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State-of-Art Lectures |

Updates and Perspectives in Erectile Dysfunction
= HIREEET
REtSEBMRANR

Summary
Erectile dysfunction (ED) is one of the most common male sexual dysfunction in daily
andrology practice. The diagnostic and therapeutic approach has been dramatic change
after the launch of sildenafil, the first oral phosphodiesterase type 5 inhibitor (PDE5-1) pill
in 1998.(1) The adoption of the principle of “patient’s goal approach” further simplify
the diagnostic process and most first line physicians can diagnose ED directly based on
history, physical examination and basic laboratory studies.(2, 3)

Although more than 70% of ED patients can have significant improvement on their
erectile function after on-demand PDE5-Is treatment, Non-responders to PDE5-Is
remain an unsolved issue. Most PDE5-Is non-responders have severe co-morbidities
resulting in neurovascular disturbance, endothelium dysfunction, smooth muscle
degeneration and/or hormonal impairments. Uncontrolled diabetic mellitus, major
pelvic surgeries such as radical prostatectomy or proctectomy and severe atherosclerosis
of pelvis are common underlying causes among PDE5-Is non-responders.(4)

Recently more strong epidemiological evidences have also linked ED to metabolic
syndrome and coronary artery disease, which has further tightened the concept of ED as
an early symptom of endothelium dysfunction.(5,6) Patient with ED may be beneficial
from earlier treatment of underlying co-morbidities.(7,8) Whether long-term PDE5-Is
can reverse endothelium dysfunction remains unclear but early pilot studies had showed
short-term improvement on endothelium function based on flow-mediated dilatation
(FMD) study of brachial artery. But the long term effectiveness on endothelium function
rehabilitation has not yet been supported by clinical trials.(9)

Epidemiologic data had also supported the link of lower urinary tract symptoms
suggested of benign prostatic hyperplasia (LUTS/BPH) to ED. In a multinational survey
involving 12,825 men aged 50 to 80 years, sexual disorders and their impact on quality
of life were strongly related to both age and severity of LUTS. The relationship between
sexual disorders and LUTS is independent of comorbidities including diabetes,
hypertension, cardiac disease and hypercholesterolemia.(10) The proposed common
pathogenesis of LUTS/BPH and ED include reduced nitric oxide/cyclic guanosine
monophosphate signaling, increased RhoA kinase pathway activity, autonomic
overactivity and pelvic ischemia.(11)
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In Oct. 2011, FDA further approved tadalafil daily dosing for the indication of lower
urinary tract symptoms suggested of benign prostatic hyperplasia (LUTS/BPH) with or
without erectile dysfunction. Although tadalafil daily dosing can improve irritation
symptoms from LUTS/BPH, the effectiveness on uroflow rate improvement is not
comparative to alpha blockers.(12,13) Whether the concomitant use of PDE5-Is and
alpha blockers have more benefits with regards to symptoms relief and uroflow
improvement are under evaluation. More long term safety data are needed to prove its
concomitant use with alpha blockers. Other potential usage of daily dosing PDE5-Is in
andrology include erectile rehabilitation from radical prostatectomy, rescue treatment for
PDES5-Is nonresponders and endothelium dysfunction recovery.

A newest formulation of short acting PDE5-I, avanafil, was approved by FDA on 27 April
2012 for the treatment of ED. Short onset of action within 15 minutes had been noted in
early pilot studies, but phase Il pivotal data showed similar efficacy and safety profiles
compared with other 3 PDE5-Is.(14)

Topical agents such as MUSE, Vitaros, vacuum device or intra-cavernosal injection of
alprostadil for ED treatment are still 2™ line of choice.(15-17) However the safety profile
of combination use with PDE5-Is is not yet confirmed and is not recommended. Vascular
surgery is only indicated in selective patients with confirmed proximal artery stenosis.(18)
Penile prosthesis implantation is the last choice for who are nonresponders to above
modalities. Antibiotic impregnated prosthesis (InhibiZone or Titan Coloplast penile
implants) is beneficial to patients who are immuno-compromised and vulnerable to
infection.(19-21)

There are some novel pharmacotherapeutic approaches using different mechanism of
action including melanocortins and Rho-kinase inhibitors as well as the introduction of
gene therapy, stem cell therapy and tissue engineering.(22-24) Although preliminary
data have demonstrated efficacy in animal as well as early human trials, but further large
scale randomized clinical trials are necessary to confirm their safety and efficacy profiles.
Recently low-intensity shock wave therapy has been used to improve erectile function.
But owing to lack of standardized procedure/protocol and long term efficacy/safety data,
its use in ED treatment is still empirical.(25)
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Recent Advancement in Genitourinary Tract Infection/ Inflammation:
Asian Guideline on Sexually Transmitted Disease
Ryoichi Hamasuna, MD, PhD
Department of Urology, University of Occupational and Environmental Health, Japan
Committee members for STI guideline of UAA/AAUS

Urological Association of Asia (UAA) requested us, Asian Association of UTI and STI
(AAUS), to make the guideline of sexually transmitted infections (STls) for Asian
urologists. In some Asian countries, such as Japan or Korea, urologists commonly
examine patients with STls especially urethritis. However, the process has been difficult,
because Asia has a lot of countries with different cultures, religions, economies or
medical systems. The deadline of this project is this September and we can show you the
preliminary recommendation for the treatment of male urethritis.

We have two big problems to make this guideline. The first one is the antimicrobial
resistance of Neisseria gonorrhoeae in the world. The prevalence of
antimicrobial-resistance in N. gonorrhoeae strains is very high in Asian countries,
especially to penicillin, fluoroquinolone, oral cephalosporin or macrolide. In addition, N.
gonorrhoeae is also detected from the pharynx of patients with gonococcal urethritis and
cervicitis. This means that we have to use appropriate dosages of antimicrobials for both
the genital and pharyngeal infection of N. gonorrhoeae. Regimens with ceftriaxone can
be recommended for initial treatment of gonococcal infection and we recommend to
use high dose of ceftriaxone such as 1g div. The CDC guideline of USA recommends 250
mg of ceftriaxone im. We do not think low dose of ceftriaxone is effective, but high-dose
of ceftriaxone is not accepted in some Asian countries for gonococcal infection. We have
to discuss the available antimicrobials for all Asian countries.

The second issue is the treatment for Mycoplasma genitalium urethritis. M. genitalium is
the third pathogens for male urethritis. However, in almost countries, it can be treated
without examination by the antimicrobials which are effective to Chlamydia trachomatis
such as azithromycin or doxycycline. Recently, azithromycin-resistant M. genitalium
emerged and are spreading in the world. If the treatment with azithromycin are failed,
moxifloxacin, one of respiratory fluoroquinolone is available. In addition,
moxifloxacin-resistant strains emerged and it would be difficult to treat M. genitalium
urethritis in the future.
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Updates and Perspectives in the Medical Treatment of Metastatic
Castration-resistant Prostate Cancer
William J. Huang, M.D., Ph.D.
Department of Urology, School of Medicine, National Yang-Ming University,
Taipei Veterans General Hospital

Metastatic castration-resistant prostate cancer (MCRPC) is a significant challenge to
uro-oncologists nowadays. MCRPC causes 258,400 deaths annually worldwide [1]. The
disease has a typical development process in associated with a general deterioration of
health condition and occurring of symptoms. Patients at this status usually have life
expectation of 24 to 48 months [2]. The recent mainstay of treatment is the use of
sequential therapies. Prior to 2010, the only approved systemic treatment option to
show significant survival benefit is docetaxel [3]. After 2010, there have been 5 more
protocols demonstrating significant survival available to be used in sequence [4].
Abiraterone acetate is a prodrug of abiraterone, a specific inhibitor of cytochrome P450
c17 enzyme complex essential to androgen production. Therefore, the androgens
produced from testicular, extragonadal, and tumor androgen biosynthesis is globally
blocked [5]. Treatment with abiraterone and prednisone showed a significant increase of
survival time as compared with placebo plus prednisone after administration of
chemotherapy. However, in chemo-naive patients, using abiraterone acetate plus
prednisone prevented the onset of symptoms, and improved life quality. In a recent
randomized phase 3 trial with a median follow-up of more than 4 years, administration
of abiraterone acetate extended overall survival compared with prednisone alone. The
results support the favorable safety profile of abiraterone acetate in patients with
chemo-naive metastatic castration-resistant prostate cancer [6]. In this review, | will
briefly summarize the recent update in options of medical treatment for MCRPC.
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Practical Tips to Optimize Treatment for Premature Ejaculation with Dapoxetine
Bang-Ping Jiann

Premature ejaculation (PE) is a common male sexual dysfunction. Dapoxetine, a
short-acting selective serotonin-reuptake inhibitor, is the only oral medication approved
for treatment of PE in Taiwan which demonstrates an efficacious way of improving
distress in men with PE with good safety profile in clinical trials. There are 5 tips to
optimize treatment for PE with dapoxetine in clinical practice.

1. Screening for cormobid ED. ED is the most common cormobid of men with
PE(32%-45%) and is underreported by patient. When evaluating the efficacy of PE
treatment, a patient’s penis has to maintain an erection until ejaculation. The COUPLE
study supports a synergestic effect and safety of combined treatment of dapoxetine with
PDES5 inhibitor. It is recommended to screen for ED in men with PE and vice versa.

2. Scheduled follow-up visits. Follow-u visit offering an opportunity for physician to
inquire about treatment response to and satisfaction with the treatment and treatment
emergent adverse events. The interval between initial and follow-up visit depend on
sexual frequency, usually 1-month interval which allows patient to make sufficient sexual
attempts.

3. Escalating treatment doses. The recommended starting dose of dapoxetine is 30 mg.
A substantial part of patient required a higher dose of 60 mg because of insufficient
response to 30 mg.

4. Making more sexual attempts. PE is associated with some psychosocial factors such
as immature sexual technique, and low frequency of sexual activity. Making more sexual
attempts may improve dapoxetine treatment outcome. It is recommended to start with 6
doses of dapoxetine for new PE patient.

5. Integrating female partners into treatment. PE causes distress in female partner and
increased risk of female sexual dysfunction of partner within the couple. Partner plays a
key supportive role in the man’s seeking treatment and in successful long-term therapy
for sexual dysfunction. It is helpful in integrating partner the female partner into
evaluation, treatment discussion and monitoring the treatment response.
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Updates and Perspectives in Male Infertility
KRETEEET
S EEBABNIEREEFUURE

The definition of infertility in a couple is generally recognized as the inability to achieve
conception despite of frequent unprotected intercourse at least a one-year duration. The
attributed factors were 20% to male, 38% to female, 27% to both partners with causal
factors identified, however 15% could not be satisfactorily attributed to either partner
(according to a 1982 to 1985 WHO multicenter study).

The main causes of male infertility are classified as follows:
®  Pre-testicular disorders (accounts for about 1~2%)
»  hypothalamic/pituitary diseases
> secondary hypogonadism
® Testicular diseases (accounts for about 30~40%)
»  primary spermatogenesis failure and hypogonadism
»  non-obstructive azoospermia or severe oligoasthenoteratozoospermia
®  Post-testicular defects (accounts for about 10~20%)
»  disorders of sperm transport
»  obstructive azoospermia
> including vas def defect, ejaculatory duct obstruction
® Non-classifiable (accounts for about 40~50%)
»  idiopathic factors
» including erection problems, ejaculation disorders......
»  genetic or epigenetic defects that have not yet been identified

Summary of Update Information about Male infertility

® 2014 American Urological Association (AUA) Guideline for Evaluation and

Treatment of Cryptorchidism:

»  Providers should not use hormonal therapy to induce testicular descent as
evidence shows low response rates and lack of evidence for long-term efficacy.
(Standard; Evidence Strength: Grade B)

> In the absence of spontaneous testicular descent by six months, specialists
should perform surgery within the next year.

® Assessment and, if necessary, treatment of the spouse (the female partner) should
be initiated in the same time.
®  Specific treatment for male infertility includes:

»  dopamine agonists for prolactin-secreting pituitary tumors

»  for men with hypogonadotropic hypogonadism, exogenous luteinizing
hormone (LH) to increase serum and intra-testicular testosterone and, in some
cases, exogenous follicle-stimulating hormone (FSH) to enhance
spermatogenesis. 57
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®  Using multiple advanced surgical techniques, more extensive range of seminal duct
obstruction was accessible and correctable; a favorable patency and pregnancy rate
can be achieved for properly selected patients with acquired obstructive
azoospermia.

® The efficacy of varicocele ligation for sperm quality improvement is still conflicting.
However, for young patients with prominent varicocele (Grade IlI/lll) and no
testicular atrophy, it may be useful and considerable.

® Assisted reproductive technology (ART) is used for the treatment of male infertility
in most patients in spite of any correctable etiology.

® Intra-cytoplasmic injection of spermatozoa (ICSl) into the oocyte is the most
common technique used in ART. Pregnancy and live birth rates are similar to
natural conception.

®  Testicular sperm extraction (TESE) would be able to harvest adequate number of
spermatozoa to do ICSI and subsequent pregnancy for patients with
non-obstructive azoospermia (NOA), even in patients with Klinefelter’s syndrome,
which was previously considered to be hopeless to father a child.

®  The efficiency of sperm retrieval in azoospermia due to spermatogenic failure varies
according to the method of sperm acquisition. Micro-TESE should be the method of
choice because it not only increases the chance of retrieving testicular sperm for
ICSI but also minimizes testicular damage.

® For couples with chromosomal abnormality and Y chromosome microdeletions
considering ICSI, pre-treatment counseling on the potential risk of transmitting
sex-chromosome aberrations and fertility problems to their offspring should be
always arranged. (Grade 2C)

Future Perspectives for Male infertility

Biotechnology techniques, including sperm derivation and haploidization, have been
investigated as an alternative to rescue fertility in men whose germ cells are completely
lacking or present only in immature forms. Although, at present, these methods remain
largely experimental and still require extensive research, which should address ethical
and biosafety issues, such as gamete epigenetic status, ploidy, and chromatin integrity,
they can become however, a valuable tool for rescuing fertility while maintaining
biological fatherhood.
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Updates and Perspectives in the Medical Treatment of BPH/LUTS
Chun-Hou Liao
Division of Urology, Department of Surgery, Cardinal Tien Hospital

We provide an update on recent developments regarding the medical management of
benign prostatic hyperplasia (BPH)/male lower urinary tract symptoms (LUTS). The
recent literature refines our knowledge on current therapeutic options and provides
further evidence for an individualized, risk-adapted approach for male LUTS mainly
depending on symptoms status, comorbidities (i.e. erectile dysfunction; ED) and risk of
disease progression [1].

al-adrenergic receptor antagonists are commonly used to treat BPH/LUTS. With no
changes in side effects, 8mg doxazosin XL treatment is an efficient choice for patients
who did not have an adequate response to 4mg doxazosin XL treatment [2]. Silodosin is
a novel a1-adrenergic receptor antagonist whose affinity for the o1A-adrenergic receptor
is greater than that for the a1B-adrenergic receptor. Silodosin was more effective than
placebo in improving all the International Prostate Symptom Score (IPSS)-related
parameters in all patients subgroups, whereas adverse events (AEs) were similar. Notably,
cardiovascular AEs were not higher in patients taking antihypertensive drugs or with mild
renal function impairment. Discontinuation rates due to AEs were lower in elderly
patients [3].

Men reporting mixed storage and voiding LUTS often experience persisting storage LUTS
after initial treatment. Combination therapy of an a-adrenergic antagonist and an
antimuscarinic is increasingly recognized as a therapy option. Clinical trials have
combined tamsulosin (0.4mg) with different doses of solifenacin. In the SATURN study,
greater efficacy benefits were observed for moderate to severe storage symptoms [4].
Single tablet administration may offer improved compliance. Accordingly, the NEPTUNE
study researched fixed-dose combination (FDC) therapy for mixed LUTS, using
tamsulosin (oral controlled administration system formulation), with solifenacin (6 or 9
mg). The FDC containing tamsulosin and solifenacin 6mg improved storage and voiding
LUTS, with no additional benefit from the higher solifenacin dose. During the open-label
extension study, symptom improvement was maintained. AEs reflected the known
effects of the component therapies. Acute urinary retention, an adverse event of special
interest, was seen in only a small number of treated men [5].

Mirabegron, the first B3-adrenoceptor agonist introduced for use in clinical practice,
differs from antimuscarinic agents in terms of mechanism of action. Mirabegron
administered at daily doses of 25mg, 50mg, and 100mg demonstrated significant
improvements in micturition frequency, urgency incontinence, and mean volume
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voided/micturition as early as the first assessment, and these were maintained
throughout the treatment course. The most common AEs observed with mirabegron in
clinical trials were hypertension, nasopharyngitis, and urinary tract infection. The
incidence of dry mouth was similar to that with placebo, between 3- and 5-fold lower
than with 4mg tolterodine extended release. The benefit of mirabegron (at doses of
50mg and 100mg) was also evident in elderly patients and in both treatment-naive
patients and those who previously discontinued antimuscarinic therapy. Mirabegron can
also be used in combination with antimuscarinics or in addition to alpha blockers.
Mirabegron may quickly become a standard treatment of overactive bladder syndrome
(6].

The combination of a-blocker and 5a-reductase inhibitors (5ARIls) remains a
well-established concept for BPH/LUTS patients with an enhanced risk of disease
progression. A multicenter, randomized, open-label, parallel-group study (NCT01294592)
investigate whether a fixed-dose combination (FDC) of 0.5mg dutasteride and 0.4mg
tamsulosin is more effective than watchful waiting with protocol-defined initiation of
tamsulosin therapy if symptoms did not improve (WW-AIl) in treatment-naive men with
moderately symptomatic benign prostatic hyperplasia (BPH) at risk of progression [7].
742 men with an IPSS of 8-19, prostate volume =30mL and total serum PSA level of
=>1.5ng/mL were randomized. FDC therapy with dutasteride and tamsulosin, plus
lifestyle advice, resulted in rapid and sustained improvements in men with moderate
BPH symptoms at risk of progression with significantly greater symptom and Qol
improvements and a significantly reduced risk of BPH progression compared with
watchful waiting plus initiation of tamsulosin as per protocol.

Tadalafil 5mg/day monotherapy is a valid option particularly for men with LUTS and
erectile dysfunction; the combination of Tadalafil 5mg/day with a 5ARI is an interesting
approach. Tadalafil 5mg once-daily led to clinically meaningful improvement in
approximately two-thirds of men with LUTS/BPH. Among this group of tadalafil-treated
responders, over half achieved clinically meaningful improvement after 1 week of
therapy; over 70% did so within 4 weeks [8]. In an integrated analysis of storage and
voiding IPSS from four randomised controlled trials, improvements during treatment
with tadalafil apply to both storage and voiding symptoms at a constant ratio. The extent
of storage dysfunction before treatment did not affect the response to treatment [9].
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Lunch Symposium

Penile Rehabilitation with PDE5 Inhibitors in Men

Following Radical Prostatectomy
REFR - B&ET

Post-radical prostatectomy (RP) erectile dysfunction (ED) remains a challenge for the
urologist. Despite the improvements in surgical technique, ED occurs between 20% and
90% in patients treated with bilateral nerve-sparing RP. Patient factors, cancer selection,
type of surgery, surgical techniques, and surgeon factors represent the key significant
contributors to erectile function recovery.

The aim of a penile rehabilitation program is to preserve the functional smooth-muscle
content of the corpus cavernosum during the neuropraxia period. Phosphodiesterase
type 5 (PDE5) inhibitors are commonly used in rehabilitation programs. In animal
models, such an approach could promote erectile function recovery, improve smooth
muscle-to-collagen penile ration, reduce penile apoptotic index, preserve penile
endothelial function and promote neuroprotection during nerve damage. Despite the
strong basic science support from animal studies, discordant results have been reached
in humans. The previous randomized trials comparing chronic versus on-demand PDE-5
inhibitors use after RP may be affected by improper patients selection in that only men
at low risk of postoperative ED were included. These patients would recover erectile
function regardless of the type of PDE5 inhibitor administration because of their
excellent baseline profile. Prospective, randomized trials have shown a significant
benefit of daily PDE5-I administration as compared with placebo in terms of
postoperative EF recovery. Patients with intermediate risk of ED after surgery are the best
candidates for daily treatment with PDE5 inhibitor after bilateral nerve-sparing RP. The
maximal effect of penile rehabilitation may be found in those men with a certain (but
not high) degree of systemic and erectile impairment preoperatively.

In conclusion, penile rehabilitation could achieve faster and better natural erectile
function after RP and should be started as early as possible. Chronic use of PDE5-I may
confer the maximal gain as compared to the on-demand administration schedule.
Attention should be pained to the observation that rehabilitation protocols are beneficial
even in men with spontaneous erections postoperatively because further improvement
in such patients was reported.
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Round Table 1

Current and Alternative Management of Late-onset Hypogonadism

Testosterone Replacement Therapy (TRT)
ZIXBY E&EM
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Round Table: Current and Alternative Management
of Late-onset Hypogonadism
Testosterone Replacement Therapy (TRT)

FI7S FEE
CHIA-CHU LIU MD, PhD
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INTRODUCTION:

¢ Testosterone (T) in healthy men reaches its highest levels at
approximately age 30, after which it starts to gradually
decline at a rate of 1% to 2% annually.

¢ In addition to decreased quality of life, testosterone
deficiency has been associated with increased risks for
comorbid diseases including the ED, metabolic syndrome,
DM, osteoporosis and bone fracture, and cardiovascular
disease.

(Liu etal, ] Sex Med 2009)
¢ In past 2 decades, a significant increase in the number of
prescriptions for TRT was witnessed. (nearly 500% increase)

(Bassil et al, Ther Clin Risk Manag. 2009)

SYMPTOMATIC ANDROGEN DEFICIENCY

Recommendation from Endocrine Society in 2010

* Making a diagnosis only in men with consistent
symptoms and signs and unequivocally low
serum testosterone levels.

(Bhasun et al, J Clin Endocrinol Metab 2010;95: 2536-2559)

Va

DIAGNOSTIC APPROACH:
Recommendation from Endocrine Society in 2010

(R o) —— [fom]
—l
|

Low limit of Testosterone:
+Total T : 280-300 ng/dL (9.8-10.4 nmol/L)
«free T : 5-9 ng/dL (0.17-0.31 nnmol/L)

Exclude reversible iliness, drugs, nutritional deficiency
Repeat T [use free or bioavailable T, if suspect altered SHBG"] ‘

SFA [Iffertiity issue]

e
L~ |
ILow‘r. |oworlnomul u«anl WT.:WH LH+FSH I lelr.morsu

(secondary hypogonadism) | | (primary hypogonadism)

homones, MRI [under certain

Froiaciin, iron, oiher pituiary || Karyoiype {Kiineieier |
syndrome]
circumstances’]

LATE ONSET HYPOGONADISM

ISSAM,EAU,ISA,EAA,ASA Recommendations in 2009

* A clinical and biochemical syndrome associated with advancing
age and characterized by symptoms and a deficiency in serum
testosterone levels (below the young healthy adult male reference
range).

* Also referred to as age-associated testosterone deficiency

syndrome (TDS)

(Wang et al, Eur Urol 2009;55:121-130)

EVALUATION

ISSAM,EAU,ISA,EAA,ASA Recommendations in 2009
Clinical Practice:
« TT> 350 ng/dL: Not require TRT
» TT<230 ng/dL:True hypogonadism
Usually benefit fromTRT

« TT:230-350 ng/dL: Grey zone

Need repeated check TT, and consider FT or Bioavailable T

FT< 65 pg/ml: suggest TRT

Threshold values of bioavailable T: not generally available

(Wang et al, Eur Urol 2009;55:121-130)

~ A trial of TRT for 3 months can be considered after excluding other
causes.
(Morales et al, Eur Urol 2014)
(Black et al, BJU Int 2004)
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THERAPEUTIC GOALS

Recommendation from ISSAM, EAU, ISA, EAA, ASA in 2009

- For aging men:

reach midrange to lower young-adult-male serum T le

Recommendation from Endocrine Society in 2010

¢ For young and middle-age men:

reach mid-normal range for healthy, young men. (400-700ng/dL)

* For older men:

reach lower part of the normal range of young men. (400-500 ng/dL)

* For men with desiring fertility: against

Va

EVIDENCE-BASED EFFICACY OF TRT

Potential benefits
@ Libido and erection function restoration
° Energy increasing
® Mood improvement
o Body composition improvement

* Bone mineral density stabilization/increasing

AAACE Hypogonadism Task Force. Endocr Pract 2002;8:439-56.
Bhasin et al., J Clin Endocrinol Metab 2006;91:1995-2010.
Nieschlag et al., Eur Urol 2005;48:1-4.

Potential Benefits of TRT

n itation and Eexual Function:

A Meta-Analysis Study

Giovanni Corona, MD,* Andrea M. Isidori, MD,' Jaques Buvat, MD,* Antonio Aversa, MD,"
Giulia Rastrelli, MD,* Geoff Hackett, MD.* Vincenzo Rochira, MD,** Alessandra Sforza, MD,*
\ndrea Lenzi, MD,! Edoardo Mannucci, MD,™ and Mario Maggi, MD*
An extensive Medline, Embase, and Cochrane search was performed

from January 1, 1969 up to July 1, 2013.

one supp ion (TS) vs placebo
* Atotal of 29 randomized placebo-controlled trials were included.
* n=1,930 subjects with a mean follow-up of 27 weeks.

TS+ PDESi vs Placbo+ PDES5is
* Atotal of 5randomized placebo-controlled trials were included.

PDESis on sexual function before and after TS
* A total of 7 uncontrolled studies were included.

» n=8% subjects with a mean follow-up of 12 weeks.
(Corona ctal, J Sex Med 2014)

e
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(Corona ctal, ] Sex Mcd 2014)
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Potential risks of TRT

Cardiovascular risk ?
Risk of prostate cancer?
Progression of BPH ?

w
J
w

Cardiovascular risk]associated
with testosterone-boosting
medications: a systematic review
and meta-analysis

Giovanni Corona, Elisa Maseroli
a2 Sfarra, Edoarde Man

ulia Raserelli, Andrea M Isidori,
¢ Mario Magsi'

An extensive Medline, Embase and Cochrane search
was performed from January 1969 up to January 2014.
A total of 75 randomized placebo-controlled trials
were included.

3016 patients were randomized to TRT and 2448 to
placebo group.

Mean trial duration: 34.8 weeks.

The mean age: 59.9 years

The mean baselineT : 11.2 nmol/1

(Corona ct al, Expert Opin Drug Saf 2014)
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Saturation model of prostate growth with serum
testosterone concentration

T-dependent_,
range

T-indifferent range

Prostate Growth or PSA

Serum Testosterone Concentration
¢ The saturation point : about 150-200 ng/dl

(Morgentaler ct al, ] Urol 2009)
(Morgentaler ct al, Eur Urol 2009)
(Dupree et al, Nat. Rev. Urol.2014)

a systematic review and meta-analysis

¥ Cui,H Zong, H Yan and Y Zhang

* Medline (1966 to Augest 2013), Embase (1974 to Augest 2013)
and Cochrane Controlled Trials Register databases were
searched.

* A total of 22 randomized placebo-controlled trials (RCTs)
were included in the analysis: (N=2351)

» 11 RCTs compared testosterone with a placebo over the
short term (<12 months).

» 11 RCTs compared testosterone with a placebo over the long
term (12-36 months).

(Cui etal, Prostate Cancer Prostatic Dis 2014)

Vs

Short term trial (<12 months):
Prostate cancer:

a

testosterone placebo 0Odds Ratio Odds Ratio
StudyorSubgroup  Events Total Events Total Weight M-H, Fixed, 9% CI Year M4, Fixed, 95% CI
144 Injection
Marks LS 2006 | 221 4 19 515%  039[006,245 2006 —
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Prostate cancer:

(" Long term trial (12-36 months

Total events 1 o
Heterogeneity: Not applicable
Test for overal effect: Z = 0,68 (P = 0.50)
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Review - Benign Prostatic Enlargement

The Effect of Androgen-replacement Therapy on| Prostate Growth:

A Systematic Review and Meta-analysis

Yuanshan Cui, Yong Zhang

* The Medline (1966 to October 2012), Embase (1974 to October
2012), and Cochrane Controlled Trials Register databases were

searched.

* A total of 16 RCTs were included in the analysis:

» 7 RCTs compared androgen with a placebo over the short

term (<12 mo)

» 9 RCTs compared androgen with a placebo over the long term

(12-36 mo)

( Cuiand Zhang, Eur Urol 2013)
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e Adverse Effects of Testosterone Therapy in Adult
Men: A ic Review and Meta-Analysi

Context: The risks of testosterone therapy in men remain poorly understood.
Obijective: The aim of this study was to canduct a systematic review and meta-analyses of testos-
terone trials to evzluate the adverse effects of testosterone treatment in men.

Data Sources:We szarched MEDLINE, EMBASE, and Cachrane CENTRAL frorf 2003 through August
2008 Review of reference lists and contact with experts further identffied candidate studies.

study selecton: Eligible studies wer{ Comparative, randomized, and Jrd re-
ported the effects of te rone on outcomes of inzerest (deatn, and risk
factors, prostate outcomes, and ery:hrocytosis). Reviewers, working independently anc in dupli-
cate, determined study eligibility.

ical quality of studies and collected descriptive, quality, and outcome data.

h th{5T ndluded studies)aried from low tomedium,
and follow-up duration ranged from 3 months to 3yr- Testosteron
deignificant increase in hemoglobinfweighted
irterval (@), 5.45 t 1.14] anfhematoc ]
high-density lipoprotein cholesterol (WD, —0.45 my/d
significant effect on mortality, prostate, or cardiovascular outcomes.

nd a decrease in

Conclusions: The adverse effects of testosterone therapy include an ircreas2 in hemoglobin and
hematocrit and a small decrease in high-denstty lipoprotein cholesterol. These findings are of
unknown Current the safety of inmen
i terms of patient-mportant outcomes is of low cuality and is hampered by the brief study
follow-up. U Clin Endodinol Metab 95: 2560-2575, 2010)

\_ (Fernandez-Balsells ct al, ] Clin Endocrinol Metab. 2010)

[ TRT MONITORING

Factors Frequency Special comments
DRE Baseline, 3, and 6 months Biopsy if abnormal at baseline and
Annually then during TRT
PSA Baseline, 3, and 6 months Consult urologist if
Annually then >4.0 ng/mL

AUA /PSS score Baseline, every 6 to 12 months

then

Consult urologist if > 19

OSAlhypoxia Baseline, needed then If yes, reduce dose

Breast examination Baseline and follow-up

Hgb and Het Baseline, 3, and 6 months

Annually then

Stop TRT if Het > 50%

(Bhasin et al, J Clin Endocrinol Metab 2010)
(Wang et al, Eur Urol 2009)

ye
CONCLUSION (1):

¢ Current clinical guidelines suggest TRT should be
performed only in men with consistent symptoms and
signs and unequivocally low serum testosterone levels.

* The potential benefits of TRT in hypogonadal men
included restoration of sexual function, improvement of
mood and body composition, increasing muscle strengths
and bone mineral density, and improvement of metabolic

parameters in subjects with commitant DM and/or MetS.

—
CONCLUSION (2):

¢ Current literature reviews did not supportTRT in
hypogonadal men will increase risks of cardiovascular
diseases, prostate cancer and progression of BPH.

* However,TRT would result in a significant increase of
hemoglobin and hematocrit levels. It should be kept in
mind in clinical practice especially performing TRT in
subjects with older age or higher cardiovascular risk.

¢ Further large longitudinal, placebo-controlled,
randomized studies are still needed to clarify the real
effects of TRT on cardiovascular and prostatic health.

\_
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Round Table 2

Current and Alternative Management of Late-onset Hypogonadism
Clomiphene and Tamoxifen
STERPRERET
MO REREEFTRE}

The symptoms of low testosterone in men range from lack of energy, depressed mood,
loss of vitality, muscle atrophy (sarcopenia), muscles aches, low libido, erectile
dysfunction, and weight gain...to bone loss (osteopenia), osteoporosis, mild anemia,
increased risk of Alzheimer's, increased risk of high-grade prostate cancer, and increased
risk of death due to all causes.

Traditionally, if low testosterone is diagnosed, testosterone replacement therapy is
prescribed, and it most commonly comes in the form of a cream, gel, pellet, patch, and
by injection. And although these types of therapy are effective, some methods are better
than others, and there are side-effects with all of them. For example, testicular shrinkage,
gynecomastia (breast enlargement), low sperm count/sterility, and polycythemia
(overproduction of red blood cells) are common side-effects of testosterone replacement
therapy (for many sufferers, these side-effects are mostly treatable or considered "worth
it" by the patient).

However, specifically due to the sterility side-effect, such testosterone treatments aren't a
good option for men who want to have children. In these (usually young) hypogonadal
men, clomiphene citrate has been used for decades to increase testosterone production,
increase sperm production, and increase fertility. Both these therapies effectively help
signal the testes to produce testosterone and thereby increase testosterone levels.

Tamoxifen is an antagonist of the estrogen receptor via its active metabolite,
4-hydroxytamoxifen. In other tissues such as the endometrium, it behaves as an agonist,
and thus may be characterized as a selective estrogen-receptor modulator.

Tamoxifen itself is a prodrug, having relatively little affinity for its target protein, the
estrogen receptor. It is metabolized in the liver by the cytochrome P450 isoform
CYP2D6 and CYP3A4 into active metabolites such as 4-hydroxytamoxifen (afimoxifene)
and N-desmethyl-4-hydroxytamoxifen (endoxifen) which have 30-100 times more
affinity with the estrogen receptor than tamoxifen itself. These active metabolites
compete with estrogen in the body for binding to the estrogen receptor.

Inclonclusion, Clomiphene and Tamoxifen may be used to treat hypogonadism in some
conditions.
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Round Table 3

Current and Alternative Management of Late-onset Hypogonadism
Lifestyle Modification Including Diet and Exercise
Chih-Cheng Lu
E SR

= ES

There are various alternative management strategies for late-onset hypogonadism (LOH),
including lifestyle modification, correction of clinical varicoceles, and elimination of
exposure to gonadotoxins.

Exercise may help sustain the positive effects of Testosterone Replacement Therapy (TRT)
after treatment ends, according to a study from Korea in 2014. Fifty patients with LOH
and similarly sedentary lifestyles were enrolled which included 12 weeks of TRT and 8
weeks of follow-up without therapy. One group was offered a supervised physical
activity program concurrent with TRT therapy for the duration of the study while the
other received TRT alone. Total serum testosterone levels significantly increased at 12
weeks; even more, greater increases were seen in the exercise group. More patients in
the exercise group reported improvements in erectile function.

The serum concentration of sex hormone-binding globulin (SHBG) can affect the
biological activity of testosterone. A study from the Massachusetts Male Aging Study in
2000, examined cross-sectional relationships between dietary components and SHBG
levels in 1552 men. The results showed that age and body mass index are major
determinants of SHBG concentrations in older men, and fiber and protein intake are
also significant contributors to SHBG levels, but total caloric intake and the intake of
carbohydrate or fat are not significant. Diets low in protein in elderly men may lead to
elevated SHBG levels and decreased testosterone bioactivity.

The decrease in bioavailable testosterone results in declines in sexual function and
muscle and red cell mass, and contribute to the loss of bone density. Combination of
exercise and TRT offers significant improvements in testosterone levels and LOH
symptoms, which can be well sustained with continuous exercise even after the
cessation of TRT.
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Round Table 4

Current and Alternative Management of Late-onset Hypogonadism:
Dehydroepiandrosterone (DHEA) and Other Nutritional Supplement
Chen-Hsun Ho, M.D.

Taipei Medical University Shuang-Ho Hospital
New Taipei City, Taiwan

Summary: Late onset hypogonadism (LOH) is a clinical and biochemical syndrome in
men with advancing age associated with low testosterone and age-related symptoms.
While testosterone replacement therapy has been well established for the management
of LOH, investigators have been interested in the alternative supplement. A recent
meta-analysis including all placebo-controlled RCTs evaluating the effect of DHEA
supplementation on several clinical outcomes revealed that DHEA supplementation was
associated with a reduction of fat mass and with a trend toward an increase in lean mass.
However, these effects were small and may be explained by adjustment for
DHEA-derived metabolites. Besides, there was no additional effect of DHEA
supplementation on other metabolic profiles, bone health, sexual function, and quality
of life. The effect of some other nutritional supplements has been also investigated, while
their roles remain to be determined.
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Clinical Debate |

Debate | (Pros) :

Issue 1 : Laser Prostatectomy had Lower Rate of Erectile Dysfunction than TURP
Hsin-Chieh Huang

Division of Urology, Department of Surgery, Chang Gung Memorial Hospital

Benign prostatic hyperplasia (BPH) becomes increasingly common as man age. Men with
clinically significant lower urinary tract symptoms (LUTS) suggestive of BPH who do not
find adequate relief with medical treatment may benefit from transurethral resection or
ablation to enlarge the urethral channel to reduce the amount of prostate tissue around
the urethra.

Transurethral resection of prostate (TURP) has been the main form of treatment for many
years in men with BPH, and remains the standard against which other treatments should
be compared. However, the complications and cost associated with TURP have
encouraged development of several alternatives methods to remove or destroy prostatic
tissues using a variety of energy sources.

Laser prostatectomy techniques have become a popular alternative for transurethral
resection of the prostate (TURP) and several reports showed their efficacy with less blood
loss and a shorter hospital stay than after TURP. Laser prostatectomy includes two major
technical principals, enucleation of the adenoma from the surrounding capsule or laser
ablation of the adenoma. The successful relief of LUTS is postulated to favor improving
the overall sexual function. However, other factors, including laser-heating effect, is
hypothesized to contribute to postoperative erectile dysfunction. Laser prostatectomy
using size-related laser energy might have possible negative influence on sexual function
than TURP.
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Clinical Debate |

Debate | (Cons) :

Issue 1 : Laser Prostatectomy had Lower Rate of Erectile Dysfunction than TURP
SR ZLELEERT

o

[l

il

REEIRRMAE K (Benign prostate hyperplasia » BPH) AZEREHEHEESHIE
7% > MEEE&HMEINEERER - /A E D EERKREEEIR R (transurethral
resection of prostate »  TURP)ERIISAEEUNINRA EEEE FAU) R =N RP EEEE
(AUA)ZZaBEO T\ EE - XEERTVRBTES TURP FNEREHE 8.3~13.6% INF
R R EEINIEIDBERERR (Erectile dysfunction » ED) » #¥BIZMIRIFIE ED BVRE °
ARMEBEM X BEET TURP NSRBI REPERE -

ER{iT2 ZET)RE BRI T B S RBEEAC (patient age) » IRFEIRESIE (prostate size) »
INME M (Cardiovascular disease) * #&FR & (Diabetes) A R TP R EIR B IEZ I,
(intraoperative capsular perforation) » LA ERIZRIIEIRSMI1E ED RV - fEFITBIE

ERAVEEFELRIZNEEE B (BSIRIEERR 5 7 FHIEAEIER (neurovascular
bundle =N V B)ZZIZFZFMSA ED °

T RSB UBRFITZEEETT, PR TBAZESE TUR syndrome H » T ATTRER
TR ERRERVCIEIZE A EEM TURP HE - (B BH B EM T IEIED)
BER ERLLRERIDNRIBAREMMIEEREAS -

RIS TSI S REASNFETEE

£ 1984 TEEE IR cavernous nerve (IIRIREIREIR (prostate capsule) EENEIE
RANEZE (lateral pelvic fascia) ZE - HLLTHIEZEIEEPMEFEBE non-adrenergic
non-cholinergic nerve BI—SLEMAFIZNIE o Lefaucheur FEEHRIE TURP T2
MEEERERZIEARETE pudendal nerve DS ZIEIEE - RIRBERER
AR > BREEEFIEHMIEARE - S—RIMRE TURP THREAIERREIEHE
FERREV)\ (< 40 ml) RVRRR » TS BERARERME - TR IIEINREFEMILRK -

& B YDBREI S BR ST B (A PR 1B B FE AR U PR Sl L8R

EE DA R UIPREIV IRF ML A B S A SIAEINEERZE (Thulium laser,
HPS laser, Holmium laser) » /22 FNETNEETTEBEIRIEM TURP BVELK - B2
KEBDPEMEIIBERS (randomized control trial, RCT) ELLEMEZIRTEEZEE »
ERELREEZ T MERINEINEEBNE - AAMMTEINTEIEEFE R N TE = organic
ED » IB#EET KK 25~35% ED TRFBEEFLENS psychogenic ED » MflT#&{ERA PDESI B
FIRIEEZRKVE 86% °

SRS SEFESISS B TURP BRI A IR R - A —
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Clinical Debate |

Debate | (Pros) :
Issue 2: Operation vs. Combined Medical Treatment for
a 60 Years Men with Large Prostate
TIOIZE&ET
BEREEBTURE
Chung-Cheng Wang, M.D. PhD.
Department of Urology, En Chu Kong Hospital, New Taipei City

Many evidences have showed that monopolar transurethral resection of prostatectomy
(M-TURP) is the current surgical standard procedure for men with prostate sizes of
30-80 ml and bothersome moderatetosevereLUTS secondary of benign prostate
obstruction. M-TURP provides subjective and objective improvement rates superior to
medical or minimally invasive treatments. In 1999, a meta-analysis of 29 RCTs found a
mean decrease in LUTS of 70.6% and a mean increase in Qmax by 125% after TURP.
Another recent analysis of 20 RCTs with a maximum follow-up of 5 years, M-TURP
resulted in a substantial improvement of mean Qmax (+162%) and a significant
reduction of mean IPSS (-70%) and mena PVR urine (-77%). These results all support the
durable clinical outcome of M-TURP and are superior than those of medical treatment.

A significant change was noted in surgical treatment of benign prostatic hypertrophy
(BPH) over the last two decades. Most importantly, laser surgery (coagulation,
vaporization, or enucleation) has been growing in popularity as an alternative to
standard transurethral prostatectomy or other procedures.

Thulium-YAG (Tm:YAG) laser, a wavelength of approximately 2000nm is emitted in
continuous wave mode. Thulium laser prostatectomy had a similar efficacy to standard
TURP in terms of IPSS, QoL, Qmax, and PVR, and offered several advantages over TURP
in terms of blood transfusion, serum sodium decreased, catheterization time, and
hospital stay, while TURP was superior in terms of operation duration. Thus, to our
knowledge, although there is no RCT to compare medical treatment with laser
prostatectomy, we still can presume that laser prostatectomy is a better choice than
medical treatment for a patient with large prostate.
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Clinical Debate |

Debate | (Cons) :
Issue 2: Operation vs. Combined Medical Treatment for
a 60 Years Men with Large Prostate

FESER

Yuh-Shyan Tsai (REE)
Dept. of Urology, NCKUH, Tainan, Taiwan

Benign prostate enlargement or hyperplasia is a progressive disease that might affect
male voiding or storage function of the lower urinary tract mainly after 50 years old.
Since bothersome lower urinary tract symptoms (LUTS) varies widely according to the
people, the treatment should be individualized, including observation, medical therapy
either with single or combined agents, minimal invasive surgery, or prostatectomy. As for
maintaining voiding function, the trail focusing on large prostate have proven that
combined therapy is an effective and safe method in preventing or diminishing
prostate-related occurrence of urinary retention or surgery. Also, several innovative
agents have been approved for the treatment of storage-related overactive bladder
problem. Moreover, in resolving the bothersome nocturia or nocturnal polyuria, several
non-urological causes should be investigated and corrected before considering any
invasive surgery. Therefore, for a 60-year-old man with large prostate more than 80 gram,
we favored combined medical therapy should be offered first considering surgery.
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Clinical Debate 11

Debate Il (Pros) :
Issue 3: Cialis OAD vs. « -blocker + PDE5 Inhibitor in Men with

Concomitant ED and BPH
TSAI, WEI-KUNG
Department of Urology, Mackay Memorial Hospital

PDES5 inhibitors is the first-line treatment for ED, and also the emerging medication for
LUTS now. Although three selective oral PDE5 inhibitors (sildenafil, tadalafil, and
vardenafil) have been licensed for the treatment of erectile dysfunction, and clinical trials
of all of them have been conducted in patients with male LUTS, only tadalafil (Cialis®5
mg once daily) has been licensed for the treatment of male LUTS with or without erectile
dysfunction.

With regard to tadalafil 5 mg, it was found significantly to reduce IPSS by 22-37%
(4.7-6.6 IPSS points; IPSS points relative to placebo: 2.1-4.4). Both bladder storage and
voiding symptoms decreased during treatment with PDE5 inhibitors. Significant LUTS
(IPSS) reduction has been documented with tadalafil as early as 1 week after the
beginning of treatment. In the latter RCT, not included in the meta-analysis just cited, a
statistically significant increase in Q .  with tadalafil compared with placebo (+2.4

mL/s) was reported for the first time. Tadalafil had no significant impact on PVR.

The meta-analysis of PDE5 inhibitors suggested that younger men with low body mass
index and more severe LUTS profit the most from treatment with PDE5 inhibitors. By the
Recommmendation from EAU guideline, Cialis once daily and alpha blockers have the
same level of evidance base (1a) and Grade of recommendation (A) to reduce
moderate-to-severe (storage and voiding) LUTS in men. Why don’t we start Cialis once
daily monotherapy for LUTS instead of a-blocker + PDES5 Inhibitor combination?

Epidemiologic data in adult men exhibit a strong relationship between ED and LUTS/BPH.
Preclinical evidence suggests that several common pathophysiological mechanisms are
involved in the development of both ED and LUTS. Dual efficacy of Cialis once daily can
reduce the number of pills needed and is helpful for the patinet’s compliance for
treatment.

Besides, Taking alpha-blocker and PDES5 inhibitors together may increase the incidence of
dizziness and hypotension. Cialis Once daily monotherapy has fewer incidence of side
effect than On-Demad PDES5 inhibitors, and also avoids the sexual side efffect of
alpha-blocker like ejaculation dysfunction.
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Debate Il (Cons) :
Issue 3: Cialis OAD vs. « -blocker + PDE5 Inhibitor in Men with
Concomitant ED and BPH

AR

There are some advantages for a-blocker + PDES5 inhibitor:

1. Safety: The patient may have an a-blocker as initial treatment, and then add-on
PDE5 inhibitors when voiding condition improved.

2. Efficacy: Patients may titer dose or switch into another a-blocker or PED5 inhibitor
until they find most effective combination.

3. Cost: Since a-blockers are covered by National Health Insurance, patients may save
a lot of money.

4. Flexilibity: When voiding and erection condition improve, patients may fine-tune
individual dosage of a-blocker and PDE5 inhibitor.

Conclusion: a-blocker + PDES5 Inhibitor is a favorable option for men with concomitant
ED and BPH.
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Clinical Debate 11

Debate Il (Pros) :
Issue 4 : Is there an Increased CV Risk after TRT ?

M3 BEE
BILERILRAED

Testosterone
Increase the Risk of a

Cardiovascular Event
AACBHIRIRES W1

Testosterone therapy 2

Testosterone therapy (TT) for patients with symptomatic testosterone
deficiency is recommended by guideline[1]

Improve sexual function, bone mineral density, increase free-fat mass
and strength

Improve lipid profiles, insulin resistance and increase the fime to ST
depression during stress festing

Effects of TT on cardiovascular outcomes and mortality are unknown

18hash, . etal. J Cin Endocrhnol Mefab, 2010, 95(6): p. 2536-5.

The NEW ENGLAND

Several recent studies indicate TT 3 JOURNAL o MEDICINE 4
may increase cardiovascular events =
B N L N Adverse Events Associated with Testosterone Administration
The testosterone in older men with mobility limitations (TOM) tial[1] P
s iesign
the associafion of T with mortality, myocardial infarcfion and stroke v aesig )
in men with low festosterone levels[2] mgﬂﬁgggg%ﬁ:ﬁ;ﬁgﬁﬁhg'gﬁfy'w”'fo”edr double-biind trial
Increased risk of non-fatal myocardial infarction following Study participants
testosterone therapy prescription in men|[3] Men>65 y/o
Testosterone therapy and cardiovascular events among men: a 100ng/dl<Total testosterone<350ng/dL o free testosterone<50 pg/mL
systematic review and meta-analysis of placebo-controlled Limitations i mobit
randomized trials[4] imitations in mobifity
Procedures
10g fransdermal gel containing
placebo control or
1.Basario, S., et ol. N EnglJ Med, 2010. 3632 p. 109-22. 100mg of testosterone (Testim 1%, Auxilium Pharmaceuticals)
2 VR e A JOTS S0 7 o625 %
R oL e vee o e OB 1. Baseria 5. ef ol N Engl Med. 2010.36302) p. 10922
e NEW ENGLAN D TT group are associated with higher
5 .
JOURNAL of MEDICINE rate of adverse cardiovascular events
Cardiovascular-related events
Adverse Events Associated with Testosterone Administration MedDRA-classified cardiac evetns
Primary efficacy outcome Stenting and bypasss procedures
Maximal voluntary muscle sirength in a leg-press exercise ;e”p’:e:’l‘)‘ede:"
Secondary efficacy outcome A:;:v:micsoo pressure
Chest-press sirength, 50-m walking speed, Stair-climbing speed and
power, and a lft-and-lower test ECG changes
Safety monitoring Stroke and syncope
) Artherosclerosis-related events
Hb, Hct, PSA, serum chemical levels, Prostate exam, LUTS M1, sudden death, angiopkasty, CABG and stroke
Adverse events: medical dictionary forregulatory activities (MedDRA) o : goplasty:
system organ class categorization Discontinued early in Dec-2009
Every 6 monihs
TTis associated with higher =
7 orgrstimstiston

cardiovascular events

A Cardiovascular-Related Events

P<0.001

Testosterone

Placebo

Cumulative Probabilty o Event

Months since Randomization

Men with higher testosterone levels had higher risk
of CV events compared with all other subjects
(HR,2.4; P=0.05)

Association of Testosterone Therapy With Mortality,
Myocardial Infarction, and Stroke in Men
With Low Testosterone Levels
VA clinical assessment reporting and tracking (CART) program
76 VA cardiac catheterization laboratories
Data entry by clinicians during clinical workflow

VA electronic medical record system
Fgure1 sty Conort

RT3 o oy

1. Vigen, &, etal JAMA 2013 310(17): p. 18293,
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Methods

Covariates
Patient characteristics
Coronary artery disease
Primary exposure variable
Filing prescription for testosterone gel, patch, o injection

Assumption: continued freatment unfil outcome event occurred or end
of follow-up

Outcome variable:
Time to Allcause mortaiity
Time to Hospitalization for Mi or ischemic stroke

Statistical methods

Stabilized inverse probability of treatment weighting
Variables
demographic characteristics, comorbidifies, procedures
Cox proportional hazards models
Association between TT and death, M, or stroke
Adjust for the presence of CAD
Compare baseline characteristics of TT group and no TT group
Ttest for continuous variables
Fisher exact test for dichotomous variables
Kaplan-Meier survival curves with TT as time-varying covariate

Tovler.ci Testosterone Therapy.
Unmeighed Conariates st Sty Ent .
Results R 12
Vo Tetoterons Trerapy
(o= 7356) Pualue
e men Go)y Toaen> <ot
Tota tetoserone, mean (), ngl. 2065 (73.8) <001
Cohort of 8709 veterans with a total testosterone level <300ng/dL Coronasy st 5
WO Undeent COronay SNGGORY s = Ty o
20%: prior hx of MI, BT Obstrcted 670 (545) 001
50%: diabetes oo e S Hypertension B35 (29> 1101 (90.0) 001
14 o Tt 1000 Hyperlipidemia T 1051 (85.9) o
>80%: CAD s i ey Diabetes a7 s 650 (532) 0
TT vs. non-TT groups Obesity 4033 (53.9) o2
Depresson 2641 05.3) 45 06.0) 7
1223 (14%) initiated TT after 531 days following T e =600 e
angiography e Obstructive sieep apnea 1980 (26.4) 341279) 30
- 2 Congestiv heart failure @soii> 22182 <001
Younger. lower rates of comarbidifies — e e 002
Chronicabsructive pulmonary disese G 280186) o
Peripheral vascular disease Qg3 9.5 201 16.4) o1
Cerebrovascular disease 136 (11.1) <001
oy T Testosterone use was associated with
P Vatues for Between Testosterane vs No Testosterone Therapy  [JLRG] increased risk of death, MI, or stroke 14
’ ’
1500 3654 sa0a
Coronary arteries
Normal 64 82 45 Figure 2. Kaplan-Meier Survival Curves With Testosterone Therapy
Nonobstructed 57 78 76 Evaluated as a Time-Varying Covariate
Obstructed 40 6 80 -
Prior myocardia nfarction 62 7 38
Congestve hsrt filure 53 9 i w Notestosteron tharapy
Disbetes 59 36 30
T = = = e o ———"
Depression 82 52 o7 3
Prorbel ® % 5 fo
Hypertpidemia a1 o 98
Peripheral vascula disease 8 a2 55 s
Chronic obstructivepulmo- 81 s0 3 R, 129 95% 1, L04-1.58)
nary disease LogrankPo.02
Obesity. 26 25 12 o 500 1000 1500 2000
Hypertension 58 51 6 [
Corebrovascular disease 79 S e theroy
Ostructive steep apnea n 2 93 9 s 2597 a6 205
3 S0 b o
OPENBACCESS oy s aion 15 Methods 16

Increased Risk of Non-Fatal Myocardial Infarction
Following Testosterone Therapy Prescription in Men

The Truven Health MarketScan Commercial Claims and Encounters

Database

Cohort formation
database from men with a minimum of 22 months of confinuous
enrolment for analyses with post-prescription follow-up intervals of 90
days, and 25 months for analyses with post prescription follow-up
infervals of 91 to 180 days.

first prescription for any of several TT prescripfions not containing
esfrogen (N = 55,593)

first prescription for phosphodiesterase type 5 inhibitors (PDESI; sildendfil
or tadalafil, N=167,279)

1. Ainkle, WD.. of alPLoS One, 2014, 91| p. 685805,

Covariates
Age ot inifial prescription
Diagnostic covariates: Associated with Ml
Prescription covariates
Outcome
diagnosis of acute Ml (ICD-9: 410)
90 days after filing of prescription

Post prescription Mlincidence/pre-prescription Mlincidence, i.e. post/pre

rate ratio=RR

follow up fill . MI b. refill 14 prescription c. 90 days following iniial
prescription

Ratio of rate ratios (RRR)=RR of TT group/RR of PDES| group
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The rate ratio increase of Ml after TT initial

i 17 A e i 18
Testosterone freatment increased prescription is higher than after PDES5I
Ml rates R O
e e
Table 1. Rates of myocardial infarction per 1,000 persons per year (PY) in men under age 65 years and those age 65 years and e 2 - s
older, in pre- and post-prescription intervals for an initial prescription for testosterone therapy rate ratios (RR) and 95% confidence Rate per 1,000 PY (HS%CH 526 (343, 8.06) 526 (.43, 806) 304 (257, 360 304257, 360
intervals (CI). |Post prescription
Cusnea M e e S
Fants 80 S5 s 705 e ] Sinaim
Rate per 1,000 PY (95%C1) 3.48 (302, 401) 322275377 527 (381, 7.27) o 5 e L
Rate Ratio (post/pre) (95%C1) 1.36 (1,03, 181) 117 (084, 1.63) 2190127, 377) ::‘;';:‘W"M’“ -] i - 113 e, 100 1 L 1]
= T =
‘BMC Medicine
[Researcrarticie —————open hcces] ;
19 Testosterone therapy increase the 20
Testosterone therapy and cardiovascular events . .
among men: a systematic review and mea-analyss risk of cardiovascular-related events
of placebo-controlled randomized trials
Data sources
Pubmed search through Dec, 2012
estosterone or androgen2and rialzand andom*;
Men in English
Study selection
ple {e] trolled trials of festosterone =12 wks
Cardiovasculartelated events by study am
Outcome
Composite cardiovascular related events
Data synthesis and analysis
I;g%\f? odds ratio obtained by metabinzfunction of the  eta2package in
The effect of testosterone on rate of
Conclusions 22

cardiovascular events was influenced by Ei
funding source

Testosterone gelincrease the risk of CV adverse events in
community dwelling men 65 y/o or older with limitations in mobility

Testosterone therapy (TT) use was associated with increased risk of
mortality, Ml or ischemic stroke in veterans with significant medical
comorbidities.

Inmen aged 65 y/o or older, TTincreased rate ratio of Miup to 2.19;
in men younger than 65 y/o with heart disease history, TT increased
the rate ratio of Ml up to 2.90

Inan updated systemic meta analysis of RCT tridls, T is associated
withincreased cardiovascular event with pooled odds ratio=1.54

Why contradictory results 23

Differences between the effects of endogenous hormones and
those of pharmacologic hormonal therapy(1]

Differences in the duration of exposure to festosterone(1]
Possible mechanism
Testosterone causes salt and water retension

Increase in festosterone and estradiol may promote inflammation,
coaguiation and pit aggregation

Increase pit thromboxane A2 receptor density and pit aggregation.

DHT, increases smooth muscle proliferation and expression of vascular
cell adhesion molecule 1-> enhance monocyte activationin the
endothelium

Worsen obstructive sieep apnea

1.Basaria, S., et al., NEngl J Med, 2010. 363(2): p. 109-22.
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Clinical Debate 11

Debate | (Cons) :

Issue 4 : |Is there an Increased CV Risk after TRT ?
2IZEY E&Em
SIEEB B PMC=EERT IRE
SIHEBAE BElr BBR IMRER

1JEB BEieflED FEEREaRT IWERR

Testosterone (T) in healthy men reaches its highest levels at approximately age 30, after
which it starts to gradually decline at a rate of 1% to 2% annually. In past 2 decades, a
significant increase in the number of prescriptions for TRT was witnessed (nearly 500%
increase) due to increased aging population, increased media attention to TRT, and the
development and consequent wide marketing of new testosterone formulations.
However, the safty of TRT especially on CV risk was still under debated and greatly
concerned.

Why we think TRT will not increase CV risk in hypogonadal men? There are seveal
reasons supported our viewpoint.
1. Low T levels are associated with several risk factors of atherosclerosis including
T2DM, dyslipidemia, obesity, and biomarkers of inflammation(1,2).
2. T levels are inversely related to carotid intima-media thickness and severity of
coronary artery disease(1).
3. Men with low T levels are prone to have higher risk of all-cause mortality and
CVD mortality(3).
4. Previous meta-analyses didn’t show TRT increase adversed CV outcomes(1,4,5).
5. TRT reduces inflammation and ameliorates metabolic syndrome components in
men with low T levels(1,6,7).
6. TRT might have beneficial effects on cardiac ischemia, angina and chronic
heart failure(1,8).
7. Some studies found TRT improved survival in men with low T levels(9,10).

Although some of recent studies have found TRT may increase CV risk(11-13), their
study designs and analyical methods had been criticized by many experts and
professional societies(14-17). Their results might not be extended to general population.
However, previous meta-analyses found TRT would result in a significant increase of
hemoglobin levels as well as hematocrit levels(4). It should be kept in mind in clinical
practice especially performing TRT in subjects with older age or higher CV risk(18).
Further large longitudinal, placebo-controlled, randomized studies are still needed to
clarify the real effects of TRT on cardiovascular health.
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The Impact of Trans Fatty Acids in Male Reproduction
Yu Sheng Cheng'”? ,Yung Ming Lin’

Department of Urology in Douliou Branch Hospital',
Institute of Clinical Medicine’ Department of Urology, College of Medicine,
National Cheng Kung University

Purpose: In the past decades, a significant decline in sperm concentration and total
sperm count has been reported among healthy men. The cause of this phenomenon
remains a perplexity. However, there are accumulating evidence thatdietary habit may
have an impact on semen quality. Most commercially prepared food contain trans fatty
acids (TFAs) because of their low cost and long shelf life. Our report is associated with
impact of trans fatty acids in male reproduction from comprehensive literature review.

Materials and Methods: This report is based on a reviewof most recent documents
about trans fatty acids in male reproduction. We analyzed the collected information
about rationale formations, animal models and clinical impact of trans fatty acids in male
reproduction. We also compared the power of clinical evidence in different publication
based on their study design and statistic data.

Results: There are only a few literature concerning about TFAs in male infertility.
Rodent models suggest that trans fat intake can cause impaired spermatogenesis and
testicular damage. In human, trans fatty acid intake is inversely related to total sperm
count in young healthy man through dietary assessment. Moreover, the high intake of
trans-fats was positively related to the odds of having asthenozoospermia.

Conclusions: Intake of trans fatty acid not only is a known hazard to cardiovascular
system but also comprehend negative effects in male reproduction. Our comprehensive
review of trans fatty acids in male reproduction might offer useful recommendations in
lifestyle modification in infertility counseling.
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fRfSH (inlD) ERSBITEIE
Cottonseed Oil (Gossypol) and Male Fertility
sRE | REE
' BRI AR R BT RR
'S EEXBNETURE

Gossypol (#8E7) is a yellow pigment derived from the seed, root and stem of cotton
plant and its botanical name of the cotton plant, Gossypium (#8{E/&). It is a natural
defensive agent to cause infertility in insects. Gossypol also causes spermatogenesis arrest
in human and other mammals. Some large studies of its antifertility effect in human are
performed in China, Africa, and Brazil showed well tolerance with no major side effects.
The mechanism of gossypol is acting on germinal epithelium of seminiferous tubule and
causing atrophy in seminiferous tubule with only single layer of Sertoli cells and
spermatogonia left in the tubules. The decreases happened in sperm count, motility after
taking gossypol and finally come to azoospermia. In the hypothalamic—pituitary—gonadal
axis (HPG axis), some studies showed degeneration in pituitary with FSH / LH decrease
and some showed no differences. Hypokalemia was reported in early studies and it was
not confirmed in later large studies. The major concern of antifertility effect of gossypol is
the irreversibility in infertility found in about 20% of people. In the role of contraceptives,
gossypol should be used only in men who have accepted the possible result of
permanent infertility.

Gossypol
o o
I [
H-C  OH OH C—H

HO X _ OH

HO ~““CH, CH, X OH
CHCH, CHCH,
| |
CH, CH,
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Plasticizers and Male Infertility
Chang WH'; Lee CC"?
'Department of Environmental and Occupational Health, National Cheng Kung University;
*Research Center for Environmental Trace Toxic Substances, National Cheng Kung University

Male infertility, including decreased semen quality, is an important issue in the world.
Multiple risk factors including age, genetic, lifestyle, obesity, environmental endocrine
disruptors, and psychosocial stress might cause male infertility. Endocrine disruptor,
phthalate esters (PAEs) are commonly used as plasticizers in consumer products and
widely spread around our environment. Animal studies indicated that phthalates
exposures caused several detrimental reproductive defects via anti-androgenic activity.
However, it still debated with the adverse effects on human male reproduction. 259
infertile menand 39 fertile men were recruited. After signed informed consent, urine and
semen samples were collected and questionnaire interview was conducted. Levels of
phthalate monoesters in urine and semen samples were analyzed with HPLC-MS/MS.
Semen quality, reproductive hormones and insulin-like 3 (INSL3)of all subjects were also
evaluated. After adjustment for age, BMI, cigarettes, and season of blood drawing,
urinary MMP was inversely associated with total testosterone (P=0.035). Urinary MEP
was negatively associated with the TT: LH ratio(P=0.021) and positively correlated with
estradiol (P=0.007). Urinary MEP, MiBP, MBzP MEHHP, MECPP and IDEHP were
negatively associated with the Inhibin B:FSH ratio (P<0.05). Urinary MEHP and MEHP%
were also negatively correlated with INSL3 (P<0.05). After adjustment for age, BMI,
cigarettes, and abstinence time, urinary MMP, MEP MiBP and MECPP were positively
associated with liquefaction time (P<0.05). Urinary MiBP and MECPP were inversely
associated with sperm motility (P<0.05). In addition, seminal MMP, MEHP and MEHHP
were negatively associated with INSL3 (P<0.05). Seminal MEHP and XDEHP were
inversely associated with sperm concentration (P<0.05). Seminal MEP, MEHHP and
ZDEHP were negatively associated with total motility (P<0.05). The infertile men with
abnormal semen quality had higher estrogen receptor binding effect and androgen
receptor antagonistic effect. In conclusion, we demonstrated that exposures to several
phthalate esters (especially DMP, DEP, DiBP, BBzP and DEHP) might simultaneously act
as agonists and/or antagonists viaestrogen and androgen receptors and interfere with
hormone imbalance in Leydig cell and spermatogenesis in Sertoli cell of testis in infertile
men.

Key words: Phthalate exposures, male infertility, semen quality, reproductive hormone,
INSL3

88

104 FEH\BE_RNSEREFESF 43 NBHEE

18



Program of 2015 Annual Meeting and 43rd General Scientific Meeting of
The Taiwanese Association of Andrology

Special Lectures 1

Peyronie’s Disease and Penile Curvature
Cheng-Hsing Hsieh, MD
Division of Urology, Taipei Tzu Chi Hospital; School of Medicine,
Buddhist Tzu Chi University, Hualien, Taiwan

Peyronie's disease (PD) is most referred to as a progressive fibrotic wound-healing
disorder, characterized by formation of collagen plaques on the tunica albuginea of the
penis. A general explanation of this disorder, which has gained acceptance, is that PD is
a disorder in which genetically susceptible individuals experience a localized response to
endogenous factors such as tumor growth factor-p, which are released in response to
microtrauma.

The course of PD includes an early inflammatory phase that may last up to 18 months
and a subsequent stable phase. In the early phase, patients may experience penile pain
as the tunical plaque develops. During the stable phase, the plaque becomes more
organized, penile curvature stabilizes, and the pain usually subsides. It is both a
physically and psychologically devastating disorder that causes penile deformity,
curvature, hinging, narrowing, shortening and painful erections, as well as often occurs
in conjunction with erectile dysfunction. The perceived loss of length and girth is more
disturbing than the curvature itself, all of which can physically limit intercourse and
impose a severe psychological burden.

Based on the limited currently available clinical data, choice of treatment for PD is
problematic. Currently, there are several investigational minimally invasive and
non-surgical treatment options for PD with variable success. Even though no single,
standardized, surgical treatment for this disorder has prevailed, it remains the standard of
care for patients with stable disease and disabling deformity or drug-resistant erectile
dysfunction. Each of the different surgical procedures includes tunical shortening, tunical
lengthening (plaque incisions or partial excision and grafting), and penile prostheses,
poses its own advantages and disadvantages in terms of potential complications and
postoperative satisfaction. Surgical outcomes of the most commonly used procedures are
not substantially different; the appropriateness of each treatment option may often
depend on disease and patient characteristics. Congenital penile curvature can only be
treated surgically, using the same principles as in PD.

Despite a myriad of treatment options, PD remains a considerable therapeutic dilemma.
Surgical algorithms have been published through the selection of surgical procedures in
the absence of conclusive, long-term outcome data. Accumulating data on outcomes
may serve to further guide practice and refine selection of the surgical approach.
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Special Lectures 2

Priapism
Chih-Wei Tsao
Division of Urology, Department of Surgery, Tri-Service General Hospital,
National Defense Medical Center, Taipei, Taiwan

Priapism is a prolonged erection that persists beyond or is unrelated to sexual stimulation.
It is often painful penile erection lasting more than 4 h unrelated to sexual stimulation. It
is more common in patients with sickle cell disease. There are three major types of
priapism: ischemic, nonischemic, and stuttering. It can be classified into ischaemic (low
flow), arterial (high flow), or stuttering (recurrent or intermittent).

Ischemic priapism is usually idiopathic and the most common form. Arterial priapism
usually occurs after blunt perineal trauma. History is the mainstay of diagnosis and helps
determine the pathogenesis. Laboratory testing is used to support clinical findings.
Ischemic priapism is an emergency condition. Intervention should start within 4-6 h,
including decompression of the corpora cavernosa by aspiration and intracavernous
injection of sympathomimetic drugs. Surgical treatment is recommended for failed
conservative management, although the best procedure is unclear. Immediate
implantation of a prosthesis should be considered for long-lasting priapism. Arterial
priapism is not an emergency. Selective embolization is the suggested treatment
modality and has high success rates. Stuttering priapism is poorly understood and the
main therapeutic goal is the prevention of future episodes. Stuttering ischemic priapism
challenges the clinician to develop a management strategy to prevent future episodes of
priapism. Daily treatment with low dose Phosphodiesterase Type 5 Inhibitors is a
promising but investigational means of preventing stuttering priapism.

90
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Special Lectures 3

Delay Ejaculation
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Delayed Ejaculation
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Brief

= CC: Difficult to ejaculation for 2 months
Erection, intercourse, masturbation: normal
Past history: DM(-), HTN(-), allergy(-)
smoking(-), drug(-)
PE: normal external genital, normal penis

Cho.LDL 115  mgidL
Cho. HDL 51 mefdL
G 72 mgfdL
Hbalc 54 %

4,65

66 -130
=40
<150
4.2 -64

ng/mL 166 -8.11

3

Lab: normal

Testosterone

EJACULATION

Ejaculation is
the outcome of sexual
arousal and, normally,
occurs simultaneously
with orgasm.

BRAIN

It is induced by nerve
stimulation, resulting
in the expulsion

of semen from the
outer urethral orifice.

SPINAL
CORD

PERIPHERAL
NERVES |

BRAIN SPINAL

CORD

PERIPHERAL
NERVES

Patient profile
= Name: 3&xx

= Age: 34ylo
= Gender: male

Next step ??

Mechanism of ejaculation

= Orgasm: Centrally controlled
Sensory experience

= Emission: Sympathetic T10-L2
Contraction of seminal vesicles and prostate

Expulsion of sperm/seminal fluid into posterior
urethra

= Ejection: Sympathetic S2-S4
Bladder neck closure

Relaxation of external sphincter

Rhythmic contraction of bulbucavernosus/pelvic
floor muscles
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Ejaculation

Delayed ejaculation (DE)

= Varying delays in the latency to ejaculation,
or the complete inability to ejaculate

= Aman inability for or persistent difficulty in
achieving orgasm

= Despite typical sexual desire and sexual

stimulation Male Orgasm Probiems?

Delayed ejaculation

v is no fun for anyone
\ 1 - least of all her!
Click to come

easily during sex

and give her the

| grdatest climax ever!

Delayed ejaculation (DE)

= In most cases, the man can climax and

ejaculate only during masturbation, but not
during sexual intercourse.
It is the least common of the male sexual
dysfunctions (<3%)

and canresult as a side effect of some

medications.
In one survey, 8% of men reported being
unable to achieve orgasm over a 2-month
period or longer in the previous year.

= Oxford textbook of psychopathology (pp. 399-430).

n

Ejaculation disorders

Timing (premature or delayed)
Direction (antegrade or retrograde)
Emission (aspermia)

Orgasm (lack of it)

Pain

Hematospermia

Delayed ejaculation (DE)

= Generally, aman can reach orgasm within a
few minutes of active thrusting during sexual
intercourse.

A man with delayed ejaculation either does
not have orgasms atall or cannot have an
orgasm until after prolonged intercourse
which might last for 3045 minutes or more

= Am Fam Physician. 2010;81:305-312

Clinical presentation

Mild: men who still experience vaginal
orgasm, but only under certain conditions

Moderate: cannot ejaculate during
intercourse, but can during fellatio (oral sex)
or manual stimulation

Severe: can ejaculate only when alone
Most severe: cannot ejaculate at all
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Cause Nerve

= Difficulty in achieving orgasm can also result
= Hypogonadism from pelvic surgery

L] Thyroid disorders traumato pelvicnerves

» Pituitary disorders: Cushing disease = Laclfofsensation in the nerves of the glans
penis

= Prostate surgery outcome hx of circurmcision

= Drug and alcohol
= Oxford textbook of psychopathology (pp. 399-430).

adrologia. 2013 Apr 20. doi: 10.1111/and.12101

Medication Other factors

= Delayed ejaculation is a possible side effect of = Psychological and lifestyle factors have been
certain medication discussed as potential contributors, including

Selective serotonin reuptake inhibitors (SSRIs), insufficient sleep,
Antipsychotics distraction due to worry,
Antihypertensives distraction from the environment,

anxiety about pleasing his partner

anxiety about relationship problems

* The British Journal of Psychiatry 181: 49-55. = Mann, Jay (1976). "Retarded ejaculation and treatment".

International Congress of Sexology (Montreal, Canada).

Masturbation Treatment

= One proposed cause of delayed ejaculation is = Psychotherapy
adaptation to a certain masturbatory = Medication

technique = Sextherapy

= Traumatic masturbatory syn = Orthers

= Sank, Lawrence (1998). Tramatic masturbatory syndrome. Journal of

Sex & Marital Therapy 24: 37-42.
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Treatment -- medication

[ therapeutic Advances in Urology

A systematic review of the correlates and
management of nonpremature ejaculatory
dysfunction in heterosexual men

Raouf Seyam

Treatment -- medication

= Several medications that act on the
adrenergic or serotoninergic receptors had
some effectin the treatment.
Bupropion, used as an antidepressant and
smoking cessation, was shown to decrease
orgasmic delay.
Bupropion therapy for lifelong DE resulted in
an increase of men rating control over
ejaculation from o to 21.1%.

Bupropion

= In men with non-depression-associated
orgasmic delay, bupropion treatment caused
a significant improvement on orgasm and
sexual satisfaction
= Modell etal. JSexMarital Ther 26: 231240 2000

Trends

= There is anincreasinginterest in
nonpremature ejaculatory dysfunction (non-
PEEjD).

= Thefrontier of sexual medicine has shifted
slowly from ED to PE and now to non-PE EjD.

TherAdv Urol (2013) 5(5) 254—297

Bupropion

= Mean intravaginal ejaculatory latency time
(IELT) decreased o.74-folds after treatment.
= There was a significant improvement in the
intercourse satisfaction and the orgasmic
domains of lIEF and depression score from
baseline
= Abdel-Hamid and El Saleh, J Sex Med 8: 1772-1779. 2011.

Antidepressant

= Fluoxetine-treated subjects had lower
orgasmic function scores less than placebo
and gepirone-ER
= Fabreet al. 2012

After yohimbine treatment of patients with
orgasmic dysfunction, 55.2% managed to
reach orgasm and were able to ejaculate
during either masturbation or sexual
intercourse

= Adeniyi et al. Asian J Androl 9: 403-407.2007

24
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PDE51

= Several reports showed that in certain clinical
conditions, PDEsi could successfully treat
ejaculatory and orgasmic dysfunction.
In a prospective, placebo-controlled trial, sildenafil
significantly improved ejaculation and orgasm in
male outpatients with major depression and
antidepressant treatment associated sexuval
dysfunction

= Nurnberg etal. JAMA 289: 56-64.2003

Tadalafil daily use

= A randomized, double-blind, placebo-controlled
study of tadalafil 5 mg once daily for 12 weeks in
men with LUTS/BPH, tadalafil treatment
significantly improved ejaculation and orgasm
compared with placebo or tamsulosin treatment
= Giuliano et al., J Sex Med 10: 857-865, 2013.

= 15tstage: a man masturbates in the presence
of his partner.

Sometimes this is not an easy matter as a man
might be used to having orgasms alone.

= 2" stage: the man's hand is replaced with
the hand of his partner.

Step by step a man leamns to ejaculate closer and
closer to the desired orifice

Tadalafil

= |n patients with ED, a pooled analysis of 17

placebo-controlled 12-week trials, treatment
with tadalafil 10 or 20 mg was associated with
significant improvement in ejaculatory and
orgasmic function.
In the tadalafil group, 66% of subjects with
severe EjD or severe orgasmic dysfunction
reported improvement compared with 35—
36% in the placebo group

= Paduch et al. BJU Int 109: 1060-1067.2013

2

Treatment -- sex therapy

= Therapy usually involves homework
assignments and exercises intended to help a
man get used to having orgasms through
insertional intercourse, vaginal, anal, or oral,
that is through the way he is not accustomed
to.

= Commonly the couple is advised to go
through 3 stages

= Dr. David Delvin, NetDoctor.co.uk. Retrieved 2007-10-25.

= 37 stage: insertive (penis into vagina, anus or
mouth) as soon as the ejaculation is felt to be
imminent.

= Thus a man gradually learns to ejaculate
inside the desired orifice
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Treatment -- other @ur patient

= In some cases hypnosis can help with the Worried about infertility
problem, especially if a partner does not want

Mental support
to participate in therapy.

Medication: PDEg;i

= M.M. Delmonte .Springer Netherlands. Retrieved 2007-10-25. RECOVe"Y

_ Thanks for your attention!!
Conclusion
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Special Lectures 4

Female Sexual Dysfunction
Te-Fu Tsai
Division of Urology, Department of Surgery,
Shin-Kong Wu Ho-Su Memorial Hospital, Taipei, Taiwan
School of Medicine, Fu Jen Catholic University, Hsinchuang, Taipei, Taiwan

Abstract

Sexual health is defined by the World Health Organization as the integration of somatic,
emotional, intellectual, and social aspects in ways that are positively enriching and that
will enhance personality, communication, and love. The female sexual response is
multifaceted involving neurovascular, endocrine and psychosocial factors. Optimal
female sexual health comprises physical, mental, and emotional aspects, and these are
the context in which a woman experiences desire, arousal, and orgasm. Sexual
dysfunction in females is a complex and highly prevalent disease, and commonly
associated with quality of life. Several factors influence female sexual function, including
physiological and psychosocial factors. | will discuss models of female sexual response,
define and categorize female sexual dysfunction, and identifie therapeutic modalities for
female patients who have sexual dysfunction.
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+ Prostatitis is one of the most common diseases seen in
urology practices in the United States, accounting for
nearly 2 million outpatient visits per year.

¢ The diagnosis is made in approximately 25% of male
patients presenting with genitourinary symptoms.

+ Autopsy studies have revealed a histologic prevalence of
prostatitis of 64-86%.

Colins MM et al: How common is prostatitis? A national survey of physidan visits. J Urol. 9(4):1224-8.

symptoms in a population based study using the National Institutes of Health
ol. Mar 2001;165(3)

¢ In bacterial prostatitis, sexual transmission of
bacteria is common, but hematogenous,
lymphatic, and contiguous spread of infection
from surrounding organs must also be
considered.

¢ A history of sexually transmitted diseases is
associated with an increased risk for prostatitis
symptoms.

Krieger JN, Nyberg L Jr, Nickel JC. NIH consensus
definition and classification of prostafitis. JAMA.
1999;282:236-7.

# Prostatitis (prostate infection) is an infection or
inflammation of the prostate gland that presents
as several syndromes with varying clinical
features.

¢ The term prostatitis is defined as microscopic
inflammation of the tissue of the prostate gland
and is a diagnosis that spans a broad range of
clinical conditions.

Krieger JN, Nyberg L Jr, Nickel JC. NIH consensus definition
and classification of prostatitis. JAMA. 1999;282:236-7.

The National Institutes of Health (NIH) has recognized and defined
a classification system for prostatitis in 1999:

¢ | -Acute bacterial prostatitis

# Il -Chronic bacterial prostatitis

# |l - Chronic prostatitis and chronic pelvic pain
syndrome (CPPS; further classified as
inflammatory or noninflammatory)

¢ IV - Asymptomatic inflammatory prostatitis

¢ Viral and granulomatous prostatitis may be associated
with HIV infection and is another cause of culture-
negative disease.

+ A common viral pathogen of prostatitis in HIV-infected
patients:

cytomegalovirus (CMV)
Mycobacteria, such as Mycobacterium
tuberculosis

fungi, such as Candida

Mastroianni A, et al: Acute cytomegalovirus prostatitis in AIDS. Genitourin Med. 199672 (6):447-8
Gebo KA. Prostatic tuberculosis inan HIV infected male. Sex Transm Infect
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Chronic bacterial prostatitis may be due to the
following:

+ Acute bacterial prostatitis may be caused by ascending infection
through the urethra, refluxing urine into prostate ducts, or direct
extension or lymphatic spread from the rectum.

+ Approximately 80% of the pathogens are gram-negative organisms:

+ E coli is responsible for 75-80% of chronic bacterial prostatitis
cases. (Enterococci and gram-negative aerobes such as
Pseudomonas are usually isolated in the remainder of cases)
C trachomatis,Ureaplasma species, Trichomonas vaginalis

D e Uncommon organisms, such as:

Enterobacter

Serratia

PseudomonasFeneley

Enterococcus

Proteus species

M tuberculosis
Coccidioides
Histoplasma
Candida species
Tuberculous prostatitis may be found in patients with renal tuberculosis
Consider Neisseria gonorrhoeae and Chlamydia trachomatis infection in any Human immunodeficiency virus
male younger than 35 years presenting with urinary tract symptoms. Cytomegalovirus
Inflammatory conditions (eg, sarcoidosis)
 AB et al: Chronic prostatits: management sirategies. Drugs. 2009/69(

A nonspecific mixed inflammatory infiltrate that consists of

Bacterial prosta Expressed prostatic fluid contains more than ma cells, and histiocytes is typical in chronic

10 white blood cells per high-power field, indicating prostatitis.

Urine culture with greater than 100,000 colony-forming units (CFU) : ; :
of Escherichia coli, the most common pathogen in acute and Prokaryotlc DNA sequences in patients

il Dt s T with chronic idiopathic prostatitis

¢ The etiology of prostatitis is unknown for more
than 90% of patients

¢ Culture methods were used to select 135 men
with chronic prostatitis refractory to multiple
previous courses of antimicrobial therapy

+ Specific PCR assays detected Mycoplasma
genitalium, Chlamydia trachomatis, or
Trichomonas vaginalis in 10 patients (8%).

J. Clin. Microbiol. 1996, 34: 3120

ITEREE
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Prokaryotic DNA sequences in patients
with chronic idiopathic prostatitis

TABLE 1. Mok

Trichomonas vaginalis in the prostate gland

+ Using established immunoperoxidase procedures, we
have positively identified trichomonads in the prostatic
urethra, glandular lumina, submucosa, and stroma. Foci

of nonspecific acute and chronic inflammation, as well as

intraepithelial vacuolization, were associated with the
infection. The finding of trichomonads within and
beneath glandular epithelium necessitates reevaluation
of the traditional view of T vaginalis as a strictly surface-
dwelling organism.

Archives of Pathology & Laboratory Medicine [1986, 110(5):430-432]

Meta-Analysis of Measures of Sexual Activity and Prostate Cancer

Dennis, Leslie K.1 and; Dawson, Deborah V.2
Epidemiology: Vol ssue 1 - p

The d ncer among me
h

This was observed with both random- and fixed-effects models (RR = 1.4; 95% Cl =
1.2-1.7; N = 17 studies; heterogeneity 0.14), especially for syphilis (RR = 2.3;
95% ClI = 1.3-3.9; N = 6; heterogeneity P = 0.47).
Risk of prostate cancer is also associated with increasing y of sexual ac
(RR = 1.2 for an increase of three times per week; 95% CI = 1.1-1.3; N = 12).
However, these studies are heterogeneous (P < 0.001)
g number of st also associated with prostate cancer (RR =

an increase of 20 partners; Cl =1.1-1.3; N = 16; heterogeneity P = 0.11)
The data do not support associations with multiple marriages, age at first intercourse,
or age at first marriage.
These results indicate an association between prostate cancer and sexually
transmitted infections, suggesting that infections may represent one mechanism
through which prostate cancer develops.

Causes and Differential diagnosis of
Hematospermia
(Andrologia, 1981: 474-478)
Rare cases of prostatitis caused by invasion of
Trichomonas vaginalis with Candida albicans

(Kurnatowska: Journal Article, Case Reports, English
Abstract (lang: pol)

Asymptomatic bacteriospermia: Cause of infertility
in men

(Urology, 1976(8): 563-566)

Trichomonas vaginalis associated with
nongonococcal urethritis and prostatitis

# Trichomonas vaginalis was recovered from three
(1.7%) of 179 men with nongonococcal
urethritis.

+ Prostatitis was found in 11 (8%) of 138 of these
men who had prostatic examinations;

¢ T. vaginalis was recovered from two of the 11.

+ The typical clinical presentation was persistent
urethritis and/or prostatitis due to an antibiotic-
resistant agent.

Kuberski T: Sexually Transmitted Diseases 1980, 7(3):135-136

Abstract
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Plasma Antibodies against Trichomonas

Prospective Study of Trichomonas vaginalis =
of Prostate i

Infection and Prostate Cancer Incidence and

Cancer

Association of TV and Prostate Cancer

Wiley Online Library

e Ve
Sreajhrovgh Sanoer Pt q' + a case—control study included 673 case with prostate

. cancer and 673 matched control subjects who had
[ =] :

available plasma samples

5 antibodies against T vaginalis with an enzyme-linked
immunosorbent assay

a seropositive status was statistically significantly
increased risks of extraprostatic prostate cancer (OR =
Qe BB 2.17,95% CIl = 1.08 to 4.37) and of cancer that would
ultimately progress to bony metastases or prostate
cancer—specific death (OR = 2.69, 95% CI = 1.37 to

3 5.28).

STARK JR et al. Prospective study of Trichomonas vaginalis infection and prostate cancer incidence and
mortality: Physicians' Health Study. J Natl Cancer Inst. 2009 Oct 21,101(20):1368-9
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ROLE OF TRICHOMONIASIS INFECTION IN
PATIENTS WITH CHRONIC PROSTATITIS /
CHRONIC PELVIC PAIN SYNDROME :

A PRELIMINARY REPORT
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Purpose

Chronic nonbacterial prostatitis or chronic
prostatitis/chronic pelvic pain syndrome
(CP/CPPS) (Class 3a/3b) is a pelvic

pain condition in men

and is a common consultation in urological clinic.
Until nowadays, CP/CPPS is difficult to treat due
to the etiologies are poorly understood, even
though it accounts for 90%-95% of prostatitis
diagnoses.

This study is designed to discover if
trichomoniasis infection is one of the causes in
patients suffering from CP/CPPS.

Results

The prevalent rate of trichomoniasis infection
in patients with CP/CPPS was 20% (7/35).
One case was found to have TV infection in
his self-void urine.

6 cases were found to have TV infection in
their post prostatic massage first-void urine.

No any TV trophozoite was found in the direct
smear under microscope in all 35 patients.

Conclusion

+ The infection rate of tric oniasis is high (20%)
in patients with CP/CPPS.

¢ The rapid test kid of TV is a suitable tool as a
first line survey for these patients.

+ The treatment result was encourage for the
clinicians and provided benefit for the patients
(effect rate 86%7?).

Materials and Methods

Between 29-Jan-2013 and 12-Apr-2013.

35 (28 - 69 y/o, mean: 43.5 y/o) patients who were diagnosed of
CP/CPPS without associate underlying diseases that can be
explained for these conditions were included.

All patients received urine trichomonas vaginalis (TV) rapid test
kid examination (JD’s TV Ag Test kid) for infection confirmation.
5 patients sent self-void urine for the test.

30 patients sent post prostatic massage first-void urine for the
examination.

The prevalent rate of TV infection in patients with CP/CPPS and
the treatment results with metronidazole were evaluated (NIH-
CPSl-subscales addressing pain and recheck the TV Ag about
2 to 3 months later after treatment).

Results

NIH-CPSI-subscales addressing pain (score range 0-21) :
Significant treatment response in 6 of 7 patients: p<0.001
Pre-treatment mean score:  15.3
Post-treatment mean score: 4.2

After 4 to 8 (4 patients) weeks metronidazole treatment:

TV Ag change to negative in 5 of 6 above patients who felt
improved a lot post-treatment.

TV Ag change to negative too in the patient who felt without
improvement post-treatment.

ROLE OF TRICHOMONIASIS INFECTION IN
PATIENTS WITH HIGH PSA LEVEL BUT WITH
NEGATIVE OF MALIGNANCY :

REPORT
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Purpose : . Materials and Methods

Patients with high PSA level but with - Between 29-Jan-2013 and 12-Apr-2013.

negative of malignancy are common to 4 20 (35 — 83 y/o; mean 59.7 y/o) patients who ever received

be found in urological clinic. prostate biopsy due to high PSA level but without malignancy

X i X X were enrolled in this study.

Although the etiologies are variable in All patients received urine or semen trichomonas vaginalis (TV)

different conditions, bacterial or rapid test kid examination (JD’s TV Ag Test kid) for infection

nonbacterial prostatitis was thought to confirmation.

account for some of the diagnoses. One patient sent semen for the test.

This study is designed to survey if 19 patients sent post prostatic massage first-void urine for the
examination.

The prevalent rate of TV infection in these patients was studied.

The treatment results with metronidazole included post therapy

PSA level change and TV Ag follow-up 3 months later were

evaluated too.

trichomoniasis infection is as a cause of
nonbacterial prostatitis in these patients.

Results Results

The prevalent rate of trichomoniasis infection in 7 7 5.88
patients with high PSA level but with negative

malignancy was 30% (6/20) with the rapid test

kid of TV.

All 6 cases were found to have TV infection only

in their post prostatic massage first-void urine.

No any TV trophozoite was found in the direct After 4 weeks metronidazole treatment:
smear under microscope in all 20 patients.

improved

TV Ag change to negative in 5 of 6 patients

Conclusion

+ The infection rate of trichomoniasis is high (30%) in
patients with high PSA level but without malignancy.

+ The results account that nonbacterial prostatitis may
be a causative etiology.

+ The rapid test kid of TV is a suitable tool as a survey
for these patients.

+ The treatment result was encourage for the
clinicians and provided benefit for the patients who
concerned about their high PSA level (effect rate

33%?7). i
~— ank you i




Program of 2015 Annual Meeting and 43rd General Scientific Meeting of
The Taiwanese Association of Andrology

SR
R EE

7

Taiwanese Guideline on Ketamine Cystitis
Stephen S. Yang, MD, PhD

Division of Urology, Taipei Buddhist Tzu Chi General Hospital, New Taipei Taiwan, and
Department of Urology, School of Medicine, Buddhist Tzu Chi University, Hualien,
Taiwan.

Ketamine abuse has been a significant social and clinical problem in Taiwan and
overseas ethnic Chinese. Ketamine abuse may cause cystitis and related uropathy, e.g.
hydronephrosis. The development of Ketamine cystitis after ketamine abuse is still under
investigation. The natural course of Ketamine cystitis is unknown.

To solve the aforementioned clinical problems, we intend to conduct a National
Registration on Ketamine cystitis and introduce a common way of diagnosis and
treatment. At diagnosis of Ketamine cystitis, the following studies are essential:
questionnaire regarding Interstitial cystitis, pain score, sexual function, mood and sleep
quality; uroflowmetry + post-void residual urine; renosonography, renal and liver
function tests, HIV and VDRL, CBC+platelet and Differential count. Optional studies are
voiding diary, IVP or abdominal CAT scan, urodynamic study, transurethral or
transureteral biopsy, and gastroeneteroscope, etc.

At treatment, pain killers should be provided. Antimuscarinics is the first line to increase
bladder capacity. Oral or intravesical hyarulonic acid can be used later. The role of botox
injection to detrusor is unknown but worthy of trial. The final means for contracted
bladder is augmentation cystoplasty. Preservation of trigone is recommended and
reimplantation of ureter is generally not recommended.

Followup on bladder and kidney function should be repeated every 3-6 months.
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International Journal of Impotence Research (2014) 26, 141-145;
dOi:TO.1038/ijir.2013.53
Data on the Utilization of Treatment Modalities for ED in

Taiwan in the Era of PDE5 Inhibitors
W-K Tsai'? and B-P Jiann**

'Department of Urology, Mackay Memorial Hospital, Taipei, Taiwan;
*Mackay Medical College, Mackay Junior College of Medicine,
Nursing, and Management, Taipei, Taiwan;
*Division of Basic Medical Research, Department of Medical Education and Research,
Kaohsiung Veterans General Hospital, Kaohsiung, Taiwan and
*School of Medicine, National Yang-Ming University, Taipei, Taiwan.

Oral PDE5 inhibitors, intracavernosal injection and penile implants are mainstay
treatments for ED. Data on their utilization reflect economic aspects of ED, but are
underreported. We report utilization data and user characteristics for these modalities in
Taiwan between 1999 and 2011. Sales data on PDE5 inhibitors—sildenafil citrate,
tadalafil and vardenafil and on alprostadil were retrieved from International Market
Services Health, and on penile implants from the local importing company for them.
Users’ clinical characteristics were derived from one institution. Between 1999 and
2011, sales of PDE5 inhibitors increased 5.9-fold, whereas those of alprostadil and
penile implants remained stable. Over 90% of PDES5 inhibitors were purchased in
pharmacies without a prescription. Between 1999 and 2011, the number of patients
who received PDE5 inhibitors (n=4715) exceeded those who underwent penile
injection (n=333) and penile implantation (n=108). The mean age of patients with ED
who first received PDE5 inhibitors tended to decrease over consecutive years.
Discontinuation of treatment with PDE5 inhibitors or intracavernosal injection reached
90% within 3 years of treatment initiation. Our data on the increasing market for PDE5
inhibitors and the trend for first use of PDE5 inhibitors at younger ages highlight the
growing burden of ED and the acceptance of PDE5 inhibitors as the primary treatment
for ED.
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J Sex Med 2014;11:230-239.
Factors Associated with Sex Hormones and Erectile Dysfunction

in Male Taiwanese Participants with Obesity
Ming-Der Shi, MS,” Jian-Kang Chao, MD, PhD," Mi-Chia Ma, PhD,*
Lyh-Jyh Hao, MD," and I-Chen Chao, MD™"
"Department of Pathology and Laboratory Medicine,

Kaohsiung Veterans General Hospital Tainan Branch, Tainan, Taiwan;
'Department of Psychiatry, Yuli Veterans Hospital, Hualien, Taiwan;
*Department of Health Administration, Tuz Chi College of Technology, Hualien, Taiwan;
SDepartment of Statistics, National Cheng Kung University, Tainan, Taiwan;
"Department of Internal Section, Endocrinology and Metabolism,
Kaohsiung Veterans General Hospital Tainan Branch, Tainan, Taiwan;
“Graduate Institute of Clinical Medicine, Southeast University, Nanjing, China

Introduction. Obesity has been receiving an increasing amount of attention recently,
but investigations regarding the potential impact of obesity, sexual behaviors, and sex
hormones on erectile dysfunction (ED) in men have not completely clarified the
association.

Aim. To identify the relationship between ED, sexual behavior, sexual satisfaction, sex
hormones, and obesity in older adult males in Taiwan.

Methods. Data were obtained from a baseline survey of 476 older adult males (=40
years old). Their demographic data, body mass index (BMI), sex hormones, sexual desire,
sexual satisfaction, and ED status were assessed.

Main Outcome Measures. The International Index of Erectile Function-5 (IlEF-5), Sexual
Desire Inventory (SDI), and Sexual Satisfaction Scale (SSS) were used to assess ED, sexual
desire, and sexual satisfaction.

Results. In all, 476 men were available for analysis. The mean age of the sample was
51.34 = 7.84 years (range 40 to 70 years). The IIEF total score had a mean of 19.44 =
4.98; 264 (55.5%) subjects had ED, 250 (52.9%) were currently obese (BMI =27), and
297 (62.4%) had metabolic syndrome. The results showed an increased risk of ED
among obese men and subjects with lower levels of sex hormones and lower sexual
desire. Testosterone levels were lower in subjects with obesity (P < 0.001). Among the
predictors of ED, obesity (odds ratio [OR] = 1.62, 95% Cl = 1.07-2.44, P = 0.021),
abnormal high sensitivity C-reactive protein (hs-CRP) (OR = 10.59, 95% Cl =
4.70-23.87, P < 0.001), and lower serum full testosterone (OR = 3.27, 95% CI =
2.16-4.93, P < 0.001) were significantly independent factors.

Conclusions. This study supports the idea of a close relationship between low levels of
sex hormones, sexual desire, sexual satisfaction, obesity, and ED, and also shows that
low free testosterone and hs-CRP may predict ED, even in obese populations.
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PLOS ONE / www.plosone.org
August 2014 / Volume 9 / Issue 8 / e105091
Predictive Clinical Indicators of Biochemical Progression in Advanced Prostate
Cancer Patients Receiving Leuplin Depot as Androgen Deprivation Therapy
Chien-Hua Chen', Ju-Ton Hsieh?, Kuo-How Huang’, Yeong-Shiau Pu?, Hong-Chiang Chang*
! Department of Urology, En Chu Kong Hospital, Taipei, Taiwan, > Department of Urology,
National Taiwan University Hospital and College of Medicine,
National Taiwan University, Taipei, Taiwan

Therapeutic planning and counseling for advanced prostate cancer patients receiving
androgen deprivation therapy (ADT) is complicated because the prognoses are highly
variable. The purpose of this study is to identify predictive clinical indicators of
biochemical progression (BCP). In this retrospective analysis, data from 107 newly
diagnosed patients (from November 1995 to April 2008) with advanced prostate
adenocarcinoma receiving Leuprorelin acetate depot were analyzed. Data was collected
from the computerized registry of two collaborating medical centers in Taiwan. Cox
regression and Kaplan-Meier analyses were used to evaluate the relationship between
potential predictive parameters and BCP. Univariate analysis revealed that predictors of
BCP included (1) initial serum prostate-specific antigen (PSA) (hazard ratio [HR], 1.00;
95% confidence interval [Cl] 1.00-1.00); (2) log of initial PSA (HR, 1.35; 95% ClI
1.17-1.56); (3) PSA density at diagnosis (HR, 1.00; 95% Cl 1.00-1.01), and (4)
pathological bone fracture (HR, 2.22; 95% ClI 1.20-4.11). Age (HR, 0.94; 95% ClI
0.91-0.98) and hemoglobin levels (HR, 0.86; 95% CI 0.76-0.97) were also associated
with greater risk of BCP. After adjusting for age, pathologic fracture, and hemoglobin
level, the initial PSA and PSA density were no longer significantly associated with BCP.
However, age and hemoglobin levels continued to be associated with greater risk of BCP
(P<0.007). Using Kaplan-Meier analysis, patients with higher initial PSA concentration,
pathological bone fracture, and low hemoglobin had a greater probability of BCP. Thus,
low hemoglobin and age are predictive indicators of BCP and therefore early indicators
of BCP despite ADT therapy.
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Andrology, 2014, 2, 59-64.
doi: 10.1111/.2047-2927.2013.00146.x.
The Role of Sympathetic and Parasympathetic Nerve Systems on the
Smooth Muscle of Rat Seminal Vesicles - Experimental Results and
Speculation for Physiological Implication on Ejaculation
'J-T Hsieh, 2Y-C Kuo, *H-C Chang, ’SP Liu, *J]-H Chen and ** V.F.S. Tsai
' Urology, National Taiwan University, > Urology, Taipei City Hospital,
? Urology, National Taiwan University Hospital, Taipei,
“Jyh-Horng Chen’s Urologic Clinic, Hsih Chu, and
*Urology, Ten-Chan General Hospital, Taoyuan, Taiwan.

Ejaculation is a process involving sympathetic and parasympathetic effects during
different stages - emission and ejection. Some conditions of ejaculation dysfunction are
associated with autonomic nerves. However, the exact effects of autonomic nerves on
ejaculation are not well defined. Autonomic agonists induce different recorded trace
patterns of seminal vesicular contraction. The different traces contain different
components of phasic and tonic contraction, which may have physiological implications.
In this study, we examined isolated rat seminal vesicle (SV) contraction by phenylephrine
(PE), acetylcholine, and their respective antagonists and then speculated upon
physiological roles of sympathetic and parasympathetic nerves on SV during ejaculation.
We found that PE and Ach both achieved good contraction of rat SV. Compared to « 1b
for sympathetic and M1, M2 for parasympathetic receptors, a1a and M3 are the
relatively dominant subtypes on rat SV. Adrenergic and cholinergic agonists cause
different trace patterns of SV contraction. We speculated that the sympathetic effect is
dominant during emission to squeeze seminal fluid out and that the parasympathetic
effect is dominant during ejection to provide an anti-reflux effect on the ejaculatory
duct.
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Int. J. Mol. Sci. 2013, 14, 22102-22116; doi:10.3390/ijms141122102

SEPT12-Microtubule Complexes are Required for Sperm Head

and Tail Formation
Pao-Lin Kuo ", Han-Sun Chiang **, Ya-Yun Wang ', Yung-Che Kuo *, Mei-Feng Chen *,
I-Shing Yu ®, Yen-Ni Teng °, Shu-Wha Lin 7 and Ying-Hung Lin **
! Department of Obstetrics & Gynaecology, National Cheng Kung University,
? Graduate Institute of Basic Medicine, Fu Jen Catholic University,
? Graduate Institute of Basic Medical Sciences, National Cheng Kung University,
* Research Center for Emerging Viral Infections, Chang Gung University,
> Laboratory Animal Center, National Taiwan University College of Medicine,
° Department of Biological Sciences and Technology, National University of Tainan,
7 Clinical Laboratory Sciences and Medical Biotechnology, National Taiwan University,
National Taiwan University Hospital

The septin gene belongs to a highly conserved family of polymerizing GTP-binding
cytoskeletal proteins. SEPTs perform cytoskeletal remodeling, cell polarity, mitosis, and
vesicle trafficking by interacting with various cytoskeletons. Our previous studies have
indicated that SEPTINT2*/*/*/= chimeras with a SEPTINT2 mutant allele were infertile.

Spermatozoa from the vas deferens of chimeric mice indicated an abnormal sperm
morphology, decreased sperm count, and immotile sperm. Mutations and genetic
variants of SEPTINT2 in infertility cases also caused oligozoospermia and
teratozoospermia. We suggest that a loss of SEPT12 affects the biological function of
microtublin functions and causes spermiogenesis defects. In the cell model, SEPT12
interacts with a- and B-tubulins by co-immunoprecipitation (co-IP). To determine the
precise localization and interactions between SEPT12 and a- and B-tubulins in vivo, we
created SEPTINT2-transgene mice.

We demonstrate how SEPT12 interacts and co-localizes with a- and B-tubulins during
spermiogenesis in these mice. By using shRNA, the loss of SEPT12 transcripts disrupts a-
and P-tubulin organization. In addition, losing or decreasing SEPT12 disturbs the
morphogenesis of sperm heads and the elongation of sperm tails, the steps of which are
coordinated and constructed by a- and B-tubulins, in SEPTINT2*/*/*/~ chimeras. In this
study, we discovered that the SEPTIN12-microtubule complexes are critical for sperm
formation during spermiogenesis.
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Journal of the Chinese Medical Association 76 (2013) 624-628
The Role of Hormones on Semen Parameters in Patients with Idiopathic or

Varicocele-related Oligoasthenoteratozoospermia (OAT) Syndrome
Tzu-Chun Wei *¢, William J. Huang >, Alex T.L. Lin *¢, Kuang-Kuo Chen **
? Division of Urology, Department of Surgery,

Taipei Veterans General Hospital, Taipei, Taiwan, ROC

® Division of Clinical Education, Department of Medical Education and Research,
Taipei Veterans General Hospital, Taipei, Taiwan, ROC

¢ Department of Urology and Physiology, Shu-Tien Urological Institute,
National Yang-Ming University, Taipei, Taiwan, ROC

Background: Oligoasthenoteratozoospermia (OAT) syndrome is the most frequently
seen phenotype in male infertility. Spermatogenesis relies closely on hormone regulation.
The aim of this study was to assess the correlation between hormone profile and semen
parameters in infertile men with idiopathic or varicocele-related OAT syndrome. We
tried to illustrate the correlative factors for better semen parameters in these patients.

Methods: A total of 96 patients with idiopathic or varicocele-related OAT were included
for assessment. Serum levels of follicle-stimulating hormone (FSH), luteinizing hormone
(LH), testosterone (T), estradiol (E2), prolactin (PRL), and the combinative ratios of these
hormones, such as T/E2, T/FSH, T/LH, T/(FSH x LH), PRL x T/FSH, PRL x T/LH,
PRL x T/(FSH x LH), were compared individually with sperm parameters. The
parameters included sperm concentration, total sperm count (TC), percent motile sperm
count, percent normal sperm count, total motile sperm count (TMC), total normal sperm
count (TNC), and total motile normal sperm count (TMNC).

Results: T correlated well with percent normal sperm count ( p = 0.031). PRL
positively correlated with sperm concentration (p = 0.019), TMC ( p < 0.001), TNC
(p = 0.003), and TMNC ( p < 0.001). In hormonal combinative ratios, T/FSH, T/LH,
T/(FSH x LH), PRL x T/FSH, PRL x T/LH, and PRL x T/(FSH x LH) all showed significant
correlations to concentration and count-related parameters including TC, TMC, TNC,
and TMNC.

Conclusion: For patients with OAT syndrome, T, PRL, T/FSH, T/LH, T/(FSH X LH),
PRL x T/FSH, PRL x T/LH, and PRL x T/(FSH x LH) may be used as predictive markers
for better semen quality. This investigation could be a catalyst for future studies on the
extent to which manipulating the hormonal combinative ratios can affect the quality of
spermatogenesis in infertile males with OAT syndrome.
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SEPT12-microtubules Complexes are Required for Sperm-head

and -Tail Formation
Pao-Lin Kuo "', Han-Sun Chiang” ", Ya-Yun Wang' ,Yung-Che Kuo®, Mei-Feng Chen?*,
I-Shing Yu® Yen-Ni Teng®, Shu-Wha Lin’, Ying-Hung Lin’
! Department of Obstetrics & Gynecology, National Cheng Kung University);
? Graduate Institute of Basic Medicine, Fu Jen Catholic University;
* Graduate Institute of Basic Medical Sciences, National Cheng Kung University;

* Department of Medical Biotechnology and Laboratory Science, Chang Gung University,
> Clinical Laboratory Sciences and Medical Biotechnology, National Taiwan University,
National Taiwan University Hospital;® Department of Biological Sciences and Technology,
National University of Tainan. " These authors contributed equally to this work.

Objectives: The septin gene belongs to a highly conserved family of polymerizing
GTP-binding cytoskeletal proteins. SEPTs perform cytoskeletal remodeling, cell polarity,
mitosis, and vesicle trafficking by interacting with various cytoskeletons. Our previous
studies have indicated that SEPTINT2*/*/*/~" chimeras with a SEPTINT2 mutant allele
were infertile. Spermatozoa from the vas deferens of chimeric mice indicated an
abnormal sperm morphology, decreased sperm count, and immotile sperm. Mutations
and genetic variants of SEPTINT2 in infertility cases also caused oligozoospermia and
teratozoospermia. We suggest that a loss of SEPT12 affects the biological function of
microtublin functions and causes spermiogenesis defects.

Materials and Methods: Co-immunoprecipitation (co-IP), knockdown, and
immunofluorescence assays (IFA) were preformed to investigate the function of
SEPT12-microtubulin complexes. We also created SEPTINT2-transgene mice for in vivo
assay. Sperm collected from SEPTINT2*/*/*/~ chimeras was also used in this study.

Results: In the cell model, SEPT12 interacts with «a- and A-tubulins by
co-immunoprecipitation (co-IP). To determine the precise localization and interactions
between SEPT12 and « - and A -tubulins in vivo, we created SEPTINT2-transgene mice.
We demonstrate how SEPT12 interacts and co-localizes with « - and S -tubulins during
spermiogenesis in these mice. By using shRNA, the loss of SEPT12 transcripts disrupts
a- and A-tubulin organization. In addition, losing or decreasing SEPT12 disturbs the
morphogenesis of sperm heads and the elongation of sperm tails, the steps of which are
coordinated and constructed by « - and S -tubulins, in SEPTINT2*/*/*/~ chimeras.

Conclusions: In this study, we discovered that the SEPTIN12-microtubule complexes
are critical for sperm formation during spermiogenesis.
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The Effects of Prolactin on Varicocele-induced Hypospermatogenesis

in a Rat Model
Ling-Wei Chen?, Zhong-Lin Wang?, Yu-Chi Chen?, Alex T.L. Lin'?*,
Kuang-Kuo Chen'?*, William J. Huang'***
Department of Physiology' and Urology?, School of Medicine and
Shu-Tien Urology Research Institute®, National Yang-Ming University;
Department of Urology, Taipei Veterans General Hospital

Objectives: Varicocele is a pathological dilatation of the pampiniform plexus and the
internal spermatic veins in the spermatic cord. It is the most common etiology of male
infertility, and is a well-recognized cause of dysfunction of Leydig cell and impaired
testosterone synthesis. Prolactin (PRL) plays a role in regulating the interaction between
gonadotropins and the Leydig cells during testosterone secretion. The aim of this study is
to investigate the effects of PRL and varicocele upon spermatogenesis in a rat model.

Methods and Materials: Male Sprague-Dawley rats (8 week-old) were divided into
four groups, including cerebral cortex-grafted (CX), anterior pituitary-grafted (AP), and
induced varicocele by partial ligation of the left renal vein (Vx) + CX or Vx + AP Six
weeks after varicocele surgery, the rats were sacrificed. The concentration of PRL in rat
model was measured by the ELISA kit. We also measured the diameter of the spermatic
vein, testicular weight, cauda epididymis sperm concentration and the motility of the all
sub-group of rat model. Testicular tissues were studied for the protein expression of
caspase 3 and 9.

Results: The cauda epididymis sperm concentration and the motility rate were both
increased in the group of varicocele with AP-grafted rats (Vx + AP) compared to the
group of varicocele with CX-grafted rats (Vx + CX). According to the western blots
analysis for the apoptosis protein including caspase 3 and 9, varicocele with AP-grafted
rats showed less caspase expression in testicular tissues.

Conclusions: In this study, we demonstrated that the increased PRL levels by AP
grafting improve the testicular function in varicocele groups by inhibiting of apoptosis
and increasing of sperm concentration and the motility.
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The Biochemical and Pathological Correlates of Successful Semen

Cryopreservation from Patients with Testicular Cancer
Hong-Chiang Chang'? Yuan-Hung Pong®, Ming-Hung Kao*, Yu-Chuan Lu’,
Vincent FS Tsai?, Ju-Ton Hsieh'

Department of Urology, National Taiwan University Hospital' and Hsin Chu Branch?,
National Taiwan University. Department of Urology, Ten-Chan Hospital® and
En Chu Kong Hospital*

Objective: ~ To determine the predictors for success with regards to semen
cryopreservation and good semen quality of patients with testicular cancer.

Materials and Methods: A total of 50 men (aged 16-36 years) with testicular cancer,
referred for semen cryopreservation prior to gonadotoxic treatment were included. Age,
a-FP, 5-HCG, LDH and pathological reports were evaluated as correlates of successful
semen cryopreservation and good semen quality.

Results: The overall success rate was 52%. a -FP was significantly higher in the failure
group as compared to the success group (4113.1 vs 81.2 ng/ml). The seminoma to
non-seminomatous germ cell tumors (NSGCT) ratio was lower in the failure group as
compared to the success group (9/17 vs 3/21). There was nearly a significant difference
(p=0.066). Other parameters did not reach significant difference in both groups. The
optimal cut-off value for a-FP>1000 ng/ml showed the highest Youden index (0.689),
and resulted in a sensitivity of 0.625 and specificity of 1.0 for predicting poor outcome.
In terms of multivariate analysis, the a -FP(p=0.013) and « -FP>1000ng/ml(p=0.010)
were significantly associated with poor semen quality and failure to preserve semen.

Conclusions: Elevated «a-FP is an independently poor factor for semen quality and
semen cryopreservation. In clinical use, patients with a-FP>1000ng/ml should be
informed of the high risk of potential issues regarding semen quality and semen
cryopreservation.
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Role of Trichomoniasis Infection in Patients with Infertility and Pyospermia:
A Preliminary Report
Yu Chen, Ming-Li Hsieh, Shih-Tsung Huang, Hsin-Chien Huang,
Yu-Chao Hsu, and Po-Chih Chang
Department of Urology, Chang Gung Memorial Hospital, Chang Gung University, Taiwan

Purpose: Male patients with infertility and pyospermia are common to be found in
urological clinic. Although the etiologies are variable in different conditions, bacterial or
nonbacterial infection was thought to account for some of the diagnoses. This study is
designed to survey if trichomoniasis infection is as a cause of nonbacterial infection in
these patients.

Materials and Methods: Between 29 January 2013 and 2 April 2014, 46 patients
(mean age: 35.7 years old) who were diagnosed of infertility with pyospermia and no
response to antibiotic treatment were included. 31 of 46 patients had the diagnosis of
varicocele too. All patients received semen or urine trichomonas vaginalis (TV) rapid test
kid examination (JD’s TV Ag Test kid) for infection confirmation. 10 patients sent semen
for the test and another 36 patients sent post prostatic massage first-void urine for the
examination. The treatment results with metronidazole included post therapy semen
parameters change and TV Ag follow-up 3 months later were evaluated too.

Results: The prevalent rate of trichomoniasis infection in patients with pyospermia was
30.4% (14/46) with the rapid test kid of TV. All 14 cases were found to have TV infection
only in their post prostatic massage first-void urine. No any TV trophozoite was found in
the direct smear under microscope in all 46 patients. Lost follow-up was found in 2
patients. After 4 to 12 weeks metronidazole treatment, TV antigen changed to negative
in 8 of 14 patients (2 patients received 2 times TV Ag follow-up after 10 to 12 weeks
treatment). Semen parameters especially sperm motility increased significantly were
observable in 7 of 8 patients. Positive TV Ag was found in 4 patients even though they
received more than 12 weeks treatment. The effect rate was 58.3 % (7/12) or 87.5%
(7/8).

Conclusion: The infection rate of trichomoniasis is high in infertile patients with
pyospermia and the results account that nonbacterial infection may be a causative
etiology. The rapid test kid of TV is a suitable tool as a first line survey for these patients.
The treatment result was encourage for the clinicians and provided benefit for the
patients who concerned about their fertility.
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Prognostic Factors of ICSI Cycles Using Surgically Retrieved Sperm
William J. Huang, I-Shen Huang, Yi-Lei Wang, Hsin-Yang Li
Department of Urology and Obstetrics and Gynecology,

School of Medicine, National Yang-Ming University,

Taipei Veterans General Hospital, Taiwan, R.O.C.

We evaluated our experience of intracytoplasmic sperm injection (ICSI) cycles using
sperm from either microsurgical epididymal sperm aspiration (MESA), needle or
micro-dissection (MD) testicular sperm extraction (TESE). This is a retrospective statistical
analysis of data from 134 ICSI cycles, from Sep. 1, 2011 to Aug. 31, 2014. A total of 118
women whose husbands were azoospermia received ICSI treatment at Taipei Veterans
General Hospital. The fertilization rate was 67.01%. Good embryo rate was 61.29%.
Clinical pregnancy rate was 29.85%. Ongoing pregnancy rate (OPR) was 26.87%. During
the 3-year course, the OPR of the last year was significantly better than the earlier 2
years (32.73 vs 22.78%). The OPR of obstructive azoospermia was almost double that of
non-obstructive ones (34.21 vs 17.24%). The average number of egg yield of pregnant
patients is more than that of non-pregnant ones (15.15 vs 10.73). Therefore, in
obstructive type of azoospermia, more oocytes retrieval number, along with more
experienced laboratory do contribute to better prognosis. Real time touch print testicular
smear method to confirm mature spermatozoa, delicate study beforehand to locate
testicular sperm-rich areas, pre-treatment with hormone to improve spermatogenesis,
and combined-trigger to get more good-quality eggs might also improve the successful
rates.
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Relationship between Lipid Profiles and Semen Quality in Taiwanese
Male Population
Chih-Wei Tsao', Tai-Lung Cha', Yu-Ching Chou? and Chin-Yu Liu’
! Division of Urology, Department of Surgery, Tri-Service General Hospital,
National Defense Medical Center, Taipei, Taiwan
?School of Public Health, National Defense Medical Center, Taipei, Taiwan
* Department of Nutritional Science, Fu Jen Catholic University, New Taipei, Taiwan

Purpose: The objective of this study is to evaluate the relationship between lipid
profiles and semen quality including sperm concentration, motility percentage, forward
motility percentage and morphology percentage.

Materials and Methods: We performed a cross-sectional study between January 2008
and May 2013 in a standard medical screening program run by a private firm (M) Health
Management Institution, Taipei, Taiwan). The lipid profiles including triglyceride, total
cholesterol, HDL, LDL, VLDL serum concentration and cholesterol ratio were examined.
Four dependent semen parameters including sperm concentration, sperm motility
percentage, forward sperm motility percentage and morphology percentage were
recorded. Moreover we also compared the semen parameters with different lipid
profiles and analyzed the prevalence of abnormal semen parameters according to
various lipid concentrations.

Results: Data from 7,210 men were analyzed using Pearson chi-square correlation to
semen quality. Total cholesterol, cholesterol ratio and LDL revealed significantly inverse
correlation with sperm morphology from the ANOVA statistical method. Triglyceride and
VLDL showed statistically negative correlation with sperm concentration. Total
cholesterol and LDL were inversely correlated with the total and progressive sperm
motility with statistical significance. Triglyceride and cholesterol ratio only negatively
influence the progressive sperm motility.

Conclusion: Our findings demonstrate that serum lipids may affect semen quality
parameters, highlighting the importance of cholesterol and lipid homeostasis for male
fecundity.
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Fertility Preservation in Young Men with Klinefelter’s Syndrome
and Azoospermia
Ellen Wong, Yu-Sheng Cheng, Yung-Ming Lin
Department of Urology,
National Cheng Kung University College of Medicine and Hospital,
Tainan, Taiwan

Objective: To study the clinical characteristics and sperm retrieval rate in young men
with Klinefelter’s syndrome (KS)

Materials and Methods: Three young men with KS, aged less than 20-year-old, who
were referred for hypogonadism and fertility counselling and underwent microsurgical
testicular sperm extraction (microTESE) were retrospectively reviewed. Their medical
history, physical examination findings, testicular volume, serum hormone parameters,
microTESE outcome were analyzed.

Results: All three patients were non-mosaic XXY. Increased serum FSH and LH levels
as well as decreased testosterone levels were noted in all patients. Two of three patients
had elevated serum estradiol levels. All patients had bilateral testicular atrophy (less than
5 ml for each testicle). None of them received testosterone replacement therapy prior to
microTESE. Spermatozoa were retrieved in two patients (66.7%). Two patients with
complete Sertoli cell-only syndrome and one patient with hypospermatogenesis were
noted in testicular histopathology.

Conclusions: Fertility preservation might be proposed to young KS patients with

azoospermia, and the testosterone replacement therapy can be initiated after sperm
retrieval.
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Clinical Characteristics and Sperm Retrieval Outcomes in Non-obstructive

Azoospermic Men with Hypospermatogenesis
Yu-Sheng Cheng'?, Tsung-Yen Lin', Pei-Yu Lin’, Yung-Ming Lin’
'Division of Urology, Department of Surgery,
National Cheng Kung University College of Medicine and Hospital,
Dou-Liou Branch, Yunlin, Taiwan
*Graduate Institute of Clinical Medicine, College of Medicine,
National Cheng Kung University, Tainan, Taiwan *Department of Urology,
National Cheng Kung University College of Medicine and Hospital, Tainan, Taiwan

Introduction: Hypospermatogenesis (HS) is highly prevalent in non-obstructive
azoospermic men (NOA); however, an in-depth analysis of the causes, clinical features
and treatment outcomes have not yet been reported.

Materials and methods: Patients with biopsy-proved HS and without seminal tract
obstruction were enrolled between January, 2004 and December, 2013 in an university
infertility clinic. This retrospective cohort study included 90 patients with NOA and HS.
The severity of HS was subdivided into three groups (mild, moderate, and severe) based
on their respective spermatogenic score. The causes of HS, clinical features, treatment,
and sperm retrieval outcomes were compared among thedgroups. Factors affecting the
successful sperm retrieval in patients with HS were analyzed.

Results: The prevalence of HS in our NOA patients is 41.3% (90/218). Twenty-eight
(31.1%) patients had at least one prior/current testicular insult, and the most testicular
insults were heat exposure and varicocele. Twelve (13.2%) patients had genetic
anomalies, with six having chromosomal anomaly (47, XXY) and another six having
Y-chromosome microdeletion (AZFc deletion). Twenty-three (25.6%) patients were
categorized as mild HS, 26 (28.9%) patients were moderate HS, and 41 (45.6%) patients
were severe HS. Patients with mild HS tended to have higher frequency of testicular
insults, whereas patients with severe HS had a signiﬁcantly%i her frequency of genetic
anomalies. Removal of testicular insults lead to sperm in ejacu?ates in four of 17 (23.6%)
Eatients. All patients with mild and moderate HS had successful sperm retrieval;

owever, 36 of 41 (87.8%) patients with severe HS met with success. No pre-operative
parameters were significant predictors of sperm retrieval in our patients.

Conclusions:  This is the first study to demonstrate the clinical characteristics and
treatment outcome in patients with NOA and HS. The causes of severe HS differ
significantly from those with mild or moderate HS, the spermatogenesis might be
induceoll in mild HS patients and biopsy-proved HS did not ensure a successful sperm
retrieval.

Key words: azoospermia; hypospermatogenesis; sperm retrieval; genetic anomaly
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Counting Sperms by Microfluidic Sperm Chips Applied on Smart

Phones-Prototype and Preliminary Performance
Vincent FS Tsai'?, Hong-Chiang Chang’, Ju-Ton Hsieh?, Andrew M Wo’, Agean Lin’
Department of Urology, Ten-Chen General Hospital',
Department of Urology, National Taiwan University Hospital’,
Institute of Applied Mechanics, National Taiwan University®

Objectives: Testing sperm quality at home has been indicated for male fertility
screening and monitoring. Some commercial kits have been introduced in the market
for years, such as Babystart®, Fertell® and SpermCheck®. However, they are all based
on immunological reactions and color change and the testing results are read subjectively.
We introduced and fabricated a novel at-home sperm analyzer “iSperm” (including
microfluidic chips applied on smart phones and image analyzing technologies) and
compared the performance between conventional sperm analysis (CSA) and this system.

Materials and Methods: The iSperm were fabricated according to our design. 13
semen specimens were checked by CSA and iSperm respectively. The iSperm measured
both total and motile sperm number using the same chip for 6 times. The results by 2
methods were compared and correlated with each other.

Results: There was good correlation in total sperm count between iSperm and CSA
(r*=0.70; p<0.01), and in motile sperm between MSC and CSA (r’=0.81; p<0.01).

Conclusions: The iSperm (including microfluidic chips applied on smart phones and
image analyzing technologies) fulfilled the need for at-home sperm counting. And the
performance of iSperm is comparable with CSA for total sperm count and motile sperm
count.
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The Effects of Diet Control and Exercise Intervention on the Sexual Function in

People with Metabolic Syndrome?--A Prospective Controlled Study
Yh-Chen Kuo'?, Heng-Li Shen', Mu-Jung Kao®
Department of Urology, Taipei City Hospital',
Department of Urology, Buddhist Tzu-Chi University?,
Department of Rehabilitation, Taipei City Hospital®

Objectives: Metabolic syndrome (MetS) clustered multiple risk factors of developing
cardiovascular and chronic diseases. Recent studies have revealed MetS and type 2
diabetes are negatively correlated with sexual function in aging male and female. We
evaluated the effect of an exercise-and-healthy-diet-based intervention for 12 weeks on
anthropometric data, risk factors of metabolic syndrome and sexual function in
community people at risk with metabolic syndrome.

Materials and Methods: This was an institutional review board-approved, prospective,
non-randomized controlled study. Overweight volunteers with apparently healthy status
were recruited. The selection criteria included subjects 20 years old or above with a
body mass index (BMI) equal to or greater than 24 kg/m2 or a waist circumflex (WC)
>85 cm in men or >75 cm in women. All subjects were assigned into either
intervention or control group according to their willing. Subjects in the intervention
group participated a 12-week program including circuit exercise training combined
endurance and resistance exercises (2~3 times per week) and healthy lifestyle
modification. Subjects in the control group maintained their usual daily activities. The
blood pressure (BP), BMI, WC, serum fasting sugar (FS), serum total cholesterol (TC),
triglyceride (TG) level and sexual function index [international index of erectile function
(IEF) in male and female sexual function index (FSFl) in female] were obtained at
baseline and the moment after 3 months' intervention. The parameters before and after
intervention were analyzed. They were also compared between the intervention and
control group.

Results: A total of 44 subjects (22 male and 22 female) with mean age 44.95 (range
27-63) were enrolled in this study consisting of 35 persons in intervention and nine in
control group. At baseline, there were no significant differences in age, BP, BMI,WC, FS,
TC, TG and sexual function index scores between subjects in the two groups. At 3
months, significantly decreased BP, WC, FS, TC, TG (p=0.000, 0.000, 0.039, 0.002 and
0.003 respectively) were found in subjects in intervention but not control group when
compared with baseline data. However, no significant change could be observed in IIEF
or FSFI score in both groups after a three months' experiment.

Conclusions:  Our results suggested a short-term exercise-and-healthy-diet-based
intervention could effectively ameliorate most of the risk factors for MetS but not sexual
function index in community people at risk with MetS. Further investigation for a
long-term intervention might be warranted.
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Factors Associated with Sex Hormones and Erectile Dysfunction

in Male Taiwanese Participants with Obesity
Ming-Der Shi, MS,* Jian-Kang Chao, MD, PhD, ™ Mi-Chia Ma, PhD, ®
Lyh-Jyh Hao, MD, " and I-Chen Chao, MD**
*Department of Pathology and Laboratory Medicine, Kaohsiung Veterans General Hospital
Tainan Branch, Tainan, Taiwan; T Department of Psychiatry, Yuli branch,

Taipei Veterans General Hospital, Hualien, Taiwan; Department of Statistics,
National Cheng Kung University, Tainan, Taiwan; ' Department of Internal Section,
Endocrinology and Metabolism, Kaohsiung Veterans General Hospital Tainan Branch, Tainan,
Taiwan; **Graduate Institute of Clinical Medicine, Southeast University, Nanjing, China

Introduction: Obesity has been receiving an increasing amount of attention recently,
but investigations re%arding the potential impact of obesity, sexual behaviors and sex
hormones on erectile dystunction (ED) in men have not completely clarified the
association.

Aim: To identify the relationship between ED, sexual behavior, sexual satisfaction, sex
hormones and obesity in older adult males in Taiwan.

Methods: Data was obtained from a baseline survey of 476 older adult males (=40
years old). Their demo%raphic data, body mass index (BMI), sex hormones, sexual desire,
sexual satisfaction and ED status were assessed.

Main Outcome Measures: The International Index of Erectile Function-5 (IIEF-5),
Sexual Desire Inventory (SDI) and Sexual Satisfaction Scale (SSS) were used to assess ED,
sexual desire and sexual satisfaction.

Results: In all, 476 men were available for analysis. The mean a§e of the sample was
51.34 = 7.84 years (range, 40 to 70 years). The IIEF total score had a mean of 19.44 =
4.98; 264 (55.5%) subjects had ED, 250 (52.9%) were currently obese (BMI =27), and
297 (62.4%) had metabolic syndrome (MetS). The results showed an increased risk of ED
among obese men and subjects with lower levels of sex hormones and lower sexual
desire. Testosterone levels were lower in sulcz'{ects with obesity (P<0.001). Among the
predictors of ED, obesity (OR=1.62, 95% Cl=1.07-2.44, p=0.021), abnormal high
sensitivity C-reactive protein (hs-CRP) (OR=10.59, 95% Cl=4.70-23.87, p<0.001) and
lower serum full testosterone (OR=3.27, 95% Cl=2.16-4.93, p<0.001) were
significantly independent factors.

Conclusions: This study supports the idea of a close relationship between low levels of
sex hormones, sexual desire, sexual satisfaction, obesity and ED, and also shows that low
free testosterone (FT) and hsCRP may predict ED, even in obese populations.

Key Words: Erectile Dysfunction; Obesity; The International Index of Erectile
Function-5 (IIEF-5); Testosterone; Sexual desire; Sexual satisfaction; High sensitive
C-reactive protein 121
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Sexual Dysfunction in Men Who Abuse Amphetamine
Bang-Ping Jiann
Division of Basic Medical Research, Kaohsiung Veterans General Hospital;
School of Medicine, National Yang-Ming University

Objectives: Amphetamine is reported to have various effects on male sexual function
but most studies have been based on small case number and lacked control group. A
cross-sectional case-control observation study was conducted to assess the impact of
amphetamine on male sexual function.

Methods and Materials: Male amphetamine users in a Drug Abstention and
Treatment Center in southern Taiwan were recruited to complete the questionnaire.
The questionnaire consisted of the International Index of Erectile Function (IIEF) and
several global assessment questions to assess the impact of sexual function after use of
drugs. Participants who reported to have used drugs other than amphetamine were
excluded from the study. All the data depended on self report and were compared with
an age-matched control. The participants had to provide the signed written informed
consent to join the study without any obligation or payment. The Institutional Review
Board approved the study protocol.

Results: The study period was conducted from 2006 to 2011. There were 1216
amphetamine mono-drug users whose data were eligible for analysis with a mean age of
31.5 years and a mean duration of drug use of 30.0 = 51.1 months. Of the
amphetamine users, erectile function was reported more to have decreased (30.4%)
than enhanced (15.8%) and ejaculatory latency time was reported more to have
delayed (36.9%) than shortened (16.2%) and orgasmic intensity was reported more
often to have decreased (28.7%) than increased (16.8%) after use. Positive or negative
impact was equally reported in the function of sexual desire and sexual satisfaction
among users. About half of the drug users reported no change of sexual function after
use of amphetamine.

Dosing frequency of amphetamine had a significant association with its impact on user’s
sexual function, but duration of drug use had not. The IIEF domain scores of erectile
function, orgasmic function and overall satisfaction were significantly lower in the drug
users than the controls, but no significant difference was noted in other domains. The
prevalence of erectile dysfunction (ED) was significantly higher in the drug users than in
the controls, (21.3% vs. 9.8%, p <0.001). The higher risk for ED of the drug users
remained true after adjustment of other risk factors.

Conclusions: The impact of amphetamine on male sexual function varies among
users, and there are some deleterious effects on sexual functioning for many individuals.
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Clinical Presentations of Men with Premature Ejaculation
Bang-Ping Jiann
Division of Basic Medical Research, Kaohsiung Veterans General Hospital;
School of Medicine, National Yang-Ming University

Objectives: To report the clinical characteristics of men who sought medical treatment
for premature ejaculation (PE)

Methods and Materials: Consecutive men who complained of PE at outpatient clinics
were enrolled into the study. Participants signed the written informed consent and
answered a 22-item self-administered questionnaire that contained questions regarding
demographic data, comorbidities and previous treatment for PE, Premature Ejaculation
Diagnostic Tool (PEDT) and Sexual Health Inventory for Men. Intravaginal ejaculatory
latency time (IELT) was determined by participants’ self-estimate. The Institutional
Review Board reviewed and approved the protocol.

Results: A total of 251 participants with PE were recruited into study from Mar. to Oct.,
2014 with a mean age of 49.5 = 12.2 years (20-76) and a peak incidence at 50-59
years group (30.7%). The mean IELT was 75.8 = 58.5 seconds (3-300). Based on the
classification of the PEDT, 85.7% (215) had PE and 6.4% (16) had probably PE. Of the
patients, 47.0% (118) were lifelong type and 53.0% (133) were acquired type. Acquired
PE had a longer mean IELT (88.4 vs. 61.7 seconds, p <0.001) and a higher prevalence of
ED than lifelong PE (64.7% vs. 46.6%, p = 0.004). Of the 377 patients with ED, 32.7%
(123) admitted to be bothered by PE, whereas of the 251 PE patients, 56.2% (141) had
ED in the same period. PE subjects concurrent with ED were older in age, were more
likely to be acquired PE, and had a longer IELT and a higher prevalence of comorbidities
(@l p <0.05). Of the PE subjects, 56.0% (140) responded to have ED if assessed by the
global assessment question, whereas 91.6% (229) were categorized into ED determined
by the SHIM total score <21. A total of 19.5% (49/251) ever sought medical treatment
for PE prior to the visit. Half of them received therapy with long-acting serotonin
reuptake inhibitors (53.0%) and traditional Chinese Medicine (55.1%). Over 80%
reported a little or no improvement from those therapies.

Conclusion: Patients with acquired type PE have a longer IELT and a higher prevalence
of ED than those with lifelong type. PE and ED often coexist and active screening is
recommended in men with sexual dysfunction.
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Effectiveness and Safety of Dapoxetine in the Treatment of Premature Ejaculation
Bang-Ping Jiann
Division of Basic Medical Research, Kaohsiung Veterans General Hospital;
School of Medicine, National Yang-Ming University

Objectives: To assess the effectiveness and safety of dapoxetine (Priligy®) in the
treatment of premature ejaculation (PE)

Methods and Materials: Subjects who received dapoxetine for the treatment of PE
were invited to answer a self-administered questionnaire in follow-up visits in the
outpatient clinics. The questionnaire contained 21 items, including the Clinical global
Impression (CGI) to evaluate the effectiveness of treatment, the Premature Ejaculation
Diagnostic Tool, and the Sexual Health Inventory for Men. The responder to treatment
was defined as who chose minimally better, much better or very much better in the CClI
“Compared to before starting treatment, would you describe your PE problem?” Those
who chose the rest answers were considered nonresponder. The Institutional Review
Board approved the study protocol.

Results: Of 264 PE patients, 243 (92.0%) with a mean age of 49.7 years received
dapoxetine therapy, whereas 53.0% (129) of them had dapoxetine monotherapy and
47.0% (114) combined with phosphodiesterase-5 (PDE5) inhibitors from Mar. to Nov.,
2014. Of 243 treated patients, 121 (49.8%) had follow-up visits and completed the
post-treatment questionnaire. Both the IELT and PEDT score had significantly improved
after treatment, compared with baseline (p <0.001). According to the results of CGl,
74.4% (90) of the patients had at least slightly better after treatment. There was no
significant difference in mean age, baseline data and types of PE between responders
and nonresponders. The satisfaction rate of taking dapoxetine in delaying ejaculatory
latency, control over ejaculation, and overall effect was 37.8%, 36.1% and 42.0%,
respectively. Dizziness (34.5%), nausea (10.6%) and somnolence (11.5%) were the most
commonly reported adverse effects of dapoxetine but most were mild and transient,
whereas 48.7% (55) of the patients did not experience any adverse effect. There was no
any event of syncope in the study.

Conclusions: Treatment with dapoxetine, if necessary combined with PDES5 inhibitors,
had satisfactory results in the aspects of IELT, PEDT score and CGl in patients with PE.
Adverse effects were mild and tolerable.
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Ethical and Technical Considerations in Designing a Clinical Trial

for a Physiological Penile Venous Stripping Surgery
Geng-Long Hsu'?, Huai-Ching Tai*, Chih-Yuan Hsu', Cheng-Hsing Hsieh®
Microsurgical Potency Reconstruction and Research Center, Hsu’s Andrology, Taipei';
Department of Urology, National Taiwan University Hospital,
College of Medicine, Taipei*; Department of Urology, Taipei Tzuchi Hospital,
The Buddhist Tzuchi Medical Foundation; School of Medicine,
Buddhist Tzu Chi University, Hualien®, Taiwan

It is not uncommon to encounter a surgery which is temporarily controversial in
medicine, however, it is extremely rare to resort the penile venous surgery for restoring
erectile function, that has sustained such an extended dispute. For over a century, the
merit for performing it to treat veno-occlusive dysfunction has never been firmly
established. In order to provide the most robust evidence (level 1), we propose a clinical
trial. As much insight has been gained in our understanding of the penile venous, tunical
and related anatomy over the past decades, and despite its notorious past, the most
advanced version, physiological penile venous stripping (PPVS) rather than merely
ligation, has been developed to improve the safety and efficacy of penile venous surgery.
Given the anticipated hurdles in adopting a conventional randomized controlled trial
(RCT) design for PPVS, this paper describes a RCT design incorporating independent
enrollment, randomization by order, quadruple blinding and half-quarter-quarter to
challenge the feasibility for a PPVS while maintaining the scientific and ethical integrity.
The customized approach is based on the internationally acknowledged ethical
principles from the Good Clinical Practice, the Declaration of Helsinki and the Belmont
Report. Therefore this RCT is sustainable in ethical and technical considerations.
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Exploration of the Association between Dietary Intake and Endothelial Function

among Male Erectile Dysfunction Population
Chih-Wei Tsao', Yi-Shun Chen?, Tai-Lung Cha' and Chin-Yu Liu®
'Division of Urology, Department of Surgery, Tri-Service General Hospital,
National Defense Medical Center, Taipei, Taiwan
*Department of Nutritional Science, Fu Jen Catholic University, New Taipei, Taiwan

Purpose: The aim of present study was to evaluate the association between dietary
intake and endothelial function among the erectile dysfunction males attending for
clinics.

Materials and Methods: We performed a prospective study between March 2014 and
June 2014 at the urology OPD in Tri-Service General Hospital. Forty-four patients were
enrolled and filled out the IIEF (the international index of erectile function) questionnaire.
The 24-hour dietary recall and peripheral arterial tonometry (PAT) were conducted.
Augmentation index (Al%) and reactive hyperemia index (RHI%) were represented
systematic arterial stiffness and endothelial-dependent vasodilation respectively.

Results: Our final results showed that vegetable intake which portions adjusted by
1000 kcal of, were negatively related to IIEF score. A negative correlation between Al%
and IIEF score and between Al% and exchange of whole grain intake were observed. In
addition, RHI% was marked associated with intake of poly-unsaturated fatty acid.

Conclusion: Dietary intakes were related to endothelial function among ED patients,
especially whole grain products and the vegetables. Detailed the mechanism of
pathogenesis should be examined in future larger study.
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Infertile Issue in Young Men with Erectile Dysfunction: Primary Report
Wei-Kung Tsai
Department of Urology
Mackay Memorial Hospital

Objectives: Erectile Dysfunction is a popular male sexual dysfunction and more
prevalent among men over 40 years. The most common causes of erectile dysfunction in
young men are psychological factors like anxiety. Although men of infertile couple have
a higher incidence of erectile dysfunction, many infertility males seek clinical ED
treatment without talking about the infertile issue.

Materials and Methods: Men younger than 40 years visited our clinic for erectile
dysfunction was routinely surveyed about infertile issue from January to October 2014.
[IEF 5 questionnaire was used for erectile function survey. The sexual history and system
disorders of all patients were routine recorded on clinical charts. All patients received
laboratory studies including testosterone, prolactin and metabolic profiles. Medical
prescriptions for erectile dysfunction were also reviewed.

Results: Total 182 males with erectile dysfunction and younger than 40 years were
surveyed and 21 (11.5%) males have infertile issue recorded. None of them actively
mentioned the infertile issue in consultation. Only Seven patients of them have
metabolic abnormality in laboratory examination. The testosterone level less than
350ng/dl was found in 4 cases. Nighty percent of ED males with infertile issue received
PDE5 inhibitors prescriptions and all have improvement on erection function at
follow-up.

Conclusions: Infertile factor is an important issue in young men with erectile
dysfunction although patients ignore it in consultation. Infertile issue should be routinely
ruled out in young men who complain of erectile dysfunction.
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Herb Formula Enhances Treatment of Impotent Patients after Penile Venous

Stripping, A Randomized Clinical Trial
Cheng-Hsing Hsieh', Geng-Long Hsu*?, Shyh-Chyan Chen?, Chih-Yuan Hsu®
Department of Urology, Taipei Tzuchi Hospital, The Buddhist Tzuchi Medical Foundation;
School of Medicine, Buddhist Tzu Chi University, Hualien'
Microsurgical Potency Reconstruction and Research Center, Hsu’s Andrology, Taipei’;
Department of Urology, National Taiwan University Hospital,
College of Medicine, Taipei, Taiwan’

Objectives: Herbs has been regarded as an aphrodisiac in treating impotence for
many centuries despite little true scientific evidence. Our latest refined penile venous
stripping technique (PVS) is effective in treating impotence, although this procedure
remains controversial. A synergic effect of PVS and oral herbs has become routine in our
practice but lacked rigorous scientific proof. The objective of this report reviews our
experience with this combination.

Materials and Methods:  From August 2010 to March 2014, 263 males underwent
PVS. Among these, 67 unsatisfied men chose additional salvage therapy and were
randomly assigned to either oral herbs (n=35) or placebo treatment (n=32) respectively.
All were evaluated with the international index of erectile function (lIEF-5) scoring and
our dual pharmaco-cavernosography.

Results: The pre-op IIEF-5 scores for the herb group was 9.7+3.7 postoperative
13.9%3.3 and post-herb 19.6, while the control group scores were: pre-op 9.3+4.1,
post-op 14.5+3.6 and 15.1%3.5 post-placebo respectively. Although there was no
significance between the two groups preoperatively and post-operatively, statistical
significance was demonstrated post-salvage therapy (19.6=3.4 vs. 15.1£3.6, p <
0.001).

Conclusions: It appears that the combination of oral herbs and PVS treatment may
provide an enhanced outcome to impotent patients refractory to medicine and
unsatisfied with PVS monotherapy alone.
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Salvaging Penile Venous Stripping for Erection Restoration in Patients had

Undergone Prior Varied Vascular Intervention
Cheng-Hsing Hsieh', Geng-Long Hsu*?, Shyh-Chyan Chen®, Chih-Yuan Hsu?
Department of Urology, Taipei Tzuchi Hospital,
The Buddhist Tzuchi Medical Foundation; School of Medicine,
Buddhist Tzu Chi University, Hualien';
Microsurgical Potency Reconstruction and Research Center, Hsu’s Andrology, Taipei’;
Department of Urology, National Taiwan University Hospital,
College of Medicine, Taipei, Taiwan®

Objectives: Varied penile vascular interventions are still controversial and commonly
regarded as experimental settings. Disappointing outcome and penile dysmorphology
are major concerns along with other complications. To explode whether our penile
venous stripping can salvage other methods of vascular treatment, we report our
experience.

Materials and Methods: From 2010 to 2014, 11 consecutive patients sought our
assistance owing to disappointing prior vascular interventions elsewhere. The abridged
five-item version of the International Index of Erectile Function (lIEF-5) was used to score
the patients. A circumferential incision was first made to access the deep dorsal veins
and cavernosal veins which were stripped thoroughly and ligated with 6-0 nylon sutures.
A median longitudinal pubic incision was used to complete the stripping proximally and
the para-arterial veins were just ligated segmentally. Finally the wound was fashioned
layer by layer with 5-0 chromic suture.

Results: The operation time was from 4.0 to 8.5 hours. The follow-up period ranged
from 0.6-4.0 years. Overall all patients reported satisfactory penile morphology
postoperatively while the preoperative and postoperative IIEF-5 scores was significant
difference (8.8 = 2.6 vs.16.6 = 2.8, P < 0.001).

Conclusions: This series of salvaging venous surgeries, though technically challenging,
was exclusively beneficial and appeared a viable option to patients who had undergone
prior vascular interventions.
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Prevalence of Undetected Cardiovascular Risk Factors
in Men with Erectile Dysfunction

Bang-Ping Jiann
Division of Basic Medical Research, Kaohsiung Veterans General Hospital;
School of Medicine, National Yang-Ming University

Objectives: To determine the prevalence of undetected cardiovascular (CV) risk
factors in men with erectile dysfunction (ED)

Methods and Materials: Consecutive men who sought treatment for ED at outpatient
clinic were routinely screened with questions of “Have you been diagnosed with disorder
of glucose, blood pressure or lipid profiles by physician before, respectively?” The
responses were categorized as yes or no (including those respondin% with “not sure’).
Patients had blood pressure measurement and blood sampling for laboratory test on
fasting state. diabetes mellitus (DM) was defined as fasting blood sugar =126 mg/d| or
Hbalc =7.0, impaired fasting glucose as fasting blood sugar 100-125 mg/dl,
thertension (HT) as systolic =140 or diastolic =90 mmHg, and abnormal total
cholesterol as serum level =200 mg/dl, triglyceride (TG) as = 150 mg/dl, low-densit
lipoprotein (LDL) as =130 mg/dl and high-density lipoprotein (HDL) as <40 mg/dl.
Erectile function was assessed by the Sexual Health Inventory for Men. Participants
signed the written informed consent. The study protocol was approved by the
Institutional Review Board.

Results: A total of 2,610 ED patients presented at the institution from 2010 to 2014.
After excluding 548 subjects with incomplete data, 2062 subjects’ data were eligible for
analysis. Of the subjects, 74.2% (1530) denied having disorder of glucose, 63.5% (1309)
denied having HT, and 64.0% (1320) denied havin §isorder of lipid profiles. Those who
had been diagnosed with disorder were older and had a lower SHIM score than those
who had not (p <0.001). Of 1530 subjects who denied having glucose disorder, 5.9%
(90) met the criteria of DM and 31.5% (482) had impaired fasting glucose. Of 1309
subjects who denied having blood pressure disorder, 39.3% (515) met the criteria of HT.
Of 1320 subjects who denied having dyslipdemia, abnormal total cholesterol, TG, LDL,
and HDL levels were detected in 28.4% (375), 27.2% (356), 12.1% (139) and 36.2%
(421), respectively. Of all the ED patients (2610), 30.2%, 61.5% and 74.3% had
abnormal glucose, blood pressure and lipid profiles, respectively and those who had
disorders were older in mean age than those who had not (p <0.001). Of them, 88.7%
(1830) had at least one CV risk factor with a mean age of 54.2 years whereas only 11.3%
(232) were free of any risk factor with a mean age of 43.6 years (p <0.001).

Conclusions: CV risk factors were high prevalent in men with ED and a higher age is
associated with them. Because a substantial part of patients did not recognize them
when they sought treatment for ED, routine screening for them is recommended.
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Penile Prepuce Bead Implants
Jesun Lin'?, You-Chiuan Chien', Herng-Jye Jiang', Jian Ting Chen’,
Bai-Fu Wang', Chin-pao Chang', Mon-I Yen', Sheng-Hsien Huang",
Hon-Jen Shi', and Ming-Chih Chou®
! Division of Urology, Department of Surgery,
Changhua Christian Hospital, Changhua,
? Institute of Medicine, Chung Shan Medical University, Taichung, Taiwan

Objectives: Penile prepuce bead implants or genital beading is a form of body
modification which involves the implantation of beads under the skin of penile shaft.
These are performed primarily for the purpose of physical erotic stimulation (for both the
wearer and their partner), as well as everywhere for aesthetic reasons. We will discuss
the motivation of bead implantation and the reason of bead removal.

Materials and Methods: This is retrospectively descriptive study. From 2003 to 2013
we have collected 38 patients with penile prepuce implants. The materials included
plastic, wood, glass, stainless steel and agate. The implanted beads were from one to ten.
The surgery for the infected genital beading should excise the bead combining with the
surrounding infected soft tissue.

Results: We can not calculate the prevalence of the people who have prepuce
beading implants. We could only find the cases occasionally when they sought for the
medication examination and the occasion of the infection of implanting beads.
Perfecting surgical techniques and postoperative management had led to fewer adverse
events.

Conclusions: As well as being an aesthetic practice, this is usually intended to enhance
the sexual pleasure of partners during vaginal or anal intercourse. Genital beading is
more commonly done by men in detention center or jail. The patients asked for medical
aid to remove the bead implants because of reasons such as (1) infection (2)
uncomfortable sexual intercourse (3) no enhancement on the sexual pleasure (4) sexual
partner dislike.
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Extracts of Epimedium brevicornum Maxim Relax Rat Corpus Cavernosum
Yen-Man Lu', Tsu-Ming Chien', Chii-Jye Wang' *
'Division of Urology, Kaohsiung Medical University Hospital, Kaohsiung, Taiwan
*School of Medicine, Kaohsiung Medical University, Kaohsiung, Taiwan

Objectives: Epimedium brevicornum Maxim (Berberidaceae) (Eb), an ornamental herb
grown in Asia and the Mediterranean region has been used for various medicinal
purposes, especially in male erectile dysfunction. Our recent studies suggested that Eb
can relax the rat aorta. Therefore, the aim of this study is to investigate the effect of
different Eb extract elicitation of vasorelaxation in rats.

Materials and Methods:

Eb preparations

Eb (300 gm) was extracted with 1 | water (water-soluble fraction, denoted as EPW),
which were further purified until the total volume down to 100 ml. The extracts were
filtered through layers of ﬁauze, the residues discarded and the filtrates were kept at
-20°C, followed by lyophilizing the samples. The final powder weight was 4.53 g. For
further purification, EPW was subfractioned into EP-0, I?P—ZO, EP-50, EP-100 by e%u ion
of 0, 20, 50 and 100% methanol through Diaion HP20 column, respectively.

Rat animal models

Male Sprague-Dawley rats weightinﬁ 250-300 gw were treated under the regulations of
the ‘Principles of laboratory animal care” (NIH publication No. 86-23, revised 1985).
After overnight fasting with free access to water, rats were anesthetized and killed with
overdoses ogintramuscular injection of ketamine hydrochloride (50 mg/kg) and xylazine
(5 mg/kg). The organ bath for aorta strips was prepared. In brief, the entire aorta tissue
was transected from the heart, quickly rinsed and kept immersed in oxygenated Krebs’
physiological solution at 37°C.

Evaluation of relaxation on the aorta tissues

Aorta strips were first contracted with Phenylephrine (1 mM) and responses were
examined using cumulative concentration-response curve (CRC) by increasing the
concentration of agents after a steady response to the previous administration had been
reached. After confirming the mode?/validity, the responses of Eb extracts or its vehicle
were obtained by adding agents cumulatively to the organ bath. Construction of CRC
was based on degrees of relaxation of the Phenylephrine induced contractions.

Results: Results showed that water extract of Eb concentration-dependently
antagonized phenylephrine (PE)-induced vasoconstriction at the concentrations ranging
from 0.001 to T mg/mL with an EC50 of 12.4 = 1.5 p g/mL. Eb evoked vasorelaxation
was significantly. Further extractions can not potentiate the relaxation effects.

Conclusions: Although the active components of Eb are not yet clear, its physiological
effects on vascular beds were Correlatedpwith the putative pharmacological activities of
Epimedium brevicornum which implicate it as a potential for the treatment of
hypertension.
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Pro-erectile Effect of Epimedium brevicornum Maxim Extract on Rabbit Corpus
Cavernosum
Tsu-Ming Chien', Yen-Man Lu', Chii-Jye Wang' >
'Division of Urology, Kaohsiung Medical University Hospital, Kaohsiung, Taiwan
*School of Medicine, Kaohsiung Medical University, Kaohsiung, Taiwan

Objectives: Water extract of Epimedium brevicornum Maxim (Eb) has been reputed to
have sexual stimulation effects on male for decades in Chinese Medicine. Our objective
is to discover the active portion of Eb, and assay the bioactivity.

Materials and Methods:

Eb preparations

Eb (300 gm) was extracted with 1 | water (water-soluble fraction, denoted as EPW),
which were further purified until the total volume down to 100 ml. The extracts were
filtered through layers of gauze, the residues discarded and the filtrates were kept at
-20°C, followed by | ophiﬁzing the samples. The final powder weight was 4.53 g. For
further purification, EPW was subfractioned into EP-0, EP-20, EP-50, EP-100 by eff’ution
of 0, 20, 50 and 100% methanol through Diaion HP20 column, respectively.

Isolation of rabbit corpus cavernosum

Male New Zealand rabbits wei§hting 2.5-3 kg were treated under the regulations of the
‘Principles of laboratory animal care” (NIH publication No. 86-23, revised 1985). After
overnight fasting with free access to water, rabbits were anesthetized and killed with
overdoses of intramuscular injection of ketamine hydrochloride (50 mg/kg) and xylazine
(5 mg/kg). The organ bath for rabbit corpus cavernosum strips was prepared. In brief, the
entire penile tissue was transected from the base, quickly rinsed and kept immersed in
oxygenated Krebs’ physiological solution at 37°C.

Evaluation of relaxation on the corpus cavernosum

Corpus cavernosum strips were first contracted with Phenylephrine (1 mM) and
responses were examined using cumulative concentration-response curve (CRC) by
increasing the concentration of agents after a steady response to the previous
administration had been reached. After confirming the model validity, the responses of
Eb extracts or its vehicle were obtained by adding agents cumulatively to the organ bath.
Construction of CRC was based on degrees of relaxation of the Phenylephrine induced
contractions.

Results: The bioactivity of the water crude extract (EP) and further extract EP-20 was
tested for the relaxation effect in CC strips precontracted with 1 mM PE. The results
showed that both EP and EP-20 relaxed the Iﬁi—precontracted Corpus cavernosum strips
in a concentration-dependent manner. The 50% relaxation concentration of EPW and
25% of EP-20 were 65 and 208 mg/ml, respectively. Pre-incubation of Eb extracts

lr}]greases the potency and the duration of the phosphodiesterase 5 inhibitor relaxation
effects.

Conclusions: We concluded that extracts of Eb relax the corpora cavernosa smooth
muscle. This preliminary results might bring into perspective the treatment of erectile
dysfunction. 133
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Long-term Administration of Ketamine in a Rat Model is Associated
with Erectile Dysfunction
Yi-No Wu'?, Hung-Sheng Shang**, Yuh-Feng Lin*, Han-Sun Chiang®”

Ph. D Program in Nutrition & Food science, Fu Jen Catholic University',
Graduate Institute of Basic Medicine, Fu Jen Catholic University?,
Department of Pathology, National Defense Medical Center,

Division of Clinical Pathology, Tri-Service General Hospital®,

Graduate Institute of Clinical of Medicine, Taipei Medical University*,
Department of Urology, Taipei Medical University Hospital®

Objectives: Erectile dysfunction (ED) is impaired relaxation of the corpus cavernosum
smooth muscle, and it is also associated with a reduction in neuronal and
endothelium-derived nitric oxide (NO) localized levels. Ketamine has been shown to
inhibit the expression of neuronal nitric oxide synthase (nNOS) and endothelial nitric
oxide synthase (eNOS) in the spinal dorsal horn and umbilical vein endothelial cells.
However, the relationship between long-term ketamine administration and ED has not
been reported. The aim of the study was to assess the impact of long-term ketamine
administration on ED.

Materials and Methods: Thirty-two male Sprague-Dawley rats were randomly divided
into four groups: the control group received saline daily Intraperitoneal (IP) Injection,
and the other three groups received ketamine (100 mg/kg/day) daily IP injection for 1, 2,
and 3 months, respectively. In each group, erectile function was assessed by cavernous
nerve (CN) electrostimulation. The functional evaluation was checked by intracavernous
pressure (ICP), area under curve (AUC) and ICP/MAP (mean arterial pressure) ratio. CN
and penile tissues were collected for histological analysis. Immunofluorescence assay
(IFA) was performed for nNOS, B-1II tubulin, and alpha smooth muscle actin antibody.
Additionally, Masson trichrome staining was also performed to determine the smooth
muscle/collagen ratio. Data were analyzed using one-way analysis of variance and
Scheffe post hoc test.

Results: In comparison with control group, rats treated with 3-months daily ketamine
injection showed significantly decrease in maximal ICP (P < 0.001), maximal ICP/MAP
ratio (P < 0.001), and AUC (P < 0.001). IFA revealed not only markedly lower nNOS
expression in the dorsal penile nerve fibers (P < 0.05), but also significantly decreased
smooth muscle cell content in 3-months daily ketamine injection group compared with
the control group (P < 0.05). In addition, Masson trichrome staining showed long-term
ketamine administration markedly decreased the smooth muscle/collagen ratio (P <
0.05).

Conclusions: Long-term ketamine administration had adverse effects on erectile
function.
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The Effect of Smooth Muscle Progenitor Cells on Erectile Function in
Bilateral Cavernous Nerve Injury Rat Model
Wu YN, Lin BS, Chiang HS
Graduate Institute of Basic Medicine, College of Medicine,
Fu Jen Catholic University

Objectives: There are reports of animal experiments using intracavernosal stem cells
injections to improve erectile function after cavernous nerve (CN) damage. This study
investigate investigate the therapeutic effects and mechanism of intracavernosal smooth
muscle progenitor cells (SPCs) injections on erectile function in a bilateral cavernous
nerve injury rat model simulating the status of erectile function in human after radical
prostatectomy.

Materials and Methods: Bone marrow cells were isolated from femurs in male
Sprague-Dawley rats and cultured in vitro for 30 days to facilitate SPCs. Dual
immunofluorescent staining showed that SPCs expressed both «a -smooth muscle actin
(a SMA, a specific marker for smooth muscle) and the CD34 (abundant on precursor
cells). All 24 rats were randomly and equally divided into three groups: sham surgery,
injury (nerve crushed and vehicle-only), and experimental (nerve crushed and SPCs
treatment) groups. Erectile function was assessed by measuring maximum
intracavernosal pressure (Max ICP), change in ICP (AICP), area under ICP curve (AUC),
ratio of change in ICP and mean arterial pressure (MAP : AICP/MAP) , and ratio of Max
ICP and MAP (Max ICP/MAP). Penile tissue was immunohistomorphometrically analyzed
to evaluate the expression of a SMA and smooth muscle cell content.

Results: Max ICP and all other functional parameters of erectile function were
significantly reduced in injury versus sham and SPCs treatment groups (p < 0.001).
Smooth muscle cell content was reduced in injured-controls versus sham and SPCs
treatment groups.

Conclusions: SPCs treatment restored erectile function in a rat model of bilateral CN
injury through recruitment of smooth muscle cells in the corpus cavernosum. These
findings elucidate the therapeutic potential of SPCs for treating erectile dysfunction (ED)
in humans.
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The Effect of Nano-DHA on Erectile Function in Bilateral Cavernous
Nerve Injury Rat Model
Chuang YY", Liao CH?
Graduate Institute of Basic Medicine, College of Medicine, Fu Jen Catholic University '
Urological department, Cadinal Tien Hospital *

Objectives: Let nano Docosahexaenoic acid (nano-DHA) intracavernosally inject to
penile tissue to improve erectile function after cavernous nerve (CN) damage. This study
investigate the therapeutic effects and mechanism of intracavernosal nano-DHA
injections on erectile function in a bilateral cavernous nerve injury rat model simulating
the status of erectile function in human after radical prostatectomy.

Materials and Methods: Docosahexaenoic acid (DHA) is well-known a
neuroprotectant against experimental stroke. Nano-DHA (Concentration of DHA in
nanoemulsion is 126.7 1 g/mL; Concentration of 3-5 nm Nanogold in nanoemulsion is
51.0 1 g/ml). Rats were randomly and equally divided into five groups: sham, surgery,
injury (nerve crushed and vehicle-only), and experimental (nerve crushed and 3 kinds of
dose for treatment, 10, 50, and 250 w g/kg nano-DHA) groups, respectively. Erectile
function was assessed by measuring maximum intracavernosal pressure (Max ICP),
change in ICP (AICP), area under ICP curve (AUC), ratio of change in ICP and mean
arterial pressure (MAP; AICP/MAP), and ratio of Max ICP and MAP (Max ICP/MAP).
Penile tissue was immunohistomorphometrically analyzed to evaluate the expression of
neural nitric oxide synthase (nNOS), and smooth muscle cell content (« -smooth muscle
actin).

Results: Max ICP and all other functional parameters of erectile function were
significantly reduced in injury versus sham and 50 y g/kg nano-DHA treatment groups (p
< 0.05). Smooth muscle cell content was reduced in injured-controls versus sham and
50 w g/kg nano- DHA groups (both p <0.05).

Conclusions: 50  g/kg nano-DHA of treatment restored erectile function in a rat
model of bilateral CN through preservation of smooth muscle cells in the corpus
cavernosum. These findings elucidate the therapeutic potential of nano-DHA for treating
erectile dysfunction (ED) in humans.
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Human Penile Tunica Albuginea: Anatomy Discovery, Functional Evidence

and Role in Reconstructive Surgery
Geng-Long Hsu'?, Huai-Ching Tai’, Chih-Yuan Hsu', Cheng-Hsing Hsieh®
Microsurgical Potency Reconstruction and Research Center, Hsu’s Andrology, Taipei';
Department of Urology, National Taiwan University Hospital,
College of Medicine, Taipei’, Department of Urology, Taipei Tzuchi Hospital,
The Buddhist Tzuchi Medical Foundation; School of Medicine,
Buddhist Tzu Chi University, Hualien®, Taiwan

In the human penis the corpora cavernosa (CC) is a hydraulic system which can
anatomically be assorted into the smooth muscle and skeletal muscle components. The
former includes CC sinusoids and vasculature while the latter are bulbocavernosus,
bulbospongiosus, tunica albuginea (TA) and distal ligament. Erection is a result of
interplaying two components via supplying arteries and draining veins. Clinicians
believed TA to be a single circular layer before 1991 when a model of a bi-layered
structure was discovered as a 360° complete inner circular layer and a 300° incomplete
outer longitudinal layer which is absent bordering the CC and corpus spongiosum. In the
erection process the outer longitudinal layer plays a pivotal role in closing the emissary
veins, which ascertain veno-occlusive mechanism. Although this peculiar design is
considerable for allowing ejaculate passing, it is vulnerable to dilator trauma during
penile implantation on the TA without outer longitudinal layer which is responsible for
penile morphology and thereafter is the targeted tissue for corporoplasty. Overall this
new TA anatomy is prerequisite to surgeon whom is going to carry out penile implant or
penile morphologic reconstruction regardless attempting surgery is for patching the TA
shortage sector or excising the TA excessive region.
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For Resection Weight Less than Five Gram by Transurethral Biopsy of Prostate,
is it Necessary to do Combined Transurethral Incision of Bladder Neck?
--- A Nation-wide Database Study
Tzu-Chun Wei'?, Tzu-Ping Lin'?, Alex T. L. Lin'?, Hsiao-Jen Chung'?,
Eric YH Huang'?, Kuang-Kuo Chen'*
Department of Urology', Taipei Veterans General Hospital, Taiwan
Department of Urology, School of Medicine, and Shu-Tien Urological Institute?,
National Yang Ming University, Taipei, Taiwan

Objectives: The transurethral biopsy of prostate (TUBP), which in Taiwan means the resection weight less
than five gram, may be either for cancer diagnosis or attempted to treat bladder outlet obstruction. However,
acute urinary retention (AUR) after TUBP is still a complication of great concern, especially for those without
Foley indwelled previously. Combined transurethral incision of bladder neck (TUIBN) may be suggested,
especially for those with symptoms of bladder outlet obstruction instead of diagnosis for prostate or bladder
cancer. However, to do the combined TUIBN or not, that is the question. Therefore, this article is aimed to
analyze AUR after transurethral biopsy of prostate in Taiwan according to the claims of the National Health
Insurance (NHI) program.

Materials and Methods: From the NHI Research Database of Taiwan, we applied for the all the claims of
patients who ever visited urology clinic during 2006 to 2010. In this urology profile, we received all the
records of both admission (DO and DD files) and ambulatory clinics (OO and CD files). Codes for TUBP
(<5g), TUIBN were adopted. AUR was defined as any kind of indwelling catheterization within 2 weeks
after TUBP with or without TUIBN. Patients younger than 40 years old were excluded. Patients who
received TUIBN or optic or otis urethrotomy within 1 year before TUBP and 2 months after TUBP were
excluded, as well as those who had TUBPs within 2 months between each surgery or long admission period
(14 dats) after TUBP. Patients who had diagnosis of prostate or bladder cancer within 3 months
peri-operatively were excluded. ICD-9 codes for hypertension (HTN), diabetes mellitus (DM), cerebral
vascular disease (CVA), spinal stenosis (SS), and herniated intervertebral disc (HIVD) were used for disease
confirmation only when the diagnoses from DD or CD files existed at least one year before TURP
Descriptive and comparative analyses were performed.

Results: In this urology profile, there were 2597 TUBPs performed, including 2497 TUBPs only (group A)
and 100 TUBPs with combined with TUIBN (group B). The hospitalization days mainly ranged from 3 to 5
days. The mean age was 72.45, with 72.69 and 71.86 in group A and B respectively. Among all patients
included, 245 of them were associated with AUR (9.43%), with 9.69% and 3.00% in group A and B
(P=0.022), with the odds ratio of 2.17. Patient who had previous AUR episodes within 2 months before
TUBP didn’t have significantly higher post-OP AUR rate (11.24%) than those without AUR before TUBP
(8.88%) (P=0.083). About co-morbidities, HTN, DM, CVA, SS, and HIVD were not significant risk factors for
AUR after TUBP (P=0.934, 0.426, 0.111, 0.976, and 0.362 respectively). In multivariate analysis, combined
TUIBN or not is the only significant factor to AUR after TUBPs. (P=0.039)

Conclusion: By the NHI database, we found that in Taiwan, most patients treated with TUBPs are not
combined with TUIBN, even after excluding those diagnosed of prostate or bladder cancer. However, AUR
rate is significantly lower in patients receiving combined TUBP with TUIBN, regardless of pre-OP Foley
indwelling or other co-morbidities. Although further randomized clinical trials are still necessary, it implies
that for patients with bladder outlet obstruction treated with TUBP (smaller resection weight of TURP),
combined TUIBN may be beneficial, especially regarding the post-OP AUR episodes.
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Urinary Bladder Function of Male Patients with Pelvic Organ Oncology
Chian Shiung Lin, Chin-Cheng Lu, Chin-Ho Lin, Eric W. Fan, Tse-Chou Cheng
Division of Urology, Department of Surgery, Chi Mei Medical Center, Liouying

Purpose: The primary function of urinary bladder is for urine storage and voiding.
Pelvic organ malignancy may deteriorate the originally normal bladder function via
either neurogenic or myogenic way. The aim of this study is to explore the characteristics
of bladder function of the male patients with pelvic organ malignancy.

Materials and Methods: A retrospective chart review study was performed. From the
urodynamic studies records, male patients with pelvic organ malignancy were enrolled.
Patients” gender, age, origin of malignancy, were recorded and analyzed. Male patients
receiving urodynamic studies with benign causes were excluded.

Results: From January 2012 to October 2014, there were 406 male patients eligible
for urodynamic analysis. Pelvic organ malignancies included prostatic (177/406), bladder
(128/406), and colonic (101/406) origin. Age ranged from 45 to 90 years (mean 72.2
years). The urodynamic studies were demonstrated by uroflowmetry and cystometry. In
uroflowmetry (328 cases), the mean = standard deviation of maximal urine flow rate
was 12.7 £ 6.3 ml/sec. In cystometry (89 cases), the origins of oncology were colon
43.8% (39/89), prostate 39.3% (35/89) and bladder 16.9% (15/89). Bladder contractility
showed hyper-reflexia (44/89), detrusor areflexia (20/89), normoreflexia (13/89), and
detrusor hypo-reflexia (12/89). Most of bladder dysfunction was in colonic 59.4%
(19/32), followed by prostate 31.3% (10/32) and bladder group 9.3 % (3/32).

Conclusions:  Male patients having pelvic organ malignancies may suffer from
urination dysfunction. Usually decreased urine flow rate and abnormal contractility of
detrusor muscle are demonstrated. The physicians are encouraged to be aware of these
urinary complications in male with pelvic organ oncology.
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Marital Status is an Independent Determinant of Quality of Life in Prostate

Cancer Patients: A Mixed Effect Model Analysis
Yao-Lin Kao"", Yuh-Shyan Tsai'", Fat-Ya Ou', Syu Ya-Jhu?, Chien-Hui Ou’,
Wen-Horng Yang', Hong-Lin Chen', Tzong-Shin Tzai"", Jung-Der Wang’
Department of 'Urology and *Public Health, Medical College and Hospital,
National Cheng Kung University, Tainan, Taiwan

Objectives: Prostate cancer has become one of major male malignancies in Asia,
including Taiwan. However, there were several characteristics different from western
countries, such as stage distribution, attitude to therapy modality, and response to
androgen deprivation therapy. Little is known about the factors concerning general
quality of life. Therefore, the current study is to investigate the factors that influence
quality of life in patients of prostate cancer which may provide information for decision
making in clinical practice.

Materials and Methods: Patients with prostate cancer diagnosed and treated at our
hospital received patients’ self-reported questionnaires at outpatient basis. The used
questionnaire is World Health Organization Quality of Life- BREF (WHOQOL-BREF).
After collecting the responses, the determinants including age, education, economic
income, marital status and disease status were analyzed using a mixed effect model.

Results: From January 2013 to July 2014, a total 248 patients and 404 person-time
received WHOQOL-BREF questionnaire, including localized disease (n=110), locally
advanced (n=48), metastatic disease (n=90). Among these three group, there were no
difference in aspects of age (p=0.14), education (p=0.27), personal income (p=0.86),
marital status (p=0.22), and cardiovascular comorbidity (p=0.86). Comparing to
married patients, single/divorced/widowed patients had better quality of life in the
domains of physical health (p=0.152), social relationship including sexual satisfaction
(p=<0.0001) and environment (p=0.02). Comparing to higher personal income
patients (more than US$1667 monthly), patients with lower ones worse quality of life in
the domains of physical health (p=0.001), psychological (p<0.0001) and environment
(p<0.0001). Patients with metastatic disease had poorer responses in the domain of
physical health (p<0.0001). There was no obvious decrement in quality of life among
patient with cardiovascular comorbidities (Table 1).

Conclusion: Our data demonstrated marital status is an important determinant of
quality of life in prostate cancer in south Taiwan, as well as personal income. Patients
with married status suffer more showed poorer response among physical health, social
relationship, and environment domains. The underlying reason is worth to explore in
future.
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Acute Renal Failure after Thulium Laser Prostatectomy: Two Cases Report
Yung-Chih Chou1, Chung-Cheng Wang'*?
Department of Urology, En Chu Kong Hospital'
Department of Biomedical Engineering, Chung Yuan Christian University*

Objectives: Acute renal failure is a severe complication of transurethral resection of
the prostate (TURP) which have been reported since the late 1940s. Though laser
prostatectomy has been considered as a safer and more effective procedures than TURP,
three cases were noted to have acute renal failure after Potassium-Titanyl-Phosphate
laser vaporization of prostate recently. Herein, we reported two cases of acute renal
failure after Thulium laser prostatectomy.

Materials and Methods: We retrospectively analyzed 236 patients undergoing
Thulium laser prostatectomy from 2010 to 2014. Of them, two (0.8%) patients suffered
from acute renal failure postoperatively. The age of these two patients was 67 and 71
years old, respectively. The prostate size was 81.5 and 81.3 mL, respectively. The
operative time was 85 and 90 minutes, respectively. Cystostomy was placed in both
patients.

Results: No prostatic capsular perforation or other intraoperative complications were
observed. No severe hyponatremia or electrolyte imbalance was noted. The blood loss
was 10 and 30 mlL, respectively. These two patients suffered from oligoanuria on
postoperative day 1 and were treated with hemodialysis therapy. The renal function
recovered and the serum creatinine level backed to the baseline on the postoperative
day 9 and 14, respectively. No renal biopsy was performed.

Conclusion:  Acute renal failure is a rare but serious complication after laser
prostatectomy and it needs to clearify the etiology and establish the prevention.
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Rare Complication of HIFU Treatment in Cancer of Prostate: Incontinence or
Urine Retention
Hueih-Shing Hsu, Shyh-Chyi Chang, Hsu-Hsiang Wang, Heng-Chang Chuang, I-Hung Shao
Department of Urology, Lotung Pohai Hospital Yilan, Taiwan

Case Report

HIFU is introduced since 20 years ago in France. And it's widely applied in treating
prostate adenocarcinoma in Europe. More than 30,000 patients was treated in the world,
and more than 300 cases in Taiwan. The most common complication of HIFU is urethral
stricture, it was approximate 20% reported in literature. We has one rare complication of
urine incontinence or retention occurred in the same patient. The etiology was found
the residual adenoma in anterior wall, the possible mechanism is check valve like
mechanism. We report our experience in treating this complication.

This is a 74 vyears male patient of adenocarcinoma of prostate stage
cT2NOMO.PSA=17.32ng/ml. Pathology showed Gleason score=4 (2+2). He received
TURP and HIFU therapy on Sep.9" 2014.Postoperative course was smooth. Initial urine
leaks was mild but complete urine retention was occurred one month after HIFU therapy.
Cystoscopy showed much necrotic tissue in the prostate lumen. After transurethral
removal the necrotic tissue. He has normal voiding without leakage. However, he has
suffered from decreased urine caliber and complete urine leaks after 10 am but no leaks
after sleep. Cystoscopy showed a check valve like residual adenoma in anterior was of
prostate which obstructs the lumen and cause urine retention. The residual adenoma
may be indicated the incomplete destruction of the anterior wall while HIFU therapy.
When prostate anterior-posteriorsize is larger than 3cm in diameter. Transurethral
resection was done and patient recovered without incontinence.
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Clinical Relevance of Prostate Cancer Mapping via Transrectal Random

Biopsy-analysis of 5450 Cores in South Taiwan
Kung-Yu Wu, Yuh-Shyan Tsai, Wen-Horng Yang, Tzong-Shin Tzai
Department of Urology, College of Medicine and Hospital, National Cheng Kung University

Introduction: Systemic random biopsy of the prostate under the guidance of transrectal
ultrasound has become essential for prostate cancer diagnosis. However, little is known
whether the prostate biopsy mapping data can provide more information. The aim of
this prospective study was to evaluate the localization of prostate cancer foci via a
10-core random biopsy and the association with pathological staging in south Taiwan.

Materials and Methods: From September 2005 to June 2014, 1314 men received
TRUS-guided biopsy were performed at our hospital and 545 patients were enrolled for
the analysis of the prostate cancer mapping after exclusion 769 patients due to
non-random biopsy. The analyses included the differences of prostate cancer foci
according to the digital rectal finding (DRE), as well as the association with pathological
staging.

Results: Among 545 patients, 152 (27.9%) were positive for prostate cancer, including
64 of 370 (17.3%) men with negative digital rectal examination (DRE) and 88 of 175
(50.3%) men with abnormal DRE. Prostate cancer patients with abnormal DRE exhibit
significantly higher age (71.0£7.6 vs. 67.9%6.1, p=0.008), higher PSA(25.5+24.5 vs.
15.7£11.2, p=0.003), higher PSA level (p =0.016) and PSA density (0.71£0.67 vs.
0.41£0.36, p=0.002), higher percent positive core (p =0.022) and higher Gleason score
(p =0.0006) than those with normal DRE. There is no difference of positive core
frequency in term of biopsy site. Patient with more positive cores in lateral sites have
higher pathological stage (p= 0.031), as well as in parasagittal sites (p=0.007) and apical
sites (p=0.023).

Conclusions: The characteristics of prostate cancer diagnosed from prostate random
biopsy are different according to the DRE finding. After stratification by DRE, there is no
site difference in the frequency of positive prostate cancer foci. The number of positive
cores is significantly associated with higher pathololgical staging. Therefore, prostate
biopsy mapping can provide an important information in determining the treatment

policy.
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Clinical Efficacy of Transrectal Prostate Needle Biopsy in Men Younger than
50 Years with an Elevated Prostate-Specific Antigen Concentration

(> 4.0 ng/mL) Based on Biopsy Results and Follow-up Status
Chin-Heng Lu', Tzu-Ping Lin'*?, Y.H. Fan'*?, Chih-Chieh Lin"*?, Hsiao-Jen Chung'*?,
J.Y. Kuo Eric*?, Howard H.H Wu'*?, Yi-Hsiu Huang'*?, William J.S. Huang" *?,
Yen-Hua Chang'*?, Alex Tong-Long Lin"*?, Kuang-Kuo Chen'?*?

'Division of Urology, Department of Surgery, Taipei Veterans general hospital
*Department of Urology, School of medicine, National Yang-Ming university, Taipei, Taiwan
*Shutien Urological science Research center, Taipei, Taiwan

Objectives: Prostate cancer (PCa) is rare in men younﬁer than 50 years. The 2013
AUA guideline discourages screening for men younger than 40 years because of the
relatively low prevalence of PCa in this age group and the absence of any evidence
demonstrating the benefits of screening. Despite the guidelines, PSA screening has
increased for younger group because of increasing routine health exams. We
retrospectively investigated the clinical efficacy of transrectal ultrasonography-guided
prostate biopsies (TRUSP Bx) in men younger than 50 years with high PSA concentration
(>4.0 ng/mL).

Materials and Methods: We retrospectively reviewed charts of male patients who
received twelve core TRUSP Bx at Taipei Veterans General Hospital from January 2008
to December 2013. Patients younger than 50 y/o were identified and those people
whose PSA < 4 were excluded. The age of the patients, numbers of biopsies, DRE
results, pathologic findings, how many times the PSA was checked and periods of
follow-up before and after the procedure, concentrations of PSA and fPSA, total prostate
volume, clinical symptoms and complication of fever after the procedure were recorded
and analysed.

Results: In 60 patients who received the procedure in the study period, 5 people were
excluded for PSA < 4 (The indication of TRUSP Bx biopsy was abnormal sonography
finding). Total 55 patients were enrolled. The prevalence of Prostate adenocarcinoma
was 9.09% (5/55). The age was 42.45.48.48.49 respectively. 2 patients (ageed 30, 50,
respectively) presented post TRUSP Bx fever. The average PSA was 9.80 (range:
5.77-92.2, standard deviation=13.51). The average total prostate volume was 29.48.
(range 9.3-109, standard deviation=15.77) Abnormal DRE was found in 5 patients
(9.09%). There was no Gleason >8 tumours in patient’s younger than 50 y/o and
Gleason >7 tumours in patient younger than 45. The rate of fever after procedure under
40 years old was 6.67% (1/15).

Conclusion: The yielding rate of TRUSP Bx is low in patient younger than 40 y/o with
elevated PSA concentrations (> 4.0 ng/mL). Other adjuvant diagnostic modality such as
fPSA or MRI maybe needed to obviate unnecessary TRUSP Bx.
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Preliminary Results of High-intensity Focused Ultrasound in the

Treatment of Prostate Cancer
Jian Ting Chen, Chang-Pao Chang, Sheng-Hsien Huang, Bai-Fu Wang,
Hen-Jie Jiang, Jie-Shan Lin
Divisions of Urology, Department of Surgery,
Changhua Christian Hospital, Changhua, Taiwan

Objectives: To report our preliminary results of high-intensity focused ultrasound
(HIFU) in the treatment of prostate cancer.

Materials and Methods: 31 patients with localized prostate cancer (T1-2NOMO)
were treatment with Ablatherm™ HIFU device. We investigated the efficacy using
post-treatment prostate specific antigen (PSA) levels and complications.

Results: 31 patients age from 61 to 88, pretreatment PSA from 3.05 to 23 ng/mL,
Gleason score from 6 to 9. Post-treatment PSA level :<0.008 ng/ml -4.05 ng/ml . The
PSA level increased gradually in all patients during follow-up. Post-treatment
complications including urge incontinence (30%), bladder outlet obstruction (20%) and
one case developed acute renal failure.

Conclusions: High-intensity focused ultrasound therapy appears to be an effective
and minimally invasive therapy only in lower risk localized prostate cancer. Potential
complications and cost-efficacy should be concerned.
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