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Dutasteride

Benign prostatic hypertrophy (BPH) is the most camrprostatic disorder, with an incidence rate theteases with age.
Symptoms of urinary obstruction include hesitardrihbling after urination, nocturia, frequency amgency and urinary
retention. The gold standard for treatment is syrg&/here surgery is contraindicated or not desineedications may be
used to provide symptom relief by decreasing uyirmautflow resistance.

Prostate size is the most important factor in irficing drug choice. Selective alpha blockers irm@aainary flow by
relaxing the bladder neck and prostatic smooth feu3they are effective regardless of prostate &izécn?) and have a
fast onset of action (full effect in 4-6 weeks).eTB-alpha reductase inhibitors (5-ARI) reduce thestate size but
appears to be effective only if the prostate isiicantly enlarged (>40ci and full clinical response may take up to six
months. Until recently, finasteride was the onlB} available in Australia.

Dihydrotestosterone (DHT) is the principle androggimulating prostatic growth in men with BPH. Testerone is
converted to dihydrotesterone (DHT) by the enzyredpha reductase (5-AR). The 5-AR inhibitors (5-ARCchieve
reductions in prostate volume through the inhibitiof the nuclear bound steroid 5-AR isoenzymes khieduce
testosterone to DHT. Dutasteride (Avo®aris the first selective dual inhibitor of both i and type 2 5-AR. In
contrast, finasteride is a mono-inhibitor of typs-2R.

Data from three randomised placebo controlled gsrishve demonstrated that treatment with 5-ARI detake or

finasteride results in reduced DHT and significattuctions in prostate volume with improvementsrimary symptoms
and flow. Reductions in the risks of urinary retentand BPH related surgery have also been denatedtbut not as
clearly as surrogate markers. Dutasteride is tre¢ flual 5-ARI. Research has demonstrated thativelto placebo,
dutasteride reduces both the risk and incidencacafe urinary retention by 57% (4.2% for placebosue 1.8% for
dutasteride) and the need for BPH related surgntatvention by 48% (4.1% for placebo versus 2.2%odutasteride)
over 24 months. In the PLESS study, finasterideiced the risk of surgery by 55% (10.1% for placebrsus 4.6% for
finasteride) and reduced the risk of acute urimatgntion by 57% (6.6% for placebo versus 2.8%fiftasteride) over
four years. No studies have directly compared dettale with finasteride and assessed the clinicedames of reduced
acute urinary retention and BPH related surgery.

Dutasteride is available in Australia via a privatescription only. It is not subsidised on the ffeceutical Benefits
Scheme. The current cost of treatment with dutaletas approximately $50 per month (price may vadepending on
pharmacy). In comparison, finasteride is availahl®ugh the RPBS ($5.40 per month). On a privags@iption, the
price of finasteride may range from $60 to $100menth (depending on pharmacy).

The recommended dose of dutasteride is 500mcgulEgpence a day orally. The product information glaet highlight
the need to adjust doses for renal or hepatic impait. Dutasteride is mainly well tolerated in nveth BPH. The most
common adverse effects in clinical trials includgotence, decreased libido, ejaculation disordedskaeast disorders
including breast tenderness. Very rarely, allengiactions, including rash, pruritus, urticaria, dii®ed oedema and
angioedema occurred.

Dutasteride is an alternative 5-ARI available feeun selected patients with symptomatic benigrehypphy who are
not fit for surgery. The full effects of dutastezidreduction in prostate volume) may take up to dhtims, therefore
symptomatic treatment with an alpha-blocker maydogiired on initiation.
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