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Welcome Address

With the next 2018 ISSM/ESSM meeting just a few weeks
away, sexual medicine is becoming increasingly of inter
est throughout Europe. The European Society of Sexual
Medicine is very happy to welcome to Lisbon the greatest
worldwide experts on sexual and reproductive functioning
and we look forward to giving a voice to the hundreds of
speakers who will disclose their latest research results!
In this issue of ESSM TODAY, we touch on just a few of
the several topics in our discipline, but this is enough to
further open our eyes and reawaken our thirst for know
ledge, expanding our vision of what is today defined as
sexual medicine and will be tomorrow or far into the future.
“Old” solved and unresolved questions are now accom
panied by new ones: Is testosterone treatment advisable
and safe? Will we ever be able to perform penile trans
plantations on a regular basis? What is the effect of PDE5
inhibitors on male fertility? Can we use the Platelet Rich
Plasma of a given patient to heal his cavernous nerve
injuries and restore erectile function?
In Lisbon many more physicians and psycho-sexologists
will become FECSM and ECPS fellows. Starting now
I would like to tell them that they are more than welcome
as we at the European Society of Sexual Medicine need
their brains and their brawn to win old therapeutic battles
and challenge new ones.
Ferdinando Fusco MD, PhD
Editor-in-Chief

Copyright © ESSM All rights reserved

Prof. François Giuliano
AP-HP, Neuro-Uro-Andrology
Department of Physical Medicine
and Rehabilitation
Raymond Poincaré Hospital
Garches, France
francois.giuliano@uvsq.fr

Dear ESSM members,
As you may already know, a novel society has
been recently founded with the name of “Androgen Society”. You may have been already
contacted by the founders of this society to become members or to take part of the forthcoming
congress in Lisbon. The Executive Committee of
ESSM has discussed about this issue and I would
like to illustrate you some of the major points,
which prompted us to take an official position
against this initiative:

1) the topic of this society largely overlaps
with the area of interest of ESSM with a
consequent fragmentation of the field of
Sexual Medicine.
2) “Androgens” are already an important part
of the program of our meetings and ESSM
annual meetings represent one the bestqualified scientific event for this topic. The
major experts of this field in Europe are
ESSM members.

After having taken into consideration the above
points, we consider the role of “founding member” or “members at large” or “officers” of the
new society incompatible with ESSM officers position. Moreover, I strongly recommend not taking
active part as “speaker” or “chairperson” of the
forthcoming congresses of this Society.
I am confident that all ESSM members will share
our decision, because we can only confront the
attempts to fragment our field if we act in unison.
On behalf of the EC

3) the “Androgen Society” raises also ethical
issues about its relationship with pharmaceutical industry and consequently raises
questions about its transparency.

François Giuliano
ESSM President

20th Congress of the
European Society for Sexual Medicine
21st World Meeting of the
International Society for Sexual Medicine

www.issmessm2018.org

Jointly organized by:
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Testosterone replacement treatment in USA:
A short interview with Joseph Alukal
by Ferdinando Fusco (FF)

Joseph Alukal MD
Clinical Associate Professor,
Department of Urology, Department
of Obstetrics and Gynecology,
Director, Reproductive Health and
Benign Disorders of Prostate
NYU Langone Medical Center
alukal@gmail.com

ESSM TODAY briefly interviewed Joe
Alukal about the current attitude of
urologists in USA to prescribe testosterone replacement treatment in USA.
FF: Professor Alukal, what kind of cardiovascular test, if any, you consider important
for a patient before starting a testosterone
replacement therapy?
A cardiac risk assessment (exercise tolerance,
prior cardiac history including stents, history of
chest pain) can be taken easily by a urologist or
an andrologist. Certainly a cardiologist can be
involved if any of these questions are answered
“yes”. If the patient already has a cardiologist,
simply discuss the decision to start testosterone with the cardiologist in question. Reassure
them that this is not inherently dangerous from
a cardiac standpoint; the patient simply needs
to be monitored.

FF: In a large number of men, serum testosterone progressively declines with the
age, inducing sexual dysfunction and other
symptoms of hypogonadism. What is the
current approach in USA for this “late-onset
hypogonadism?”
There is real controversy regarding this condition; the FDA no longer considers “late onset
hypogonadism” as an indication for testosterone replacement. Many patients continue this
treatment regardless. It is important therefore
to discuss risks with these patients.

FF: Prostate cancer is a contraindication to
testosterone treatment. However, many hypogonadal men who should receive testosterone, although not affected with prostate
cancer, might develop it during the treatment
and testosterone therapy might be accused
to have increased the risk. What is your opinion about the role of testosterone therapy on
the risk of prostate cancer?
Both myself and many other urologists in our
department and around the country do not believe that testosterone replacement in the hypogonadal male increases his risk of developing
prostate cancer. That being said, a prospective
study proving this would be ideal. This study
does not yet exist, and will be difficult to perform
because of the necessary patients and length
of follow up required to determine this effect.

FF: Testosterone is available in many different formulations. Is there a best formulation
in general or, at least, can we use objective
criteria in selecting the best formulation for
the single patient?
I do not believe any one formulation is better;
there is simply a need to tailor treatment options
to particular patients. For example, gel formulations are not ideal in men who have small
children or are worried about transfer to their
spouses. Cost is certainly a factor in the united
states as well.
FF: How do you suggest to follow-up hypogonadal men after testosterone prescription?
Men should be monitored with a yearly digital
rectal examination and physical exam, biannual
PSA testing, and q 3 – 4 month testosterone levels as well as complete blood count testing.

Take your Chance –
Become a Member of
ESSM, now !
Seize the day, or in Latin Carpe diem and
become a member of ESSM now, to take
all the advantages and beneﬁts of ESSM
membership.
There are two levels of ESSM membership available:
ESSM /ISSM Membership
A combined ESSM / ISSM membership
(annual fee 160 EUR) for both Sexual
Medicine Societies (ESSM /ISSM) including all ESSM and ISSM membership
related services, including a subscription
to the Journal of Sexual Medicine which
is the monthly journal of the ISSM (International) and ESSM (European), and is
the leading Journal in the ﬁeld of Sexual
Medicine. In addition there are reduced
registration fees for all ISSM /ESSM related congresses.
ESSM only Membership
ESSM only membership (annual fee
50 EUR – reduced to 25 EUR for residents in training) which includes the
ESSM ofﬁcial Scientiﬁc and Social periodical, the „ESSM Today“, full access to
the new comprehensive ESSM website:

www.essm.org
(including regularly updated scientiﬁc
material, monthly updated literature reviews, the most recent guidelines, lecture
recordings and presentations from past
ESSM congresses), the opportunity to
participate in the ESSM educational programs, and to apply for scientiﬁc and support grants and a reduced fee for the
ESSM annual congress.
ESSM Annual Membership Fees
(January to December)
Combined ESSM /ISSM Fee
incl. JSM Journal

EUR 160

ESSM only Fee

EUR 50*

* A reduced fee EUR 25 is available for residents in training against proof of evidence.

See application form on page 19.
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Marco Franco MD
Department of Urology Federico II
University of Naples, Italy

Eduardo García-Cruz
Department of Urology Hospital
Clinic of Barcelona, Spain

marcofranco87@gmail.com

edu_garcia_cruz@yahoo.com

Platelet Rich Plasma (PRP) is prepared by centrifugation of the patient’s own blood to remove
red blood cells [1]. The plasma obtained is rich
in platelets that contain various growth factors,
such as platelet-derived growth factor (PDGF),
transforming growth factor (TGF)-b, IGF-I and
VEGF. When platelets are activated, they release
those factors, which play important biological
roles in various conditions [2]. During the last
15 years PRP has been used to encourage a
brisk healing response across several specialties,
in particular dentistry, orthopedics and dermatology. Basically, patient’s blood is collected and
centrifuged at varying speeds until it separates
into 3 layers: Platelet Poor Plasma (PPP), PRP,
and red blood cells. Usually 2 spins are used.
The first spin (“Hard spin”) separates the Platelet
Poor Plasma (PPP) from the red fraction and
platelet rich plasma (PRP). The second spin (“Soft
spin”) separates the red fraction from the PRP.
The material with the highest specific gravity
(PRP) will be deposited at the bottom of the tube.
Immediately prior to application, a platelet activator/agonist (topical bovine thrombin and 10%
calcium chloride) is added to activate the clotting
cascade, producing a platelet gel. The whole
process takes approximately 12 minutes and
produces a platelet concentration of 3 – 5 x that
of native plasma [3].

Growth factors are involved in key stages of
wound healing and regenerative processes including chemotaxis, proliferation, differentiation,
and angiogenesis [4]. An advantage of PRP over
the use of single recombinant human growth
factor delivery is the release of multiple growth
factors and differentiation factors upon platelet
activation [5]. The morphologic and molecular
configuration of PRP was reported, it showed
PRP is a fibrin framework over platelets that has
the potential to support regenerative matrix [6].
In humans, PRP has been evaluated and used
as a injective “drug” for several types of medical
treatments, including chronic tendinitis,[7] osteoarthritis,[8] for bone repair and regeneration,[9]
in oral surgery,[10] and in plastic surgery,[11].
Accumulating evidence indicates that neuroimmunophilin ligand and many growth factors,
such as insulin growth factor-1 (IGF-1), brainderived growth factor (BDNF) and vascular endothelial growth factor (VEGF) play a significant
role in neural regeneration and up-regulation of
neuronal nitric oxide synthase (nNOS), as well
as in the recovery of erectile function after CN
injury [12].
This evidence is the starter point for a speculative
research in Uro-andrological field evaluating the
use of PRP by corpus cavernosus (CC) injection

in “patients” (rat models) undergone anatomic
nerve-sparing Radical Prostatectomy which
often cause incomplete or delayed recovery of
erectile function. In many instances, the cavernous nerves (CNs) may have been inadvertently
damaged by manipulation during nerve-sparing
prostatectomy.

The recovery of erectile function may depend on
re-growth of nerves from the remaining neural
tissue [12]. In two different studies Ding X-G et
al. [12] and Wu YN et al. [13] evaluated different
preparation of PRP in recovery of erectile function after bilateral cavernous nerve injury in a
rat model. Despite differences of methods and
quality of PRP (different production methods),
both studies demonstrated that the injection into
the corpus cavernosum facilitated recovery of
erectile function.
Although the interesting premises, real RCTs
are lacking and even in the sports medicine
literature was not demonstrating any benefit.
A Cochrane review that reviewed PRP therapy
studies in musculoskeletal injuries, demonstrated
no significant difference in treatments groups
versus controls [14]. Another note that contribute
to conceal a possible effectiveness of PRP is
that there are no listings on www.clinicaltrials.
gov for PRP and ED.
Things changes when we put the key words
“PRP, erectile dysfunction” on Google. A research
performed in October 2017 showed 133.000 results (147,000 for “Platelet Rich Plasma, erectile
dysfunction”). The results were all about the effectiveness and safety of the procedure. A similar
research on Google was performed by Lawrence
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C. et al in 2015; they found that among the
claims of websites marketing this treatment are
included “bigger erections, improved sex life,
improvement in climax/orgasm, increased sensitivity, increased libido” and “improved sensation
even years after prostatectomy.” Approximately
228 available providers are listed in the directory
for the Priapus shot®, which is a trademark for
the PRP injection process [15].
Nowadays, the rational data can’t support the
use of PRP, but the “real-life.andrology” provides
this treatment as “decisively efficacious”.
From the internet research was also found that
physicians, propose to patients PRP injection
procedures at cost between $1,500 and $3,000
cash per injection [15].

Penis Injection sites
Dorsal veins

Dorsal artery and nerve

Corpora
cavernosa
Urethra
Corpus spongiosum

It is obvious that trials for the approval of PRP for
the indication of ED treatment will take several
years to complete, and thus, such treatment
for ED in humans would not be submitted for
FDA review for at least another 5 years. In the
meantime, we wait with great anticipation the
results of these studies. We as clinicians and
scientists along with our international society
and our regional affiliate societies must insist
on the conduct of clinical trials and regulatory
agency approval but, based on the apparent lack
of toxicity in all the fields where PRP was applied, this treatment could, perhaps, be offered
to selected patients, as long as the patients were
widely informed with a specific informed consent
that underline the lack of demonstrated efficacy
and safety data in ED.
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Effects of PDE5 inhibitors on the male reproductive potential:
A dinner conversation
by Fotios Dimitriadis, Athanasios Zachariou, Nikolaos Sofikitis

Fotios Dimitriadis (FD)
X-Assisted Professor, Department
of Urology, Tottori University School
of Medicine, Yonago, Japan

Athanasios Zachariou (AZ)
University Scholar, Department of
Urology, Ioannina University School
of Medicine, Ioannina, Greece

Nikolaos Soﬁkitis (NS)
Professor and Chair, Department
of Urology, Ioannina University
School of Medicine, Ioannina,
Greece

helabio@yahoo.gr

zahariou@otenet.gr

v.soﬁkitis@hotmail.com

AZ: Gentlemen, the restaurant is great, please
relax, and let’s have a nice dinner.
NS: Fotios, I see that your face looks skeptical
and confused. Why? You do not like the wine?
FD: I have just finished the outpatient clinic. One
of my idiopathic infertile patients asked me a
difficult question which I receive several times
every week: Are there any effective pharmaceutical agents for the therapeutical alleviation of
oligoasthenoteratozoospermia?
NS: To the best of my knowledge there are
fewer than five randomized, placebo-controlled
trials evaluating the effects of pharmaceutical agents on the reproductive potential of
infertile men.
FD: After 2009, the number of publications on
the effects of PDE5 inhibitors on quantitative and
qualitative sperm parameters has been dramatically increasing, isn’t it interesting?
AZ: It is interesting but not unexplainable. Let us
remember that several members of the families
of phosphodiesterases are present both in the
testis and in the epididymis.
FD: Do you mean that specific cellular subpopulations within either the testis or the epididymis
are positive for distinct members of the phosphodiesterases’ families?
NS: To the best of my knowledge, peritubular
myoid cells are positive for PDE5 expression.

Leidyg cells are positive for PDE11A, PDE4B,
PDE5, PDE8A and PDE11. Sertoli cells are
known to be positive for PDE1, PDE3 and PDE4
expression. Human epididymis is known to be
positive for PDE3 and PDE5 expression. Vascular monocytes within the testis are positive for
PDE11 and PDE5. Vas deferens is positive for
PDE5. Prostate is positive for PDE5a, PDE11A4
and PDE11A1. It is logical to hypothesize that
administration of inhibitors of PDE5 may affect testicular endocrine and exocrine function,
epididymal function, prostatic secretory function
and prostatic physiology. However it should be
emphasized that PDE5 inhibitors may additionally
inhibit to a smaller degree other phosphodiesterase families within the testis. For instance,
PDE5 inhibitors additionally inhibit to a smaller
degree PDE11, PDE4, PDE8, and PDE3. Therefore administration of PDE5 inhibitors may affect
several cellular subpopulations within the male
reproductive tract.
AZ: What about the subpopulations of haploid
male gametes?
FD: Spermatids are positive for PDDE11, PDE4A,
PDE4D, PDE1A, and PDE1C. Spermatozoa are
positive for PDE1A, PDE3A, PDE4, PDE5, PDE6,
and PDE10A.
AZ: And what about the subpopulations of diploid
male gamete?
FD: Spermatogonia are positive for PDE11A,
PDE1, and PDE2. Primary spermatocytes are
positive for PDE11, PDE3, PDE4, and PDE1C.
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NS: The above localization of selected PDE5families explains the enhanced Leydig cellular
secretory function and the increased Sertoli cellular secretory function after administration of either sildenafil or vardenafil. In fact, the increased
Leydig cellular secretory function post-sildenafil
administration has been proven by the increased
INSL3 production by human Leydig cells after
sildenafil administration. On the other hand, the
increased Sertoli cellular secretory function postvardenafil administration has been proven by
the increased androgen-binding activity/content
produced by human Sertoli cells after vardenafil
administration. Increased peripheral serum testosterone concentration has been demonstrated
post-avanafil administration, as well.
AZ: Do the above alterations in the secretory
function of Leydig or Sertoli cells affect any of
the standard parameters of the semen analysis?
FD: The enhanced Leydig or Sertoli cell secretory
function after sildenafil or vardenafil administration may result in increased intraepididymal
lumen concentrations of testosterone or androgen binding protein allowing optimal epididymal
sperm maturation process. The final result may
be an increase in sperm motility after administration of either sildenafil or vardenafil. An
alternative mechanism to explain the beneficial
effects of sildenafil on sperm motility may be
the enhanced prostatic secretory function established after administration of sildenafil. In fact
post-sildenafil administration increased concentrations of markers of prostatic secretory function
have been demonstrated. Therefore a second
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attractive hypothesis may be that administration
of sildenafil, acting on prostatic PDE5, increases
prostatic secretory function with an overall result a positive effect on sperm motility. Such a
positive effect of sildenafil, vardenafil, or avanafil
on sperm motility has been demonstrated very
vividly in our laboratory and in other independent
laboratories. In a previous study the beneficial
effects of avanafil on sperm motility were attributed to the longer length of sperm midpiece
post-avanafil administration. It is well known
that the sperm midpiece is the “battery” of the
spermatozoon and therefore positive effects of
avanafil on the sperm cytoskeleton affecting the
sperm motility have been demonstrated in the
above study. On the other hand, other groups
did not demonstrate a positive effect of sildenafil
on the standard parameters of semen analysis.
AZ: What kind of patient subpopulations were
employed in the above studies?
FD: In all of the above studies, one at least of
the standard parameters of the semen analysis
was abnormal (sperm concentration, or sperm
motility, or sperm morphology) in all the participants. One meta-analysis and systematic review
in 2017 has demonstrated that oral PDE5 inhibitor treatment could modestly increase the sperm
motility and morphology in infertile men.
AZ.: I understand that sildenafil or vardenafil
have been proven in several studies effective to
improve sperm motility in oligoasthenospermic
infertile men. Do the above substances affect
reproductive hormones?
FD: It appears that the above pharmaceutical
agents do not affect serum reproductive hormonal levels. On the other hand, a recent report has
indicated that avanafil administration increases
the peripheral serum testosterone levels.
AZ: What about the effects of tadalafil on sperm
qualitative and quantitative parameters?

NS: Tadalafil is known to inhibit to a certain degree the PDE11. PDE11 is highly expressed in
the testis, prostate, and developing spermatozoa.
PDE11 knockout mice display reduced sperm
concentration, rate of forward progression, and
percentage of live spermatozoa. Pre- ejaculated
sperm from the above mice display increased
premature/spontaneous capacitance. In the
above study from UK the authors emphasize that
agents, like tadalafil, that inhibit PDE11 may have
the potential to disrupt regulation of spermatozoa
cAMP, and as a result may have detrimental effects on sperm physiology. A study from Andria,
Italy, has demonstrated that once-a-day tadalafil
administration improves the spermogram parameters in fertile patients. However the above
study has been criticized because the respective
results refer to fertile patients. It would be a
more clinically significant study, a clinical trial
evaluating the effects of tadalafil on the reproductive potential of infertile patients since a small
impairment in sperm qualitative and quantitative
parameters may not be clinically important in
fertile patients, however, an impairment in sperm
qualitative and quantitative parameters may have
more serious consequences in infertile patients
(especially if they do not want to participate in
assisted reproductive technology programs). In
another communication from New Orleans, LA,
USA, it has been proven that there are not deleterious effects of nine months of daily tadalafil
20 mg on spermatogenesis or hormones related
to testicular function in men elder than 45 years
old. In a similar fashion, the above study cannot
be unequivocally interpreted as a clinical trial establishing a safety profile for tadalafil due to the
barrier that the latter study has employed men
with relatively high (or normal) sperm concentration, normal sperm motility, and normal sperm
morphology. In another different study from New
Orleans, LA, USA, it has been demonstrated that
chronic daily administration of tadalafil at doses
of 10 and 20 mg for six months has no adverse
effects on spermatogenesis on reproductive hormones in men older than 45 years. However, for
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subjects to be enrolled in the latter study, semen
samples had to have certain minimum normal
values based on WHO criteria. Thus the latter
study has similar, as above stated, limitations
due to the fact that men with male factor infertility and at least one abnormal parameter of the
semen analysis had not been included. In an in
vitro study from Cairo, Egypt, it has been shown
that semen samples recovered from asthenozoospermic men and subsequently treated with
tadalafil concentration equal to 1 mg/ml demonstrate significant increase in sperm progressive motility, whereas, specimens treated with
4 mg/ml tadalafil concentration demonstrate a
significant decrease in sperm motility. Scientists
suggested that the effect of tadalafil on sperm
motility in vitro can be explained by a stimulation
of the cAMP-protein kinase A pathway, whereas
the inhibitory effect of this substance on PDE11
may also contribute to the effect of tadalafil on
sperm motility. All the above studies should be
coupled with the reports that tadalafil has been
shown to inhibit human recombinant PDE11A1
activity at therapeutic concentrations, which is
highly expressed in the testis and prostate, and
its important function in spermatogenesis has
been documented. On the other hand, several
studies have indicated that sildenafil and vardenafil are one-two orders of magnitude more
selective for PDE5 than PDE11 compared with
tadalafil. The later studies offer a safety profile
for sildenafil and vardenafil for sperm physiology, in contrast to the existing concerns on the
influence of tadalafil on sperm parameters in
men with abnormal values in semen parameters.
AZ: Dear friends, what about azoospermic
men? Is it safe to recommend the administration of any PDE5 inhibitor in non-obstructed
azoospermic men prior to the performance of
testicular biopsy?
DF: The international literature supports that
administration of vardenafil in men with nonobstructive azoospermia does not alter the sperm
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recovery rate after testicular biopsy procedures.
Thus non-obstructed azoospermic men with
erectile dysfunction may use vardenafil without
any consideration for the outcome of a subsequent testicular biopsy procedure.
AZ: Gentlemen, let me remind you that the positive effects of PDE5 inhibitors on erectile function
may assist a subpopulation of men who attempt
to produce a semen sample at the day of oocyte
pick-up (in assisted reproductive trials), to reduce their stress and produce a semen sample
of better quality. In these cases the production
of a semen sample with higher quantitative or
qualitative sperm parameters may be due to the
reduction of the stress during the ejaculation
process and the subsequent achievement of
higher sexual satisfaction. Several studies from
Yonago, Japan, have indicated that the higher
the sexual satisfaction is, the higher the semen
quality is. In addition, in the above studies, it
has been shown that semen samples selected
via sexual intercourse are of higher quality than
semen samples collected via masturbation.
Thus administration of vardenafil, or sildenafil,
or avanafil may be indicated in men attempting
to produce a semen sample during the day of
the female partner-oocyte pick-up.

FD: What about the effects of udenafil on male
reproductive capacity?
AZ: No adverse reproductive effects of udenafil
have been observed in experimental animals in
dose under 70 mg/kg.
FD: Dear friends, let me remind you that PDE5
is present in the vas deferens. Are there any
effects of PDE-5 inhibitors on the vas deferens?
AZ: It has been shown that in patients with premature ejaculation, sildenafil plus paroxetine has
a significantly higher therapeutic success rate
that paroxetine alone. The inhibitory effect of
sildenafil on PDE5 increases the level of cGMP
in the vas deferens muscular fibers achieving
the relaxation of the smooth muscle cells in vas
deferens. This may prolong the time necessary
for the achievement of ejaculation. Furthermore
sildenafil may induce reduction in adrenergic
neurotransmission in the smooth muscular fibers of the vas deferens and subsequently may
reduce its pattern of contraction.
FD: Let me add that PDE5 is additionally
expressed in epididymis. It has been demonstrated that no alterations occur in the

epididymal secretory function by administering
vardenafil. Additionally, it has been observed
that in oligozoospermic infertile men treated
with sildenafil, no increase in semen levels of
α-glucosidase (a marker of epididymal function)
is found. Furthermore, the effect of sildenafil on
epididymal semen parameters has been evaluated in Sprague-Dawley rats. It has been demonstrated a significant increase in epididymal
sperm motility and concentration compared to
the control group.
NS: Since you are speaking for the male accessory genital glands, let us remember that
PDE5 is expressed in the seminal vesicles, as
well. The outcome of different studies of PDE5
inhibitors on the seminal vesicular physiology
is controversial. The effect of sildenafil on the
seminal vesicles in oligozoospermic men has
been evaluated. Comparing semen samples before and after sildenafil treatment, no significant
difference in seminal fructose levels, which is a
marker of seminal vesicular function, has been
observed. In an interesting study, the ultrasound
alterations of seminal vesicle in infertile diabetic
patients treated with tadalafil for three months
have been studied. Compared to placebo, a significant reduction in seminal fundus/body ratio, a
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higher pre- and post-ejaculation anteroposterior
diameter, and a significant increase in seminal
ejection have been observed.
AZ: We have discussed a lot for the effects of
PDE5 inhibitors on sperm motility. Furthermore,
some studies tend to suggest that vardenafil or
sildenafil increase the total sperm count and
the sperm morphology. However, are there any
studies evaluating the effects of PDE5 inhibitors
on sperm functional assays? It is well known that
the standard parameters of semen analysis cannot predict accurately the male reproductive potential. Thus we need to employ sperm functional
assays in order to appreciate the effects of PDE5
inhibitors on the male reproductive potential.
FD: The potential effect of sildenafil on spermatozoal ability to undergo capacitation process has been investigated. The investigators
demonstrated that several concentrations of
sildenafil may activate the capacitation process
of washed spermatozoa. In another study, the
impact of sildenafil on sperm acrosomal reaction has been evaluated. Spermatozoa were
exposed to different doses of sildenafil. The investigators demonstrated that sildenafil affected
the sperm acrosomal reaction with enhanced
percentage of acrosomally reacted spermatozoa
in comparison with the control specimens. It has
been demonstrated that cGMP directly opens
cyclic nucleotide-gated channels for calcium
entry into the spermatozoa initiating the acrosome reaction.
FD: Let us go to the DNA structure. Do PDE5
inhibitors affect the spermatozoa DNA integrity?
AZ: There is a study that has been awarded a
Ph.D. title from Greece indicating that spermatozoa treated with tadalafil in vitro demonstrated
an increased DNA fragmentation. In that study
it has been hypothesized that elevation of the
second messenger cGMP level due to inhibi-

tion of PDE5 by tadalafil activates a nuclear
cGMP-dependent protein kinase PKG with an
overall detrimental effect on sperm chromatin structure. In addition tadalafil upregulating
spermatozoal NOS expression subsequently increases intracellular sperm nitric oxide profiles
which may diffuse in the sperm nucleus. Thus
the intranuclear NO increased levels may exert
their effect on nuclear transcriptional factors
and chromatin remodeling enzymes. Alternatively it may hypothesized that the effect of
tadalafil on sperm DNA is due to the formation
of hydrogen bonds between the C=O groups
of the molecule of tadalafil and the NH2 group
in the guanine moiety of the DNA. The latter
hypothesis is strongly supported by previous
research efforts indicating a similar mechanism
responsible for the interaction between sildenafil
with salmon sperm DNA.
FD: So, which is the conclusion of our previous
discussion? Is it appropriate to recommend the
usage of PDE5 inhibitors as an adjunct tool for
the therapeutic management of male infertility?
NS: We may suggest that administration of
sildenafil, vardenafil, or avanafil may be recommended for semen production during assisted reproductive technology trials when the
stress of the male is a great barrier for the
production of a semen sample. Considering that
randomized controlled trials provide positive
results for the influence of sildenafil, or vardenafil, or avanafil on sperm motility, it may
be suggested that the above pharmaceutical
agents may have a beneficial role in the alleviation of asthenospermia in idiopathic infertile
men. Definitely, additional research efforts are
justified to further investigate the influence of
PDE5 inhibitors on sperm qualitative, quantitative, and functional parameters and on semen
physiology. Furthermore it appears to be of
great clinical importance to further investigate
the role of PDE11 in spermatogenesis process,
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epididymal sperm maturation process, and the
overall sperm fertilizing capacity taking into
serious consideration a) that PDE11 is highly
expressed in spermatogonia, spermatocytes
and spermatids in addition to its expression in
Leydig cells, and b) that studies from Kent, U.K.,
have suggested that agents that inhibit PDE11
level have the potential to disrupt regulation of
spermatozoal cAMP, and as a final result may
have detrimental effects on sperm physiology
and may lead to a reduced fertilization ability
according to the investigators opinion.
AZ: The steaks and the hamburgers have just
arrived, the red wine smells and tastes good,
and let us enjoy our dinner.

REFERENCES
1. Alp H, Cirit U, Tas M, Rifaioglu MM, Hatipoglu NK, Aytekin I, Yucel M, Firat U, Ozmen
MF, Seker U, Eren LB: Effects of sildenafil
citrate, isoniazid, and streptomycin on
testicular tissue and epididymal semen
quality in rats. Urology; 80: 953 e9-14.
2012.
2. Chen J, Mabjeesh NJ, Matzkin H, Greenstein A: Efficacy of sildenafil as adjuvant
therapy to selective serotonin reuptake
inhibitor in alleviating premature ejaculation. Urology; 61:197-200.2003.
3. Chung MK, Kim JC, Kim WB, Kang KK, Han
SS: Fertility study of the new pyrazolopyrimidinone derivative DA-8159 for
erectile dysfunction in rats. Arzneimittelforschung; 54:179-86. 2004.
4. Corvasce A, Albino G, Leonetti T, Filomena B
A, Marucco E C: Once-a-day Tadalafil administration improves the spermogram
parameters in fertile patients.Archivio
Italiano di Urologia e Andrologia; 87:210213. 2015.

Effects of PDE5 inhibitors on the male reproductive potential: A dinner conversation

5. Cuadra DL, Chan PJ, Patton WC, Stewart
SC, King A: Type 5 phosphodiesterase
regulation of human sperm motility. Am
J Obstet Gynecol.;182:1013-5. 2000.
6. Dimitriadis F, Giannakis D, Pardalidis N,
Zikopoulos K, Paraskevaidis E, Giotitsas
N, Kalaboki V, Tsounapi P, Baltogiannis D,
Georgiou I, Saito M, Watanabe T, Miyagawa I,
Sofikitis N: Effects of phosphodiesterase 5 inhibitors on sperm parameters
and fertilizing capacity. Asian J Androl;
10: 115–133, 2008.
7. Dimitriadis F, Tsampalas S, Tsounapi P,
Giannakis D, Chaliasos N, Baltogiannis D
Miyagawa I, Saito M, Takenaka A, Sofikitis N:
Effects of phosphodiesterase-5 inhibitor
vardenafil on testicular androgen-binding protein secretion, the maintenance
of foci of advanced spermatogenesis and
the sperm fertilising capacity in azoospermic men; Andrologia 44: 144–153,
2012.

11. Hellstrom WJG, Gittelman M, Jarow J,
Steidle C, McMurray J, Talley D, Watts S,
Mitchell CL, McGill JM: An evaluation of
semen characteristics in men 45 years
of age or older after daily dosing with
tadalafil 20 mg: results of a multicenter,
randomized, double-blind, placebo-controlled, 9-month study. European urology;
53: 1058–1065, 2008.
12. Hellstrom WJG, Overstreet JW , Yu A, Saikali K, Shen W, Beasley CM Jr, Watkins VS:
Tadalafil has no detrimental effect on
human spermatogenesis or reproductive
hormones. The Journal Of Urology; 170:
887–891, 2003.
13. Koyuncu H, Serefoglu EC, Ozdemir AT and
Hellstrom WJG: Deleterious effects of selective serotonin reuptake inhibitor treatment on semen parameters in patients
with lifelong premature ejaculation. International Journal of Impotence Research;
24: 171 – 173.2012.

8. Dimitriadis F, Tsounapi P, Saito M, Watanabe T, Sylakos A, Tsabalas S, Miyagawa I,
Sofikitis N: Is there a role for PDE5 inhibitors in the management of male
infertility due to defects in testicular or
epididymal function? Current Pharmaceutical Design; 15: 000-000, 2009.

14. La Vignera S, Condorelli RA, Vicari E, Lotti
F, Favilla V, Morgia G, Maggi M, Calogero
AE: Seminal vesicles and diabetic neuropathy: Ultrasound evaluation after
prolonged treatment with a selective
phosphodiesterase-5 inhibitor. Andrology;1:245-50.2013.

9. Dimitriadis F, Tsambalas S, Tsounapi P,
Kawamura H, Vlachopoulou E, Haliasos N,
Gratsias S, Watanabe T, Saito M, Miyagawa
I, Sofikitis N: Effects of phosphodiesterase-5 inhibitors on Leydig cell secretory
function in oligoasthenospermic infertile
men: a randomized trial. BJU international;
106: 1181–1185, 2010.

15. Lefièvre L, De Lamirande E, Gagnon C:
The cyclic GMP-specific phosphodiesterase inhibitor, sildenafil, stimulates
human sperm motility and capacitation
but not acrosome reaction. J Androl.;
21:929-37. 2000.

10. Gur S, Sikka SC, Pankey EA, Lasker GF,
Chandra S, Kadowitz PJ, Hellstrom WJG:
Effect of avanafil on rat and human
corpus cavernosum. Andrologia; 47:
897–903.2015.

16. Mirone V, Debruyne F, Dohle G, Salonia A,
Sofikitis N, Verze P, Fode M, Chapple C, on
behalf of the URO-TRAM working group:
European association of urology position
statement on the role of the urologist in
the management of male hypogonadism
and testosterone therapy. European Urology; 72: 164–167, 2017.

11 ESSMToday

17. Mostafa T: Tadalafil as an in vitro sperm
motility stimulant. Andrologia; 39: 12–
15.2007.
18. Sofikitis N, Dimitriadis F, Skouros S, Stavrou S, Seminis G, Giannakis I, Tsounapi P,
Lantin P, Chaliasos N, Takenaka A: P-01065 Effects of Avanafil on semen quality
and sperm cytoskeleton in oligoasthenospermic infertile men: A randomized
controlled trial. Presented in 18th congress
of the European Society for Sexual Medicine,
February 4 – 6, 2016, Madrid, Spain.
19. Sofikitis NV, Miyagawa I: Endocrinological, biophysical, and biochemical parameters of semen collected via masturbation versus sexual intercourse.
J Androl.;14:366-73.1993.
20. Tan P, Liu L, Wei S, Tang Z, Yang L, Wei Q:
The effect of oral phosphodiesterase-5
inhibitors on sperm parameters: A metaanalysis and systematic review. Urology;
105:54-61. 2017.
21. Vlachopoulou E, Gratsias S, Lazaridis A,
Ovrenovits M, Giannakis D, Baltogiannis
D, Vartholomatos G, Lazaros L, Georgiou I,
Sofikitis N: Effects of PDE5 inhibitors on
sperm motility, sperm membrane permeability, and sperm DNA structure. Presented
in 38th Annual American Society of Andrology,
April 10 –16, 2013, San Antonio, Texas.
22. Wayman C, Phillips S, Lunny C, Webb T, Fawcett L, Baxendale R and Burgess G: Phosphodiesterase 11 (PDE11) regulation of
spermatozoa physiology. Int J Impot Res.;
17: 216-23, 2005.
23. Yamamoto Y, Sofikitis N, Mio Y, Miyagawa I:
Influence of sexual stimulation on sperm
parameters in semen samples collected
via masturbation from normozoospermic
men or cryptozoospermic men participating in an assisted reproduction programme. Andrologia; 32:131-8.2000.

Penile transplantation in men: Past, present and future
by Nikolai Sopko

Nikolai Sopko, M.D., Ph.D.
Chief Resident, Urologic Surgery
The James Buchanan Brady
Urological Institute and Department
of Urology, The Johns Hopkins
School of Medicine
Baltimore, Maryland, USA
nas@jhmi.edu

Penile transplantation is a novel treatment strategy for severe penile disfigurement. In reconstructive surgery, replacing like tissues with like
tissues is the goal. Given the penis’ complex architecture required for its functions of fluid transportation and penetrative intercourse, no other
tissues in the body are similar. Phalloplasty using
soft tissues from the arm, leg, or other areas
achieve satisfactory cosmetic results. However,
neophalluses have no erectile capability without
implanting a penile prosthesis, which is delayed
from the time of transplantation by approximately
one year to allow the development of protective
sensation and is fraught with complication rates
approaching 40% [1]. The South African experience suggests that even when a neophallus is
successfully implanted, it cannot withstand the
physical demands of frequent sexual intercourse.
Neophallus fluid transport capabilities are also
less than ideal with complications including fistulas and strictures at rates of 42% to 65% [2].
With the increasing experience and success in
vascularized composite allotransplantation (VCA)
such as face and arm transplantation, penile
transplantation has become a reality.
To date, there have been 4 attempts at human
penile transplantation, 3 of which were successful. The first documented case was performed
in 2006 in China on a 44-year-old man who
lost his entire pendulous penis in a traumatic
accident 8 months prior. Although there were
no signs of rejection and the patient was able
to spontaneously void on post-operative day 10,
the transplanted penis was removed on postoperative day 14 due to “a severe psychological problem of the recipient and his wife”[3].
The second attempt and first successful human

penile transplantation was performed in December 2014 at the Tygerberg Academic Hospital in
South Africa.[4] The 21-year-old man lost his
pendulous penis due to infectious complications
of a ritual circumcision performed 3 years earlier.
This case has the longest documented follow-up
of 24 months with encouraging results. By 24
months, the patient did not experience an episode of rejection, was having unaided erections
with normal orgasm and ejaculation that was
sufficient enough to impregnate his girlfriend.
Most importantly, the patient has fully accepted
his transplanted penis and his quality of life is
significantly improved. His immunosuppresion
regimen consists of prednisone, tacrolimus, and
azathioprine and complications thereof include
acne and hypertension, which resolved with dose
adjustment, and a successfully treated episode of
a supra-patellar bursa fungal infection. The same
group has recently performed their second penile
transplantation (4th penile transplant overall)
April 2017, of which the results and follow-up
have not been published [4].
The second successful penile transplant was
performed at the Massachusetts General Hospital in May 2016 after the 64 year-old recipient
had a penectomy for penile cancer 4 years prior.
[5] After 7 months of follow-up the patient has
had 2 acute rejection episodes, has partial penile
sensation and erectile function, and is voiding
spontaneously. In both reported successful penile
transplantations, recipients required several additional procedures for complications including
hematoma evacuation, eschar debridement, and
urethralcutaneous fistula closures.
Given that penile transplantation is life-enhancing and not life-saving, thorough discussions with
the patient regarding the risks and benefits of the
procedure are paramount. In both documented
cases, patients underwent extensive psychological evaluation with assessment of motivation and
treatment adherence. Treatment teams emphasized discussions regarding possible psychological rejection of the graft, unmet expectations of
treatment outcomes, graft failure, and social
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stigmatization. Patients were also counseled on
the need of life-long immunosuppression and the
associated risks including infection and malignancy. Psychological counseling and support is
continued following the procedure. Informing
society and organ donors of the benefit of this
procedure to facilitate the donation of this very
intimate organ is also important. To this end, the
South African team created a neophallus for the
donor, which was critical for the consent of the
donor’s family [4].
To date, penile transplantation has been performed for complete loss of penile tissues either
due to trauma or iatrogenesis. Likely, this will be
the largest population of patients who will benefit
from penile transplantation. Complications of
ritual circumcision result in varying degrees of
penile tissue loss in 250 young-men per year
[4]. The protracted military conflicts in the Middle
East with the extensive use of buried improvised
explosive devices and improved survival in battlefield trauma has resulted in large amounts of
young soldiers with disfiguring genital trauma.
Other indications include congenital penile disfigurement in the setting of bladder exstrophy
and disorders of sexual development. There is
no rigorous data as of yet to determine whether
penile transplantation will be desired for gender reassignment in the transgender population.
Thus, one of the most important factors for the
indication of penile transplantation will be the
patient’s wishes and desires for their genital reconstruction. If only cosmesis is desired, then
a reconstructive neophallus may be sufficient.
If the patient desires include frequent sexual
intercourse and/or robust urinary transport then
replacing like tissue with like tissue using penile
transplantation may be the best option.
One of the greatest impedances to widely adopting this treatment modality is the significant risk
associated with life-long immunosuppression.
These include hypertension, renal failure, neuropathy, infection, and increased risk for developing a malignancy. Exciting immunosuppression
research seeking to achieve immune tolerance
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of the recipient’s immune system to the transplanted organ by using novel small molecules
and stem cell infusions may lead to therapies
that minimize the current risks of immunosuppression. This would greatly alter the risk-benefit
ratio of penile transplantation and likely greatly
increase its acceptance.
Another obstacle to broad implementation, as
with most other forms of VCA, are the highly
skilled multidisciplinary teams including specialists such as psychiatrists, counselors,
organ procurement coordinators, urologists,
and plastic surgeons. They are required for patient identification, assessment, counseling,
transplantation coordination, and performing
the technically challenging procedures of penile harvest and implantation. Unlike kidneys
transplantations, which on average require 3
anastomoses – one artery, one vein, and a urinary anastomosis, the penis may require up to
10 small to micro-anastomoses depending on
the anatomy and surgical approach – 2 dorsal arteries, 2 cavernosal arteries, 2 external
pudendal arteries, deep dorsal vein, 2 dorsal
nerves, and the urethra, not including joining
the tunica albuginea and skin. None of the successful cases have employed all of these anastomoses but variations thereof due to recipient
anatomy and technical feasibility.
As with all novel clinical endeavors, research is
required to better understand the challenges that
lie ahead. Given the uniqueness of penile archi-

tecture, function, and certain tissues, it is unclear
based on prior VCA or solid organ transplantation
how penile tissues may undergo rejection and
how this will affect its function. Skin is commonly
considered one of the most immunogenic tissues in VCA and often monitored for early signs
of rejection. Our preliminary research (not yet
published) suggests that the urethra may also
elicit a rejection response. Given the sensitivity
of penile microvasculature, early rejection may
be detected by new onset loss in erectile function. Penile transplantation basic science and
translational science is complicated by the poor
recapitulation of penile transplantation in rodent
models and the ethical challenges in using larger
species such as canines and monkeys. There
are many exciting opportunities and discoveries
to be made to better understand and optimize
penile transplantation.
Penile transplantation is an ethically and technically challenging treatment for the devastating
loss of penile tissue and function. It includes
the significant risks of life-long immunosuppression, surgery, and psychological stress.
However, it may provide natural erectile function and more robust fluid transport function
than current phalloplasty procedures can offer.
Advances in research of immunosuppression
and penile transplantation will hopefully improve
the success of this operation, minimize its side
effects, and offer an effective management for
the very difficult to treat condition of sever penile
disfigurement.
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Urethral stricture disease affects the quality of
life of the patient and his partner. Treatment of
urethral stricture is always a great challenge for
urologists, although a paradigm shift in managing this disease has occurred within the past
decades. In addition to attaining meaningful improvement in voiding efficiency and alleviating
symptoms, satisfaction with remaining erectile
function after surgery is also an important criterion of ideal postoperative outcome for urethroplasty because no one technique is appropriate
for all stricture diseases. The urologist must be
familiar with various open surgical techniques.
Some urologists accept that erectile dysfunction
(ED) usually occurs after open urethral surgery
and that ED rate is dramatically different due to
the variety of procedures.
The outcomes of urethral reconstructive surgery
have traditionally focused on parameters such
as urinary flow rate, lower urinary tract symptom (LUTS) score, or recurrent urethral stricture
requiring further treatment. Mundy [1] was the
first urologist to report the incidence of ED after
urethroplasty in 1993 reporting a permanent
ED rate of 5% after anastomotic repairs and a
rate of 0.9% after graft urethroplasty. In studies assessing postoperative erectile function at
more than one time point, ED was found to be
transient, resolving between 6 to 12 months in
86% of cases. Up to date, there has been a scarcity of systematic studies specifically evaluating
the effect of different types of urethroplasty on
erectile function. The difficulty of evaluating the
specific incidence of ED after open reconstructive surgery may lead to further misguidance
in providing treatment for these patients. The

incidence of de novo ED after urethroplasty is
largely underreported. Erectile dysfunction can
be caused by altered blood flow through arteries,
defective venous engorgement or absent neural
transmission. As described by Lue et al. [2] cavernosal nerves mostly traverse about 3 mm outside cavernosa and only few traverse through it.
So anatomically, there seems to be minimal risk
to erectile neural mechanism after urethroplasty.
Various literatures have shown varying results
of ED following urethroplasty depending on site,
size and operative techniques. During PPU for
PFUI (pelvic fracture urethral injury), dissection
is carried out more posteriorly to excise scar tissue and to gain adequate length for tension-free
anastomosis. To achieve tension free anastomosis, corporeal separation or inferior pubectomy
may be needed, increasing the chances of injury
to neurovascular structures and thereby increasing the likelihood that ED will develop.
Surgical treatment of urethral strictures includes
numerous open techniques, such as graft urethroplasty, urethral anastomosis, urethral realignment, and so on. Although these procedures have
become increasingly popular and effective, the
relationship between open urethroplasty and ED
is still controversial. So far, only few comparative
studies have carefully assessed patient erectile
function after various kinds of open urethroplasty.
Therefore, a metaanalysis of this problem is necessary so that the morbidity of ED after different
open urethroplasty can be evaluated objectively.
Based on these results, urologists can choose
the best strategy for treating these patients in
order to avoid the occurrence of ED as much as
possible. We have conducted according to the
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PRISMA Statement a meta-analysis review [3].
A total of 790 studies were identified in our database and bibliographic probe. Seventy of these
studies (8.86%) were identified as relevant, but
47 of these (67.14%) were excluded because
they did not meet the inclusion criteria or because they contained data that were undeducible
for statistical analyses. In conclusion, 23 studies
(2.91%) were germane to the predetermined
inclusion criteria. In aggregate, these 23 studies
included 1,729 patients, and ED was reported
in 560 (32.39%) cases.

Comparison I
Before urethroplasty vs. after urethroplasty – overall assessment
Five studies eligible for the meta-analysis reported patient erectile function before and after
various anterior open urethroplasty. No statistical difference was found in the incidence of
ED pre- and postoperation (OR = 0.85; 95%
CI: 0.52–1.40; P = 0.53). Meanwhile, erectile
status before and after various posterior open
urethroplasty were evaluated in six studies. The
analysis revealed that the incidence of ED before the operation was significantly higher than
that after the operation (40.96% vs. 25.63%;
OR = 2.21; 95% CI: 1.23–3.27; P < 0.001)
but with unacceptable statistical heterogeneity
(I2 = 61%).

Comparison II
Comparison of a different anterior urethroplasty site
According to the location of the urethral stricture,
we further classified the anterior urethroplasty
into penile and bulbar urethroplasty. The single
study eligible for comparing ED before and after
penile graft urethroplasty was from Erickson et
al. [4] The rate of ED before urethroplasty was
similar to that after urethroplasty (23.53% vs.
35.29%). There was no statistically significant
difference between the two groups (P = 0.45).
Furthermore, we compared the ED incidence be-
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tween penile graft and bulbar graft urethroplasty.
There are two studies that discussed this issue.
Finally, the data analysis did not demonstrate
statistical significance (penile graft urethroplasty
23.81% vs. bulbar urethral anastomosis group
16.67%; OR 1.62; 95% CI: 0.51–5.81;P =
0.41). In these reports on bulbar urethroplasty,
less ED occurred in those patients who underwent bulbar graft urethroplasty (16.67%) than
in those who underwent bulbar anastomosis
(36.54%), and the results were statistically
significant (OR = 0.32; 95% CI: 0.11–0.93;P
= 0.04). Only one study reported the ED occurrence ratio both before and after the bulbar
anastomosis. There was again no statistically
significant difference between the two groups
(24.14% vs. 27.59%; P = 0.76).

In five cohort studies, the data analysis revealed
that the ED incidence in patients who underwent
immediate posterior urethra repair was no different from those who underwent the delayed
anastomosis procedure (19.75% vs. 21.24%; OR
0.93; 95% CI: 0.45–1.90; P = 0.84).
A total of seven cohort investigations compared
the incidence of ED between an open realignment group and a delayed anastomosis group
and showed no significant difference. Two
studies contributed to the meta-analysis of ED
incidence in patients who underwent open realignment and immediate repair. It seemed that
a higher incidence of ED appeared in the open
realignment group than that in the immediate
group, whereas the difference was not statistically significant (21.53% vs. 12.5%; OR 0.69;
95% CI: 0.51–7.38; P = 0.34)

Comparison III
Comparison of various types of posterior
urethroplasty
A single study by Lumen et al. compared ED
incidence after posterior open urethroplasty
between patients with a history of previous
posterior open urethral surgery and those without a previous history. No statistical difference
was found among these groups (33.33% vs.
32.5% P = 0.95)

In conclusion, confirming our clinical experience,
this meta-analysis showed that urethroplasty itself has no obvious effect on ED. On the contrary,
there is an overall decrease in the ED incidence
after the posterior urethral surgery. For anterior
open urethroplasty, only bulbar urethral anastomosis may lead to a higher incidence of ED
compared with the other kinds of procedures
we investigated.
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INDURATIO PENIS PLASTICA
Seveso M, Melegari S, De Francesco O, Macchi A, Romero Otero J, Taverna G, Bozzini G:
Surgical correction of Peyronie’s disease
via tunica albuginea plication: Long-term
follow-up. Andrology. 2017 Dec.
Peyronie’s disease (PD) is an acquired connective tissue disorder of the tunica albuginea
with fibrosis and inflammation that lead to
palpable plaques formation, penile curvature,
and pain during erection. Patients report negative effects on main domains such as physical
appearance and self-image, sexual function,
and performance. The aim of this study was to
evaluate plication of the albuginea outcomes
after a long-term follow-up period. Between
1998 and 2006, a total of 204 patients with
PD underwent surgical correction with albuginea
plication technique. We obtained complete longterm follow-up data in 187 cases. The follow-up
data included evaluation of curvature correction,
penile shortening, sexual function, complications,
and patient satisfaction. After a mean follow-up
of 141 months, the most common postoperative
complications were: loss of length (150 patients
had a minimal penile shortening ≤1.5 cm, 37
patient between 1.5, and 3 cm, none >3 cm),
recurrent or residual penile curvature (15 patients, without impairing sexual intercourse),
erectile dysfunction (15 patients had IIEF-5 <
10 at 5 years of follow-up vs. 28 patients at 10
years), change in penile sensation (37 patients
experienced paresthesia of the glans 1 year after

surgery, 28 at 5 years, and 15 at 10 years);
painful or palpable suture knots (in 20 cases)
spontaneously healed in 3 months. Overall, 77%
of the patients and partners were completely satisfied, 14% partially satisfied, and 9% unsatisfied. Plication procedure is safe and simple to be
performed compared with the classical Nesbit’s
procedure. It has a shorter surgical time, lower
costs, and could be successfully performed by
less experienced surgeons too. It has a minimal
risk of de novo erectile dysfunction, injury to
the dorsal neurovascular bundle. Results are
good in terms of patient satisfaction according
to anatomical outcome and functional correction.

is to achieve detumescence of persistent penile
erection and to preserve erectile function after
resolution of the priapic episode. On the other
hand, penile fibrosis and following shortening
should be prevented. Early penile prosthesis implantation in patients with refractory IP is able to
solve both the priapic episode and prevent the
otherwise certain penile shortening. Penile prosthesis implantation is the actual gold standard
of care in cases of refractory IP.
Loeb S, Ventimiglia E, Salonia A, Folkvaljon
Y, Stattin P: Meta-analysis of the association between phosphodiesterase inhibitors
(PDE5Is) and risk of melanoma. J Natl Cancer
Inst. 2017 Aug 1

ERECTILE DYSFUNCTION
Capece M, Gillo A, Cocci A, Garaffa G, Timpano
M, Falcone M: Management of refractory ischemic priapism: Current perspectives. Res
Rep Urol. 2017 Aug 29;9:175-179.
The aim of the present manuscript is to review
the current literature on priapism, focusing
on the state-of-the-art knowledge of both the
diagnosis and the treatment of the refractory
ischemic priapism (IP).
Pubmed and EMBASE search engines were used
to search for words “priapism”, “refractory priapism”, “penile prosthesis”, “diagnosis priapism”,
“priapism treatment”, “penile fibrosis”, “priapism
therapy”. All the studies were carefully examined
by the authors and then included in the review.
First-line treatment involves ejaculation, physical
exercise and cold shower followed by corporal
blood aspiration and injection of α-adrenoceptor
agonists. Subsequently, a distal or proximal shunt
may be considered. If none of the treatment is
effective or the priapism episode lasts >48 hours
penile prosthesis implantation could be the only
option to solve the priapism and treat the ongoing erectile dysfunction. The management of IP

16 ESSMToday

The US Food and Drug Administration recently
announced the need to evaluate the association
between PDE5is and melanoma. We performed
a meta-analysis on the association between
PDE5i and melanoma using random effects
models and examined whether it met Hill’s
criteria for causality. A systematic search of
Medline, EMBASE, and the Cochrane Library
from 1998 to 2016 identified three case-control
studies and two cohort studies, including a total
of 866 049 men, of whom 41 874 were diagnosed with melanoma. We found a summary
estimate indicating an increased risk of melanoma in PDE5i users (relative risk = 1.11, 95%
confidence interval = 1.02 to 1.22). However,
the association was only statistically significant
among men with low PDE5i exposure (not high
exposure) and with low-stage melanoma (not
high stage), indicating a lack of dose response
and biological gradient. PDE5i use was also
associated with basal cell cancer, suggesting
a lack of specificity and likely confounding by
ultraviolet exposure. Thus, although this metaanalysis found a statistically significant association between PDE5i and melanoma, it did not
satisfy Hill’s criteria for causality.
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FEMALE SEXUAL DYSFUNCTION
Kurtulus FO, Salman MY, Fazlioglu A, Fazlioglu
B: Effects of renal transplantation on female
sexual dysfunction: Comparative study with
hemodialysis and a control group. Transplant
Proc. 2017 Nov;49(9):2099-2104.
Sexual dysfunction occurs commonly in individuals with end-stage renal disease. Chronic
renal failure as well as the treatments used for
it generally has a negative impact on sexual
function with a subsequent increase in the risk
of depression. There is scarcity of published
data on female sexual dysfunction and the
degree of improvement in patients on hemodialysis (HD) and transplant (Tx) recipients.
The aim of this study was to compare the
sexual function and degree of depression in
HD and Tx patients with control group. For this
purpose, we used the validated Female Sexual
Function Index (FSFI) and Beck Depression
Inventory (BDI).
A total of 23 renal Tx, 29 HD, and 30 control
patients were enrolled in the study. HD patients were required to be undergoing HD for ≥6
months, and for renal Tx recipients, the Tx had
to be performed ≥6 months before study entry.
All women underwent a general and urogynecologic examination. Demographic and clinical
variables were documented. FSFI and BDI scale
scores were compared among groups.

The rates of female sexual dysfunction were
56.7%, 89.7%, and 73.9% in the control, HD,
and Tx, patients respectively. Total FSFI scores in
HD group were significantly lower than those in
Tx and control patients (P < .05). FSFI scores improved significantly in the Tx group. BDI scores in
HD and control subjects were 23.24 and 14.17,
respectively, with a significant difference between the 2 groups (P < .005). BDI score in
the Tx group was 16.65 and the difference was
statistically insignificant.
This preliminary study documented that successful Tx may positively affect sexual life in women
with chronic renal failure. A diagnosis of female
sexual dysfunction should be made routinely in
patients with chronic renal failure.

SEXUAL PROBLEMS
Acquati C, Zebrack BJ, Faul AC, Embry L, Aguilar C, Block R, Hayes-Lattin B, Freyer DR, Cole
S: Sexual functioning among young adult
cancer patients: A 2-year longitudinal study.
Cancer. 2017 Nov 17.
Cancer-related sexual dysfunction has been
reported among adolescents and young adults
(AYAs); however, its prevalence over time has not
been examined. This longitudinal study investigated sexual dysfunction in AYAs over the course
of 2 years after the initial diagnosis.
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Young adult patients (18-39 years old) completed
the Medical Outcomes Study Sexual Functioning
Scale within the first 4 months of their diagnosis
(n = 123) and again 6 (n = 107) and 24 months
later (n = 95). An ordered multinomial response
model analyzed changes in the probability of
reporting sexual dysfunction over time and the
independent effects of demographic, clinical,
and psychosocial variables.
More than half of the participants reported
sexual functioning to be problematic at each
assessment. The probability of reporting sexual
dysfunction increased over time (P < .01) and
was greater for cancer patients who were female (P < .001), older (P < .01), married or in a
committed relationship (P < .001), treated with
chemotherapy (P < .05), and reporting comorbid psychological distress (P < .001) and lower
social support (P < .05). For women, being in a
relationship increased the likelihood of reporting
sexual problems over time; for men, the likelihood of reporting sexual problems increased
regardless of their relationship status.
A substantial proportion of young adults report
ongoing problems with sexual functioning in
the first 2 years after their cancer diagnosis.
These findings justify the need to evaluate and
monitor sexual functioning throughout a continuum of care. Cancer 2017.© 2017 American
Cancer Society.

MEETINGS AND EVENTS CALENDAR 2018

Dr. Roberto Larocca
Urology Unit
University Federico II
of Naples, Italy

robertolarocca87@gmail.com

February
2nd Global Men’s Health Summit 2018
February 5 – 9, 2018
Location: Panama City, Panama
Web: gmhsummit.org
ISSWSH Annual Meeting 2018
February 8 – 11, 2018
Location: San Diego, CA, USA
Web: www.isswshmeeting.org
ESSM Preparation Courses 2018
February 25 – 27, 2018
Location: Lisbon, Portugal
Web: www.essm.org/education-certifications/
certfications/pre-course/
World Meeting on Sexual Medicine
February 28, 2018 – Mar 3, 2018
Location: Lisbon, Portugal
Web: www.issmessm2018.org

March
26th European Congress of the European
Board & College of Obsterics and
Gynaecology (EBCCG)
March, 8 – 10, 2018
Location: Paris, France
Web: www.ebccg.2018.org
33rd Annual EAU Congress – EAU18
March 16 – 20, 2018
Location: Copenhagen, Denmark
Web: eau18.uroweb.org/eau18/registration
May
14th Congress of the European Federation
of Sexology
May 9 – 12, 2018
Location: Albufeira, Portugal
Web: http://web.aimgroupinternational.com/
2018/efs/

MJCSM
The Multidisciplinary Joint
Committee of Sexual Medicine
Become a Fellow of the European
Committee of Sexual Medicine (FECSM)
Become a Certified Trained Center

AUA 2018 Annual Meeting
May 18 – 22, 2018
Location: San Francisco, CA, USA
Web: www.auanet.org
June
ESAU Oporto Meeting: Joint Meeting
ESAU – Portuguese Society of Andrology
June 2, 2018
Location: Porto, Portugal
Web: http://uroweb.org/section/esau/
upcoming-events-news/oporto–portugal

Certified Sexual Medicine
Training Centers
1. Porterbrook Clinic
Sheffield, UK
2. Neurourology Unit,
Department of Urology,
Rambam Medical Center
Haifa, Israel
3. Hamburg Training Centre for
Sexual Medicine
Hamburg, Germany
4. University Hospital Basel
Basel, Switzerland

www.mjcsm.org
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1.
2.
Scientiﬁc work (two most important – peer reviewed – publications) – for new members only
1.
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20th Congress of the
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