Larb® Plus

Losartan + Hydrochlorothiazide

Description: Larb® Plus is a combination of Losartan Potassium and
Hydrochlorothiazide. Losartan is the first orally active angiotensin-Il
receptor (type AT1) antagonist available for the treatment of
hypertension. Hydrochlorothiazide is a thiazide diuretics.

Mode of action: Angiotensin-Il is a potent vasoconstrictor hormone of
the renin-angiotensin system and plays an important role in the
pathophysiology of hypertension. It also stimulates aldosterone secretion
by the adrenal cortex. Losartan and its active metabolite inhibit the
vasoconstrictor and aldosterone-secreting effects of angiotensin-Il by
selectively blocking the binding of angiotensin-Il to the AT1 receptor
found in many tissues (e.g vascular smooth muscle, adrenal gland).
Hydrochlorothiazide is a thiazide diuretic. Thiazides affect the renal
tubular mechanisms of electrolyte reabsorption, directly increasing
excretion of sodium and chloride in approximately equivalent amounts.
Indirectly, the diuretic action of hydrochlorothiazide reduces plasma
volume, with consequent increases in plasma renin activity, increases in
aldosterone secretion, increases in urinary potassium loss, and decreases
in serum potassium. The renin-aldosterone link is mediated by
angiotensin-ll, so co-administration of an angiotensin-ll receptor
antagonist tends to reverse the potassium loss associated with these
diuretics.

Pharmacokinetics: Losartan potassium undergoes substantial
first-pass metabolism by cytochrome P450 enzymes. The terminal
half-life of losartan is about 2 hours and of the metabolite is 6-9 hours.
Following oral administration, losartan is well absorbed from the
gastro-intestinal tract. The systemic bioavailability of losartan is
approximately 33%. About 14% of an orally administered dose of
losartan is converted to the active metabolite. Mean peak concentrations
of losartan and its active metabolite are reached in 1 hour and in 3-4
hours respectively. Both losartan and its active metabolite are highly
bound to plasma proteins, with plasma-free fraction of 1.3% and 0.2%
respectively. After oral administration, about 4% of the dose is excreted
unchanged in the urine and about 6% is excreted in urine as active
metabolite. After oral administration of hydrochlorothiazide, diuresis
begins within 2 hours, peaks in about 4 hours and lasts about 6 to 12
hours. Hydrochlorothiazide is not metabolized but is eliminated rapidly
by the kidney. When plasma levels have been followed for at least 24
hours, the plasma half-life has been observed to vary between 5.6 and
14.8 hours. At least 61% of the oral dose is eliminated unchanged within
24 hours. Hydrochlorothiazide crosses the placenta but not the
blood-brain barrier and is excreted in breast milk.

Composition: Larb® 50 Plus Tablet: Each tablet contains Losartan
Potassium USP 50 mg and Hydrochlorothiazide BP 12.5 mg.

Larb® 100 Plus Tablet: Each tablet contains Losartan Potassium USP
100 mg and Hydrochlorothiazide BP 25 mg.

Indications: Larb® Plus is indicated for the treatment of hypertension.

Dosage & administration: The usual starting dose is one tablet once
daily. If blood pressure remains uncontrolled after about 3 weeks of
therapy, the dose may be increased to two tablets once daily. More than

two tablets once daily is not recommended. The maximal
antihypertensive effect is attained about 3 weeks after initiation of
therapy.

Use in patients with renal impairment: The usual regimens of therapy
with Larb® Plus may be followed as long as the patient’s creatinine
clearance is >30 ml/min. In patients with more severe renal impairment,
loop diuretics are preferred to thiazides, so hydrochlorothiazide is not
recommended.

Use in patients with hepatic impairment: The combination of losartan and
hydrochlorothiazide is not recommended for patients with hepatic
impairment, because the appropriate 25 mg starting dose of losartan can
not be given. Larb® Plus may be administered with other
antihypertensive agents.

Larb® Plus may be administered with or without food.

Contraindications: The combination of losartan and hydrochlorothiazide is
contraindicated in patients who are hypersensitive to any component of this
product. Because of the hydrochlorothiazide component, this product is
contraindicated in patients with anuria or hypersensitivity to other
sulfonamide-derived drugs.

Side effects: In general, treatment with Larb® Plus is well tolerated.
However, few side effects including abdominal pain, swelling, back pain,
dizziness, rash and cough may occur in rare cases.

Use in pregnancy & lactation: When pregnancy is detected, the
combination of losartan and hydrochlorothiazide tablet should be
discontinued as soon as possible. It is not known whether losartan is
excreted in human milk. Thiazides appear in human milk.

Precautions: Hypersensitivity to the drugs; Thiazides should be used
with caution in severe renal disease; Periodic determination of serum
electrolytes to detect possible electrolyte imbalance should be
performed at appropriate intervals.

Drug interactions: Losartan Potassium: No significant drug-drug
pharmacokinetic interactions have been found in interaction studies with
warfarin, digoxin, cimetidine, phenobarbital and hydrochlorothiazide. As
with other drugs that block angiotensin-Il or its effects, concomitant use
of potassium-sparing diuretics (e.g. spironolactone, triamterene,
amiloride), potassium supplements, or salt substitutes containing
potassium may lead to increases in serum potassium.
Hydrochlorothiazide: When administered concurrently the following drugs
may interact with thiazide diuretics. Alcohol, barbiturates or narcotics-
potentiation of orthostatic hypotension may occur. Antidiabetic drugs
(oral agents and insulin)- dosage adjustment of the antidiabetic drug may
be required. Other antihypertensive drugs- additive effect or potentiation.
Cholestyramine and cholestipol resins- absorption of hydrochlorothiazide
is impaired in the presence of anionic exchange resins.

Storage: Keep out of reach of children. Store in a dry place, below 25°C
temperature and protected from light.

Packaging: Larb® 50 Plus Tablet: Each carton contains 14X3 tablets in
blister pack.

Larb® 100 Plus Tablet: Each carton contains 21X2 tablets in blister
pack.
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Manufactured by

Opsonin Pharma Limited
Rupatali, Barishal, Bangladesh.
® Registered Trade Mark.

Opsonin Pharma
Ideas for healthcare



