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COMPOSTION

Each tablet contains Enalapril maleate 5 mg and 20 mg.

PRODUCT DESCRIPTION

Enaril tablets (5 mg) : Heart shape, white tablet, impressed “BIOLAB” on one surface and bisected on
the obverse.

Enaril tablets (20 mg) : Heart shape, light orange tablet, impressed “BIOLAB” on one surface and

bisected on the obverse

PHARMACODYNAMICS / PHARMACOKINETICS

PHARMACODYNAMICS

ENARIL is an angiotensin-converting enzyme (ACE) inhibitor.

The hypotensive effect of a single dose is usually apparent within 1 hour. The hypotensive effect of usual
dose generally persists for 12-24 hours. Daily dosage may be given in a single dose or divided into two.
Enalapril maleate is a prodrug of enalaprilat and has little pharmacologic activity until hydrolyzed in the
liver to enalaprilat. ENARIL appear to reduce blood pressure in normotensive individuals and hypertensive
patients mainly by suppressing the renin-angiotensin-aldosterone system. In hypertensive patients, enalapril
reduces blood pressure by decreasing total peripheral resistance with a slightly increase or no change in
heart rate, stroke volume, or cardiac output. Renal blood flow may increase, but glomerular filtration rate
is usually unchanged during therapy.

PHARMACOKINETICS

Absorption: Enalapril maleate is well absorbed following oral administration. 55-75% of an oral dose of
enalapril maleate is rapidly absorbed. Food does not affect the absorption of enalapril maleate.
Distribution: Approximately 50-60% of enalaprilat is bound to plasma proteins. Enalapril and enalaprilat
are distributed into milk in trace amounts.

Metabolism: About 60% of absorbed dose of enalapril is extensively hydrolyzed to enalaprilat. Enalaprilat
is @ more potent ACE inhibitor than enalapril. Peak serum concentrations of enalaprilat is 3-4.5 hours after
an oral dose.

Excretion: Enalapril and Enalaprilat are excreted in urine 61% (enalaprilat 43%, enalapril 18%) and feces
33% (enalaprilat 27%, enalapril 6%). The half-life of enalapril is less than 2 hours in healthy individual and
in patients with normal hepatic and renal functions, but may be increased in patients with heart failure.

Elimination of enalaprilat may also prolonged in patients with heart failure or impaired hepatic function.

INDICATIONS
- Hypertension, whether alone or in combination with other classes of antihypertensive drugs especially
diuretics.

- Congestive heart failure



- Asymptomatic left ventricular dysfunction: prevention of progression to symptomatic heart failure in
clinically stable asymptomatic patients with left ventricular dysfunction

DOSAGE AND ADMINISTRATION

- Hypertension:

Usual initial dosage is 5 mg once daily in patients not on diuretic. In patients who are receiving a diuretic, it

is recommended that diuretic therapy be discontinued, if possible 2 — 3 days before initiating therapy. If

diuretic cannot be discontinued, an initial enalapril maleate dose of 2.5 mg once daily should be

administered. The usual maintenance dose is 10 — 40 mg daily as a single dose or in 2 divided doses;

maximum daily dose is 40 mg.

- Congestive heart failure:

Initial dose is 2.5 mg once or twice daily. The usual maintenance dose is 2.5 - 20 mg twice daily; maximum

dose is 40 mg daily in divided dose.

- Asymptomatic left ventricular dysfunction:

Initial dose is 2.5 mg twice daily. The usual maintenance dose is 2.5 - 10 mg twice daily; maximum dose is

20 mg daily in divided dose.

Uses in special population

Patients with Myocardial infarction: Initial dose is 2.5 mg twice daily; maintenance dose is 2.5-10 mg twice

daily; maximum dose is 20 mg daily.

Patients with Kidney disease (Diabetic and Non-diabetic): Initial dose is 5 mg daily; maintenance dose is

5-20 mg daily; maximum dose is 20 mg daily.

Patients with renal function impairment: The dosage should be titrated upward until blood pressure is

controlled or a maximum dosage of 40 mg daily is reached.

Renal status

Creatinine (ml/min.)

Initial dose (mg/day)

Healthy renal function > 80 5
Mild impairment > 30 to < 80 5
Moderate to serve impairment <30 2.5

Dialysis patients

2.5 on dialysis day*

* Dosage on nondialysis day should be adjusted depending on the blood pressure response.
Patients with hepatic insufficiency:

Enalapril is a prodrug. Hepatic biotransformation is required for activation of the drug. Hydrolysis of enalapril
to enalaprilat may be delayed and/or impaired in patients with severe hepatic impairment,
but the pharmacodynamic effects of the drug do not appear to be significantly altered.

No dosage adjustment necessary.

Geriatric patients with hypertension:

Geriatric patients may have decreased renal function, dosage should be selected carefully.
See “Patients with renal function impairment”

Pediatric patients with hypertension (6 months - 16 years old):

Initial dose is 0.08 mg/kg (maximum 5 mg) once daily. Maintenance dose is 0.08-0.58 mg/ks.
Maximum dose is 0.58 mg/kg (40 mg) daily.



CONTRAINDICATIONS

Angioedema
Angioedema related to previous treatment with an ACE inhibitor
Hypersensitivity to the drug or any components

Pregnancy

WARNINGS AND PRECAUTIONS

WARNINGS

1. Use in pregnancy is contraindicated.

2. This drug may induce coughing.

3. Consult the physician if symptom of drowsiness or nausea/vomiting is occurred.

4. If patients develop symptoms of angioneurotic edema of the face, tongue, larynx or dyspnea after using
this drug, discontinue drug and consult physician immediately.

5. This drug may cause renal failure. Therefore, it should be used with caution.
This drug may increase potassium blood level. It should not be used in patients receiving potassium
supplement or potassium-sparing diuretics.

PRECAUTIONS

Renal function should be evaluated prior to initiation of therapy, and the drug should be used with
caution in patients with renal impairment. Closely monitor renal function for the first few weeks of
therapy in patients with bilateral renal artery stenosis.

Use with caution in patients with sodium depletion or hypovolemia, receiving diuretics, and those
undergoing dialysis since severe hypotension may occur.

Use with caution in patients with obstruction in the outflow tract of the left ventricle.

DRUG INTERACTIONS

Hypotensive agents and Diuretics: When enalapril is administered with diuretics or other hypotensive
drugs, the hypotensive effect is increased.

Drug increasing serum potassium concentration: Potassium-sparing diuretics (eg. amiloride,
spironolactone, triamterene), potassium supplements or potassium-containing salt substituted should
be used with caution and serum potassium should be determined frequently in patients receiving
enalapril, since hyperkalemia may occur.

Nonsteroidal anti-inflasnmatory agents: may reduce blood pressure response to ACE inhibitor.
Lithium: Lithium toxicity has occurred following concomitant administration of enalapril and lithium
carbonate and was reversible following discontinuance of both drugs. Serum lithium should be
monitored.

Other drugs: Concomitant use of enalapril and some vasodilating agents (e.g., nitrates) or anesthetic

agents may cause an exaggerated hypotensive response.



PREGNANCY AND LACTATION

PREGNANCY

Use in pregnancy is contraindicated.

LACTATION

Enalapril is distributed into human milk and potentially may cause serious adverse reactions.

A decision should be made whether to discontinue breast feeding or discontinue this drug.

ADVERSE REACTIONS

Adverse reactions to enalapril usually mild and transient. ENARIL is generally well tolerated.

Some patients may have adverse effects including;

Cardiovascular : Chest pain, hypotension, orthostatic effect, orthostatic hypotension, syncope

Central nervous system : Dizziness, faticue, headache

Dermatologic : Skin rash

Gastrointestinal : Abdominal pain, anorexia, constipation, diarrhea, dysgeusia, nausea, vomiting

Neuromuscular & skeletal: Weakness

Renal . Increased serum creatinine, renal insufficiency, glycosuria, proteinuria, acute
renal failure

Respiratory : Bronchitis, cough, dyspnea

Other : Hyperkalemia

Rare but important or life-threatening: Acute generalized exanthematous pustulosis, agranulocytosis,

alopecia, anaphylactoid reaction, angina pectoris, angioedema, anosmia, arthritis, asthma, ataxia, atrial

fibrillation, atrial tachycardia, bone marrow depression, bradycardia, cardiac arrest, cardiac arrhythmia,

cerebrovascular accident, cholestatic jaundice, confusion, conjunctivitis, depression, eosinophilia,

eosinophilic pneumonitis, erythema multiforme, exfoliative dermatitis, giant-cell arteritis, gynecomastia,

hallucination, hemolysis (with G6PD), herpes zoster, IgA vasculitis, increased erythrocyte sedimentation rate,

intestinal obstruction, insomnia, interstitial nephritis, leukocytosis, lichenoid eruption, melena, myocardial

infarction, myositis, neutropenia, ototoxicity, pancreatitis, pemphigus, pemphigus foliaceus, peripheral

neuropathy, positive antinuclear antibody (ANA) titer, psychosis, pulmonary edema, pulmonary embolism,

pulmonary infarct, pulmonary infiltrates, Raynaud’s phenomenon, serositis, Sjogren’s syndrome, skin

photosensitivity, Stevens-Johnson syndrome, stomatitis, systemic lupus erythematosus, thrombocytopenia,

toxic epidermal necrolysis, upper respiratory tract infection, vasculitis, visual hallucination

OVERDOSAGE AND TREATMENT

Overdose: The most likely manifestation of overdosage is hypotension.

Treatment: Management of enalapril overdosage is mainly supportive and symptomatic.

Hypotension can be corrected with fluid volume expansion (e.g., IV infusion of 0.9% Sodium chloride
injection). Treatment of acute oral overdosage may also include gastric lavage and administration of

charcoal. The active metabolite enalaprilat may be removed by hemodialysis.

STORAGE CONDITION

Store at temperature not exceeding 30°C and protect from moisture.

PACK SIZE
Strip/Blister pack : 10 tablets
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