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NAME: 
Finasteride

SYNONYM:
Proscar® (5mg tablet), Propecia® (1 mg tablet) 
USES:

· Appropriate Indications:

1. Add on therapy after failure of an appropriate length of alpha blocker therapy

2. Prevention/treatment of BPH associated hematuria

3. Prevention of blood loss associated with TURP/prostate surgery

· Inappropriate Uses:

1. Monotherapy in patients in which an alpha blocker is not contraindicated

2. Treatment of alopecia and acne

3. Decrease PSA levels in patients with prostate cancer

4. Treatment of prostate cancer

5. Prevention of prostate cancer

FORMULARY RESTRICTIONS:
· Restricted to drug use criteria
DRUG THERAPY SELECTION:

· Efficacy:
1. Kirby et al1 conducted a 52 week prospective, double-blind, placebo controlled randomized trial comparing doxazosin, finasteride, doxazosin and finasteride, or placebo. Finasteride was initiated at 5mg/day, doxazosin was initiated at 1mg/day and titrated to 8mg/day  over a 10 week period. 1007 patients evaluated in an intent to treat analysis showed doxazosin and doxazosin plus finasteride combination therapy produced statistically significant improvements in total IPSS (International Prostate Symptom Score) and Qmax (maximal urinary flow rate) compared with placebo and finasteride alone (P <0.05). Finasteride alone was not shown to be statistically better than placebo in total IPSS and Qmax.

2. Lepor et al2 evaluated the use of finasteride, terazosin, finasteride and terazosin or placebo in 1,229 males with baseline mean prostate volumes between 36.2(1.0 and 38.4(1.3 cm3, AUA scores between 15.8(5.5 to 16.2(5.5 and peak urinary flow rates of approximately 10 ml/sec over a one year period. Mean changes in baseline symptom scores were significantly lower for patients in the terazosin and the combination groups versus finasteride and placebo (p<0.001). Similarly, mean increases in urinary flow rates were significantly higher for terazosin and combination groups versus finasteride and placebo (p<0.001). The combination of finasteride and terazosin was not found to be significantly better than terazosin alone in either measure.

3. Roehrborn et al3 evaluated the utility of finasteride in the prevention of spontaneous AUR and precipitated AUR in 3,040 males over a 4 year period. Of placebo treated patients, 6.6% were found to develop one or more episodes of AUR compared to 2.8% in the finasteride group (p<0.01). They also found that significantly fewer patients in the finasteride arm required surgery following spontaneous AUR (75% placebo-treated patients versus 40% of finasteride-treated patients, p = 0. 01).

4. Mc Connell et al4 evaluated the use of finasteride versus placebo in 3,040 BPH patients over a two year period. Quasi-AUA scores , surgery for BPH and AUR were evaluated. Patients had PSA< 10ng/ml, baseline prostate volumes of 55 ml and baseline quasi-AUA scores of 15(6. Rates of surgery and need for catheterization were significantly lower in the finasteride group versus the placebo group (7% vs 13%, p<0.001). A surgical risk reduction of 55% was seen for finasteride which was significant. AUR was significantly reduced for the finasteride group (57%, p<0.001). Symptom scores were reduced significantly for the group as a whole and for patients completing the entire study in finasteride treated patients. Decreased libido and impotence were the most common ADR’s seen in the finasteride group.

5. The effect of discontinuing alpha blocker therapy after initial combination therapy with finasteride 5mg/day was evaluated by Baldwin, et al5 over a one year period.  Patients on doxazosin therapy were initiated on 2 mg/day and titrated to 8 mg/day as needed for maximal control. Doxazosin was then discontinued at 3, 6, 9, and 12 months after initiation. Successful discontinuation increased as the length of time after initiation therapy increased. The highest success rates were seen after 12 months of combination therapy. In patients discontinuing doxazosin at 12 months, success was reported by 84%, 85%, and 87% of those taking 2, 4, and 8 mg, respectively.

6. The effect of finasteride compared to placebo in the treatment of BPH was evaluated by Nikel et al6 in 613 men. Males in the finasteride arm had a mean prostate volume of 44.1 cm3. Finasteride was significantly better than placebo in decreasing mean BPH symptom scores, increasing maximum urinary flow rate and decreasing prostate volume over the two year trial period. Finasteride was associated with significantly more adverse events related to sexual function.

7. Donohue et al 7 conducted a randomized placebo controlled trial in which patients were given finasteride or placebo for 2 weeks prior to TURP. Patients in the finasteride group experienced significantly less mean blood loss in irrigation fluid than in the control group (p = 0.011). The mean difference was more significant when blood loss per gm. resected prostate was calculated (p < 0.01). The authors suggested more trials to more accurately determine the precise timing of medication administration to determine maximal effect. A second study conducted by Sanfeldt, et al8 showed blood loss was decreased significantly only when the amount of prostate resected was greater than 16.8 gm (p<0.01).

8. Perimenis, et al9 showed a significant decrease in the frequency of hematuria associated with BPH for finasteride 5 mg/day versus placebo at 9 and 12 months (P = 0.035 and P = 0.009, respectively). Cyproterone acetate 100 mg/day was also included in this study and showed results similar to those of finasteride.

· Safety:
1. A four year, double blind, placebo controlled trial conducted by Matsumoto, et al10 in 117 patients showed the use of finasteride at 5mg/day was not associated with decreases in bone mineral density.

2. The most common side effects seen in trials were decreased libido, decreased volume of ejaculate, impotence and breast tenderness11.

3. The rates of detection of prostate cancer in trials was similar between patients on finasteride and placebo, however finasteride decreases serum PSA levels approximately 50%. One trial12 suggests multiplying the serum PSA by 2 when evaluating this marker in patients on finasteride.

4. Pregnancy Category X. Pregnant women should not handle broken or crushed finasteride tablets.

COST:

	Drug
	Qty/dispense unit
	Cost/dispense unit
	Cost/Yr/Patient

	Finasteride
	5mg tab
	$1.32/tab
	$475.20

	Terazosin
	1mg, 2mg, 5mg, 10mg Cap/Tab
	$0.05-$0.08/unit
	$18.00-$28.80

	Doxazosin
	1mg, 2mg, 4mg, 8mg Tab
	$0.05-$0.10/tab
	$18.00-$36.00

	Dutasteride
	0.5mg Cap
	$1.51/cap
	$543.60

	Tamsulosin
	0.4mg Cap
	$0.72/cap
	$261.65


DUPLICATIVE THERAPY

· Finasteride in combination with an alpha blocker was generally not shown to be significantly better than alpha blocker alone, especially in males with prostate volumes less than 40 ml.
· Avodart( (Dutasteride) is a type I and II alpha-reductase inhibitor used in the treatment of BPH.
DOSING AND ADMINISTRATION

· Dosing

· 5 mg/day

DRUG INTERACTIONS

· No significant drug interactions have been identified to date, however use of finasteride in the presence of alpha agonists, anticholinergics, androgens and other medications known to decrease urinary flow and increase urinary retention should be discouraged. 

· Use of alpha blockers and finasteride in combination in patients with prostate volumes less that 40ml should be discouraged based on the lack of efficacy evidence in this patient population.

LABORATORY INTERACTIONS: 

· PSA falsely decreased

RECOMMENDED MONITORING

· Use of finateride for the treatment of BPH should result in a decrease in symptoms, increase in Qmax and decrease in AUR within 4-6 months with maximal AUA symptom decrease occurring between 12-24 months.  Patients should be monitored for these effects during each visit and treatment discontinuation should be considered if no effect is seen one year post initiation of therapy.

OUTCOME MEASURES

· Improved symptomatology based on AUA/IPSS

· Decreased Prostate volume

· Increased Qmax
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