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NORVASC™

1. NAME OF MEDICINAL PRODUCT
NORVASC™

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Active ingredient: amlodipine besylate

The tablets contain amlodipine besylate equivalent to 5 mg and 10 mg amlodipine.

3. PHARMACEUTICAL FORM
Tablets

4. CLINICAL PARTICULARS

4.1 Therapeutic Indications

Hypertension

Amlodipine is indicated for the first-line treatment of hypertension and can be used as the sole
agent to control blood pressure in the majority of patients. Patients not adequately controlled on a
single antihypertensive agent (other than amlodipine) may benefit from the addition of amlodipine,
which has been used in combination with a thiazide diuretic, alpha-blockers, beta-adrenoceptor

blocking agent, or an angiotensin-converting enzyme (ACE) inhibitor.

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
Amlodipine is indicated to reduce the risk of coronary revascularization and the need for

hospitalization due to angina in patients with coronary artery disease (CAD).

Chronic Stable Angina
Amlodipine is indicated for the first-line treatment of myocardial ischemia, whether due to fixed
obstruction (stable angina) and/or vasospasm/vasoconstriction (Prinzmetal’s or variant angina) of

coronary vasculature. Amlodipine may be used where the clinical presentation suggests a
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possible vasospastic/vasoconstrictive component but where vasospasm/vasoconstriction has not
been confirmed. Amlodipine may be used alone, as monotherapy, or in combination with other
antianginal drugs in patients with angina that is refractory to nitrates and/or adequate doses of

beta-blockers.

4.2 Posology and Method of Administration
For both hypertension and angina, the usual initial dose is 5 mg amlodipine once daily, which may

be increased to a maximum dose of 10 mg depending on the individual patient’s response.

For patients with coronary artery disease, the recommended dosage range is 5 mg to 10 mg once
daily. In clinical studies, the majority of patients required 10 mg (see section 5.1

Pharmacodynamic Properties - Use in Patients with Coronary Artery Disease).

No dose adjustment of amlodipine is required upon concomitant administration of thiazidediuretics,

beta-blockers, and ACE inhibitors.

Use in the Elderly
Normal dosage regimens are recommended. Amlodipine, used at similar doses in the elderly or

younger patients, is equally well tolerated.

Use in Children
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 blood pressure in patients younger than 6 years of age is not known.

Use in Patients with Impaired Hepatic Function

See section 4.4 Special Warnings and Precautions for Use.

Use in Patients with Renal Failure
Amlodipine may be used at normal doses in patients with renal failure. Changes in amlodipine
plasma concentrations are not correlated with the degree of renal impairment. Amlodipine is not

dialyzable.
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4.3 Contraindications
Amlodipine is contraindicated in patients with a known hypersensitivity to dihydropyridines® or any

of the inert ingredients.

* 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 in patients with New York Heart
Association (NYHA) class lll and IV heart failure of non-ischemic etiology, amlodipine was
associated with increased reports of pulmonary edema despite no significant differences in the
incidence of worsening heart failure compared to placebo (see section 5.1 Pharmacodynamic

Properties).

Use in Patients with Impaired Hepatic Function
As with all calcium antagonists, amlodipine’s half-life is prolonged in patients with impaired liver
function and dosage recommendations have not been established in these patients. The drug

should therefore be administered with caution in these patients.

4.5 Interaction with Other Medicinal Products and Other Forms of Interaction
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.

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).

Simvastatin
Co-administration of multiple doses of 10 mg amlodipine with 80 mg simvastatin resulted in a 77%
increase in exposure to simvastatin compared to simvastatin alone. Limit the dose of simvastatin

in patients on amlodipine to 20 mg daily.

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

20 healthy volunteers had no significant effect on the pharmacokinetics of amlodipine. The study
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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 blood pressure lowering effects.

CYP3Ad4 Inhibitors

Co-administration of a 180 mg daily dose of diltiazem with 5 mg amlodipine in elderly
hypertensive patients (69 to 87 years of age) resulted in a 57% increase in amlodipine systemic
exposure. Co-administration of erythromycin in healthy volunteers (18 to 43 years of age) did not
significantly change amlodipine systemic exposure (22% increase in area under the concentration
versus time curve [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 when administered with CYP3A4 inhibitors.

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 is no data available regarding the effect of CYP3A4 inducers on amlodipine. Concomitant
use of CYP3A4 inducers (e.g., rifampicin, hypericum perforatum) may decrease the plasma
concentrations of amlodipine. Amlodipine should be used with caution when administered with

CYP3A4 inducers.

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.
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Aluminum/Magnesium (Antacid)

Co-administration of aluminum/magnesium (antacid) with a single dose of amlodipine had no

significant effect on the pharmacokinetics of amlodipine.

Sildenafil
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 blood pressure lowering effect.

Special Studies: Effect of Amlodipine on Other Agents
Atorvastatin
Co-administration of multiple 10 mg doses of amlodipine with 80 mg atorvastatin resulted in no

significant change in the steady-state pharmacokinetic parameters of atorvastatin.

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

clearance in healthy 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.

Cyclosporin
No drug interaction studies have been conducted with cyclosporin 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 cyclosporin affects the
trough concentrations of cyclosporin, from no change up to an average increase of 40%.
Consideration should be given for monitoring cyclosporin levels in renal transplant patients on

amlodipine.

Tacrolimus
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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.

Drug/Laboratory Test Interactions

None known.

4.6 Fertility, Pregnancy and Lactation

The safety of amlodipine in human pregnancy or lactation has not been established. Amlodipine
does 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. Accordingly, use in pregnancy is only recommended when there is no safer alternative
and when the disease itself carries greater risk for the mother and fetus. 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
Clinical experience with amlodipine indicates that it is unlikely to impair a patient’s ability to drive

or use machinery.

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

or angina, the most commonly observed side effects were:
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MedDRA System Organ Class

Undesirable Effects

Nervous System Disorders

headaches, dizziness, somnolence

Cardiac Disorders

palpitations

Vascular Disorders

flushing

Gastrointestinal Disorders

abdominal pain, nausea

Conditions

General Disorders and Administration Site

oedema, fatigue

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 include:

MedDRA System Organ Class

Undesirable Effects

Blood and Lymphatic System

Disorders

leukopenia, thrombocytopenia

Metabolism and Nutrition Disorders

hyperglycaemia

Psychiatric Disorders

insomnia, mood altered

Nervous System Disorders

hypertonia, hypoaesthesia/paraesthesia, 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, dyspnoea, 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 discolouration, urticaria

Musculoskeletal and Connective

Tissue Disorders

arthralgia, back pain, muscle spasms, myalgia

Renal and Urinary Disorders

pollakiuria, micturition disorder, nocturia
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MedDRA System Organ Class

Undesirable Effects

Reproductive System and Breast

Disorders

gynaecomastia, 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.

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: myocardial

infarction, arrhythmia (including bradycardia, ventricular tachycardia and atrial fibrillation) and

chest pain.

Pediatric Patients (aged 6 to 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

headaches, 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
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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.

4.9 Overdose
Available data suggest that gross overdose 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 after or up to 2 hours after
amlodipine 10 mg ingestion has been shown to significantly decrease amlodipine absorption.
Gastric lavage may be worthwhile in some cases. Clinically significant hypotension due to
amlodipine overdose 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 blood pressure,
provided there is no contraindication to its use. Intravenous calcium gluconate may be beneficial
in reversing the effects of calcium channel blockade. Since amlodipine is highly protein-bound,

dialysis is not likely to be of benefit.

5. PHARMACOLOGICAL PROPERTIES
5.1 Pharmacodynamic Properties
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

9
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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 in blood
pressure 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

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%). The severity of CAD
ranged from 1- vessel disease (45%) to 3+ vessel disease (21%). Patients with uncontrolled
hypertension (diastolic blood pressure [DBP] >95 mmHg) were excluded from the study. Major
cardiovascular events 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
amlodipine-treated patients in the combined endpoint of cardiovascular death, MI, stroke, PTCA,
coronary artery bypass graft (CABG), hospitalization for unstable angina, and worsening
congestive heart failure (CHF). A significant reduction (-42%) in revascularization procedures
(PTCA and CABG) was also seen in amlodipine-treated patients. Fewer hospitalizations (-33%)

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

The efficacy 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 versus. Enalapril to Limit Occurrences of Thrombosis

10
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(CAMELOQT). Of these patients, 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 N (%) Amlodipine Placebo Risk Reduction
(n=663) (n=655) (p value)

Composite CV Endpoint* 110 151 31%

(16.6) (23.1) (0.003)
Hospitalization for Angina 51 84 42%

(7.7) (12.8) (0.002)
Coronary 78 103 27%
Revascularization (11.8) (15.7) (0.033)

* 1) Defined in CAMELOT as cardiovascular death, non-fatal MI, resuscitated cardiac arrest, coronary
revascularization, hospitalization for angina pectoris, hospitalization for CHF, fatal or non-fatal stroke or transient
ischemic attack (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 cardiovascular (CV) endpoint was the primary efficacy endpoint in CAMELOT.

Treatment to Prevent Heart Attack Trial (ALLHAT)

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/day to 10 mg/day (calcium channel blocker) or lisinopril
10 mg/day to 40 mg/day (ACE inhibitor) as first-line therapies to that of the thiazide-diuretic
chlorthalidone 12.5 mg/day to 25 mg/day in mild to moderate hypertension.

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

diagnosed by electrocardiogram or echocardiography (20.9%), or current cigarette smoking

11
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(21.9%).

The primary endpoint was a composite of fatal CHD or non-fatal MI. 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% ClI [0.89-1.02], p=0.20.

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 class Ill and 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 compared to placebo.

Use in Pediatric Patients (Aged 6 to 17 years)

The efficacy of amlodipine in hypertensive pediatric patients aged 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 up 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 systolic and diastolic blood
pressures. Placebo-adjusted mean reduction in seated systolic blood pressure 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.

12



LPD Title: Amlodipine besylate

LPD rev no.: 15.4

LPD Date: February 28, 2022

Country: Thailand

Reference CDS ver: 11.0; date: March 10, 2017

5.2 Pharmacokinetic Properties

Absorption

After oral administration of therapeutic doses, amlodipine is well absorbed with peak blood levels
between 6 and 12 hours postdose. Absolute bioavailability has been estimated to be between
64% and 80%. The volume of distribution is approximately 21 L/kg. Absorption of amlodipine is

unaffected by consumption of food.

In vitro studies have shown that approximately 97.5% of circulating amlodipine is bound to plasma

proteins.

Biotransformation/Elimination

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.

Use in the Elderly

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.

Use in Pediatrics

In one clinical chronic exposure study, 73 hypertensive pediatric patients aged 12 months to less
than or equal to 17 years received amlodipine at an average daily dose of 0.17 mg/kg. Clearance
for subjects with 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 blood pressure 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.

5.3 Preclinical Safety Data
13
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Carcinogenesis, Mutagenesis, Impairment of Fertility

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.

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

There was no effect on the fertility of rats treated with amlodipine (males for 64 days and females
for 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.

6. PHARMACEUTICAL PARTICULARS
6.1 List of Excipients
Microcrystalline cellulose, dibasic calcium phosphate anhydrous, sodium starch glycolate,

magnesium stearate.

6.2 Incompatibilities

Not relevant.

6.3 Shelf Life

Please see details on carton.

6.4 Special Precautions for Storage

Store below 30°C.

7. MARKETING AUTHORISATION HOLDER
Viatris (Thailand) Limited

LPD Revision No.: 15.4

LPD Date: February 28, 2022

14



LPD Title: Amlodipine besylate

LPD rev no.: 15.4

LPD Date: February 28, 2022

Country: Thailand

Reference CDS ver: 11.0; date: March 10, 2017

Country: Thailand

15



LPD Title: Amlodipine Besylate

LPD rev no.: 15.4

LPD Date: February 28, 2022

Country: Thailand

Reference CDS ver: 11.0; date: March 10, 2017

LONRIIANNLEN

s STM
waIIdEA
NORVASC™

1. Zagn
#8384 ™ (NORVASC™)

2. iﬂ(ﬂiﬂ'\
@en&a1y: amlodipine besylate (wanla@fn i%ian)

Wasndsznavaiy amlodipine besylate YWIAAMULTIAALULYINNY amlodipine 5 4n. LWag 10 unN.

3. AaNWWIY

I3
gtua

e a A

4. AHINUANIIAAN

v [ v
4.1 2191y
lsaanuauladags
Amlodipine 15idun3snsuuIn (firstline treatment) fniuinmlnanuaulaiags uazlu
dthesulngsusaldidsawwdnluninivguanuauladia
X A o (% Aa A A AN .9 L. a a Y |
diheflgiaaanudulafasiadn (lilt amlodipine) iNsswwdniuddiliaunaiuga
anuaulafialadwe a1alasudszlomiannnsld amlodipine swusslasldsinnuendudasie
ﬂ@;u thiazide, alpha-blockers, 70aN% beta-adrenoceptor WI08161% angiotensin-converting
enzyme (ACE)

v A v

u#anandh amlodipine g9ivataltlunmIaaanuiiasvaslsanaaaidanriala (coronary heart
Aaa

. A ' Y ¥ o d L. . A
disease, CHD) Gsf4undiauaznanuiitarialaansiiiasannanaiiea (myocardial infarction, MI) &

ldfaundiauazananuiiasainsiialsnnaaaiiaaguad (stroke)

Tsaviaaatdanunslalsun3 (Coronary Artery Disease)



LPD Title: Amlodipine Besylate

LPD rev no.: 15.4

LPD Date: February 28, 2022

Country: Thailand

Reference CDS ver: 11.0; date: March 10, 2017

Amlodipine TEl#n13aaANNLEEI28INTTYN coronary revascularization wazaus L Iulunsigiu
o o A A g o A o LA X A A
miiﬂmmlﬂia‘wmmaLuadﬁnmaamvlﬂLamnmmuamlﬂmwmwah@aWLﬂuIiwaamaa@

wadlalsun3 (CAD)

< L =] = & 1Y & o 1 a & o P .
a s unIanbasantianldifasnarsnitanala laiigenalsassuuyuasil (Chronic
Stable Angina)
Amlodipine Tidunssnentuusnlunissnenlsansnuiiiawalasnaiiea (myocardial ischemia)

' Aa A o A A A . A A A =
lidnazifinaniimigaduiinsfivasnaaaiian (stable angina) uaz/miannnaaaiiaaduiniy
MInAaIVaInReaLRaalalsun3 (Prinzmetal’s w38 variant angina)

21914 amlodipine lugthandainaivniendiaraiiennuasaiiaadviniimasaiiaanada
lasfigelalasunsaaifeasduduusiven

81917 amlodipine swwiasnduwnstindaiasn 9 nisliunuaninsamsiduninensiadn

° o o = o A A X ) X o A . . @y A
fniuinmemaiunihanifiasannifea luidssndaiitewilalidiiuiwe (antiangina) lugtlds

%’ﬂmmmmﬁﬂdnagl,lﬁaéhﬂ nitrates LL82/1%38 beta-blockers MUUIALINLNLINDLAILG L LA HNAA

a6 v
4.2 AR 1AUazIS 1%
éﬂﬂ%’ﬂgﬁl’ﬂaﬂ‘[iﬂmm@”ﬂaﬁ@gaLLazmmsﬁwﬁwEmLﬁaomﬂLﬁa@"lﬂLﬁmﬂﬁﬁmﬁaﬁﬂavl,&ilﬁmwa
NAETHGUINLNFL89 amlodipine Aa 5 Nn. TuazATI TIanaRNIUIUTIIWIAFIFAda 10 AN,

mmmmmauauaamaagﬂ’smflm’m 9 'lu

A o o o 9y A o A a A = o &
°llu’1@1El’W]LLuzu’]ﬁ’Millﬁdﬂ’]ElVILﬂuIiﬂ%aa@Laa(ﬂLL@]GIﬂISWﬁ fa 5 un. 19 10 UN. IUITATI WA
midnsmaadinnasmsdnswuingihodulngldvuna 10 un. (@ada 5.1 guisutianig

ndowaeaas — milfolugihonidulsanseaifoauaslaliuni)

lidndudassvawann amlodipine Walfnduaanizngy thiazide, beta-blockers Waz B16 %
ACE Tau'ludre

3l ludihegens
Aipgsangnue lddiring nudiheeigiasnidiald amiodipine Tunwaidoanuasmiuduuzin

Wl amaiaulng

msizganlwén



LPD Title: Amlodipine Besylate

LPD rev no.: 15.4

LPD Date: February 28, 2022

Country: Thailand

Reference CDS ver: 11.0; date: March 10, 2017

nasudzmunuuzthlumssnmlsaanuailafagsludiheianeny 6 fis 17 O fa 2.5 an. fis
5 wn. Juazad linsdnsmawmesiiundy 5 an. Tuazaisludihodn (@it 5.1 quiandang
LNFTNAFAT UazITa 5.2 AmAENTANNILNFTIAUMENT)

f9lina1unavad amlodipine dannuanlaialudiluaigiannit 6 1

¥ Y A A o L 1
ﬂ’l{l?jﬂ’lsl%aﬂ’é NNNIINWITNRYDIAUVUNNIDI

gﬁ’n]”a 4.4 — G anlaztan133 s duntawlwnvlsen

iz ludiglasamnad

mMaUasuulasseaunnuTuTuay amlodipine 1uwmamvlajﬁmwé'uw”uﬁ‘ﬁ'umwu‘gmmmaa
nmiznsnusaslaunwies giholadumaianald amlodipine laluzuiadnd amiodipine laign
faalasmsandlasinulalfisy (not dialyzable)

¥ U U
4.3 Javialy
il amlodipine Tugthodaaoiinnzndlifiudasiwan dinydropyridines* wiaastlznaudu

P89N EN
* amlodipine 5'@agji1udihydropyridine calcium channel blocker

4.4 Anfanuaztandssziodwitaslnnslgen

nslnlugiheralesanad

lunsfini amlodipine szpzonuunaIugulaslfomaan (PRAISE-2 study) slu;gﬂwﬁﬁiiﬂﬁ”ﬂﬁ]

RULAAITEAL New York Heart Association (NYHA) class Il uag IV G'fiatmm@;vlsjvlﬁl,ﬁ@mﬂﬁﬂww

LREAWLTIZIIUNILAG pulmonary edema Lﬁlu%ﬂumju‘ﬁvlﬁm amlodipine ﬂ%ﬁqﬁﬁmiﬂmadﬂﬂz
o o A

[ ) A & | A ‘ A a ) , o o
%’JIQQNL%QQ‘Y]Lﬂ%&l'\ﬂm%ﬂm&lﬂ’]qmuﬂﬂ@nﬁﬂEl']dlluﬂa’]ﬂfyLNﬂLﬂﬂUﬂUﬂ'ﬂqNﬂ’]%ﬂaﬂ (%]%'JTE] 5.1

AUFNTANILNFTNAM AN T)

U d'd o > []
nslalwgilefidinsiiuzesauunnsas
' @ @ . v A aa .. X A o
\wdniuEndu calcium 1nea 103937089 amlodipine a:ﬂnuﬁuaaﬂ"lﬂu;dﬂmeﬁmu
° o A ' LY M o A ° @y X e & oa o o
FIRUNNUNWTD LLa:mVLuVl@m%u@mm@mmmzmlﬂﬂugﬂwmmu AILUIINITIABNAILAN

T2NATEI



LPD Title: Amlodipine Besylate

LPD rev no.: 15.4

LPD Date: February 28, 2022

Country: Thailand

Reference CDS ver: 11.0; date: March 10, 2017

4.5 8uAINILNULID 9 uazanasnse lwgluuudn

Amlodipine (Jugnflwinldatndasadsnumdudasizngy thiazide, alpha-blockers, beta-
o . { =~ . .

blockers 8111 ACE, nitrates ﬁaaﬂtmﬁszﬂ:m’s nitroglycerine

A o [ % [ AN 9 . ad & A A o
nlgauldan srdrumsaniaun lld steroid o1 fHuzuazenaatianalmdaasiiasilsenin

TayaannsAnmdiswaauvasnyedluiasl judniiszyin amlodipine lidinasdanisduny

lUsduaasenivinuinesey (digoxin, phenytoin, warfarin %30 indomethacin)

Simvastatin

3TN amlodipine 10 ¥N. SIUAL simvastatin 80 UN. RANLATI FINALATLAVLN simvastatin 11
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&AW (tone) °11amaEmLﬁa@LLazmﬂm"'ﬂaﬁ@lﬁug&amwﬁﬂﬁLL@i@Ta\‘i"LsJﬁﬂTaﬁmWé’m%'um@"’@n@in
[ . ° 1% N ' .

m3l# calcium gluconate Minaaaiiaadaraditszlomilunisuignizassngs calcium channel

blocker

189910 amlodipine Funulusdulegs nasnslaldindudszlond

5. AMLEINLANIINTBINE

5.1 QMANUANNETNAMEAT

Amlodipine aaﬂfmﬁﬂu calcium ion influx inhibitor (slow channel blocker %38 calcium ion
antagonist) LLa‘:ﬂ'mfamsdamuﬂizﬁ; calcium runtisimasnatitewalouaznanuitaisuuves

A
RRBALRAA

~ a a - a al ' 7 ¥
ﬂﬂvl,ﬂﬂ’]ii’]ﬂﬂf]?l'ﬁﬂ@]ﬂ')’]ll@%Iﬂ%@l‘llad amlodipine Lﬂ@]ﬁ]']ﬂf]“(l'ﬁi%ﬂ’ﬁwﬂ%ﬂﬂ']ilﬂﬂ’]&lLﬁ@L%ElU‘llﬂd

A o . A 4w L. A = o A A
%aa@Lﬂa@I(ﬂEJ@]?\?U\?vLﬂJ‘ﬂi’]‘UﬂﬂvLﬂﬂLLu?j@"ﬂaﬂ amlodipine ﬂﬂjiwna']ﬂ’]?lﬁﬂﬂﬂ‘%’]aﬂL%aﬂ‘ﬂ’]ﬂl,aa@v[fl_]
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2 1
e A

g o & o LA ' L. A A o P '
LﬂUGﬂQW&IL%a%QIQVLNLWUGWQ W6 amlodipine ﬂ(ﬂﬂ’nzrﬂi"lﬂ@Laa@]ﬂﬁ'ﬂlﬁ]“ﬂﬂ“ﬂ&lLLﬂva&llla']ﬂ'ﬁ (total

Qfl s 1 ¥
ischemic burden) lagn1saananBeinu 2 na'tn asda LU

1) amlodipine TENURABALADALAIFINUANEY AIRUTITIVAAUTIAIUNT ARV INADALRDARIU
A o @ o v P o @ o A
‘]JmEJImJS’J&J (afterload) Gﬁdiﬁ’ﬂﬁ]@ladﬂ’ld’m@a@’m Luaﬂ‘ﬂ’]ﬂa@iqﬂqjlﬁ]uma\‘]'ﬁ'ﬂﬂﬂ\‘]ﬂ n1IaRea

M usasriladetisaanasnunnanuitariladaslduasiuineandianndainisas

a° L. A ) A A A . A

2) nalnnIaangndued amlodipine anatNsINUMINBasaliaalalsw3lnguazrasaiiaauas
& A A A v & A ~ a a A A ')
wdnnuanliannaaaiiaalaliusvensan NaluwuSmnUnduazuSmNanatea n1IuL18a)
& o v A , = o & o & X Aa ~ = A A
v lndaandiaugs lasnauitanalanindn luaﬂa gndansiunSevasviaaatiaalalsuny
(Prinzmetal’s or variant angina) LazaaMIRAAIVBIRABALRBALAILALIUNTINMI N lae
MIFUURT

U 9

o

Mgg”ﬂa yIﬁﬂm’]u@”uIaﬁmga AN I nazasaLasIdnarinlvanuaulanaanatatdnagam

72

So

NMInRinaaaaIzaziIan 247104 Walandlurinwauuazyindu 1Hadsannan amlodipine aangnidn

Rt a c; A a &/ [l a o <R [} [ A a -
anuanlaRad it uatradiounandlailaansasnwulunisusnisen amlodipine

@ Aa = @ A A X o & o A a ' @
lwfihenfiomaiunianitesnnifealuidsenduiteilaliwswaiinonwinsli
amlodipine TUazATIALIENNTARNTzEz A L kNNTBBNANAINY time to angina onset, time to 1
mm ST segment depression LRZAAANNDVBININIILAA angina attack wazUSunmnTlE

gAMb ININALTAT I

. = a v o v Aa a_ 4 1R 6 A A a a
amlodipine vLﬂJ&lﬁ’)%LﬂEl’)“ll 8{11’]’]11’1Lﬂ@]Nﬂ‘ﬂ’]dm@’mﬂaﬂﬂvlww\‘iﬂixﬁdﬂ mmﬂaymmuvlwu

[ dl v U dl < =} (27 6 v
Tuwanaan LLa:Lﬂum‘nmmmmluﬂ’wﬂ"mugmﬂmﬂuisﬂmum WA WAz lIaLing sauaae

[ { & .
mslzelugiefidulsanasniioaunslalsun?3 (Coranary Artery Disease, CAD)
Prospective Randomized Evaluation of the Vascular Effects of Norvasc Trial (PREVENT)
\Jumsfinswaas amlodipine 6o “danMIgFeTIa” waz “damnmaiuthe edanlee
NIRRT HABALREA (cardiovascular morbidity and mortality) wazAnEIduinllaadlse

. . \ = F = \
coronary atherosclerosis L carotid atherosclerosis m‘mﬂmmﬂumsﬂﬂmLLuuquﬂ(ﬂamn
<& ° LY I o a X 2 A
11 2 M3 hlunaoanndulasd placebo ludiniugy lasdaaugie CAD Gellanuanunaved

angiogram $1w3u 825 1y unia 3 I frhefdrhnlunsd@nsldungniide=ia M andeu
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(45%) percutaneous transluminal coronary angioplasty (PTCA) at baseline (42%) %30 VU52IAL
o A A & o A o " A A &
wihanfasnnifaalidsaindaielaliioime (69%) anusuussvaslianaaaiiaauadiio

wlagnianzauaindiaUn@idin 1 & @3 uin 45%) audsdaundannnii 3 du (21% ve4
dihp)dtheenudulafagifiaruguanyaulafagelild (anuaulafiad1ans [diastolic blood
pressure; DBP] > 95 mmHg) andaaanannsdnsdamenssunsflinnudrianlslin
(endpoint) LugaIandadwmensaldayvasilanaznasaiiaaannmdne daudazlinui
L. a ' o A A a L. o &V g v
amlodipine dnadansdiinldvailsalunaaaiiaauaslalsui3ug amlodipine aansagues lula
A - oA v a X @ A vo L. L e
naaALaaa carotid T intima-media ANITRUIGNILNUUY 1u@ww"tmum amlodipine WU 61
> A o PN . i A Aaa o A o A o
Jananleyszifinsin (combined endpoint) 284nsiRedIan LA lanasnaaaiiaananuiitariala
aeLitasanenalien (Mlsarasaliaaanad PTCA, coronary artery bypass graft (CABG)NN3¢a9
whsnEna lulssnenuaitesanniiia unstable angina LazNITA AR UAAINLAIRIAARIBENIN
WUEIAT (-31%)NN371 revascularization (PTCA uaz CABG) aaadataiuefamisunis (-42%) 1w
A7 laTy amlodipine mMidasdhinsdalulsswenunaiiiasann unstable angina Tugthofldiu

amlodipine #31waudasnin (-33%) Walisunungy placebo

fimalszudliudsz@nduavas amlodipine lunmadasnumansntaulaindszasdmandiinlugile
CAD lun1sénen Comparison of Amlodipine versus Enalapril to Limit Occurrences of Thrombosis
(CAMELOT) Sadunsinmnase mejm”uasm muqmﬁ”’mmmaﬂ Unfaasnisgasms lu
waoan luis 1997 Maihe 663 iﬁyaﬁﬂQﬂaﬂL%dwﬁvl@T%'u;Jw amlodipine 1@ 5 N, 019
10 un. waznihe 655 nuldfusnasninduuanniiannassnsuuunasuas statins,
beta-blockers, diuretics ua aspirin iuiaan 2 Tlduaninavasilszansamniamdnluansg 1 o
19831n1335n 8188 amlodipine finnuduRuEiUMTaaasasmstsumnsnealulsinenuna
iasnidaaluidsanduitarala liieswauaznnvin revascularization procedures luﬁﬂa o
WJulsanaaaiiaauaslalsmns’

L] o

@159 1.gUamsalzasnaansnsaannifivadraglun1siny) CAMELOT

CAMELOT
HAANENAAWN N (%) Amlodipine | g1%aan | anaidsanas
(n=663) (n=655) (p-value)
drianldsniinlasa 110 151 31%
284n5einlsnnalauas (16.6) (23.1) (0.003)
naoaLAan (Composite CV Endpoint*)
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dhsumsshsndalulsswenunaiiiasainnissu 51 84 42%

wihandaiaanidealuidsandaitanalala (7.7) (12.8) (0.002)

LNENWE

N13%11 coronary revascularization 78 103 27%
(11.8) (15.7) (0.033)

¥
A s

* 1) ignu b3l CAMELOT d1de mianuiitasannlsemilanazrasaiiaalsanduiiiavnlaasilasanunaiiaan
lsifloundia resuscitated cardiac arrestnn3¥in coronary revascularization MIITUMTINENG Ll TINENU
1489910 CHF MTMTuMIsnEnad lulssnenuatitasainlsanalaguirad

A A® i Aa A | R i Aa A v A a o ) .
lsanaaaidanaNadnfauatianse WHIundia wialsaduiiaaluanadfusininn (Transient Ischemic Attack,
TIA) My1%aatla g vadlianasaifoauassiutlaie (Peripheral Vascular Disease, PVD) lugtlof liias |3y
NMARIRYIT PVD W30 IdnIumMITnsen il ssneuiaineInelsn PVD @aunsyinvanniy

2) composite cardiovascular (CV) endpoint Liuaiananfltusziduinunsyssdninavasnsdnsn CAMELOT

]
1 o 1

msansIMsInEiiatiasnuasfinalalaninewag1enzyiuin (Treatment to Prevent
Heart Attack (ALLHAT)

ﬂﬁiﬁﬂﬂﬁé’@li’]ﬂﬁg@L?{U%%Ll,azé"@mﬂ’mﬁuﬂ’smwu@mﬂmmnvﬁ 2 MafliSendn mMsdnsmMy
%’ﬂm‘[iﬂmm@”ﬂaﬁmgaLm:amm”uvlmﬁ'ulmﬁa@Lﬁaﬂaaﬁ'uma:ﬁﬁ'ﬂahiﬁwmvlﬁasj'mﬂzﬁ'uﬁ'u
(Antihypertensive and Lipid-Lowering Treatment to Prevent Heart Attack Trial (ALLHAT)) 1lag
wWisuifisunsinslunslfondusiduusn (firstline therapies) lungulna ldn amlodipine

2.5 UN./7% 114 10 UN./3% (calcium channel blocker) #38 lisinopril 10 4N./3% 119 40 UM% (811G 1%
ACE) fugndudfasizngal thiazide i chiorthalidone 12.5 un./3% fi4 25 wn./iw lumsinmlan

mm@vﬂaﬁmgaaﬂﬂodauﬁamuﬂma

dhelinanuaulafaginanua 33,357 11 NNy 55 Ywlaunndn lasunsguifanuazfaaa
dunanads 4.9 Bfthomaiidasdfadoiasvaslianaaaiiaanala (CHD) shiaduiindizating
o A o A v A A A A = \ A A A
Basnitade T4 laundl Ml wallsavaaaltiananad (storke) iuaa1nnnin 6 Lhaw wIad
wanguvadlsnnalanaznaaaiisnainwaaatioauds (artherosclerotic) A1 ¢ (3IUNINNA 51.5%)
lsaunwnusfian 2 (36.1%) high-density lipoprotein-C (HDL-C) #auni1 35 UnN./aa. (11.6%)

[ [ ' v . A aa o { o

walanasansgela (left ventricular hypertrophy) 493analasnisaTianiuriala

(electrocardiogram) #38 echocardiography (20.9%) #3arAIFULNIAL (21.9%)

o o [ ‘:i Y a . . v a Ao = a
griananf lgUsziinitnnang (primary endpoint) Usznausmismsidediaanlsarnasaiiennila
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wiamaifia Ml laglidedaanuilifienuuandsetniftoidnyvasdiansnilduszdin
NRNN8IZRINNNNTINENG28 amlodipine Waz NTIN®1G8 chlorthalidone: RR 0.9895% CI [0.90-
1.07] p=0.65 uanmnftvl,sjﬁﬂfnmmﬂ@mamaﬁﬁfﬂa%’m”tymaaﬂm,ﬁﬂ%%m'mmmqvﬁamm:ij
NN3INBIA78 amlodipine LaZN1IIN®IG2E chlorthalidone: RR 0.9695% ClI [0.89-1.02] p=0.20

[ | & %
sz luwgiheidulsawloanman
=1 ‘d‘ R A a = o 3 C7R] d'd
msfinpufgnunswaisuseslafauasmsfinsuuuaiugulasgniseaniaimelugiaond
Isanalaauirial (NYHA class [1-1V) Wuin amlodipine livinlianiimsadfiniaias lasanduns

IAAN exercise tolerance, left ventricular ejection fraction LRTAININLRAINIIARANLTENaY

luns@nsilSouiisuiuennaen (PRAISE study) iWatlsziiiunazas amlodipine Tugjihofnfivala
SUAIIZAU NYHA class -V laogtheldsum digoxin entuaaie uazendu ACE 3

\ L. . A A \ A Aa A A \ A Aa
WU amlodipine il “annaiiosdansgafindia’ wis “anuisshnvaimigyiiedious:

anaLsuey’ lugﬂwﬁﬁﬁﬂaﬁummmmﬁ

midnsdaaun13lie amlodipine ludtheszazanilasi placebo iludaaIugY (PRAISE —2)
lugdthofiflsawladumadszdl NYHA dass 11l uaz IV Taglifennismenafinuianangiuived
IillsawlanaianegudiduiolaTueedn ACE, digoxin wazenguaszlumansfinuii
amlodipine lifinadaaasnnsan m’mﬁ@é’mﬁmimmﬁaamnkw‘”ﬂmmmaa@Lﬁ@@luﬁﬂmn@:u
el suen amlodipine f3p91umsiiasinriaulan (pulmonary edema) Lﬁ'wﬁuﬁaq 7

pudmIniilasumarfiananinduiliaifisuny placebo lidanuuandriainidipddny

I [
n3lreludilean (21g 6 s 17 1)
= = A = a A A Y [~ =S Aa Lt a
finsfnmnuaesiiadsz@niniwaasen amlodipine ludithuidnans 6 fis 17 Tndanuaulaiags
I@mﬂumsﬁﬂmuumjmﬁasml,l,azﬂnﬂ@amﬂﬁ'aaaama I(ﬂﬂﬁmvmamﬂu@ﬁmuqmwznm
8 é’ﬂmﬂu@ﬂ’smﬁﬂﬁﬁmm@”ﬂaﬁmgd 268 swgﬂ’aﬂﬁ'omm"l,@ﬁ'umsq'm”’;aﬂwal%"’lﬁ%’umﬁﬂm
v - & 1 A s & 1 I > 6 > qq:
@881 amlodipine 2.5 4n. WikiNgw 38 5 un. anwiengw Wum 4 Flauaznasnin
ldsumgudiadnalwldium amlodipine 2.5 an. w3a 5 wn. deldwialdumaandn 4 dilansd
WarlSpuiisunuaianuaulaRaiiugiuuas n33nsnaly amlodipine 5 AN, IU8zA39 TNaa0
ANMNALLARAFLN (systolic) uazAad (diastolic) agvlinpfamnvaiiailadnsinuaanen
waanaan U (placebo-adjusted) Yszunmwinanuanlaiadiuwialuviniiaaaslasiais 5.0 vu.

isan §113 amlodipine ¥®1@ 5 UN. LAz 3.3 Lu.Uvan 1R amlodipine ¥¥#1@ 2.5 4n.
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a 6 ' ' = a A o A & v A ' =2 IS
ﬂ’]i’)Lﬂi’]z%ﬂq&lElaF;lU\‘]%lﬂﬂizaﬂ‘ﬁﬂ’]Wﬂ’TﬁﬂH’ﬂ%Eﬂ’lﬂL@]ﬂﬂ’]qu%af;l ﬂaaﬂf;ﬁﬁﬂ’)’]d 604131

"L@Twawhﬁ'wjﬂwl,ﬁﬂﬁﬁmqmmdﬁ ﬁamqszmﬁa 14 0917 0

o '3
5.2 AMENLAN N TBIARAIANS
nMINAG
. . = v g L% dl s [ ,&‘ = 1
Amlodipine Qﬂ@mﬂ@waammuﬂszmulmmwlmﬂm 1o BILALNIURIFIFATERINS
6 i 12 Talusnasanlien d1 absolute bioavailability Uszanmninitagszning 64% v 80%

A 1A [ Aa 1A 1 =S ..
JUFuasmIntzasaldszunm 21 8as/nn. mmﬂuuwamamsg}@ﬁﬁwmm amlodipine

msdneluiasdfuaniawudnyszanm 97.5% 209 amlodipine 71 nal3pulunszuglafiaduny

Tis@nlunanaun

msuwasuudasargnlusreniamnisiisagnaanainsrenie
fA3sEianaInIisngIaanaIINWAERNNIEIWIRUTENI D 35 59 50 T2 1N uazsaaasaInuMIIR
FuazAsIaDn Dnazdiuiasauasf (steady state) luwanaunnanasnisliendadenu 7 i 8 3
amlodipine sulnajgnyimefsuduaauelainlifanslas 10% agluzuidy uaz 60% vas

LA avl,aﬁgﬂm”umﬂaaﬂwmﬂaa’nz

n3lludiageany
{ - o .. Y [ ' o '
nanfltlunlugizaugigaad amlodipine lunaauasoafiiuznivggiayuaznyua?
o a P U = v = Y Ajl' ni v 1 J Aan
m3riia amlodipine ludthogiargduwlivazanssiinalidrwunldnavuazdraisialunis
o A X A A & & 4y o A& An o DR Aa o
mamml,'wmwﬁamnwumumaawuwlmniwwLmzmmammlumimwmsl,u;dﬂmmma:m%

suwad (CHF) uldanafianalidwiunduibvesgilendnm

[

M3 LA LA N

=2 aa X = A Y ' A @ Aa o
nsdAnmnuadinuuuszszsludiheodneny 12 weutstasnimiawiny 17 O Alanudu
lafiags 73 7o lawldium amlodipine adudaiuyiiny 0.17 wn/nn. wudmatdalugdihe
TN 45 nn. @10T831% (median) fo 23.7 Rav/Talad uaz 17.6 8ay5 109 lumeuaznds
anuiaudsaglutidenunudnlaslzanuiiasdianda 24.8 eyt lusluglwgjimin
70 nn.mLaﬁﬂI@ﬂﬂizmmﬂlaoﬂ?mmmimzmalmsl,u;&“ﬂm 45 nn. fa 1130 803 (25.11 Aa¥/nNN)
wuhdinsasnsmuguanuaulaiannentg 24 Talaswiviemlasiianuuandradnitas

s:ijmmwm“’uiaﬁmm:sm”umg@q@ (peak) WALUMULIZALLNGFA (trough) ARBATIINTLHEN
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24 TlualadSoufisununamandmanenaasludlna fiuen dusslumsfnsilugasing

TR uaza T dwn I AN RN &Y

5.3 2ayaANLAaANSNaWTIINITIVLNIARTN
1 < %) %) 1

NINaNZISI MINALNKE NIRUNBIUNNTDY
NNN1INanadluny (mice uaz rat) NldTunn amlodipine Haalua1wny iduna 2 I lasszauany
WaTuaadN lasudadn Aaldu 0.5,1.25 waz 2.5 un/nn.AnlinunanneldiiauzSeswaen
gagalnaiAsanuIwIaegigai mice nuld walailddmin rats (uaengIgad s mice 2

v A s d' ) v aa nﬂ. a [ d‘
Indidssnuamasgiganuuzinlilinsadiin (10 un.) Wadaidu an/anmaunas lume rats

2N 2 VBIIAENFIFaNn1saan)
= =3 1 s 6 v & 1 - 1 Crd 6 o A 6 A
nnnIAnmAaNadanIInaRLg LL&@GI%L‘M%’J’]El’]vl,&lllwﬂ@]aﬂﬁiﬂa’]UW%Q?:@UU%&%?QI@SINI%N

lainuwasdaniaiaiywutlu rats 1ld30e1 amlodipine (launauwuiduian 64 Tulunyear uaz
dunan 14 Fulunyande) Waldvwamgadis 10 an/ansdu 8 i vaswmamgIganuuzi
Tltlunsadfinda 10 un. Wadaudu un/a1919uas

: ﬁ@@iaﬁ’mﬁfﬂﬁwaagjﬂw 50 nn.

6. INYAZLDYAN AT NIIN
6.1 Muzaaisdsznaulndisuan (Excipients)
Microcrystalline cellulose, dibasic calcium phosphate anhydrous, sodium starch glycolate,

magnesiumstearate.

6.2 A3 L8l 2 NWNUL1A28% (Incompatibilities)

laianlszian

6.3 angan
Iﬂi@]gi']&laﬁaf;l@‘ﬂuﬂa‘ad

[~3
6.4 N13LNUEN
Lﬁuﬁqm%ﬂﬁ(ﬁ’m’j’] 30 AIFALTALTE
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7. FodsuanpIakmIad s ukwlagkra lwsgarmians

Aa o a A o
USHn Heinia Wizinalne) $1na
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