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hood of increasing problems with DHF and the risk of urban
yellow fever in new areas. The global HIV epidemic will put a
large number of people at risk for currently recognized and new
opportunistic infections. The roles of hepatitis B and C viruses
in chronic liver disease and hepatocellular carcinoma, of human
papillomaviruses in cervical cancer, and of Helicobacter pylori
infection in peptic ulcer disease and gastric cancer are now
well-established. It is quite likely that more chronic diseases
may be found to have an infectious aetiology.
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Drug Profile

DUTERSTERIDE

Dutersteride, 4 azasteroid is a selective and potent inhibitor of
type 1 and 2 isoforms of 5x reductase.  This drug is used in the
treatment of BPH (Benign prostatic hyperplasia) current medical
treatments of BPH include the use of after X-adrenoceptor
antagnonists and 5x reductase inhibitors to relieve symptoms and
improve urinary flow.  How X-adrenoceptor antagonists acts di-
rectly on smooth muscle to decrease muscle tone;  5X redutase
inhibitors decrease the size of the prostate.

Mechanism of action : Dutasteride is a dual 5X reductase inhibitor.
The enzyme 5X reductase is central to the conversion of test-
osterone to DHT.  Daily doses of dutasteride result in a dose
dependent reduction of serum DHT that is greater than finasteride.

Pharmacokinetics : Following single dose of 0.5 mg, peak serum
concentration occurs within 1-3 hours.  It is well absorbed, with
bioavailability of approximately 60%.  It is highly bound to plasma
proteins (>99.5%).  The volume of distribution is large (app. 300-
5001).  Drug is extensively metabolised in the liver by the human
cytochrome P450, isoenzyme-CVP3A4 & CYP3A5.  Single doses
of <5.0 mg are eliminated more rapidly than doses of more than
5.0 mg by both concentration-dependent and independent  elimi-
nation pathways and have a half life of 3-9 days.  Dutasteride and
it metabolities are mainly excreted in faces.

- Pharmacokinetics in special patient groups  Dutasteride is con-
traindicated for use in children and adolescents; elderly patients-
no dose adjustment is required.

-In renal failure patients-No adjustment in dsage is anticipated for
these patients as less than 0.1% of unchanged drug is excretedin
urine.

-In hepatic impairment patients-caution should be exercised in
administering to patients with mild to moderate hepatic impairment.
Drug is contraindicated in patients with severe hepatic impair-
ment.

Drug interactions : Blood concentrations of dutersteride may in-
crease in the presence of inhibitors of CYP3A4 such as ritonavir,
ketoconazole, verapamil, diltiazime, ciprofloxacin.  There are no
pharmacokinetic or pharmacodynamic interactions between
dutersteride and tamsulosin, terazosin, warfarin, digoxin and
cholestyramine.

Indications and Usage - Dutasteride is indicated for the treatment
of symptomatic benign prostatic hyperplasia (BPH) in men to i)
improve symptoms, and (ii) reduce the risk of acute urinary reten-
tion (iii) reduce the risk of the need for BPH related surgery.

Contraindication - The drug is contraindicated for use in women
and children and in patients with known hypersensitivity to drug.

Warnings - Dutasteride is absorbed through the skins; therefore
women who are pregnant or may be pregnant should not handle
because of the possibility of absorption of dutasteride and the
potential risk of a congenital anomaly in the male fetus.

Men being treated with dutasteride should not donate blood until a
least months have passed following their last dose.

Dosage and administration : The recommended dose of Dutasteride
is 0.5 mg daily orally.  The capsules should be swallowed whole,
can be given with or without food.

Effect on PSA-PSA levels decrease following dutasteride treat-
ment.  To interpret PSA value in a man treated with dutasteride for
6 month or more, the PSA value should be doubled for comparison
with normal values in untreated man.




