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Introduction &

INTRODUCTION

Benign prostatic hyperplasia (BPH) is one of the most
XD common conditions affecting middle-aged men. This

condition can be symptomatic or asymptomatic. Up to 15-25%
of men aged 50-65 years have lower urinary tract symptoms
(LUTS) (Abram et al., 2002).

BPH Development is under hormonal, genetic, and
environmental control. There is evidence indicates that
metabolic disorders and lifestyle factors are important in the
etiology of BPH and LUTS, including obesity, diabetes, diet
and exercise (Mongiu and McVary, 2009).

Androgens have a key role in the development and
growth of the prostate as well as in the pathogenesis of BPH.
Testosterone is converted to dihydrotestosterone (DHT) by 5-
a-reductases (5-ARs) predominantly in the stromal tissue. The
higher affinity for the androgen receptor (AR) to DHT allowing
it to accumulate in the prostate even when circulating
testosterone levels are low (Hoclement and Habib, 2011).

The evaluation and treatment of BPH depends on the
symptoms that affect the patient's quality of life. The symptoms
score most commonly used to evaluate prostatic patients is the
International Prostate Symptom Score (IPSS) (Chapple et al.,
2015).
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Treatment options can be based on degree of IPSS
symptoms without need to specialized tests such as Qmax and
postvoid residual urine (PVR) measurement, the first-line
treatments to reduce symptoms in patients with LUTS/BPH is
to modify lifestyle such as fluid intake or toileting behavior.
pharmacological treatments to reduce LUTS/BPH are o-
adrenergic blockers and 5a-reductase inhibitors, used alone or
in combination (Strittmatter et al., 2013).

a-adrenergic blockers and 5-a reductase inhibitors are
two classes of medications used as medical therapy for voiding
symptoms due to BPH, anticholinergic agents or new [3s-
agonist therapy may also be used in the patients with
predominantly storage symptoms (Minutoli et al., 2016).

By relaxing the prostatic smooth muscles during the act
of voiding the a-adrenergic blockers serve as an effective
treatment of BPH. Doxazosin, terazosin, tamsulosin, alfuzosin
and silodosin are all appropriate therapies for patients with
BPH causing LUTS, Patients respond differently to each alpha
blocker but they are generally considered to be equally
effective in relieving LUTS (Gacci et al., 2014).

One of common side effect in patients using tamsulosin
or silodosin is the retrograde ejaculation (RE); some patients
will find RE troublesome; however, and some patient not (Bird
etal., 2014).
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Recently, phosphodiestrase type 5 inhibitors (PDE5-Is)
sildenafil, vardenafil and tadalafil which are widely used as
first-line oral treatment for erectile dysfunction, are effective in
the treatment of LUTS (Singh et al., 2014).

In human tissues, 11 phosphodiestrase (PDE) families
have been distinguished, and there is significant variation in
distribution and function in different tissues. It is known that
isoenzymes 1, 2, 3, 4, 5, 7, 8, 9 and 10 are expressed in the
human prostate, whereas isoenzymes 1, 3, 4 and 5 are present
in the human destrusor. PDE-5 inhibitors inhibit degradation of
cyclic guanosine monophosphate (cGMP) which is an
intracellular second messenger that mediates several
pharmacologic effects Therefore, PDE-5 inhibitors, by
increasing cGMP in the lower urinary tract, can potentially
modulate sensory signals, microvasculature dilation and smooth
muscle cell relaxation in the prostate, urethra and bladder
(Azevedo et al., 2014).

Several studies conclude that nitric oxide (NO)/cGMP
system and related key proteins, including the cGMP-degrading
PDE-5, are important factors in the control of the normal function
of the prostate. This may affect the contractile activity of the
smooth musculature, secretory granular function, as well as the
regulation of proliferation of smooth muscle, granular epithelial
cells and stromal connective tissue (Azevedo et al., 2014).
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Several clinical trials on the effect of PDE-5 inhibitors
on male LUTS have been published. In these studies, different
PDE-5 inhibitors (sildenafil, vardenafil, tadalafil) and
combinations of an a-blocker (alfuzosin or tamsulosin).
According to a recent meta-analysis, the use of PDE-5 inhibitor
alone was associated with a significant improvement of IPSS at
the end of studies compared with placebo. The combination of
an alpha blocker and PDE-5 inhibitor significantly improved
IPSS and Qmax at the end of the studies compared with alpha
blockers alone (Gacci et al., 2012).




