 | 0.72 (0.65, 0.80)
revascularization procedure 5:‘%*)
Hianan33usasinidu angina ASILIN 615 12.3 545 10.9 0.88 (0.79, 0.99)

@ Atorvastatin 80 dn.: atorvastatin 10 4.

b 9381 3rNauVaInIIATIN MU T TR 8%

e o A

* grianlduszidunaniieinuialauaznaaaiian (MCVE) = maiediaiiesnnlsanasaiiaanala lsa

1Y & o o A A ' 1Aa . . A A '
nmuLuam‘lﬂmEJmmmnmmaawmvl,uﬁum“mm resuscitated cardiac arrest LLQ:I?@]%QEJ@LMJ@&&JEN (‘NﬁGLLﬂ

Aa 1R 1aa
Fiauazlaifauntia)
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w ﬁ'ﬁfﬂiaaﬁlfﬂizl,ﬁul,ﬂmmﬂéﬁavlsji'maQ’Lmﬁi’wé’ﬂﬁl"ﬁﬂmﬁmﬂmmﬁ

HR=hazard ratio; Cl=confidence interval; MI=myocardial infarction; CHF=congestive heart failure;
CABG=coronary artery bypass graft

la'lesugramnuidasi (confidence intervals) fnsunisiSouiivunany § agns dmsudrinsesildtsadu

whnane

lidanuuandrizassimgnaioiianinuaadidisdayszniangui ldsunssnm: 282
(5.6%) lunduinlaTu atorvastatin 10 un./3u (fisuriy 284 (5.7%) lunduilé3u atorvastatin 80
UNA% FOFIBVIDNENRNAINRLTIOLHAI N IR lanaznaaalRea TuNIadflsznauaaInig
A AdAa A A o A < = Aa VAN v ') Y
WRuTIaLhasnlianaaationnala uazlsananaliaasuadgInInngiea luﬂqmvl,mumﬁﬂmmm
atorvastatin 80 3n. ﬁéf’sLa%‘hﬂ’j’majuﬁ"l,ﬁ%'ums%'ﬂm@”’ssJ atorvastatin 10 4. RAFIUVDI

e Ada Aaa a9 [ A VAN we o v .
mmawmmasmmmmm@mvl,uslﬂsﬂmlaLLa:ma@Laa@ Iuﬂqmvl,mumﬁﬂmmﬂ atorvastatin

80 wn. ﬁ(ﬂ”f;Lamganimaﬁuﬁvléﬁ'umi‘%'ﬂww'f'ssJ atorvastatin 10 4n.

Incremental Decrease in Endpoints Through Aggressive Lipid Lowering (IDEAL) unsanunlu
2N@RNAT 8,888 smﬁﬁmq"lmﬁu 80 1 uazditvzramadulsanasaiaanala tNatszininnns
[ v . [ a a [ U . . [ = [
INBIAY atorvastatin 80 UN.AU INYUNUNITIN®INIY simvastatin 20 UN./IW 03 40 UN.U

a A o o A A L ' ' @ ' =
R1U1IDAAANULFLINLINU IR laLazRAaALRaARTa bl ;dﬂ’mmulmgmﬂﬂ’ﬁqumama RN
WA (81%) A1 (99%) Fanyiady 61.7 U uazaaunilaiunisgu 4 LDL-C 1ade 121.5 an./
AR 76% VAINRIFNAT LIIUNIIINEALY statin Ejuan Mﬂﬁﬁﬂmﬁnﬁﬁ%mm@mﬁasha e
asn Jaariafldisziiin (PROBE) lidizeinses Saisagiulunsfaauaisaiaiuin 4.8
T @nafsuadszau LDL-C, TC, TG, HDL W&z non-HDL cholesterol NFUANHN 12 fia 78 ¥N./98.,
145 N./A8., 115 YN./A8., 45 UN./A. LAz 100 YN./A8. AVAIAL IZWRININNTINENGE atorvastatin
80 UN. WAL 105 NN./AR., 179 NN/AR., 142 NN/AR., 47 UN/AR. WA 132 UN/AR. AINAIAU TLWIN9

ANIINBIAE simvastatin 20 UN. Ak 40 un.

lidanuuandradnadipidgszninguildiunmsinmdnivdriananilslszduidmang
7 a . . & a A = Aa o & o
8@31n13L7a first major coronary event (l3anaaaliannia ladstsundia lsanaaitanilaans

{ A 1 aa . . ] v oo
\hadnaiiendslifisundia uaz resuscitated cardiac arrest): 411 (9.3%) lunguftla3u
atorvastatin 80 aIn./34 LiBUNAY 463 (10.4%) lunguf a3 simvastatin 20 wn./ 3% 19 40 un./T
@1 HR 0.89; 95% CIl 0.78,1.01; p=0.07
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lidanuuandradnadipddgesmafedionnynangiznitangu ldiunmsine: 366
(8.2%) lungdulé3u atorvastatin 80 ain./iu 1fiuuny 374 (8.4%) lundufld3u simvastatin 20

> = > ™ ' C d' A Aa nﬂl n/ A 1 1
UN.% 19 40 UN.A% FasiuvadanarunINFedIalasnnlsanilauaznasaifeanas lailsan
Lsaialauaznaaaifon indauriuizniningun a3y atorvastatin 80 un.uaznguflaTu simvastatin

20 Un. 4 40 WA,

Heterozygous Familial Hypercholesterolemia 1%%’11]'3&@??’1

NN3ANBINNTIAEN atorvastatin Iu;jﬂa LN LAIGa LU AR IAUAILED

lunmsdnenuudeasainnades I@nmeuszidnwidininiiz Heterozygous Familial
Hypercholesterolemia (HeFH) 271 Tafiflanyszning 6-15 Tldasnzidowdrimlunisdnsuas
1@3un3inEaae atorvastatin 1uszeziianwuis 3 I darrualunisiisinnmsansitie dad
nadnguindnnie HeFH uazdszal LDL-C e9auunninniawinnu 4 dadlua/dfas (Uszanm

152 an./aa.) 16n 139 Meolunafnmil § Tanner Stage agift 1 (lapyivldaziiangagszning 6-10
a4 & Ada o ' AW ve . @ < a o A =1 A X

1) anfdangsindi 10 TldTuwwiam atorvastatin (Tuaza3d) 1Sudun 5 an. (pudasiainn)

' { & v . { a % { [ & [
sauluanidany 10 2wl 1d5us atorvastatin M@ IudUN 10 un. (Tuazad) lavaugaly
! o & 4 ) { & @ o ' A A A I

dae 9 UiLuwaugadu iNauTIqIzay LDL-C asdhlifedasndt 3.35 Sadlua/@asludnnnae
! A A ¥ o o & Ada | = A A ' A
Aadprasvamndrshninudluanidenysznine 6 v 9 Jda 19.6 an. uazdiadvves

{ 1 g/ =3 v { J
mmﬂﬂ'}ﬁﬂ’mu'muml,am,ﬁnﬁﬁmyq 10 Pdawldda 23.9 un.

ALaAe (+/- SD) V8961 LDL-C sadudia 6.12 (1.26) Hadlua/dns GeAadu 233 (48) un/aa.
lagtlszanm gNamsﬁm:naﬂ'uawgimﬂlumswﬁ 2 Augasl3@mans
”agamﬂmmaﬁ'ﬂnﬁﬂLtazfmjuﬁﬁma: HeFH @9l@3umIshsndae atorvastatin 1uszeziom 3
Dianusaanaaini Imwu'jﬂm"l,;iﬁwaeﬁa@“'fma%ﬁmmsm%@L&UI@LLa:w”wmms (iude GRRER!
WM URNI8319ME Tanner stage mydsziindinzuasiasmslunwrulagdian) an
mytaiiuesass liwoenlnadasiugs wmein @”mﬁmammﬁaLmﬂmumqﬁmweﬂums

WLt sU sz i nlaaza T
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A191991 walwnisaalusiuuas  atorvastatin - luidnaauazidnudeiaguiiinng
Heterozygous Familial Hypercholesterolemia (ﬁaafualami)

%29981  |N | TC(S.D.) |LDL-C(S.D.) |HDL-C(S.D.) |TG(S.D.) |Apo B (S.D.#
Aasdn 271 | 7.86 (1.30) |6.12 (1.26) | 1.314 (0.2663) | 0.93 (0.47) | 1.42 (0.28)**
\douil 30 | 206 | 4.95 (0.77)* | 3.25 (0.67) | 1.327 (0.2796) | 0.79 (0.38)* | 0.90 (0.17)*
Lowi 240 | 5.12 (0.86) | 3.45 (0.81) | 1.308 (0.2739) | 0.78 (0.41) | 0.93 (0.20)***
36/ET

TC = ﬂ'ﬂmam@asaaiw; LDL-C = lipoprotein cholesterol ﬁﬁmwwmuﬂm‘iw (low density lipoprotein
cholesterol); HDL-C = lipoprotein cholesterol ﬁﬁﬂmuﬂml,muga (high density lipoprotein cholesterol); TG = las
nawa'lsd (triglycerides); Apo B = apolipoprotein B; “Liaufi 36/ET” imﬂ%*ﬂagamﬂiﬂwuLﬁafumiﬂiuﬁuﬂ%
ﬁg@ﬁ']waaa’lmaﬁmﬁﬂﬁﬂ’m"ﬁﬁ'sun’amwmm 36 Lﬁaumuﬁvlﬁﬁmmvlﬁmzia;ﬂamaam 36 LA AT

IRIFNATNLNIINATUIZOLLIAN 36 LADK; “” = Ll@BUN 30 N S1RIUAILITHRAD 207; “* = A1a9auvad N #1950

windiaasifa 270; “** = 1Gaufl 36/ET N #1AILAILITAA 243; “#” =g/L §1%3U Apo B

Tunsdinsuuudnaamnrssasnuaziiomasnidudiniugu awdotisnsdnsuuuile

= A Ada o A Y = = P A A o
ann lwanndsniidszdndanudinazianme angy 10 69 17 O (@1giads 14.1 ) $1wau 187 au
Nendn heterozygous FH %380 hypercholesterolemia asmgml,‘ia L‘ﬁaé;mslﬁm atorvastatin
(3w 140 M) Wianwaan ($1wan 47 7o) iwam 26 e deantunnauazldium

i o A ) &€ o o o A o =2 AV e A
atorvastatin tJutaa18n 26 §iavt Tarimuanisaaiianiinisdnend laun 1) Adugw LDL-C
AINNINAIBYIINY 190 WN/AR. %38 2) ATWUFIH LDL-C NINNTINTBWINAL 160 NN./aa. IINALA
Uszianrouasaniiulia FH w3adnangwirdlsenalauazvasaiiaaianawisouaslugifae

o { A . . ' g { ' V] v
aviszaunniinIasal (first #3a second-degree relative) AU IMAAL8I LDL-C Tunguf le3y
£ atorvastatin YU 218.6 WN./AA. (TWTEWING 138.5 019 385.0 Wn./aa.) WalTeuifisununga
ALFTUNMaBN WAL 230.0 NN/AR. (TI9TZAIN 160.0 D19 324.5 UN/AR.) VWAL (TUAZATI)
. oA o o o & a & o )

284 atorvastatin fia 10 UN. F1RIU 4 FUAMKIN waztvuawaedn 20 un. f19zal LDL-C
AN 130 anJ/an. wanasgienldium atorvastatin GidasiRazwIandu 20 9. #AIIN

fUa%N 4 va9529msUnTaaan A5 1uiu 78 aw (55.7%)

atorvastatin #131508032ALALARIABIEATIN, LDL-C, lasnfiwalss waz apo B luwaaunldating

IipidnyIznin 26 Alaivestrnmsdnieasin (g M319819819)
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LY o A {0 [
NANIIAA LUAWUD Atorvastatin Tudsswrsuaziaefithaiiulsa Heterozygous Familial

Hypercholesterolemia LED) Hypercholesterolemia azha‘gw,l,id
¢ ® I3 { { 1 ‘s { o o { a a I's
(asidudimdsmsilfsuudasanaringmiiariadladlsziiu (endpoint) lunisiiasnzs

TayauUL Intention-to-Treat)

AR I Taladinasaasdn® | LDL-C° | HDL-C® TG Apo B°
Hilg

Heb DI 47 -1.5 -04 -1.9 1.0 0.7

atorvastatin 140 -31.4 -39.6 2.8 -12.0 -34.0

@ Total cholesterol
® Low density lipoprotein cholesterol
¢ high density lipoprotein cholesterol
4 Total glycerides

¢ Apolipoprotein-B

Fmsdnmuuudnaasninisastng 26 dlenwiiwudinguilds atorvastatin A1 LDL-C 1afef
v 4 @ ) . A a A ) Ay e A
1@ivinAy 130.7 WN/AR. (TIIILRIN9 70.0 — 242.0 WN./AA.) L&Jal,ﬂsmummuﬂmqmvlmummaﬂsm
WiNAL 228.5 UN./AR. (TA9TEWING 152.0 D19 385.0 UN./AA.) MNIANITEEzIAN 1 D8 lainunade

a a A a o = A = o A = A
ﬂ’]iL"i]?fyL@]UI@]‘VW@TH?UJE‘lUHLLﬂNGTQGNﬂHmz‘ﬂqQLWﬂ‘L‘HL@ﬂ?T'] g1I930UN1INY 234 aulumnmya

= ay I > 6 d' a [ 6 % 6

myfneuuuideaanniduszoziia) 8 sUAINaUTHANTTIAUMTAT LAFTNAFIRAT A0

% 1 . CVN Aa ' =
anudasanbuszaMuEaNInlNMIMUdanad atorvastatin ludihiy 39 Mufdanyszwing 6 9
17 1 %@VL@T%'Umsﬁuﬂ'umaw”uqmm’hﬁma: heterozygous familial hypercholesterolemia uazdl
320U LDL-C aaduunnimiawiny 4 Sadlua/fas ngudszang A dadunguithondanyszning

v A o X | A v {

6 019 12 Juazdl Tanner Stage agfiszau 1 driln 15 7o ngudszang B Saudungudihenians

32%119 10 19 17 Duazd Tanner Stage Nunnniwiaiviviuszay 2 G 24 7o

YUNALLINA UV atorvastatin ABNNATRALAL 5 NN, IWRLATI 1uﬂ§juﬂsz°mﬂs A LRZENTAVUNG
10 an. Juazaislungudszzns B lasayqnaldiinzwienn atorvastatin iusasyinldwin'la
fA1INUIIRAT LDL-C AUTNIRRA LTAadININ 3.35 AaAlua/AaTilanigla1wn 4 wazwin

;;J:'ﬂ’s HNUGia8N atorvastatin laa
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Aaduad LDL-C, TC, VLDL-C, uaz Apo B ludithenimuaaaaimuludiandn 2 lugihoniinig
v A & < Vo @ ' a & o ¢ A& a
UsuNuama LT uga vt wudnaiasnananadtivndnaele 2 sUany dadunsdsziduns
ATILINRAIUTLIANNUUIAET A NRRLUAITALAZVDINNTANRI AL TeNw i wianulnatasanwle
mjmﬂs:mmﬁ'&aaamjm "L&i'hg&l”ﬂ'am:ﬂ'&m‘lﬁ%’umﬁmm@L'%wﬁw%aLw“mﬂuaaqmwawmm%uﬁu
LRIAANN laslafunan 1Watiglavn 8 TauazuaIn1Ttlauwiiladszay LDL-C uaz TC annalas

(2 '

muagﬁﬂs:mm 40% Was 30% muém”ulunmm”maom‘sé'm”am

9 I N1IAN BT ANTNATL U2 812INNITNENG Y atorvastatin LI BLANINARA AN WITA

wazdammianoluinglng

5.2 qmauﬂamomﬁmaumam{
LNABIAWANAAILAZLNAL D AT
NIAATN

n3AADY

msanwlaslten Amlodipine/Atorvastatin

#8991NN1330U 321114 amlodipine/atorvastatin WuANITNTUBBIE MW EINFIaLNIAUTA 2 9@
(peak) peak usnwunzlu 1 89 2 Taluenassulszmusnuves atorvastatin peak figaswy
32%319 6 89 12 Talausnassudsznuiduves amlodipine saTuazUITNNUNIATN (bioavailability)
284 amlodipine LAY atorvastatin Sadusimdsznavaasen amlodipine/atorvastatin bailan@1931n
bioavailability 283 amlodipine LLag atorvastatin NNMITVUTEMuIINNWVaI8LTR amlodipine LLag
atorvastatin F9UsziiuannsInueIaazn amlodipine C,., 61 101% (90% CI: 98, 104) uaz AUC &
@1 100% (90% CI: 97,103) Las&IWVDY atorvastatin Cna NA1 94% (90% Cl: 85, 104) Laz AUC
@1 105% (90% Cl: 99, 111) aus1ay

8117 hiHada bioavailability UaIFIUVEIR2EN amlodipine Sadusmdsznavaas
amlodipine/atorvastatin la8i3eLd1ann C,. 61 105% (90% CI1:99, 111) uaz AUC Ad1 101%
(90% CI: 97, 105) 1ilo3ulszmuanmstiiguyintugisaianams nag ﬁmmm@é’ms’lmsg@
sﬁmm:ﬂ%mmmi@@%maa atorvastatin Gaidusgndsznavaas amlodipine/atorvastatin 1vzu1h
32% uaz 11% aUIaL T91l31duann C,,, J61 68% (90% Cl: 60, 79) uaz AUC e 89% (90%
ClI: 83, 95) IlwURUTIIA8087M13 I ISNETLE atorvastatin 8891687 WUANMUTUT UV IEN
lunasananaslunnzivdszmuamagudsdnu lagldiinadansaaszay LDL-C (914a19)

msanwlaslten Amlodipine
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- = v e L% nﬂl s [ ;&' = 1
amlodipine Qﬂ@@ﬁﬁﬂ@waammuﬂs:mulmmwlmﬂm I@mz@ummumgaqmzmw 6-12
T1luanasan1We 61 absolute bioavailability Uszanmniuinagzning 64-80% HUsanainig
nzneaIlszunm 21 Aawnn. nMsdnluiasd JUan1awuindszanm 97.5% was amlodipine 1

= a (% (% =
Tnaouluntzualafaaunulusdwluwarzun

mmﬂ&iﬁwa@iamigwﬁmaom amlodipine

msanwlaslden Atorvastatin

atorvastatin 9:9NQaTNALINTIATINAINTTUL TN ﬁﬂlﬁmwLﬁuﬁuluwmamifugjh:@”uqaqﬂ
malu 1 89 2 Talu SZAUMIQaTULAzANUTuTUIEY atorvastatin TuwansuRadwdudadin
fuvwmeenild s ulia atorvastatin 9:1% bioavailability 79 95 — 99% Lilai3suifisunusniin
absolute bioavailability 984 atorvastatin agﬁﬂizmm 14% LT systemic availability ?ladm‘ir_ﬁ_ltfa
101 bl HMG-CoA reductase agﬁ'ﬂi:mm 30% M37i4 systemic availability 61 (Junaann
presystemic clearance ﬁLﬁaqm\‘iLaummiLLazm% first-pass metabolism ﬁ@l”'i_l LNTIIBINIIITAA
é'm']LLazaﬁmmmigms‘ﬁmaamao"l,ﬂﬂ‘s:mm 25% WA 9% MUAGU aunsUTziiulas Cpay
uaz AUC HaNNIaaszal LDL-C asnaafinwlaiinazly atorvastatin wiannuaimnse ldnan a0
IWenaowbuasfiszaunnuitutuses atorvastatin luwanaundinindaldnowdn (Uszanm 30%
aunstszfiulas C,,, WAz AUC) 8819 bsneny Han1IaaIeauaad LDL-C wdaun baidnazlwen
aawlnunan (@Wata 4.2 awauazisnildn)

N1INILYA7

msanwlaglden Atorvastatin

U5u1a3nInsznulasiadeuad atorvastatin agjﬁﬂi:mm 381 A3 NINNIRIBWNNUTaUAT 98
284 atorvastatin AUNUNAIFNLTAW dAINEIWLTALADALAY/ wmamag’ﬁﬂs:mm 0.25 T419077

U & =\ A
U'}Lmql,ml,aaml,mvlﬂwlm

WAL ATNLAZNISTUDNY

msanwlaglden Amlodipine

1 A a o s o [ - LY
A103953AU0IN1ITNIALI B8 NIINWAIENIBIWIRYIZNTI 35 9 50 TAlAY wAzREAAREINUNIIW
L= Qq: &, Qo { g v a 1 Rt >
TWAZATILAYD 819z IuTNTEaALAIT (steady state) lTuwaERNABRAINIIABNGAGANK 7 T19 8 T
amlodipine sulnajgnrimefsuduaauelainlifanslas 10% agluzids uas 60% vasiy

@mJa"l,aﬁgﬂm”uri’maaﬂmaﬁama:
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msanwlaslten Atorvastatin

atorvastatin ﬁ’;ulmygﬂl,&lmuavl,asﬁﬂu ortho- WAy parahydroxylated derivatives LazNRANAVDY
beta-oxidation mﬁ@@has] msﬂ'usfal,auvlmﬁ HMG-CoA reductase 198 ortho L&y parahydroxylated
metabolites aMnnInanatlual fiansazving funy atorvastatin gntugaenlssd HMG-CoA
reductase MANTEUEIARAT 70% LTUNANIAN active metabolites miﬁﬂw’lluﬁ’aaﬂﬁﬂamim%
AMNERTIIaY cytochrome P 450 3A4 TudLdaiuanuaiduual atorvastatin GixanafaInLAIY
\WNTUad atorvastatin ﬁLﬁ&Jﬁ%’Luwmammaawwﬁ%é’ﬂﬁiwﬁh erythromycin @tiusnssudsle
Toawlaafil msfinunlukasufiinms 838434 atorvastatin 1Tuan3tiudd cytochrome P 450 3A4
agivdon W atorvastatin 321U terfenadine Gaidluansiwaua’lad lag cytochrome P 450
3A4 unan azldiinanaifinadslnefmayaeszauanuitutuaes terfenadine luwaaan
watnielaund atorvastatin 921D unaILN TIRUAMEAIVBS cytochrome P 450 3A4 substrates
g athwiliindnny (QWada 4.5 é’umﬁ%mi:%iwmLLazﬁumiﬁ%ﬂwlugﬂLLuuﬁu) lugainaaas

ortho-hydroxy metabolite ﬁlzﬁi’]%lﬁfi”]g&ﬂi:ﬂ’mﬂ’ﬁ glucuronidation a4/

Atorvastatin LLa:a’mm’mavl,aﬁmaaﬁ'm:gﬂm”ufhﬂaaﬂmaﬁ’]ﬁlﬂu%é’ﬂ ARINHIBATZUIUNIT
MINAUBRTUNAULA/AToUBNAL 8819 b3AANY atorvastatin 3 baii enterohepatic recirculation
1 d Aa . a{ |ai < ) & Aa
ANA3ITIAUa9 atorvastatin luwawamwaawmﬂﬂmaaﬂagwﬂizmm 14 T2 109 UAANATITIOUD
o & LA o ! . . '
MyaangNIiutI HMG-CoA reductase 9zatfl 20 4 30 Talad 11489904 active metabolite 8149

I3 BEITUU Tz I La2s WU e atorvastatin Tilaan2zkasnin 2%

Atorvastatin LaNIAIAUUIAIUBRIRITNNY WA GIUWRIENT OATPIB1 LAZAIULEIRIT
OATP1B3 Luanualavivay atorvastatin LIWR1I0I61UaI OATP1B1 HaNINWBEINLN

IS & o o ' =
atorvastatin 1 JURIAIGUVDIAIVUFIFITAONUANLTAR (efflux transporters) MDR1 LLaz BCRP 54

mﬁ)ﬁ’]ﬁ'@msgﬂﬁmaoﬁﬂﬁﬁﬂ J7309NFTUARNY atorvastatin N194A

UssprswnannLey

o
AULdaN

msanwlaslten Atorvastatin

u . a X ' ' ' U {
326U atorvastatin IUWAFUNIUANIUBENINN (Crrae YT20 16 1717 Wa AUC 11 1717) Tug{the
\dulsaduizasiannsdauaanagad (Child-Pugh B) (g#ata 4.3 Tawul)
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Tongan @ﬁ'ﬁa 4.2 VWALRZITNNTITEN

msdanslagl e Amlodipine

Madfswuladsuasanultutuuad amlodipine luwmamvl,aiﬁmqwé’uw”ufﬁ'ummgmmwaa

nmznvhauadlaunwias amlodipine lignidalasnissnslasiuladion (not dialyzable)

msdanslaglwen Atorvastatin

Tsa'la laidnasan Ut Nt wluna g NI nIaNasanIIaa lNWUad atorvastatin @‘i’dﬁfu;jﬂwﬁvlmﬁwm
a Aaf 1o = v %
AaUn@ds s ududaslsusuian

LNE

msdans laglden Atorvastatin

AMNLTNUT UV atorvastatin luwmammaa@m@w:eﬁamnﬂmm (AB Crnax gININLTEUNU 20%
w8z AUC ¢t 10%) addlsnany liflanauandnadiinagidivsisenluiivasnada lodn

FERINTIUURZALY

naNR#IaY
9 uu 9

msdanslaglten Amlodipine

{ & o .. % [ ' t% '

nanfilglunugzaugigazas amlodipine luwasnasoadiniszniggianguazniua

0o o L. @ = @ = o A A9 o A X & Aaa
A131119¢ amlodipine Iugmﬂgamq:uLLqum:a@muwalvxmwuwl@m’]wmemm:mmammlu

o @ A X A A & & Hd o ' A An o @ X A A @
mItiapindu Samadsdusesiuildniuszdraisdialumidaolugihoniinniala
3 . . I dl Vo o YV 1 o d'd v ]
suL#a (congestive heart failure) WulUaufianaligmsugthelunguisnfinm daeaguazmiy

a oA 4 @ A o L. A . o
gflanunuen laavinny Wialw amlodipine luamasnwinnu

msdanslaglden Atorvastatin

v o . % AaA a ' A @ &
ANNNYUVAY atorvastatin ‘Luwmammaa;&gamqmqmmwcﬂ (918NINNITNIBLYIINY 65 Jauly)
azgaﬂjmului'wgmn (U3zanth 40% FIRTU Cpae UAZ 30% ST AUC) 21NNNSFANSN
ACCESS ﬁgjaLﬁumiﬂsuﬁuwamsﬁaLﬂmmmms‘%'ﬂmmml,mma NCEP “Lu;jﬂmgamq T4

= & Y @y Aa ° ' P ] P
nseneidsznavesiieniengdindt 65 U 1w 1,087 3w 018§9n31 65 U 91U 815 318
LAZAIYFINIT 75 T $1uu 185 o nudhidanunandrenludiuanudasansuaslszandug

=} L= L 1 U Q U Q/I
mamimiqLﬁ'mmsm'mﬂm"lmmmzwmgmUgamqﬂugﬂfmmvl,ﬂ
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Twéin

msanwlaglten Amlodipine

=S aa C7R] =3 A =< v 1 A ] = d'd o
nmydnsnadinuuuszszanludihednety 12 weuisiesnimiawiny 17 O Alanudu
Iaﬁmqa 73 18 lagld3uamaen amlodipine W@aB6aIW YA 0.17 ¥A/AN. WUIIAITANIALN L
dendimiin 45 nn. AaiBug % (median) Ao 23.7 Aavdalud waz 17.6 Aavdalus lumeuss

a o o A . \ A o A AAa A a < R @
wisaudey Sveglutrndmnuivdlasdzanminodnuida 24.8 favalualuglngimin
70 nn. dnadelaslszinnesdiinasmnszanoelugiae 45 an. da 1130 83 (25.11 §as/nn.)
wuhiinsasninuquanuaulafiannantid 24 Talasszwivilien lasdanuuwandudniay
senhadnanuaulaRauzaUENgIga (peak) LATYALIZAUINGIFA (trough) ARBATIINITLHAEN
24 Tl WaSpuifisuiunamandsaaumaasiug lng iduwan ddsslunsdnsmiuaasi

mMslreuazasadunslwnmazsu

lun13@nE8N atorvastatin

mydnsuuuieaaniduiunsiduszozion 8 dland fiUuanid Tanner Stage fvzau 1

o

(3 WIu=15) Uuaz Tanner Stage NITAUNINNIINIAWYINND 2 (I1uIu=24) (a1g 6-17 1) Nl

=)

heterozygous familial hypercholesterolemia tazd@1 LDL-C m”oﬁuagm'mﬂ'jm%whﬁ'u 4 Jaflua/

AT laTUMITNENG88da atorvastatin VU@ 5 w3a 10 un. Thaifsd BIawwIa 10 %38 20 WN.
a = 6 o nq: o [ 3‘ % o & o 1 d'p.{ o o [ =) o =
phanRauRsy Twazass awiau shunnanduaaudsianivesrauiissaidonlulues PK
N9z INIANRATVRY atorvastatin WUI1AN apparent oral clearance U84 atorvastatin Tuaaaaing
wnlnaidsanuglngdadalasduunaiuiinigngd wunIaaadzes LDL-C uaz TC adnadiiaua

lunnIizduvaInIduiaeN atorvastatin Uaz o-hydroxyatorvastatin

DWAITNIYITLHINNEYN

nsdns laglwen atorvastatin

Na“llﬂﬁUqﬁlﬁ’iqN@ial,ﬂé,‘ﬁﬁ]ﬂuﬂ']a@l{mad atorvastatin LLAaZNRUDJ atorvastatin @iﬂl’ﬂéiﬁﬁ]a%ﬂ’]a@]'jﬂlla\‘]
A9 o @ o ] o o o A @ v & A @ v o
UFW]‘LV\T-J@J aEl]vL@@nNTFNaFN (%]'VVJTQ 4.4 ﬂ’lLGlauLLaz"]Jaﬂ’JﬁZ’NLﬂ%WLﬂ‘iﬂ%ﬂ’lﬂ‘]jﬂ’l LLNSWRIVB

45 é’umﬁ%mizijmua:é’umﬁ%mhﬁﬂLLuuﬁu)

NATILINIRIINADLNFBIARAIRAIVDY atorvastatin
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PN AIINLAZIUWIANTINE

211 Atorvastatin

AR (W) 2ATEINADY | DAIEINVDI

Auc* Crox
#Cyclosporine 5.2 ¥n./nn./5% awianafi 10 1N, FuazAss 28 T 8.7 10.7
*Tipranavir 500 7. AT 2 ﬂ%ﬁ/ritonavir 200 10 wn. Q%Lﬁm 9.4 8.6
an. Suaz 2 as Wuwam 7 3
“Glecaprevir 400 4. TwazA33/Pibrentasvir 120 | 10 Un. SuazAss 7 35 83 22.0
N, Suazasy e 7 5
*Telaprevir 750 4n. 11N 8 #2lug tilwnm 10 20 6N, AYALAEN 7.9 10.6
o1
*Elbasvir 50 4n. fuazﬂ?ﬂ/grazoprevir 200 yn. | 10 nn. ﬂii‘ll,ﬁm 1.95 4.3
Fuazass iWunan 13 3
# Boceprevir 800 un. 3uaz 3 39 W 7 40 W, A39LEen 2.3 27
o
#Simeprevir 150 UN. TuazA3d LwIan 10 3% | 40 un. ASaLden 2.12 1.70
“Lopinavir 400 ¥n. Suaz 2 A3Y/ ritonavir 100 20 Wn. SuazA3s 4 % 5.9 47
an. 3uay 2 33 1w 14
# 13aquinavir 400 N. 1WA 2 a33/ ritonavir 40 Wn. Tuazass 4 T4 3.9 4.3
400 ¥n. Suaz 2 a31 1uamn 15 34
“Clarithromycin 500 &0, T4az 2 A33 tuaan 9 | 80 n. Suazass 8 S 45 5.4
o
*Darunavir 300 3N, TWaz 2 A1/ ritonavir 100 | 10 3N, TuasA3I 4 34 34 2.2
un. Fuar 2 31 1wamn 9 34
fltraconazole 200 an. Fuazasd tuaan 4 54 | 40 wn. asaden 3.3 1.20
“Letermovir 480 an. Fuazass Wwaan 10 33 | 20 wn. A3Lden 3.29 2.17
*Fosamprenavir 700 47. RS 2 ﬂ%ed/ ritonavir | 10 4N. fua‘zﬂ% 4% 25 28
100 wn. Tuay 2 A39 1waan 14 5
“Fosamprenavir 1400 U0, Tuaz 2 a33 Wwan | 10 un. Suazais 4 34 2.3 4.0
14 1
*Nelfinavir 1250 1n. Suas 2 A59 Wwam 14 | 10 wn. Tuasais 28 4 | 1.74 2.2
o1
“Grapefruit Juice, 240 N8, THAZATI* 40 un. ASILEEN 137 1.16
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TS ILAZ I AN TS NE g1 Atorvastatin
AR (W) 2ATEINADY | DAIEINVDI
Auc* Crox
Diltiazem 240 an. Tuazass 1uan 28 T 40 wn. ASILAEN 1.51 1.00
Erythromycin 500 un. Suas 4 053¢ iuaa 7 | 10 un. asaden 1.33 1.38
o
Amlodipine 10 A, A33LEE7 80 W, AYALAEN 118 0.91
Cimetidine 300 1. $uaz 4 a%1 tuaan 2 10 un. Fuazass 2 e | 1.00 0.89
qUan#
Colestipol 10 n. Tuaz 2 a33 flwinan 24 40 un. Suazads 8 aai | litang 0.74**
sUaR
Maalox TC® 30 ain. Tuaz 4 @33 1Juamn 17 | 10 an. Tuazasa 1554 | 0.66 0.67
o
Efavirenz 600 an. Tuaza31 i 14 T4 10 Wn. 3 1% 0.59 1.01
“Rifampin 600 4. Tazass 1ua 7 3 (W | 40 wn. asaden 1.12 2.9
Taunw)
“Rifampin 600 4. T4aza3s 1uwa 5 3 (W | 40 wn. asadsn 0.20 0.60
guannw) '
*Gemfibrozil 600 ¥n. Suaz 2 933 WA 7 | 40 Wn. A3LAED 1.35 1.00
o1
*Fenofibrate 160 ¥n. Suaza3s 1wan 7 3% | 40 wn. asaden 1.03 1.02

& LEAIMIINENANEATIEIN (DTLRIINLA atorvastatin REURL atorvastatin tRBIag9LEL)

* it 4.4 dudeunsztaminizindumiaslunsldin uas 4.5 é’umﬁ%mx%ﬂnmua:é’umﬁ%mlugmmuﬁu
fRTURDRAYNIIAREN

* S318unstRn AUC ﬁgdﬂdﬁ (BaTFIUVI AUC aitAin 2.5) uaz/n3a C,,, (8AT&IUVBS C,,, WWLAK 1.71)
ANMITVYIZMU grapefruit IAIWIBUINLAK (= 750 8. - 1.2 RATEDIH)

~ IS AIIFIUINMILAURIE NI UATIIAEN9A 7 8-16 TaluanassuUsznugn
iHa9a1nnalneuasisen 2 asnswes rifampin wizshlWlwen rifampin wiaunuen atorvastatin thasannnnslion
atorvastatin 84310 rifampin T84 WFNNUTAUMTAAAIVEIANNLTUT UV atorvastatin Punaau18EN9E
waRAY

+ WAN saquinavirfritonavir lumsanunit Wlgasnasmanaiin maisduwsesnslasuen atorvastatin 1iald

aa_a 9 iAo = o & ) Y ) o A o
ﬂqdﬂa%ﬂuLL%’JI%N"%$'§]\1ﬂ'ﬂY]ﬁGLﬂ(ﬂvl@ﬂ%ﬂ'ﬁﬂﬂ'tﬂ @0%%@?33$N@]3$')\1LLN$1°]5°1|%']@]EJ'W]'W]ﬁ:’I((ﬂLV]’W]%']Lﬂ%
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NaaJ atorvastatin AaLNABVARANEAIVDILIN 1A IIN

&1 Atorvastatin pflRsIaLazIRIAM TS NI
gUVWIAL (N1, 9AINEIMVDI AUC* | aREINVRI C,
80 UN. TuazA3s 15 5% | Antipyrine 600 un. A33LAeN 1.03 0.89
80 UN. SuazA3s 10 5% | Digoxin 0.25 n. Suazass twan | 1.15 1.20
20 1w
40 Un. fuﬂzﬂ% 22 7% | Oral contraceptive fua‘zﬂ% 1Jwaan
2 1qan
- norethindrone 1 4n. 1.28 1.23
- ethinyl estradiol 35 lalasnu 1.19 1.30
10 N, N3G Tipranavir 500 ¥, Tuas 2 A/ 1.08 0.96
ritonavir 200 ¥n. Sz 2 asau
1281 7 1%
10 N, SUazA3s 4 3% | Fosamprenavir 1400 N, Sz 2 0.73 0.82
39 1unm 14 T4
10 4n. fuﬂzﬂ% 4 % Fosamprenavir 700 4n. IRE 2 ﬂi‘?ﬂ/ 0.99 0.94
ritonavir 100 ¥N. Sz 2 A39 1w
1281 14 %

& LEAIDINTINENANBATIEIH (8191 1A TINUAE atorvastatin LABUAL atorvastatin LiNe9aENLGL7)

* giate 4.5 duasismnzninmuszduasiinlugluuudu swiudbddgyneadin

5.3 fl’ayamwﬂaaﬂﬁ'ﬂﬁaumsﬁnmmm%ﬁn

1 (<
NIINBNSLII

msdans laglten Amlodipine

NnInaaadluny (mice sz rat) Nla3ue1 amlodipine Wawluamis una 2 ¥ lasszey

AT UTUILNT bATUGaI AaLdn 0.5, 1.25 WAZ 2.5 YN./AN./ % BNUNaNA MLAANLSY

PNAFIFANALALINLVINANFIFAN mice Nule udl ldlddwi rats (IIaegIgad ML mice

v A et dl o ¥ aAa di a 1<
"i]ZlﬂﬂLﬂUGﬂU“H%’]@UW%G%@ﬂLL%&%ﬁI%ﬂTﬂWGﬂQ%ﬂ (10 un.) Waaarln In./a13191007 1%‘?]0!;31’]

rats zLVINNU 2 L¥iN* VAIVWIALNFIFANIAFIAN)

* ﬁ@@iaﬁmﬁfﬂ@‘fwmgﬂw 50 nn.

]
=1
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msanwlaslten Atorvastatin

lununanes (rats) lidsngd atorvastatin vilwiduuziss mmﬂmqaqﬂﬁlﬁgaﬂ'jwmﬂgaq@ﬁllﬁ
luugwﬁ (80 UN.G10IW) 014 63 LY \odaudusnuan un/nn. vestinwine? UAT§INII 8 14 16 ¥
\afamuen AUC (0-24) Iuﬂﬁsﬁﬂmww@aaa (mice) twiaan 2 1 qu"'ﬁmsrﬁmauﬁaaan
adenomas L8z carcinomas luéﬁmamkm@aaaLWﬂQLLa:Lﬁamuﬁwﬁuqaﬁmﬁalﬁmm@mgaqﬂﬁa
250 wiwawm@qaq@ﬁlmmwwﬁ \odaudu un/nn.assiwing i systemic exposure g3

ni1 6 B9 11 1wh leAaay AUC (0-24)

o A oA o Ada o A o 2 o o \ v a & .
g1938% 9 luﬂQNL@IU?ﬂu%ﬂwiﬂiﬂaiqdﬂqﬁLﬂuﬂﬂqUﬂﬂﬁﬂ%ﬂ'ﬂ%ﬂal%l,ﬂ@L%aﬂaﬂluﬂk&ﬂ@ﬂaﬂ (mice
uaz rats) Nlasusmaenasaisluawa 12 i3 125 11 2asawegaganuusthlilaneaiinues

PURENEY LUAAAAINTININ UN/NN.VAIUIRINGD

nNINAIYRY

msdanslaglsen Amlodipine

= = 1 o & v & U = 3 o 6 v A 6 A
mnmsﬁnmmwacﬂamiﬂmmwu‘g LL&@NI%L%%’]’]EJWVL&I&INﬂ(ﬂﬂﬂ'ﬁﬂa’]UW%§§$@]UU%E{%‘SQI@§I&II‘§&I

nsdans laglwen Atorvastatin

ladwudn atorvastatin ﬁmmiﬁf&lLﬁmlumsﬁalﬁlﬁ@msﬂmﬂW”%f%%ﬂﬂﬁiLﬂﬁﬂuLLﬂaamaw"'ugmm
INNNINAKDY in vitro ?ilimx‘lﬂ’liﬁg\‘]ﬁﬁt.mzv[ajﬁ metabolic activation %#3831NN1INARBY in vivo v&‘ﬁ\‘l
TNUN® NMINAFAL Ames NU L%ya Salmonella typhimurium W8 Escherichia coli Itaau wazlu in
vitro hypoxanthine-guanine phosphoribosyl transferase (HGPRT) forward mutation assay AULTAR
Uaauasny Chinese hamster Alauaay atorvastatin 13i'léiiin chromosomal aberration 1 in vitro

Chinese hamster lung cell assay amaﬁﬁfﬂs‘hﬂ”ty waelamaauls in vivo mouse micronucleus test

NIRUNBZUNNTDY

nsdns laglden Amlodipine

lanunadansaTywugluny rats 71ldT0w1 amlodipine (MounauWufiduiam 64 ulunueas
s % =1 A [ =] Qs 1 d' o ¥

uaz 14 Tulunudaniin) Waldvwnaengsdia 10 un/nnsdu (8 Wi vessmamgeganuusiwle
ana =S nﬂ. a |

lunsadfinda 10 an. Wadaidu un/anauas)

* ﬁ@@iaﬁ’mﬁfﬂm"’waﬁﬂw 50 AN.
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msanwlaslten Atorvastatin

' s 1 R 6 a o & A A L v A 3
lanuamsdulifslramddanmaaiyWwuiniansfuiuslununanas (rats) iwer laldauam
. = 1% A A AN ve = o A
atorvastatin §4819 175 4n./nn./ 3% WislunynasaaweadofldTusvwagaiis 225 an/an/iu 59
gandwegaganiuusin il glunywsdia 100 64 140 1 WWadaaudwan wn./nn. atorvastatin
liralWifanadulifslszasddadn (parameters) 619 vasdiaginiainesd niany
histopathology wasaitnzFuWuEgua ldsuenluamwia 10 un/nn., 40 an/nn. wa 120 N0

Wwaan 2 O

6. IYALLDYANILNFBNIIN

6.1 S'm"fi:am‘sﬂ‘szﬂausl%éi'ﬁuﬂ'l (Excipients)

calcium carbonate, croscarmellose sodium, microcrystalline cellulose, pregelatinised starch,
polysorbate 80, hydroxypropyl cellulose, purified water, colloidal silicon dioxide (anhydrous),

magnesium stearate, opadry Il white 85F28751 %30 opadry Il Blue 85F10919

T Y o
6.2 AN 1312

oA o
laitneTad

6.3 angan

Iﬂi@]@i’lﬂﬂiLSﬂ@‘Uuﬂﬁiaﬂ

<
6.4 n1sLnua

Lﬁuﬁqmvﬁgﬁ 15 A9ANTALTOR D9 30 AIANLTALDUR

7. FofsuanpIawniad e ukwlagikran lwsgarmians

a o a 6 a o %
USEn Busnsa Uszinalng) 4na

AR (ANUTENIANTENTWEIDITE)

1. wlsluseidand uazaaiszozliuuyas
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limit 3 i1 TingaeuazdInsunng

5. suiasziadleldsauniue digoxin, warfarin Lﬁaamﬂizﬁummﬁhfﬁmﬁa@maqaamﬁaé’umm
[

6. anuEssUeINIAanznduiteAnUng (myopathy) #iannznauiaansaans
(rhabdomyolysis) ﬁ]:LﬁmmfuLﬁanmjuﬁﬁu sndudaluil wu £INqal azole antifungals
\T% ketoconazole, itraconazole L6t mmjw macrolides 1% erythromycin, clarithromycin
Wudw mmju HIV protease inhibitors LT indinavir, ritonavir, nelfinavir, saquinavir Wuaw 80
verapamil, 81 diltiazem, &1 gemfibrozil, &1 nicotinic acid, &1 cyclosporine, 81 amiodarone
Dudn

7. emuEssuesmainniznduiiteaiuaany (rhabdomyolysis) aziAndwlwnnziwaniiirw ns
lﬁywmuwmga HE9ane ;j“?i'ﬁmﬁv‘hmmaw‘i’uw%a"l@mws'ao gﬁﬁmqﬁﬁva%'o Mzwsadnsend
7835la% (hypothyroidism) L

8. e iamsldeniisanny colchicine lalanwzggiany ‘vﬁaQﬁﬁmiﬁn’]maﬂmunwim
iosanndanudsfianzniaitedang (myopathy) 138 Amendutiaaesany
(rhabdomyolysis)
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