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RESEÑA ANALÍTICA

RESUMEN. La hiperplasia prostática benigna (HPB) consiste en un crecimiento 
incontrolado y benigno de la glándula prostática que produce dificultad urinaria 
caracterizada por síntomas del tracto urinario bajo (STUB), muy común en hombres 
por encima de los 50 años. La etiología de la HPB es multifactorial e involucra un 
aumento de la conversión prostática de testosterona a su metabolito mas activo, 
la dihidrotestosterona (DHT), a través de la enzima 5α-reductasa, propiciando la 
acumulación de la DHT y la hiperplasia, así como un aumento del tono de las cé-
lulas del músculo liso prostático mediado por los receptores α1-adrenoreceptores. 
El tratamiento de la HPB incluye diferentes opciones, desde la vigilancia en 
espera hasta la cirugía, de acuerdo a la severidad de la HPB/STUB. Los pacientes 
con HPB severa o refractaria al tratamiento farmacológico sin riesgo alto para la 
intervención quirúrgica son buenos candidatos para la cirugía, principalmente 
para la resección transuretral de la próstata (RTP). Sin embargo, la terapia far-
macológica es el tratamiento de elección más común, e incluye los inhibidores 
de la enzima 5α-reductasa, los bloqueadores de los receptores α1-adrenergicos, y 
su terapia combinada. Los inhibidores de la 5α-reductasa, como el finasteride, 
reducen el crecimiento de la próstata, pero son menos efectivos para mejorar los 
STUB, habiéndoseles referido eventos adversos (EA) relacionados con la función 
sexual masculina. La información sobre inhibidores de la 5α-reductasa de nueva 
generación es aún muy limitada. Los bloqueadores de los α1-adrenoreceptores son 
de dos tipos: selectivos y no selectivos, si bien ambos producen un alivio rápido de 
los STUB. Sin embargo, los bloqueadores no selectivos de los α1-adrenoreceptores 
pueden causar EA como mareos e hipotensión ortostática, menos frecuentes con los 
bloqueadores selectivos, como el tamsulosin. La terapia combinada con inhibidores 
de la enzima 5α-reductasa prostática y los bloqueadores de los α1-adrenoreceptores 
ofrecen ventajas en el tratamiento de la HPB, fundamentalmente en pacientes 
con próstatas grandes y HPB complicada. Las drogas herbarias son también usa-
das comúnmente, a través de los años, para tratar la HPB/STUB. En conclusión, 
la HPB es una enfermedad común en el hombre que envejece, cuyo tratamiento 
incluye desde una vigilancia médica en la HPB de intensidad leve-moderada, a la 
cirugía en pacientes con próstatas grandes y/o un cuadro HPB/STUB severo. La 
intervención farmacológica, sin embargo, es el tratamiento más común, incluyen-
do la terapia con inhibidores de la enzima 5α-reductasa, los bloqueadores de los 
α1-adrenoreceptores y su terapia combinada. Las drogas herbarias son también 
empleadas en el tratamiento de la HPB, aspecto que será analizado en la segunda 
parte de esta revisión.

ABSTRACT. Benign prostatic hyperplasia (BPH) is the uncontrolled and benign 
growth of prostate gland that leads to difficulty in urinating, characterized by 
lower urinary tract symptoms (LUTS), very common in men over 50 years old. 
The etiology of BPH is multifactorial, involving the increased conversion of tes-
tosterone in its more active metabolite dihydrotestosterone (DHT) in the prostate, 
through the 5α-reductase enzyme, leading to prostatic DHT accumulation and 
hyperplasia, and the increased α1-adrenergic tone of prostate smooth muscle cells. 
Treatment of BPH includes different options, from watchful waiting to surgical 

procedures, according to the severity of 
BPH/LUTS. Patients with severe BPH, or 
refractory to pharmacological treatment, 
but without increased risk for surgical 
intervention, are good candidates for 
the surgery, mainly the transurethral 
prostate resection (TUPR). Drug therapy, 
however, is the most common treatment 
choice, including prostate 5α-reductase 
enzyme inhibitors, α1-adrenoreceptors 
blockers and their combined therapy. 
The prostate 5α-reductase inhibitors, 
like finasteride, reduce prostate enlarge-
ment, but are less effective for improving 
LUTS. Adverse events (AE) related to 
sexual male function have been reported 
for these drugs. Information on new-
generation 5α-reductase inhibitors is 
still limited. There are two types of α1-
adrenoreceptors blockers: non-selective 
and selective, both providing rapid 
LUTS relief. Non-selective α1-blockers, 
however, can cause AE, like dizziness 
and orthostatic hypotension, less fre-
quent with selective α1A adrenoreceptor 
blockers, like tamsulosin. Combination 
therapy with prostate 5α-reductase en-
zyme inhibitors and α1-adrenoreceptors 
blockers offer advantages to treat BPH in 
patients with larger prostates and BPH 
complications. Herbal drugs are also 
commonly used for years to treat BPH/
LUTS. In conclusion, BPH is a common 
disease of the aging man, whose treat-
ment includes from watchful waiting, 
in mild to moderate BPH, to surgery, 
in patients with large prostates and/or 
severe BPH/LUTS. Pharmacological in-
tervention, however, is the most common 
treatment of BPH, including the therapy 
with prostate 5α-reductase enzyme 
inhibitors, α1-adrenoreceptors blockers 
and combined therapy. Herbal drugs are 
also used to treat BPH, a matter that will 
be analyzed in a coming review.
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INTRODUCTION
Benign prostatic hyperplasia 
(BPH): a common disease of the 
aging man 

Benign prostatic hyperplasia 
(BPH) is defined histologically, and 
consists on the benign and uncon-
trolled growth of the periurethral 
prostate gland that causes obstruc-
tion of the urinary tract and leads 
to experience lower urinary tract 
symptoms (LUTS), like progressive 
urinary frequency, urgency, noc-
turia, hesitancy, intermittency, re-
duced urinary flow rate, incomplete 
emptying, urinary retention, among 
others.1-3 Thus, as the prostate gland 
enlarges, it can cause obstructive 
and irritation symptoms; however, 
prostate size is not totally predictive 
of the symptoms. 

The frequency of BPH in men 
over 50 years old is high and increas-
es with age. Since life expectancy 
and the elderly population have in-
creased, BPH has been expanded.1-7

Normally, men with LUTS can 
expect slow progression of the symp-
toms that can wax and wane without 

treatment.1-6 Nevertheless, when 
LUTS interferes with the quality of 
life, treatment is required. Without 
adequate treatment, incomplete 
emptying and/or prolonged obstruc-
tion can lead to infections and sub-
sequent inflammatory changes in 
the bladder and the upper urinary 
tract. In men with LUTS/BPH, acute 
urinary retention rates range from 
1 to 2 % a year. Severe BPH may 
eventually cause progressive renal 
failure and azotemia. As in other 
chronic diseases, BPH symptoms 
can vary, with alternate periods of 
worsening, improvement, or even 
remission.4,6

The BPH diagnosis is mainly 
based on symptoms, like increased 
urinary frequency, nocturia, urgen-
cy, hesitancy, weak or intermittent 
urine stream, straining to void, and 
sensation of incomplete voiding. 
Enlarged prostate is commonly 
found on rectal examination, but the 
diagnosis requires that the palpable 
enlarged prostate matches with the 
degree of obstruction or the severity 
of symptoms. Indeed, the symptoms 
of BPH vary and can be difficult to 
grade, but they are key to the diagno-
sis and treatment of this condition, 
and are frequently referred as LUTS. 
There are several scores systems to 
grade LUTS, one of the most used 
being the International Prostate 
Symptom Score (IPSS), and the total 
point score allows to classify BPH as 
mild, moderate, or severe.1-6,8

The initial evaluation should 
assess aspects that may influence 
treatment, like uncontrolled diabe-
tes, urinary tract infection, neuro-
genic bladder, urethral strictures, 
bladder cancer, and/or the use of try-
clic antidepressants, anticholinergic 
agents, diuretics, old-generation 
antihistamines and common cold 
drugs.1-6 Patients with suspected 
BPH should undergo urinalysis to 
screen for infection and hematu-
ria, and a serum creatinine test to 
evaluate renal function. Also, serum 
prostate-specific antigen (PSA) 
should be tested to patients at risk 
for prostate cancer.9

Assessment of urinary flow rate, 
residual urine and pressure flow 
studies are optional and most so-
phisticated tests, like ultrasonogra-
phy and cystoscopy, are not routinely 
recommended for the diagnosis. 

Aetiology of BPH

The aetiology of BPH, being mul-
tifactorial, is not fully elucidated. 
The best documented risk factors 
are increasing age and functional 
tests,1-5,10 since hormonal changes in 
the aging man, are the main causes 
of BPH, involving the increased 
conversion of testosterone (T) in its 
more active metabolite dihydrotes-
tosterone (DHT) in the prostate, cata-
lyzed by the 5α-reductase enzyme. 

DHT binds to androgenic recep-
tors and promotes protein synthesis 
and cellular growth. With aging, 
DHT accumulation in the pros-
tate increases, encouraging cell 
growth and causing hyperplasia. 
Also, changes in the androgens to 
estrogens ratio contribute to BPH. 
Overall, the androgenic unbalance 
in aging prostate supports prostate 
enlargement, the static component 
of BPH.1-7,10,11

BPH also involves the raised tone 
of prostate smooth muscle under 
sympathetic innervation, the dy-
namic component of BPH, achieved 
through the α1-adrenoceptors me-
diating smooth-muscle contrac-
tion in bladder neck, urethra and 
prostate.1-7,12 

Management of BPH: From watch-
ful waiting up to surgery

The objective of any treatment 
for BPH is to reduce or alleviate 
LUTS, to prevent complications, 
and to minimize the adverse events 
(AE). Considering the increased rate 
of BPH, many options of treatment 
have expanded in recent years, de-
pending on the prostate enlargement 
and the extent of the complications, 

ranging from watchful waiting up to 
transurethral surgery. Normally, the 
efficacy of the different approaches 
is assessed through the evolution 
of LUTS, acute urinary retention, 
prostatectomy, and AE rates. 

Symptoms measured using the 
validated IPSS fall in an overall 
scale from 0 to 35, with higher 

scores representing more frequent 
symptoms.1-6 Watchful waiting is 
adequate in patients with low scores 
(0 to 7) (mild to moderate BPH), but 
should be monitored to prevent com-
plications. Surgery may be adequate 
in patients who fail drug therapy, 
have refractory urinary retention 
or recurrent infections, or even may 
be the initial option in cases with 
severe BPH and low risk of surgery 
complications. 

Surgical treatments include open 
prostatectomy in patients with very 
large prostate or structural prob-
lems, but transurethral resection 
of the prostate (TURP) is the most 
common BPH surgery, reducing 
LUTS in 88 % of patients. The most 
frequent short-term complications 
are inability to void, clot retention 
and secondary infection. Bleeding 
occurs in 1 % of patients. Long-term 
complications include retrograde 
ejaculation (70 %), impotence (14  %; 
3 to 32 %), partial (6 %) and total 
(1 %) incontinence. About 10 % of 
cases require re-treatment within 
five years.13,14

Nevertheless, many older BPH 
patients are poor candidates, and 
many younger patients find unac-
ceptable the risk of TURP-sexual 
dysfunction. Therefore, other mini-
mally invasive surgical techniques 
were developed for obtaining similar 
results with fewer complications, low 
cost, but with a need of re-treatment 
higher than TURP, like the transure-
thral incision of the prostate (TUIP), 
microwave thermotherapy (TUMT) 
and needle ablation (TUNA).1-6,13,14

Thus, TUIP is an endoscopic 
procedure that uses only 1 or 2 inci-
sions to reduce constriction of the 
urethra, without removing any of 
the prostate gland, as effective as 
TURP, but faster and causes less 
bleeding. Long-term re-treatment 
rates have not been well studied. In 
turn, TUMT is performed in a single-
session, about one hour, by placing 
a microwave antenna in a urethral 
catheter, causing rapid tissue heat-
ing, whereas a cooling system cir-
culating water protects adjacent 
tissue. Limited studies have shown 
a 65 % decrease in LUTS and a 45 % 
increase of flow rates. About 7.0 % 
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of the patients require re-treatment 
after two years, incontinence and 
sexual dysfunction being reported. 
Finally, TUNA, made by placing 
radiofrequency needles in the pros-
tate, is safe and requires only local 
anaesthesia. Symptom scores lower 
from 21 to 7, peak urinary flow rates 
increase from 10 to 15 mL/sec, and 
the 14 % treatment failure after two 
years is similar to that for TURP. 
Nevertheless, sometimes results 
are limited since bladder neck and 
median prostate lobe cannot be 
treated.1-3,13,14

Pharmacological intervention of 
BPH: assessing benefits and risks

Pharmacological treatment, 
however, is that most commonly 
used to treat BPH, including the 
prostate 5α-reductase inhibitors, 
α1-adrenoreceptor blockers and their 
combined therapy.1-6

Routine clinical practice should 
decide whether an intervention is 
used or not, or which is the best 
intervention to use, where placebo 
is not an option, but watchful wait-
ing may be a decision for many men 
with BPH with mild to moderate 
symptoms.1-6 In contrast, clinical 
studies should determine whether an 
intervention is better than placebo 
or than another treatment. Their 
conduction is governed by proofs of 
evidence, as to be randomized and 
double blind to minimize bias, has 
an adequate design, measuring the 
proper outcomes throughout an ad-
equate period, to include appropriate 
sample sizes to that support, with a 
reasonable confidence, the differenc-
es found or not found. Their design 
depends on what happens without 
treatment in the particular patho-
logical condition to be treated. Thus, 
assessment of treatments for BPH 
requires long-term and controlled tri-
als; since symptoms can be to worsen 
or improve spontaneously. 

Treatments for BPH can be as-
sessed through their effect on symp-
toms like reduced urine stream, 
post-void dribbling, overflow incon-
tinence, and urinary retention, or by 
less useful measures such as urine 
flow rate, changes in prostate size, 
and residual volume. 

In this point, this review tries 
to explore the evidences support-
ing whether different drug options 
referred below, with further focus 
in Saw palmetto, could provide 
adequate benefits (symptoms, flow 
rates) versus risks, according to 
the evidences of efficacy, safety 
and tolerability.

Prostate 5α-reductase inhibitors: 
ameliorating the static component 
of BPH?

Prostate 5α-reductase inhibitors 
are indicated to treat BPH, improv-
ing enlarged prostate and reduc-
ing complications, although their 
impact on symptoms is modest and 
relatively slow.1-6,15

The effects of finasteride have 
been documented in systematic 

reviews, meta-analyses and random-
ized controlled studies.1,16-23 

As compared with placebo, 
finasteride significantly reduces 
IPSS.1,16,17 One meta-analysis based 
on six randomized, controlled stud-
ies of finasteride found that it sig-
nificantly reduced symptom scores, 
as average, in 0.9 points (1.2 to 0.6; 
score 0 to 30 points) versus placebo. 
The benefit over placebo was greater 
in men with larger prostates.17 Other 
meta-analysis, based on three ran-
domized, placebo-controlled trials 
found that finasteride reduced the 
two-year risk of acute urinary reten-
tion requiring catheterisation from 
2.7 to 1.1 %, of progression to pros-
tatectomy from 6.5 to 4.2 %, and of 
either event from 7.5 to 4.9 %.18 

A randomized clinical trial in 
3 040 men with BPH and LUTS 
compared finasteride 5 mg/d versus 
placebo for four years. Finasteride 

significantly reduced symptoms 
score, as average, in 1.6 points, (2.5 to 
0.7 points) versus placebo.19 Overall, 
finasteride reduces the risk of acute 
urinary retention (6.6 versus 2.8 %), 

prostatectomy (8.3 versus 4.2 %), 
and of any event (13.2 versus 6.6 %) 
significantly more than placebo,18-22 

the effect being greater in men with 
higher baseline serum PSA (3.3 to 
12.0 ng/ml). After four years, finas-
teride reduced IPSS in men with 
serum PSA > 1.3 ng/ml more than 
placebo, the effect being greater 
than in men with PSA ≤ 1.3 ng/ml.20 

The large two year Canadian study 
namely PROSPECT found that 
finasteride significantly improved 
urinary symptoms and flow rates, 
although less than any α1-blocker or 
surgical procedures. 23 

Finasteride decreases PSA levels 
by 40 to 50 %,16,19,20,24,25 which created 
some concern, because it can mask 
early detection of prostate cancer, 
although some studies document 
that there is no change in sensitiv-
ity or specificity for the diagnosis of 
prostate cancer.24,25 

A review summarizes the effects 
of finasteride based on three com-
parative and 19 placebo-controlled 

trials, which included 8 820 patients 
taking finasteride 5 mg/d and 5 909 
placebo, over 3 to 48 months. Over 
48 months finasteride improved total 
symptom score, maximum urinary 
flow rate, and more prostate volume 
than placebo, but also more sexual 
dysfunction, impotence, ejaculation 
disorders and decreased libido oc-
curred with finasteride at 12 months. 
Significantly fewer men treated 
with finasteride experienced acute 
urinary retention or had surgery at 
24 or 48 months than with placebo. 
Ten trials, with the bulk of the pa-
tients randomized, were of at least 
of 12 months and included more 
than 500 patients. Almost all showed 
finasteride 5 mg/d was better than 
placebo for all efficacy outcomes 
(symptoms, maximum urinary flow 
rate and prostate volume), and most-
ly at a significance level of 1. The 
review concluded that finasteride is 
effective for treating BPH.16,24,25

Some randomized, compara-
tive trials found that 5α-reductase 
inhibitors were less effective than 
α1-adrenoreceptor blockers for im-
proving LUTS,26,27 but none of them 
selected men according to prostate 
size. One trial, in 1 229 men with 
BPH, proven that terazosin de-
creased symptoms similar to the 
combined therapy and more than 
finasteride, regardless of prostate 
size. The difference in mean IPSS 
at 1 year was 2.9 points.26

 Similar results were obtained 
in another study in 1 051 men that 
found that alfuzosin for six months 
significantly decreased IPSS equal 
to combination therapy, both more 
than finasteride.27 

The frequency of premature dis-
continuations for any reason in men 
with moderate symptoms treated 
with finasteride 5 mg/d for two 
years was 34  %, 6 % because of lack 
of treatment benefit, 12 % because 
of AE. Specifically, 4 % declared to 
become impotent after finasteride 
treatment. 

The incidence of AE with finas-
teride has been reported to be simi-
lar to those with placebo (4 to 5 %), 
and include decreased libido, ejacu-
latory disorders and impotence.1,15-25 
Indeed, the most common AE associ-
ated with finasteride in the first year 
on therapy were decreased libido 
(6 %), impotence (8 %), and decreased 
ejaculation (4 %). The sexual AE 
should be interpreted in the context 
of the natural history of reducing 
sexual performance with age, since 
the average age of the men in these 
trials was 65 years.15-27 
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The AE seen with finasteride 
appear to be reversible on stop-
ping treatment, and no evidence 
of rare, major and irreversible AE 
is available, which is crucial for a 
treatment taken for the rest of life. 
Discontinuations due to AE were the 
same in finasteride and placebo, and 
the 8 % withdrawals due to AE after 
24 months similar to those reported 
for α1-blockers in shorter trials. 

Summarizing, the effect of finas-
teride on symptoms at one to two 
years was significantly greater than 
that of placebo, but seems to be 
higher in men with slightly raised 
serum PSA, and larger prostates. 

Recently, a new prostate 5α-
reductase inhibitors, dutasteride, 
has been developed, which has a 
somewhat different mechanism of 
action, since it blocks both 1 and 2 
5α-reductase isoenzymes. Sexual AE 
of dutasteride appears to be, howev-
er, similar to those of finasteride.1-6

2.2 α1-adrenoreceptors antagonists 

The α1-adrenoreceptors blockers 
are also first-line treatment of BPH, 
particularly effective for relaxing 
the smooth muscle and improving 
LUTS, and can be non-selective and 
selective.1-6,26-37

The non-selective α1-blockers 
(prazosin, doxazosin and terazosin), 
firstly available in the market, re-
duce effectively prostatic smooth 
muscle tone, improving quickly the 
urinary flow.1-6,28,29 In turn, the selec-
tive α1A-blockers, like tamsulosin, 
have been developed to avoid the 
AE of non-selective blockers. Also, 
efficacy can be improved, since some 
non responders to non-selective α1-
blockers may respond to tamsulosin 
and, because of the specificity of the 
action, may have fewer side effects, 
including postural hypotension, 
since tamsulosin (0.4 to 0.8 mg/d), 
has no antihypertensive effect, al-
though it is more expensive than the 
non-selective α1-blockers.30,33

Most randomized studies have 
found that α1-blockers improve 
the symptoms more than placebo. 
One study conducted in 2084 men 
with BPH, comparing terazosin at 
doses of up to 10 mg/d for one year 
versus placebo, found that terazosin 
improved IPSS (7.6 points from 
baseline) significantly more than 
placebo (3.7 points from baseline) 
(mean change, terazosin versus 
placebo 3.9 points).31

However, the evidence on the 
effect of α1-blockers on BPH compli-
cations is limited. One small study 
found sustained release alfuzosin 

(5mg bid) for 48 h increased the 
ability to pass urine after catheter re-
moval in men catheterised for acute 
retention, from 5 to 29 %.32

A review reported that differ-
ent members of this group, like 
tamsulosin, alfuzosin, prazosin and 
terazosin do not show significant 
difference for improving symptom 
score.29 Thereafter, one randomized, 
controlled trial (212 men) found that 
tamsulosin improved the percent 
changes from baseline of IPSS more 
(9.7 %) than terazosin (8.5 %) (P < 0.05),33 
but other (61 men) found that both 
terazosin and tamsulosin had similar 
effects on IPSS,34 and in a third one 
the difference in the scores reached 
with terazosin and alfuzosin was not 
significant.35 

Among these drugs, the higher 
withdrawal rates in clinical trials 
correspond to doxazosin, terazosin, 
and to the high dose of tamsulosin 
(0.8 mg/d).29-37 The frequency of 
men experiencing dizziness after 
terazosin and doxazosin, but not 
with alfuzosin or tamsulosin, was 
greater that in placebo. One large 
study showed that the AE produced 
with tamsulosin were similar to 
those of a less selective α1-blocker, 

alfuzosin: dizziness occurred in 7 %, 
asthenia in 2 %, and postural hy-
potension in 2 %.29 

One study in Chinese patients 
that compared low doses of tera-
zosin (2 mg/d) and tamsulosin 
(0.2 mg/d) reported dizziness (32 and 
10 %, respectively) and hypotension 
limiting therapy (9 and 1 %), both 
more common with terazosin.33 Both 
types of α1-adrenoreceptors blockers, 
selective and less selective, are asso-
ciated with abnormal ejaculation, the 
risk with tamsulosin being higher 
than with placebo (4.5 versus 1 %) 
but similar to alfuzosin (0.8 versus 
0 %).28.29,37

Prazosin, alfuzosin, terazosin 
and doxazosin, not tamsulosin, 
lower blood pressure and may be 
used to treat both hypertension and 
BPH.26,29,37 Despite this information 
it should be noted that some studies 
comparing the effects of different α1-
adrenoreceptor blockers have been 
considered as limited due to their 
small sample sizes, relatively short 
duration (4 and 16 weeks), the use of 
low doses, and lack of explanation of 
randomization and blinding. 

In the study comparing the ef-
fects of terazosin against finasteride, 

the frequencies of dizziness, general-
ized weakness, rhinitis and postural 
hypotension with terazosin were 25, 
15, 8 and 8 %, respectively, whereas 

sexual dysfunction was more com-
mon in men taking finasteride.24 

Summarizing, the data suggest 
that α-blockers are effective across 
the range of prostate sizes, while 
finasteride may work better in 
men with a large gland.1-6,15-37 Non-
selective α1-blockers provide a rapid 
symptom relief and are relatively 
inexpensive, but can cause dizzi-
ness and orthostatic hypotension, 
less frequent with tamsulosin. In 
turn, finasteride, the most popular 
5α-reductase inhibitor, reduces 
prostate enlargement slowly, being 
less effective for improving LUTS. 
Thus, new 5α-reductase inhibitors, 
like dutasteride, are developed to 
treat BPH, but information is still 
limited.

Combination therapy

Some BPH patients may accept 
residual symptoms after a less ag-
gressive treatment that has fewer 
side effects, whereas others consider 
that such symptoms are treatment 
failure. Thus, other options are 
explored, most surgical, but not all 
men are convinced enough to un-
dergo any surgery on prostate, most 
because of subjective prejudices 
mainly related to the possibility 
to experience sexual dysfunction. 
Among them, combination therapy 
has been recently re-evaluated.37-42

Despite early studies indi-
cate that combined therapy with 
5α-reductase inhibitors plus α1-
adrenoreceptor blockers did not 
provide outstanding benefits, recent 
evidences support that it prevents 
the progression of BPH symptoms 
more than monotherapies, and that 
patients most likely to benefit from 
such therapy are those with higher 
BPH risk, with larger prostates and 
serum PSA values.37-42

Phytotherapeutical options

In addition to the approaches 
described above, complementary 
medicine is very common to treat 
BPH. Among them, the lipid extracts 
from Saw palmetto (Serenoa repens), 
extracts from African plum (Pygeum 
afficanum), as well as sitosterols, rye 
pollen, pumpkin (Cucurbita pepo), 
and stinging nettle have been used 
for this aim. Many of these medi-
cines, however, have not been prop-
erly standardized nor well studied 
for efficacy and safety.43-45 

Thus, while synthetic or fer-
mentation drugs can provide exact 
composition, generally single com-
pounds, which provides reproduc-
ible material for the consistent 
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treatment of patients, herbal drugs 
generally have a plurality of com-
pounds and large variations in 
composition due to the growing, 
harvesting and manufacturing con-
ditions, and consequently, variable 
efficacy and safety. 

Over hundred years, plants have 
been, and continue to be, the source 
of medicinal compounds, but the raw 
material used, from powders made 
from one or more plants, to extracts 
derived from the whole plant or a 
selected part, are complex mixtures 
of compounds that can be or not bio-
logically active. Thus, the potential 
variations in their composition, even 
batch to batch of a same medicinal 
drug, have made such materials 
far to be suitable for use in clinical 
situations. 

Looking at the same matter 
from a different angle, the complex 
nature of herbal drugs supports the 
potential for synergistic or additive 
efficacy profiles, but such potential 
increases in efficacy many times 
is not easily predictable due to the 
unknown nature of these complex 
mixtures. Anyway, as good as such 
increase on efficacy looks the same 
rationale could be applied for the op-
posite, the toxic effects or potential 
risks derived from their intake, mak-
ing difficult to predict undesirable 
effects, including relevant drug to 
drug (DDI) interactions.

How much the characterization 
of a herbal drug is adequate has a 
decisive impact for obtaining re-
producible clinical results. Herbal 
drugs used to treat BPH are not the 
exception, some preparations being 
better studied than others. 

More details inside this mat-
ter will be discussed in the second 
part of this review, mainly focused 
on most used herbal drugs to treat 
BPH/LUTS.

CONCLUSIONS

BPH is a common disease of 
the aging man, whose treatment 
includes from watchful waiting, in 
mild to moderate BPH, to surgery, 
in patients with large prostates and/
or severe BPH/LUTS. Pharmaco-
logical intervention, however, is the 
most common treatment of BPH, 
including the therapy with prostate 
5α-reductase enzyme inhibitors, 
α1-adrenoreceptors blockers and 
combined therapy. Herbal drugs 
are also used to treat BPH, a matter 
that will be analyzed in the coming 
review focusing on the evidences 
supporting the efficacy and safety of 
those most commonly used.
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