


significant lowering of blood pressure levels in supine or
standing positionthroughoutthe 24-hour period, withoutany
concomitantaccelerationin heart rate. The progressive action
of amlodipine avoids episodes of hypotension.

Amlodipine total peripheral (postload)
without causing reflex tachycardia. Thisis accompanied by a
reduction in myocardial energy consumption and oxygen
requirements. It causes vasodilatation of the coronaryarte-
riesandarterioles, thus increasing myocardial oxygen supply.
Administration of amlodipine in angina patients increases
exercicetolerance time to angina onset, ST segment depres-
sion and reduces both the frequency of angina attacks and
nitroglycerin consumption.

As with the othercalcium antagonists, amlodipine is metabo-
lically neutral and has no effect on plasma lipid levels. It can
be used in patients with diabetes or gout.

{n hypertensive rend transplant recipients treated with cyclo-
sporine, amlodipine at the usual doses decreases blood pres-
sure, increases renal perfusion and glomerular filtration rate
and lowers peripheral vascular resistance. The long term
conseguences of these modifications on the graft's fonction
are not assessed.

52 Pharmacokinetic properties

Afler oral administration at therapeutic doses, amiodipine 1s
completely absorbed.

Amlodipine (absolute) biovailability has been estimated to be
between 64 and 80 %.

Peak plasma concentration occurs late, approximately 6 to 12
hours after dosing. The volume of distribution is 21 I/kg.
The terminal elimination half-life is 35 to 50 hours and

enables single daity administration.
Steady state concentrations are reached after 7 to 8 days of
administration.
Amlodipine is aimost entirely metabolised to inactive metabo-
lites. Ten per cent of the parent substance and 60% of meta-
bolites are excreted in urine.
In vitro studies have shown that circulating amlodipine is 97.5
% bound to plasma proteins.
Plasma concemmrations of amlodipine in the elderly are higher
than in younger patients this being unaccompanied by clinical
manifestations, the terminal elimination half-life remaining
unchanged.
An increase in half-Iife is observed in the presence of hepatic
failure.
Renal failure patients : plasma amlodipine concentrations are
not correlated with the degree of renat impairment.
6. PHARMACEUTICAL PARTICULARS

6.1 Shetf lite

product should not be used after the expiry date printed on
the outercarton
6.2 Special i I

store below 25° C

.3 Nature and contents of container

30 capsules : heat-formed blister pack (PVC/Aluminium).

7. DATE OF APPROVAL/REVISION:
Aug. 8, 2001 PFIZER. FRANGE.

* Trade mark of Pfizer Inc., New York, U.S.A
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