
Terazosin reduced BPH symptoms and finasteride did not Combination therapy was better than zidovudine alone
for HIV infection
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Objective
To determine whether terazosin,
finasteride, or both are safe and ef-
fective for men with benign prostatic
hyperplasia (BPH).

Design
1-year, randomized, double-blind,
placebo-controlled trial.

Setting
U.S. Veterans Affairs medical centers.

Patients
1229 men who were 40 to 80 years
old (mean age 65 y) and had symp-
tomatic BPH. Inclusion criteria were
scores of > 8 on the American
Urological Association (AUA) Symp-
tom Index, a mean peak urinary-flow
rate of < 15 mL/s, and a minimal re-
sidual volume after voiding of 125
mL. Exclusion criteria were use of
many medications, including the
study drugs, a-blockers, fi-blockers,
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and antiandrogen drugs, or numerous
medical conditions.

Intervention
After a 4~week run-in period, men
were allocated to placebo (« = 305);
finasteride, 5 mg/d at bedtime (n =
310); terazosin, 15 mg/d (« = 305); or
both (n = 309). The terazosin dose was
titrated from 1 mg at day 1 to 15 mg
by day 15. Follow-up was 82%.

Main outcome measures
AUA symptom scores and peak uri-
nary-flow rates.

Main results
Analysis was by intention to treat.
Compliance ranged from 94% to 98%
at 1 year, and symptom scores were
lower (improved) in the terazosin and
the combination groups compared with
the finasteride and placebo groups (P <
0.001 for all comparisons except
terazosin vs combination, P = 1.00, and
finasteride vs placebo, P= 0.63). Symp-
tom scores improved in the first 13
weeks and then remained stable. Peak
urinary-flow rates increased more in the
terazosin group (by 2.7 mL/s) and the
combination group (by 2.3 mL/s) than
in the finasteride group (by 1.6 mL/s)
and the placebo group (by 1.6 mL/s)

Drug treatment is an attractive alterna-
tive to surgery for patients with symptoms
of BPH. Several clinical trials have shown
that long-acting o^-adrenergic blockers
and finasteride, a 5a-reductase inhibitor,
are modestly effective in relieving the
symptoms of BPH.

In this randomized controlled trial,
Lepor and colleagues compared the a,-
adrenergic blocking agent terazosin with
finasteride alone, a terazosin-fmasteride
combination, and placebo. The study ap-
pears to be valid: Patients and providers
were blinded to treatment allocations, the
baseline characteristics of all 4 groups
were similar, compliance was excellent,
few losses to follow-up occurred through-
out the 1-year study, and the patients were
analyzed in the groups to which they were
assigned (intention-to-treat anaiysis). The

outcomes (symptom scores and urinary-
flow rates) are clinically relevant, but it
would have been helpful if the authors had
included information on improvement in
residual volumes after voiding, which can
be easily ascertained in an office practice.

The improvements seen with terazosin
aione were modest, but finasteride was no
better than placebo in relieving symptoms
or increasing urinary-flow rates. With the
exception of dizziness and postural hypo-
tension, the side effects of terazosin were
mild. Men receiving finasteride were
more likely to report sexual dysfunction.
A global assessment would have been
helpful in showing whether patients con-
sidered the benefits of the treatment to
outweigh the side effects.

Random variation could easily explain
the apparent discrepancy between the lack
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Objective
To determine whether zidovudine
combined with didanosine (ddl) or
zalcitabine (ddC) is more effective
than zidovudine alone for reducing
mortality and disease progression in
patients with HIV infection.

Design
Randomized, double-blind, con-
trolled trial with interim analyses.

Setting
175 centers in Europe and Australasia.

Patients
3207 adults (mean age 36.5 y, 85%
men) with confirmed HIV infection
were included if they had never taken
zidovudine (« = 2124) or had taken it
for > 3 months (n = 1083). Exclusion
criteria were AIDS with a CD4* count
< 50/mm3, no or minimal symptoms
with CD4* counts > 3 50/mm3, history
of pancreatitis or peripheral neuro-
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of benefit from finasteride in this study anl Commentary
the small improvement in symptoms anfc The results of the Delta study and 2 simi-
urinary-flow rates seen among men recefe ]a r s t o d i e s from t h e A I D S Clinical Trials
ing finasteride in the multicenter studp Group (ACTG175)(1) and the Commu-
reported m 1992 (1). Our approach 1S t g n i t y p r o g r a m s for clinical Research on
start men with symptomatic BPH m AIDS (CPCRA007) (2) support the supe-
therapy with an a,-blocker. We recoip ri^ty o f c o m b i n a t i o n therapy over zi-
mend surgery instead of adding finastenfe dovudine monotherapy in the treatment
if our patients' symptoms and residuS ofHIV infection. In all 3 studies, the ben-
volumes after voiding are not sufficientl|; efit of combination therapy on survival
alleviated by singleagent therapy M b

(P < 0.001 for all comparisons except;
terazosin vs combination, P - 0.15, and;
finasteride vs placebo, P = 0.07). The:
increases in peak urinary-flow rates OCH;

curred by week 4, and the rates stayed:
stable thereafter. Dizziness and pos*:
tural hypotension were increased in the;
terazosin and combination groups (P<:
0.001), impotence was increased in th£
finasteride and combination groups (#•
= 0.05), ejaculatory abnormality wa|;
increased in the combination grou^
(P < 0.001), and decreased libido oc#
curred in the finasteride and combina-:;
tion groups (P = 0.05). §

Conclusions
Terazosin was more effective than pla-::
cebo for reducing symptoms and in-,
creasing peak urinary-flow rates in mart;-
with benign prostate hyperplasia:-:
finasteride was not. The combination
of terazosin and finasteride was afc
more effective than terazosin alone, s
Sources of funding: Department of Veterati:
Affairs Medical Research Service; Merck atiB
Company; Abbott Laboratories. ..i;
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: was most obvious in patients without pre-
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greater improvement in CD4+

counts and less disease progression oc-
curred with the ddl combination than
with the ddC combination.

for cancer, abnormal laboratory re-
sults, or previous use of antiretroviral
drugs other than zidovudine. Follow-
up was 99%.

Intervention
Patients were allocated to zidovudine
alone, 600 mg/d (n = 1055; no previ-
ous zidovudine use, n = 700; previous
use, n = 355); zidovudine and ddl, 400
mg/d in = 1080; no previous zidovu-
dine use, n = 718; previous use, n = 362);
or zidovudine and ddC, 2.25 mg/d
(n = 1072; no previous zidovudine use,
n = 706; previous use, n = 366).
Therapy was changed using a defined
protocol if disease progressed or se-
rious adverse events occurred.

Main outcome measures
Death and, in patients who did not
have AIDS at entry, progression to
AIDS or death.

Main results
The study was stopped early. After a
median follow-up of 30 months, 74%
of the patients had stopped blinded trial
treatment, 699 patients (22%) had died,
and 936 of 2765 (34%) who were free
of AIDS at enrollment had either de-
veloped AIDS or died. Intention-to-
treat analyses were done. Overall, both
drug combinations improved survival
when compared with zidovudine alone

Gormley GJ, Stoner E, Bruske | | 0 k . C combination.
et al. The effect of finasteride in men wit||:.;•. No serious side effects occurred in the
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bination therapies had a high drug discon-
tinuation rate for nonprotocol reasons.

Eleven antiretroviral agents are now
available in the United States and Europe:
nucleoside reverse transcriptase inhibitors
(zidovudine, ddT, ddC, 3TC, d4T),
nonnucleoside reverse transcriptase inhibi-
tors (nevirapine, delavirdine, and loviride),
and protease inhibitors (saquinavir,
rkonavir, and indinavir). Clinical studies of
combination regimens with protease.inhibi-
tors in advanced HIV disease have shown
survival benefits and marked effects on the
CD4* cell count and viral load. The role of
these combinations in initial therapy, how-
ever, has not been established; resistance
may also develop, and important drag in-
teractions complicate their use.

(hazard ratio [HR] for death for ddl
combination vs zidovudine aione 0.67,
95% CI 0.56 to 0.80, and HR for ddC
combination vs zidovudine alone 0.79,
CI 0.66 to 0.94). For patients without
previous zidovudine use, both drug
combinations reduced the combined
end point (death plus progression to
AIDS), but when all patients were in-
cluded, death and progression to AIDS
were reduced only in the ddl combina-
tion group (HR 0.76, CI 0.65 to 0.89).

Conclusions
Combination therapy with zidovudine
and either didanosine or zalcitabine
reduced the death rate and progres-
sion to AIDS in patients with HIV
infection better than zidovudine alone.
The benefit was greatest in patients
without previous zidovudine use.
Sources of funding: Australian National
Council on AIDS; Agence Nationale de
Recberches sur le SIDA (France); National
Antiviral AIDS Project (Italy); Stichting
AIDS Fonds (the Netherlands); Swiss Fed-
eral Office of Public Health; Medical Research
Council (UK); Bristol-Myers Squibb; Roche;
Glaxo- Wellcome.
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Timing of initiation of therapy, optimal
drug combinations, duration of benefit, and
when and how to switch drugs need further
study. The clinical message, however, is
clean When a decision is made to initiate
therapy, combination therapy should be
started.

PhilippaJ. Easterbrook, MD
Chelsea and Westminster Hospital

London, England, UK
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