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Combined sabal and urtica extract compared with ®nasteride
in men with benign prostatic hyperplasia: analysis of
prostate volume and therapeutic outcome
J. SOÈ K E L A N D
Urological Clinic of Dortmund, Training Hospital of the University of MuÈnster, Germany

Objective To test the hypothesis that in patients with
benign prostatic hyperplasia (BPH), the outcome of
drug therapy with ®nasteride may be predictable from
the baseline prostate volume and that positive clinical
effects might be expected only in patients with prostate
volumes of >40 mL, using a subgroup analysis of
results from a previously reported clinical trial of
®nasteride and phytotherapy.
Patients and methods A subgroup of 431 patients was
analysed from a randomized, multicentre, doubleblind clinical trial involving 543 patients with the
early stages of BPH. Patients received a ®xed
combination of extracts of saw palmetto fruit
(Serenoa repens) and nettle root (Urtica dioica) (PRO
160/120) or the synthetic 5a-reductase inhibitor
®nasteride. The patients assessed had valid ultrasonographic measurements and baseline prostate volumes
of either f 40 mL or>40 mL. All 516 patients were
included in the safety analysis. The results of the
original trial showed equivalent ef®cacy for both
treatments.
Results The mean (SD) maximum urinary ¯ow (the main
outcome variable) increased (from baseline values)
after 24 weeks by 1.9 (5.6) mL/s with PRO 160/120
and by 2.4 (6.3) mL/s with ®nasteride. There were

no statistically signi®cant group differences (P=
0.52). The subgroups with small prostates
(f40 mL) showed similar improvements, with
mean values of 1.8 (5.2) mL/s with PRO 160/120
and 2.7 (7.4) mL/s with ®nasteride. The mean values
for the subgroups with prostates of >40 mL were
similar, at 2.3 (6.1) and 2.2 (5.3) mL/s, respectively.
There were improvements in the International
Prostate Symptom Score in both treatment groups,
with no statistically signi®cant differences. The
subgroup analysis showed slightly better results for
voiding symptoms in the patients with prostates of
>40 mL, but there were also improvements in the
subgroup with smaller prostates. The safety analysis
showed that more patients in the ®nasteride group
reported adverse events and also there were more
adverse events in this group than in patients treated
with PRO 160/120.
Conclusion The present analysis showed that the ef®cacy
of both PRO 160/120 and ®nasteride was equivalent
and unrelated to prostate volume. However, PRO
160/120 had better tolerability than ®nasteride.
Keywords Benign prostatic hyperplasia, sabal, saw
palmetto, Urtica extract, PRO 160/120, ®nasteride,
safety, ef®cacy, prostate volume

Introduction

The ef®cacy and safety of the 5a-reductase inhibitor
®nasteride has been investigated in several placebocontrolled clinical trials [4±8], but there are no data
relating to the risk/bene®t ratio of ®nasteride compared
with PRO 160/120. Therefore, a randomized, multicentre, double-blind trial was carried out to compare the
ef®cacy and tolerability of PRO 160/120 vs ®nasteride in
patients with early BPH. The results of this clinical trial,
which showed that there were no statistically signi®cant
differences between the drugs for the relevant ef®cacy
variables, were published previously [9].
A recent report suggested that the outcome of the
treatment of BPH with ®nasteride might be predicted by
the patient's pre-existing prostate volume [10,11]. The

Phytotherapeutic preparations have long been considered standard therapy for the treatment of the early
stages of BPH. One such preparation is PRO 160/120
(Prostagutt forte@, Dr Willmar Schwabe GmbH,
Germany), a ®xed combination of 160 mg of extract
(WS 1473) from the fruit of the saw palmetto (Serenoa
repens) and 120 mg of dry extract (WS 1031) from the
stinging nettle, Urtica dioica. This herbal drug has been
used for many years in BPH therapy because it has
con®rmed ef®cacy and good tolerability [1±3].
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authors concluded that positive clinical effects might only
be expected in patients with prostate volumes of
>40 mL. This hypothesis has important therapeutic
consequences for the treatment of patients with prostate
volumes of f 40 mL and therefore this was investigated
using the results from the previous trial of PRO 160/120
vs ®nasteride [9]. In the present paper, the main results
are brie¯y reviewed and those from additional analyses
relating to the correlation between prostate volume and
drug effects presented.

Patients and methods
In all, 543 men (aged 50±88 years) were recruited from
81 medical practices in Germany and enrolled into a
randomized, multicentre, double-blind study. All
patients had early symptomatic BPH (stages I±II
according to the classi®cation system used by Alken
[12]) with a maximum urinary ¯ow (Qmax) at baseline
of <20 mL/s and a voided volume of >150 mL.
Patients were excluded from the trial if they had
concomitant diseases or were receiving additional
treatment that could interfere with the trial procedure
or the outcome evaluation. All patients gave their
written informed consent and the trial protocol was
approved by an institutional ethical committee before
study initiation.
After a 2-week placebo `run-in', 516 patients entered
the double-blind treatment period. They were randomized to treatment for a total of 48 weeks receiving either
two capsules of PRO 160/120 and one placebo capsule,
or one ®nasteride (5 mg) capsule and two placebo
capsules (double-dummy method). The men were
examined clinically at the beginning and the end of the
run-in period (baseline), at 6-week intervals during the
double-blind period and at the end of the 48-week
treatment period. The following variables were recorded:
Qmax, mean urinary ¯ow rate, voided volume and
duration, time to ¯ow rate increase, ultrasonographically
measured prostate volume, urinary symptoms using the
IPSS, and a quality-of-life-score (both according to the
recommendations of the International Consensus
Committee [13]). Adverse events were recorded using
active questioning at each medical examination.
The working hypothesis of the trial assumed that the
clinical ef®cacy of the PRO 160/120 treatment in
patients with BPH (stages I±II) was not inferior to
treatment with ®nasteride. The change in Qmax was
established as the primary ef®cacy outcome variable in
the con®rmatory analysis. After 24 weeks of therapy the
mean improvement in Qmax with PRO 160/120 was less
than with ®nasteride by f 0.5 mL/s (equivalence limit).
All other measured ef®cacy variables were considered
secondary. The ef®cacy analysis of Qmax comprised the

intention-to-treat population and included data from
489 patients (245 on PRO 160/120 and 244 on
®nasteride).
The ef®cacy was also assessed in subgroups categorized
by the patients' prostate volume, using data from the 431
patients with valid ultrasonographic measurements (215
on PRO 160/120 and 216 on ®nasteride). In this
analysis, the mean changes in Qmax from baseline values
after 24 and 48 weeks of treatment were calculated for
two subgroups in each treatment group, consisting
of patients with baseline prostate volumes of either
f 40 mL or>40 mL. All 516 patients (261 on PRO
160/120 and 255 on ®nasteride) included in the active
treatment period were analysed for safety. Except for the
test of the equivalence hypothesis (one-sided t-test for
equivalence), two-sided t-tests were used and the data
expressed as the mean (SD).

Results
Prostate volumes at baseline were similar in the two
groups, at 42.7 (27.8) and 44.0 (26.6) mL in the PRO
160/120 and ®nasteride groups, respectively; the
respective values of the median and interquartile range
were 23.8 (37.8±51.0) and 25.6 (38.2±54.2) mL. In the
PRO 160/120 group, there was only a small change in
mean prostate volume throughout the trial (42.4 mL at
the end of therapy). However, in the ®nasteride group the
prostate volume decreased to a mean of 37.2 mL at the
®nal examination.
The Qmax increased during the trial in both treatment
groups, but there was no statistically signi®cant difference between them (Table 1). In the PRO 160/120 group
the mean values increased until week 24 and remained
stable until week 48, whereas in the ®nasteride group
there was a further slight increase in mean ¯ow.
However, the differences were not statistically signi®cant
(P=0.19) at the end of therapy. The con®rmatory
ef®cacy analysis of Qmax also showed very similar results
for both treatment groups after 24 and 48 weeks
(Table 1). The subgroup analysis with baseline prostate
volume showed no relevant differences. There was a
continuous improvement in IPSS with both therapies
(Table 1). The mean scores decreased similarly during the
trial, with no statistically signi®cant differences. The
prostate volume subgroup analysis (Table 1) showed
slight differences in favour of patients with baseline
prostate volumes of >40 mL in both treatment groups.
However, the score also decreased in patients with
prostate volumes of f 40 mL.
In the ®nasteride group there were 96 adverse events
in 54 patients, compared with 74 in 52 patients in the
PRO 160/120 group; a detailed description of the safety
evaluation was reported previously [9].
#
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Table 1 The Qmax during the study for all patients, the change in
Qmax after 24 and 48 weeks of treatment compared with baseline,
for all patients** and for the two subgroups of prostate volume, and
the IPSS (score A) during the course of treatment for all patients and
for the two subgroups of prostate volume (all intentions to treat
analysis)
Mean (SD) [n]
variable

PRO 160/120

Finasteride

P

Qmax (mL/s)
Inclusion
12.4 (4.5) [244] 12.8 (4.0) [241] 0.33
Baseline
12.7 (4.4) [245] 12.7 (4.5) [244] 0.90
Week 12
14.2 (6.0) [240] 14.6 (6.6) [242] 0.46
Week 24
14.6 (6.2) [245] 15.1 (7.1) [244] 0.34
Week 36
14.6 (6.2) [231] 15.2 (7.4) [231] 0.31
Week 48
14.6 (6.4) [233] 15.4 (6.8) [232] 0.19
Change in Qmax (mL/s), over all patients
After 24 weeks
1.9 (5.6) [245] 2.4 (6.3) [244] 0.52
After 48 weeks
2.0 (6.4) [233] 2.8 (6.6) [232] 0.73
Change in Qmax (mL/s), subgroups relating to prostate volume (mL)
After 24 weeks, j40* 1.8 (5.2) [116] 2.7 (7.4) [112] 0.27
After 24 weeks, >40* 2.3 (6.1) [99]
2.2 (5.3) [104] 0.90
P
0.49
0.58
After 48 weeks, j40* 1.6 (6.6) [109] 2.7 (6.8) [106] 0.22
After 48 weeks, >40* 2.1 (6.1) [94]
2.7 (6.2) [99] 0.50
P
0.60
0.96
IPSS
Baseline
11.3 (6.5) [258] 11.8 (6.6) [255] 0.34
Week 24
8.2 (5.8) [233] 8.0 (5.7) [230] 0.66
Week 48
6.5 (5.8) [230] 6.2 (5.2) [223] 0.54
IPSS, subgroups relating to prostate volume (mL)*
Baseline, j 40
10.5 (6.1) [116] 10.5 (6.2) [111] 0.94
Baseline, >40
11.3 (6.7) [98] 11.8 (5.8) [104] 0.62
P
0.36
0.11
Week 24, j 40
7.9 (5.9) [116] 8.1 (5.9) [111] 0.79
Week 24, >40
7.9 (5.4) [98]
7.5 (5.2) [104] 0.60
P
0.99
0.44
Week 48, j 40
7.0 (6.2) [116] 6.3 (5.3) [106] 0.38
Week 48, >40
6.3 (5.0) [93]
5.6 (3.8) [100] 0.28
P
0.42
0.31
*Sample size for subgroup analysis was lower than for all patients
because there were missing values for prostate volumes. P is calculated
from the applied two-sided t-test, except for the change in Qmax, where
the one-sided test for equivalence was applied.

Discussion
The published results of this multicentre, randomized,
double-blind clinical trial comparing the effects of PRO
160/120 and ®nasteride on functional variables (Qmax
and subjective voiding symptoms) showed improvements
on both treatments, with no statistically signi®cant
differences [9]. The results of the present analysis of
prostate volume and therapeutic outcome neither support the hypothesis that the ef®cacy of treatment with
®nasteride may be predicted by the patients' baseline
prostate volumes [10,11], nor show such an effect for
PRO 160/120; there were no substantial differences
#
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in clinical ef®cacy related to prostate size. There were
clinically relevant improvements in Qmax and subjective
symptoms in patients with prostate volumes in either
category.
However, the safety data reported earlier [9] suggest
that PRO 160/120 was better tolerated than ®nasteride.
Patients treated with ®nasteride had more adverse events
than those receiving PRO 160/120. In addition, the costs
of herbal drug therapy for BPH are substantially lower
than treatment with ®nasteride. Recently, a cost/bene®t
analysis was published discussing the costs and bene®ts
of ®nasteride therapy compared with alternative therapies [14]. Given the relatively small bene®ts and sideeffects of ®nasteride therapy, the authors concluded that
it should be considered carefully by physicians and
patients.
In summary, the therapeutic outcome of treatment
with either PRO 160/120 or ®nasteride was unrelated to
prostate volume in either treatment group. As PRO 160/
120 was better tolerated, it might be preferable to
treat patients with early BPH by phytotherapy as a ®rst
choice.
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