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i =] B BEER
AR ERIERSE SR (EhEHE +ERIRAE)
08:50-08:54 | Opening RETEER
N — = o . REZZRAED
08:54-09:30 | B EBRNER I BEHIRRHIATTRIER SEA iy
B AR IS E
TAA President Lecture
09:30-09:50 The Clinical Difference between Testosterone Restoration and BETST BE AT s
Testosterone Replacement
Symposium Il - New Frontiers in Andrology
09:50-10:10 A Novgl Nasal Gel For.mula for Testosterone Replacement Therapy in SimEeeT AR ER T
Men with Hypogonadism
Effect of Enzalutamide on Patient-reported Outcomes, Including Fatigue,
10:10-10:30 in Metastatic Hormone-Sensitive Prostate Cancer: Analyses from the R EERT ETIIEERN
Arches Study
10:30-10:50 Coffee Break
Symposium [II - Hypogonadism
5011 - SE
10:50-11:10 | The Interplay between Testosterone Level and Prostate Health PR& = ESRM SR ERET
Ao 55 (0 [ B
11:10-11:30 The Role of Testosterone Replacement Therapy as an Anti-Aging BETr B2 AT B = E2EN
Therapy
11:30-12:00 TAA BEXE
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Luncheon Symposium 1
i i What is the Optimal Medical Treatment for Post-Radical Prostatectomy =sgp
12:00-12:30 1 prochile Dysfunction? RS LINEEET ]
12:30-13:00 How to Treat ED Patients and Its Cardiovascular Comorbidity T e FHEINEERT
Effectively?
Symposium V - Advanced Penile Surgery
) ) 3-piece Inflatable Penile Prosthesis Implantation for Erectile Ea—
13:00-13:20 Dysfunction Treatment. How | do it. SRR AT ABEL-—{ i
. . . . . RIEIFEEED
13:20-13:40 | Penile Prosthesis Implantation under Local Anesthesia. How | do it? 1IN B BT
Workshop 1 - Circumcision Forum
.40-13- ; i o s a2 = —roEg ) ,
13:40-13:50 | Pros and Cons of Laser Circumcision, is it Really Beneficial? B TL SR 51 PR EE £
L R : ; : : o MBS
13:50-14:00 Semi-Live Sgrgery. Surgical Techniques Sharing for Circumcision 2 2T B2 A BERT
Stapler Device
Symposium VIII - Transgender Surgery
14:00-14:20 | Psychiatric Assessment of Gender Dysphoria Patients ZIRRESET
N ]
14:20-14:40 | Hormone Therapy for Transgender Patients ZIWEE&ET Dguz;gzﬁm
BR JEE&EM
14:40-15:00 | Male-to-female Sexual Reassignment Surgery-My Personal Experience | JESRI¥EEERM
15:00-15:30 Coffee Break
APSSM President Lecture - Ejaculatory Disorders
ST EREEER
15:30-15:50 | The Comorbidity between Premature Ejaculation and Erectile Dysfunction | 533 -ZE&RT éig%
Special Lecture - Premature Ejaculation
. — verens SR ETERED
15:50-16:10 | Comprehensive Treatment of Premature Ejaculation AN ERRT o = T B2
Symposium X - LIESWT and Erectile Dysfunction
16:10-16:35 | Updated Evidence of LI-ESWT in the Treatment of Erectile Dysfunction | ZIZXEIEERM = pussp
16:35-17-00 The P(.)tentlal. Role of LI-ESWT in Men with Erectile Dysfunction == E? “ggm
Following Radical Prostatectomy
REZERIE
= PES
17:00-17:30 | Update of PrEP for HIV Infection EAtREEET {55 R ERE

BR JEE&Em
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Breakfast with Industry (08:30 FR¥aIEHFE) - Prostate Cancer Treatment
09:00-09:10 | Opening RETEER
) ) Push Back on Progression - Early Treatment with Novel Therapies and - B
09:10-09:40 New Standard of Care in Advanced Prostate Cancer s SREBRAERED
Symposium | - Male Reproductive Disorder
09:40-09:50 | Implication of Sperm DNA Fragmentation in Male Factor Infertility MR EEEM ) ,
HIBEEREM
The Appropriate Timing to Consider Testicular Sperm over Ejaculated s ES RETEEN
09:50-10:00 . GO SR E% BB
Sperm in Male Infertile Patients
10:00-10:10 The Reproductwe Qutcomes using Fresh Sperm versus Cryopreserved SIS
Sperm in NOA Patients
e . . . . JTE=
10:10-10:20 The Concern of Fertility Preservation for Young Patients with Klinefelter & LT iﬁrziﬁﬂi
Syndrome E==ined— 4]
10:20-10:30 | Male Fertility and Its Impact on the Heath of Future Generation lIYeAe o=
10:30-10:50 Coffee break
Symposium IV - Genital Dermatology
10:50-11:10 | Common Genital Skin Conditions Encountered at Urologic Office FEERAT B e
Frd—F 1]
11:10-11:30 | Genital Skin Disorders We need to Transfer to Dermatologists FSItERTREEM RIS
Luncheon Symposium I
LA - . . . ' — —
12:00-12:30 Optimizing Treatment in mCRPC Patients with Xofigo (radium-223) S ERER VB BB R
ini i ; ; =T i=Es ZIFSHRRED
12:30-13:00 | Clinical Experience Sharing of Ra-223 Therapy in mCRPC Treatment ERERER
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Symposium VI - Female Sexual Health
13:00-13:15 Androgep Treatment Guidelines and Safety Concerns in Female Sexual o 2 T ER T
Dysfunction
~ BEEES
13:15-13:30 | Cardiovascular Issues in Female Sexual Dysfunction FATNYS EREM Ezf:*iézgg
o e
13:30-13:45 | Contraception and Female Sexual Function FELE
Symposium VII - LUTS and Men’s Health
13:45-14:00 | PSA and 50 Reductase Inhibitor Treatment: Clinical Implications SRR ERED
gEDEH
14:00-14:15 | Sexual Dysfunction in Men with 5a Reductase Inhibitors GRS ERESED gg&fﬁzg%
===}
14:15-14:30 How.tg Avoid Post-OP Stre§5 Urinary Incontinence in Patients 3E 5 R
Receiving Prostate Enucleation Surgery
Symposium IX - Prostate Cancer Treatment
14:30-14:45 Overview of Treatment for Prostate Cancer: Past, Present and Future [E S B EERT 2 TFEET
=]
T ZI5FH EEEM
14:45-15:00 | Hormone Therapy - Backbone for Advanced Prostate Cancer BORFEREM
15:00-15:30 Coffee break
Workshop 2 - Pelvic Surgery
15:30-15:45 | Nerve-Sparing Techniques and Results in Pelvic Surgery 1= R
= JJiX
: BT B
15:45-16:00 | Current Penile-rehabilitation Strategies: Clinical Evidence SRIGaGERED | =
M ITERIE
— - o~ ] T EER
16:00-16:40 | ESEMBTTIERIBURE A =T Eﬁ%gg
Symposium XI - Medical Appraisal in Andrology
SN sEESBIE MR RE? s
16:40-16:50 . . 5 =
Nocturnal Penile Tumescence or Penile Doppler Ultrasonography SIERLRRED
16:50-17:00 | ERBERIFDE o
4 ’ L 1= 167 08 ==yt o= EEEY gﬁtilggm
17:00-17:10 | ARANANABEFIEIIREIEHETEIGR? RE TR
17:10-17:20 | ANAEEEARRERITEEERITRE STIEWRE
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SBIEAREE | #8

TBERRAGAFRT + 09:00 - 15: 30

518

\ =]

The Effect of SLC9A3 on Regulating the Expression of Aquaporin 1 (AQP1) in Epididymis of Mice
SLCOAS SR KB EE R/ N ERIERRE

R SEW BHE TR

BICAPBBREREEETBUER HABRERR REYHMEERINEWRIIFEY
WI_ABENBRESRERN 8- ABHERERWMERR’

Loss of TBC1D21 Causes Male Infertility with Multiple Morphological Abnormalities of the Sperm
Flagella and Mitochondria Sheath

-2 TBCID2TERK S B ST 2IER ¥ 2B LR RAREEERIA
AHE" KBR
BI_ABENEDEEBRRAN @ ABMLBR
A Risk Prediction of Sperm Retrieval Failure with Testicular Sperm Extraction in Males with
® Azoospermia
13 SEAEAE S MESE XU A S B B TR
BE—h' STEE RIS STIMAR BRI RS
‘BB SR (ERESN CEREETEEHER BRERAR
Microdissection Testicular Sperm Extraction (mTESE) for Non-Obstructive Azoospermia (NOA)-Is
Longitudinal Testicular Incision Better?
-4 FFPEE M ERABIE B B R T EXNBMBREIEF - ESEAMARRERLF
2ES AT HEL F58
Bt RBETWARED ERIMRTISMTE SO’ BT PRAA AP E R KBRS
Phenotype Analysis of Klinefelter Syndrome among Asian Population-106 Patients in One
Taiwanese Institute
I-5 KlinefelterfEfRAF SEMNIERF AV RIREU DT -BE— R EHIE106DRA
REH BSE'
"B RES CEIIRRAABR BB R KRB EHMRMBMERD
Deoxyribonucleic acid (DNA) Strand Breaks Aggravate after Target Methylation of MAEL Promoter
in Human NCI-H358 Cells
-6 H358#RRtRFMAELE R B(EN 7 B PiETT B AR R B L &8l X E IR R
BT EFFE REE MOk
58 37 Al ) A B BE EA B i % B e ik PR A8
The Association between Hypermethylation of BOLL Promotor and Spermtagenic Failure
7 BOLLEEN F = RE(LERERINAER B 2 MaoRaltE

KRE &HFH BREE Mk BHRE
(B8 37 Al T A R i B BE Bk PR AR

ETEEREOMELE » RAEEEE Travel AwardZ TFECEERT -
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| =

Erectile Hemodynamic Status before Robotic-assisted Laparoscopic Radical Prostatectomy
Associates with Tumor Location and Early Erectile Functional Outcome

EX AT EEBIATI AR FMTATEIE MIRET AR R AT AE MR Z 375

ARE' 1ECE RSB B0 KRR HEA REE

B BB AR BRI PRER B ST & A B ER BE R SR IR AR

S2

Near Infrared Spectroscopy: A New Technique for Assessing Erectile Function
FEATIMR S E G A IEThRERE I 2 I T 1 4RES

R KRR RSB SN TRE EEL BER W Bife’ REE
R BRI EE AR BB RTY Bl A A 2R Hiax Ba R s R AR
EIPRABEEMNBETRBER

S3

Evaluating Questionnaires for Female Sexual Dysfunction-A Literature Survey
FHERE ML Th e RIS SRR E

BB B

'BEBERMEEANE G EERIIEEMERR BT PIEXBREEH

s4

Screening for Organic Factors and Psychosocial Distress between Young (20-39 yrs) and Old
(40-69 yrs) Age Groups with ED
LEERFEE(20-3950) BAE F (40-69) iR RF AR IR R B 1R F B D IRt B )

R

S 5 RABEE TR S M AR AR SN

S5

Fatty Liver Index is a Novel Predictor of Testosterone Deficiency in Aging Taiwanese Men Especially
Subjects without Metabolic Syndrome

BERSFTE 8RB B2t BMREZEME TMBARART - Bl ERB B BIERAT RS
BIREY B TR BEE FAE” BEW TEX

SIEERA BB M ER AR BERHIEFRERWRR

ST ARERIMERT SHERARRBMAMRRIEERBMATOSHERAER
ST /BT REY BAKXS B RT

S6

Intracavernous Injection of Autologous Platelet-Rich Plasma Ameliorates Hyperlipidemia-Associated
Erectile Dysfunction in a Rat Model

m/MRM IR S AR RMEE R E B ThAER R AR

EER SR WRE

EERRICSERIMFIER MR

S7

The Predictor of Low-intensity Extracorporeal Shockwave Therapy Efficacy in Patients with
Refractory Chronic Pelvic Pain Syndrome

REEEBREINE IR ERY IRENE IS B A/ R RE B E RN TEARE 7

EER AWRE TKEY EIE" 2R FER

BT KRBT RT S e B AR NIRRT S B s R A

ST /BT B ETIRF R B R
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E-1 Degree of Planning of Sexual Intercourse among Men from China,
) Japan and Taiwan Taking Medication for Erectile Dysfunction: | R§FFEERT
08:54-09:00 | _." . . .
Findings of an Observational, Cross-sectional Survey

E-2 The Role of SLC9A3 in Taiwanese Patients with Congenital SE

09:00-09:06 | Bilateral Absence of Vas Deferens (CBAVD) BnIBHR
SRR (AR

E-3 Dietary Modification is Associated with Normalization of Penile < mpEEn
09:06-09:12 | Hemodynamics in Rats Fed a High-fat-diet m=

E-4 SEPT14 Mutations and Teratozoospermia: Genetic Effect on TR
09:12-09:18 | Sperm Head Morphology and DNA Integrity AR

I BIEHUIRBE AT IR EE
Eos Hepatocyte Nuclear Factor-4 o; P2 Promoter Variants are Associated
) with the Risk of Metabolic Syndrome and Testosterone Deficiency | ZIZEJEEET
09:18-09:24 | . . .
in Aging Taiwanese Men
SRR ((ERTEEEMHE)

E-6 The Relationship between Androgen Deprivation Therapy and B cRB2ET

09:24-09:30 | Depression Symptoms in Patients with Prostate Cancer =
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[ Breakfast with Industry]

Push Back on Progression- Early Treatment with Novel Therapies and
New Standard of Care in Advanced Prostate Cancer
FHBEEERM
=alliE-PNEE

Prostate cancer: a disease characterized by multiple clinical
states which exist in adynamic continuum

Push Back on Progression- Poteniatreatmentjaurney i prostatecancer
Early Treatment with Novel
Therapies and New Standard
of Care in Advanced Prostate
Cancer

TR PLBAMREER

Shao-Chuan Wang, MD, PhD, CSMUH
2020-06-27 09:10~09:40
RRBESFERTHADOS03THIE

Patient flow between distinct PC clinical Status

What else should we consider to improve outcome?

Average duration of patients in PC: ~13 years*

— Newy dagnosed (LIRS R Nmetastanasene. | moRPC =

e

Apatame

Enzalutamide 5% 11% 14% 34% 74%
Abiraterone (2011/2012)
nzalutamide (2012/2014) Annual all-cause . " " 5 "
ipuleucel-T (2010) mortality in clinical status. o % o 16% 56%

Docetaxel (2004)
Cabazitaxel (2011)
Radium-223 (2013)

Psa

Apalutamide
Enzalutamide |
Darolutamide |

‘The mCRPC clinical state has higher rates of annual progres:
relative to the lo i, non-castrate and nonmetast

1= et 2 = secondine 3= e st cancer

PL0S One. 2015 Oct 13;10(10):€0139440.

anigen
SCher it s PLGS One, 2015110:60130440 2. Scara A et . Eur Urol 201465.905-006. 3 Craword £D . Ul Oncl 201735:S1-S13.

Outline: early treatment with novel therapies in
advanced prostate cancer

= mCSPC
* nMCRPC mCSPC: chemotherapy; ARATA
* mCRPC Docetaxel

Abiraterone (Zytiga)
Enzalutamide (Xtandi)
Apalutamide (Erleada)
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Learnings from CHAARTED: DOC + ADT

Overall survival ———————————— Median Follow-up: 53.7 months ————————————————

“ m e

h volume disease Patients with low volume disease

g0
16.8 Months ] 0 months

LR R

LATITUDE - Final analysis: Overall Survival

Median treatment exposure:
ADT +AA +P: 25.8 mo
ADT + Placebo: 14.4 mo

Median overall survival

ADT +AA +P: 53.3 mo
HR 0.66 (95%Cl: 0.56 — 0.78) ADT + Placebo: 36.5 mo

p<0.0001

Median OS for patients
receiving ADT+ AA+P
reached 4.5 years,
16.8 months longer
than ADT+placebo

L

Study Descriptions | i

i e

New AR target agents for mCSPC

Randomized, Paralel Randomized, Double-bind,  Randomized, Paralel Assignment, Randomized, Double-bind,
Enzalutamide Assignment,Trple Masking  Placebo Controlled Cooperative Group, Open Label ~ Placebo Controlled
Abiraterone Acetate Treatment Apalutamide 240 mg. Enzalutamide 160 mg. Enzalutamide 160 mg + docetaxel Abiraterone acetate 1,000 mg +
N ENZAMET prednisone 5 mg
Apalutamide
SJ\ 'I#I'TJEI%E Enzalutamide + ADT Comparator Placebo Placebo NSAA & docetaxel Placebo
TITAN Improves PFS and 0s Population , <6 cycles £c0G ps atleast20f3
X prior docetaxel, ECOG PS<1, <1, current ADT duration <3 ofthe following: Gleason 28, 23
Abiraterone + ADT . ADT duration <6 months, 21 months unless prior lesions on bone scan,
Improves OS Apalutamide + ADT ARCHES docet measurablevisceralsion
metastass
Improves rPFs .
+
Updated Improves 0s Enzalutamide + ADT
[ cuigelines Improves rPFs soaion + ’ o o - Vit s i
factors (s7vs>7) * Prior docetaxel (none, 1-5,  * Region * ECOGPS(0,1vs2)
* Region (North America and or 6 cycles) + Concomitant “anti-resorptive”
EUvs other countries) therapy

« prior docetaxel use (yes vs

— &

Comrbidities
Use of docetaxel in conjunction
with initiation of ADT

2017-2018 2019 May 2019 Jun-Jul
prmary  Dualprimary s o Coprimany
fndpone 88 essedcenal or death s
Lo i 24 weeks o vesment Lo

discontinuation
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Baseline Characteristics  : rPFS i ! e
APAvOT  PBOVADT evzonor | nsaasnor
(n=525)  (n=527) 63) | (n-562) Patient 22.6 mos FU 1A1: 33 mos FU
Age,medan,yr e o 70 0 602 600 e & Population ETZARR]
APAADT PBO+ADT 77 [nsaacap
i w0 ge  ago 29 a5 eees s a3
NR 21 NR 19.4
ECOG PSO, % 62.5 66.0 78 77 72 72 - - mcspCall-
comers _ e : _ ) Not applicable
Cessonscoress o - o - © o o - P HR=0.484 (0.4-0.61); HR=039(030-0.50);P  HR=0.40 (95% Cl,
P<0.0001 <0.0001 0.33-0.49), P<0.001
Highvschume disease, yes % 619 66 6 & 52 s 2 7
NR 149 33.08 147
Priortherapy, % mCSPCHV e
HR=053(0.41-0.67) HR=0.44(033-0.57) HR=0.45(0.36-057) r-0:46: P <0.0001
Docetaxel 110 104 18 18 NA NA 'mCSPCHR HV
305 NR NR
withs rlesofdocetmeel 8.4 83 155 158 A A
mesPcly HR=0.24 (0.13-0.45) HR =0.30 (0.22-0.43)
sor o5 0 0 o w @ 7 7 HR=0.36 (0.22-0.57) ;
*mCSPC HR LV
e & @ 36 © 51 s @ @
| e 044034057 - NR 347
.44 (0.34-0.57)*
Prioloal thera 179 150 23 s A A "
theapy mCSPCHR et b0 Not available HR=0.62 (0.51-0.76); P
ConcurrentDocetael asx an <0.001
[ - poser s 1 A5G0 60 020
os Safety Summary
TITAN ENZAMET?
D NSAA+AD
APA+ADT PBO+ADT APAtA  PBO+A
‘
NR 347 NR NR NR NR
mespCall- = (o=
comers HR=067L(051-  HR=DBLOS3L25 oo oo oo Not applicable Safety s4) 527
| 0.90); P=0.3361 (data B
overal . P=0.002 AEs, %
P=0.0053 immature) a
NR NR 297 333 Any grade 97 97 851 859 100 98 93 93
TR HR=0.62 (0.52-0.74); Grade >3 a2 a 243 256 57 23 63 8
HR=0.68 (0.50-0.92) HR=0.80(0.59-1.07) P <0.0001 (Final) _ _
oL (Fna) Serious AEs 20 20 2 34 28 2
NR NR NR NR icedin i 8 5 7.2 5.2 16 4 12 10
’ discontinuation
mCSPC LV HR=0.43(0.26-0.72)  HR=0.72(0.47-1.10);
HR=0.67 (0.34-1.32) 0.1242 (Final) tD_e‘i"‘ Ca@AEED 2 3 24 17 = o 5 4
*mCSPC HR LV s
062(045:087) NR 347 oo
HR=0. 45-0.87)* : e
mCSPCHR 0008 HR=0.62 (0.51-0.76);
P<0.001

nmCRPC: ARATA- 2" antiandrogen

Apalutamide (Erleada)

Enzalutamide (Xtandi)

Darolutamide
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CRPC disease can be divided in three different, usually
sequential disease states

Non-metastatic Metastatic Metastatic
asymptomatic asy! i sy i

Itis critical to select a
treatment that delays
progression and prolongs
survival while minimizing
the impact on daily life

Radiographic
progression

-y

1 Scher b, ol PLOS ONE. 201510010} 0135440, 2. Mateo 3, et al Eur ol 2019,752)285.293 3, Ronningis U, et o BMC U 2019:19(6).

The hypothesis in PROSPER/SPARTAN/ARAMIS: earlier treatment, before
the onset of metastases would further maintained the patient in a low
burden/asymptomatic stage

« Extension of OS is not the primary goal of
earlier treatment rather to delay the
metastatic/heavy treatment phase of the Docetaxel

disease
All other agents

« Maintain HR-QoL has long as possible
* Not be detrimental

Radiographic
progression
Darolutamide

Enzalutamide

Apalutamide

Relative Risk of Bone Metastases or Death by PSADT

1432 men with nmCRPC, rising PSA despite ADT and absence of radiographic evidence of metastatic disease

Conclusion: Patients with shorter PSADT are at greater risk for bone metastasis or death.

PSADT= t xlog2/[log(final PSA)- log(initial PSA)]

Smith MRt .3 Clin Oncol. 2013:31(30) 3800-3806

SRR | EB451E - (FRKE

Darolutamide

Enzalutamide Apalutamide

=S REYNIERKEED; BY
F—R - FIRAN B REME BN EYREY
RZRERE(FSTTL ~ T878A ~ W742L)
Darolutamide "B 755514

1.0 Y, Sadar MD. Res Rep Urol. 2018;10:23-32. 2. Crona DJ, Whang YE. Cancers.
2017;9(6):E67. 3. Fizazi K, et al. Clin Genitourin Cancer. 2018;16(5):332-40.

fEFE

SPARTAN/PROSPER/ARAMIS: Study Design In High-Risk nmCRPC

= Similartrial designs with ide (PROSPER), ide (SPARTAN) and (ARAMIS)

Primary endpoints:

Estimated
Enrollment: 1,200-
1,500 Key secondary endpoints:

os
* nmCRPC - Time to first SSE

* PSADT <10 months Time to initiation of first cytotoxic
« ECOG PS 0-1 chemo

Time to pain pro

Time to PSA prog

1. Smith MR, et al. N Engl) Med. 2018;378:1408-18. 2. Hussain M, et al. N Engl) Med. 2018;378:2465-74. 3. Fizazi K, et al. N Engl Med. 2019

Overview of PHASE Il Trials with a Primary Endpoint of MFS in nmCRPC

ARAMIS SPARTAN¢S PROSPER®

Darolutamide vs Placebo Apalutamide vs Placebo Enzalutamide vs Placebo

Randomized (2:1. PSADT (56 vs [S2AorZ€0 1) STACGLASETON anomized (2:1) satiedy
q

Study design  |>6 mo) and use of osteoclast- [PSADT (<6 mo vs 26 mo) and use
argeted therapy e of
e actual) 1500/1508 1200/1207 1560/1401
Sart Final Final Final
Dates date PP completion | Startdate PCD  completion [St2rtdate  PCD  compietion
B sSSP An2020 | Oci2013  May2017 Nov2021 |Oct2013  geih  May2020
T s VIS, time to metastas's or death
Time 1o PSA progression. Tme 1o
st Use of new antineopiasiic
Seconda 08, time to first SSE, time to use [Time to metastasis, PFS, time to therapy, OS, time to first use of CT,
Secondary  |G1CT, tme to pain progression, |[sympiomaic progréssion, OS, tme to.~HRQOL, tmé 0 CT iree disease
P safety, time tofirst opiate use  [use of CT, PFS, safety, PK specific survival, time to CT-free
<lirvval, ime 1o pain progression,
Safety, PSA response ai
FFS, Tme (o st PCrelaied
invasive procedure, initation of
Additional subsequent antinecplastic Time to PSA progression, PSA A
endpoints  [therapy, PSA progréssion, PSA |response rate, HRQoL, P52
response, ECOG status, and
R
HRQoL AT EORICOOPRE,  eacrp and Q5D FACT-P. EQ-5D-5L and QLQ-PRZS
Neurocondition|yone. History o seizure or any conditon that may predispose to seizure

nMCRPC with PSADT <10 mo
screening PSA >2 ng/mL

Eligibility
criteria screening PSA 22 ngimL screening PSA 22 ng/mL




—— T o
The ARAMIS/SPARTAN/PROSPER Trials: significantly delay MFS % R EEYLER | BY
B AN REYIMFSP IS RIFLS
=HAER R S8 PROSPER SPARTAN ARAMIS
MO CRPCIEARR PSA 22 ng/mL PSA>2 ng/mL PSA22 ng/mL
B PSADT <10{88 PSADT <1088 PSADT <10f8l5
Xtandi® 160 mg QD 240 mg QD D. 600 mg BID
BtER4aR (n=933) vs. ZRIH (n=806) (n=955)
(n=468) vs. ZRIH (n=401) vs. ZRIH| (n=554)
——— A5 IR 38vs. 36 Advs. 43 ddvs 41
:nggfglﬂiﬁ Rk g!s' WTE osEB s 16268 40488 vs. 18485
P eriec _ HR=0.28 - P<0.001 HR=0.41 - P<0.001
%) HR=0.29 - P<0.001
NRvs NR NRvs 39.0 mo NRvs NR mo
—_— L (HR=0.80; P=0.1519)  (HR=0.70; P=0.07) (HR=0.71; P=0.045)
PSARBRIN® 3728 v 30R METIEE TR g5om5 s 73R
s HR=0.07 - P<0.001 ';%285@;]) HR=0.13 - P<0.001
PSARFER 76% vs. 2% 89.7% vs. 2.2% 84%vs. 8%
39.6{88 vs. 17.718 FREPMB vs. REPM  FEPHH vs. FEPM
E;E;ﬁgﬂ; A # HR=0.44 (EH{FIF  # HR=0.33 - P<0.001
—_— & 7= HR=0.21 - P<0.001 %20 3{ER) (BHtPHIRRI%17.908)
1Smith MR, et al. N EnglJ Med. 2018,378:1408-15. 2. Hussain M, et N Engl Med. 2015,376:2465.74. 3. Fizaa K et a. N Engl Med. 2019 38013):1235-1246 R o i
Enzavs. I
ARAMIS and PROSPER demonstrate significantly increase in OS Meta-an alysi s
There were NO significant di b i vs.

* MFS: HR (95% C1)=1.036 (0.781-1.373)
* PSARR:aRR (95% CI)=0.81(0.339-1.938)

We found NO vidence of a significant difference.
+ wrs: HR (95% Cl)=1.04 (0.78-1.37)

* No differences for any of the secondary outcomes

furtro 019 My 26

MFS Progression Events by Type

Enzalutam F12¢D Apaluta Placeb paroluta
g o X Placebo
dey (=46 M9 (n-a0 MO (nossa)
(n=933) 8) (n=806) ) (n=955)
228 194 216
AllMFSevents,n (% 219(23) .o 184(23) .o 221(23) 350
Death without
documented 32(15) 4(2) 10(5.4) 1(0.5) 41(43) 19(3.4)

radiographic
progression n (%)®

arebased onthe

atamide: within 112 days of study treatment discontinuation, Hussain

mide: ithin 28 days of study treatment discontinuation Smith MR,
NEIM 2019 Feb 14. [Epub ahead of print]

iretoalnumberof 5
number of patients with an MFS even;

el NN, 2018375247 2 o
etal. NEIW. 108-1413;3)

B _ MR AL
EmENE - RASN - ZEFDAREIRAR

Xtandi®Hlapalutamide’— KBR FI—REOEIE - SIREENZEMEARA @ tb
darolutamide#9fR 75 LB R EF1412

BE 160 mgEXOAMR 240 mgEXROMR 600 mgEX MR
—R - MR

muaigpgn e CTMRIEEE g
B 15.8/)\FF
A SEPS R rEEmonE)
o FHi i FH
SEEFDARER

s

= EEMO CRPC Btz B EzE

B9

R

Food ans 10 CRPC=ron metas
EFAmm 3. AvagonChing 1. Cin ed I Orc 2019,15-L5. 2. Hgano C. Nl Rev Ll 200-16(8:395-5.
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Early treatment: Making CRPC a chronic disease

Avision for the US National

EXPANSION (increasing OS) Docetakel B R

“our scientific quest for knowledge will
ensure that we will eventually see a time
when cancers can become manageable,
chronic diseases”

Symptomatic/
heavily treated

Non-PCa
Asymptomat ted treatment death

COMPRESSION (reducing time with symptoms, buying quality time)

Asymptomatic/limited treatment

MFS/FFS endpoint -m 5% value
) 0.23t00.35;
. )
Apalutamide vs. placebo ! (SPARTAN) 1207  0.28 P<0.001
0.24 t0 0.35;
. 2 '
Enzalutamide vs. placebo? (PROSPER) 1401 0.29 P<0.0001
. 0.34 t0 0.50;
S ;
Darolutamide vs. placebo® (ARAMIS) 1509  0.41 P<0.001

Patient report outcome (PRO):
guestionnaires and assessment frequency

B_RMBEREYAILER « T2
Apalutamide 84215060 F RRAEE - &R MBS AL 1EREY

SPARTAN ARAMIS
EAFARE 76.9%
EASENFARE 19.5%
EOREFARE 200%
ErRREmELas | |
EFRRETSRIEC 3 % 2% 03% 01% 04%
RAIES 3a% 14% 30.4% 21.1% 12.1% 7%
mme 12% 5% 24.8% 19.8% 6.6% 5.20
B NR NR 23.8% 55% 20% 09%
R 10% 10% 20.3% 15.1% 6.9% 5.6%
B 1% 9% 18.1% 15.8% 5.0% 5.8%
mme o 2 16.1% 63% 36% 22%
miE % ™ 15.9% 75% 8.1% 92%
B 1% 4% 15.6% 9.0% 4.2% 4.7%
FHRIBET NR NR 8.1% 20% 0.2% 0%

1 Hussan 1, ot a N EnglJ od. 201837626 246574, 2 Smith MR, ¢ a. N Engl 3 e 3 i, N g M

Drug-Drug Interactions Between Commonly Prescribed Drugs and AR Inhibitors

Statns [Roswesitn

Antconvisants Jcatancaspos

NCCN Guidelines: AR pathways inhibitors are
recommended if PSA-DT < 10 months

mCRPC: PARP inhibitor; Carbazitaxel




DNA damage response (DDR), homologous recombination
repair (HRR)

ItfFTbeen estimated that in one day each cell in the human body sustains around 10,000 tesions

Nan-hom dogous
end jdining (VHED) Lesion

DNA damage
Homologous
recombination response (DDR)
repair (HRR)

[ ] Re pair
pathway
Homologous recombination repair
is a key mechanism for the repair of DNA double strand breaks

Lord C3 and Ashworth A, Nature. 2012:481:287-203: 2. Foy Rt al Nat Rev Cancer. 2012:12.63-T0
Prostata Canceran dProstahc Disesses (208) 22 195-25

Wholeg | reveals

genicity in prostate cancer

Multi-institutional NGS analysis with

63% 23% 150 mCRPC patients?tumor biopsy
49% (bone or soft tissue) and whole
blood

Approximately 90% of mCRPC harbor
clinically actionable molecular
5% alterations

23% (34/150) of MCRPCharbor DNA
repair pathwayaberrations

7%

Robinson etal, Ce1 2015,

ormealcas ScenmiCexcrange anarreacive Use ony

Germline mutations in DNA-repair processes among mPCawas
around 10 %

~10%
Germline mutation

CCmnars, sl NEng M 2006375 06353
Prkhas, e Nl Med 2016375443 53

Formedical scientficexchange andiorreactive use only

The role of PARP in DNA repair pathway

PARPi+BRCA mutation:
synthetic lethality
(BRLBE)

Olaparib has been investigated as a novel monotherapy in mCRPC

PARP inhibition AND trapping to
Olaparib monotherapy block DNA repar pathways in cells
harbouring HRR defects

Breast Pancreas prostat Other

gBRCA (=193) (n62) (=23) ,  (=12)
Olaparb capsules
(n=8)
BRCAmutation
By | D | gy [
Included patients with gBRCA mCRPC (N=8) (%) 7)) ) (100) (
N @25, (O 05718 s, 104579]
378) 1000)
mutation
Responserste, /N o 325 a7 37
(6.4) 0/0(0)
) e 120 @35 w9 (OO
[os%ci) oy 253171 68,0091 pasie

—
advanced

Phase Il TOPARP-A: Longer rPFS & OS are observed in biomarker positive
mCRPC patients

rPFS

elatsin LM eped-erse

b v LGS " Tugrivc e doep 08
S . Tontals Lov i
Ther viTie ™ ot

in Jan. 2016 for the
treatment of patients with BRCA1/2 or ATM mutated mCRPChased on results of TOPARP-A.

Mateo etal. 2015.NEM
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TOPARP-B study design:

Phase Il, open-label, 2-arm, randomized study

The purpose of TOPARP B was to evaluate the efficacy of 2 doses (300 mg BID
and 400 mg BID) of olaparib in patients with mCRPC with progression after 1 or 2
regimens of chemotherapy and harboring mutations in DDR genes

Primary endpoint:
Olaparib tablets Response ate (composite)
« Histologically confirmed mCRPC 300 mg BID Response Rateto olaprib was defined by
anyof the following
nfirmed ORR (RECISTVL1)
Minimum of a 50% reductionin PSA
level (PCWG2)

* Adequate organ and bone marrow « Conversion of CTC countfrom 25.
function cells/7.5 mL blood at baseline to
= CTC count of 25 cells/7.5 mL blood <5 cells/ 7.5 mL

PSAand CTC resy ded
confirmation bya 2 c
4weeks later

Secondary endpoints: Radiological PFS ,PFS, Safety and tolerability, OS

Planned subgroup analysis by gens altered: BRCA1/2(327%), ATM(21.4%),
PALB2(7.1%), CDK12(21.4%), others(21.4%)

Formedig! scertfcexcha




Baseline characteristics were generally well balanced between arms

cohort A Cohorts AvB*

Olaparib Physican's choice Olaparib
(N-162) (N=83) (N=256)
Fatients wih aeatont] i 3 Segle AR gane, n BRCATor 5RCAZ
) amn 880543 sa0627) B90348) s2397)
others 600370) 2a0285) 620282) 24(183)
! s3] g
patientswithcooccuring aeratons, n (%) 14861 T8 68 e
WMedian age (range) years 8 a7-86) &7 (45-86) aera1) aese7)
Metastticdisesse st ntial disgnosi,n (%) @35 19029) ss258) 25019.)
pleolocsciatg  Socod [ wisg) 23000 ssag  asgen
Veceralteg lung/iver) 6 284) EIEC) (1) 4 (536)
—_——rr—r—— T
Measurable disease 3t baseine, n (4] 950586 6i559) 109(582) 72550,
ﬁmm QL o ymaseime PR, pelL isGiosme iuseisie | | esGesmie ieseraee |
ECOG perormance s T 1
o1 11(332) w054 23(045) 125(55.2)
H 165 3066 1351) 4B
Prirnew hormorl agent [rp— a8 (120) a0(a82) 105a10) se(aL2)
Ssiraerone| 62083 290323 100(391) s4(e12)
Abiraterone + enzalutamice, 320193) 1a(163) s1(199) 76
T Ve EIGT) X} TS AT T
Catastaxel 2(12) 0(0.0) 3012) 0(00)
Docetaxel s cabaitace 2079) 20081 510199) %0198)

PROfound met its primary endpoint: olaparib significantly improved rPFS by BICR in patients with
alterations in BRCAL, BRCA2 or ATM (Cohort A) vs. physician’s choice

o tisk of death by 66% vs.
10 Olaparib 300
05 Gmorate mg BID
59.76% tablets
o .
12-morate (=)
2o 28.11%
& Events, n (%) 106(65.4) | 68(81.9)
s o
5 Y Median PFS, months
Zosd & . (BICR) 7.39 355
H
8
£
2
&

Median difference, 3.4
months

HR=0.34,95% CI (0.25,0.47)
P<0.0001

5

T T T T T I T I rrrrrl
0123456769101 12131415161718192021

Time from randomisation (months)

125 R R T R R 2 WA W B UL I Z 0 0 0 Obpa
BMOMmDE2 313221111000

rPFS benefit with olaparib was seen across prespecified subgroups in
patients with alterations in BRCA1, BRCA2 or ATM (Cohort A)

Hazard ratio (95% CI)

Allpatients. 0.34(0.25,0.47)
Previous taxane 028(0.19,0.41)
No previous taxane 0.55(0.32,0.97)

Measurable disease at baseline
No measurable disease at baseline

031(0.21,047)
043(0.26,0.73)

0.34(0.18,0.63)
Visceral metastases at baseline h 0.38(0.23,0.63)
Other metastases at baseline a 0.40(0.23,0.73)
+ 057(0.36,095)

0.25(0.16,0.40)
0.25(0.07,1.13)

| Bone only metastases at baseline

ECOG =2 at baseline

Age <65 years at randomisation
Age 265 years at randomisation

Asia
Europe
North and South America.
Baseline PSA > median
Baseline PSA < median
00185 0065 025 [

Olaparib better Physician's cf

0.41(0.24,0.73)
037(0.25,0.54)
057(0.34,0.98)
0.26(0.16,0.42)
0.39(0.20,0.78)

0.38(0.25,0.59)
043(0.27,0.70)

Statistically significant and clinically meaningful improvement in BICR-assessed
rPFSin olaparib vs. physician’s choice-treated patients (Cohort A+B)

Olaparib
9
10
09
6 monthrate Events, n (%) 180(70.3) | 99(75.6)
08
- 12monthrate Median PFS,
£ 213% months &3 i
T 06 B
5 Median
2 os difference, +23
£ 0ad months
& 0 HR=0.49
95%C1(0.38, 0.63)
024 “\_‘%7 P<0.0001
o1 Patients with a qualifying HRRm
R I I I I ! asignifcant & in
TIRIT DT I TR RE T a4 median PFS

(+2.3 months)
Timefrom randomisation (months)

Noansk 7P 18 U5 06 67 48 ;2 a2z o Oapaib
3

Significantly more patients with alterations in BRCA1, BRCA2 or ATM (Cohort
A) had an objective response whilst on olaparib vs. physician’s choice
(RECIST v1.1)

Odds ratio: 20,86
(959 C1 4.18,379.18);

Objective response rate, %

Olaparib Physician's
(n=84)  choice
(n=43)
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Events, n (%)

Median time to pain progression (TTPP)was significantly increased for
olaparib vs. physician’s choice among patients in Cohort A

Olaparib
300 mg

BID
tablets
(n=162)

choice
(n=83)

21(13.0) | 14(16.9)

At interim analysis olaparib had a favourable trend in OS in patients with
alterations in BRCAL, BRCA2 or ATM (Cohort A), despite >80% cross-over

The current OS is immature. Final OS will be assessed as part of the planned multiplicity testing procedure

Cohort A SRS Ruysicians Cohort A+B SRR
part of MTP LR ) Exploratory [EECEED)
Median 05 Median 05
(months) . oy | 1751 1026

0.67(0.49,0.93)
P=0.0063 (nominal)

Hazard ratio (95% 0.64 (0.43, 0.97) Hazard ratio (95%
s aoir L

o

3
g Median TTPP,
H NR 9.92
H months
S HR=0.44
H 95%C1(0.22,0.91)
2 P=0.0192
g
&
Statistical significance
in TTPP allowed
evaluation of interim
L B e s
01 23456 78 9101112134 151517 18 19 20 21 22 23 24 overall survival as part
of the multiplicity
Timefrom randomisation (months) testing procedure
Moo 67109 94 S1 B2 7773 69 5 50 413126 21191222 6 4 0 0 0 Olopard
ORI w2 2e 6433 331111100

12 month rate
B6.06%

)

10 12 month rate
AN ——
o, 2

16 month rate
9.18%

T T T — 1T T T T ———
IR x LI u o EIEIE]

N B3 : o
“Time from randomisation (months) Time from randomisation (months)
mE e s ows s u om0 s s w 1 Oupars
e 7- s B n s o m omsow i 2 ‘ o

PROfound: survival by prior taxane status

Studies of PAPRI trials in monotherapies for mMCRPC

Olaparib Niraparib Talazoparib Rucaparib
2 o
AzvERCK ctovs ask PRZER cLovis

Tt name PROfound TRITON2 GALAHAD  TALAPROL  TRITON3
Phase s 2 2 2 s
N w7 350 o o w
Post A oy requrement  Post A Post.  Post A Post. | PostNRA@Nd Nochemo n mCRPC
o) (Pre- & post-chemo) «chemo (only x1 taxane) ~ chemo. Post-chemo {(allowed for mHSPC)
Primary endpoint ¥ (@CR) onmand pss0 one ome s
Primery endpoint 0OR akeraion Sialeic BRCALZ DR ateraion  BROATZATH
focus
Prsma
Turor s Pasa o or s TurorTasin | Pl or o teim
Specimenested {1 Comi oluncos | DTS e
Foundatoncre
Testused Foudatonone Foudaonone Resoluion HRD. Fodaionone  NA
Jlisaud) Yes. Yes Yes Yes Yes
Germline Yes. Yes Yes Yes. Yes.
aoNA - ye e Yo ; -
HRRM gene S0 v o RTINS SR e
selected | HAR P o s et
What else?
* PARPi + ARTA
Trial Experimental Arm ‘Biomarker Selection Primary
Outcome
PROpel 720 MCRPC Olaparib + atiraterone Placebo +abiraterone Al camers. TPFS.
NCT03732820 1 fne

MAGNITUDE 1000 ~ mCRPC Niraparib +abiraterone Placebo +abiraterone Cohort1 (N =400): BRCAL,  rPFS
NCTO3748641 1ine BRCA2, FANCA, PALB2,

CHEK?, BRIP1, HDAC2,

AT™

Cohort 2 (N = 600): no DRD

TALAPRO2 872 mCRPC  Tdlazoparib+ enzalutamide  Placebo +enzalutamide Al camers PFS
NCTO395197 e
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From PARP inhibitor studies we learn: in mCRPC....

DNA repair related gene deficiency could benefit from PARP inhibition.
BRCA1/2 mutation carriers might have better response/durability toward PARP inhibition in
comparison to other HRR mutations.
Most common AEs: anemia, nausea, fatigue and other hematological side effects.
Higher dose, higher rate of AEs: There’s correlation between dose and efficacy.
PROfound & PARPi monotherapy study:

- BICR rPFS, ORR, TTPP benefit compared with physician’s choice of

i i + prednisone In patients with HRRm

- A favorable trend of OS in BRCA1/2 and/or ATM (HR=0.64), and in the overall
population (HR=0.67)
Phase 3 trials of combinations of PARP inhibitors with AR pathway inhibitors & immune

check-point inhibitors are underway in selected and unselected patients

Chemotherapy in mCRPC Update:
Cabazitaxel (CARD trial)

CARD trial

De Wi R, etal NEngl) Med. 2019;3812506-25 5.
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Summary of update mCRPC, 2020

1. DNA repair related gene deficiency, especially BRCA1/2 could benefit
from PARP inhibitor (Olaparib, nuliparib, rucaparib...) with manageable

common AEs: anemia, nausea, fatigue and other hematological side effects.

- rPFS, ORR, TTPP benefit compared with physician’s choice of

enzalutamide/abiraterone + prednisone In patients with HRRm
- A favorable trend of OS in BRCA1/2 and/or ATM (HR=0.64)

2. Phase 3 trials of combinations of PARP inhibitors with AR pathway
inhibitors & immune check-point inhibitors are underway in selected and
unselected patients

3. Docetaxel is indicated in metastatic prostate cancer

- High volume mCSPC

- mCRPC: symp ic, visceral is, previ ARAT

4. By CARD trial, Cabazitaxel is indicated in mCRPC

- Post docetaxel (2" line)

- Better response (rPFS, OS, pain response, Qol) post docetaxel and

abi/enza (3" line)

——

CARD trial, 2019

2REFRRRERAENRE
SEOBNHIEBEEY) Antineoplastics drugs

Prostate Cancer Landscape

CHAARTED
Doctmel

mHSPC

LATITUDE

STEMPEDE
b isterane

AN
spaluamide

ARCHES
Enzabtamide

O CRPC

FDAZ EMA p=——

F#22 rosenbeck




[ TAA President Lecture)

The Clinical Difference between Testosterone Restoration and

Testosterone Replacement
Hong-Chiang Chang
SRZ L E&R
BAEEBUUR

For Late onset hypogonadism, there are two strategies of treatment, one is
replacement with exogenous Testosterone, one is restoration of endogenous
Testosterone. Exogenous testosterone has been the standard treatment for
hypogonadal men, but is associated with suppression of spermatogenesis.
Clomiphene Citrate (CC), an inexpensive generic drug, was approved by the FDA in
1967, which is originally designed for female infertility.

Clomiphene is one of selective estrogen receptor modulator(SERM) this is a group of
pharmaceutical agents that act by the competitive inhibition of estrogen receptors in
the hypothalamus and pituitary. SERM can increase release of GnRH and
gonadotrophins thus increase intra-testicular testosterone production and enhance
spermatogenes. It remains uncertain whether there is also an additional direct effect
of antioestrogens on spermatogenesis or steroidogenesis at the testicular level.
Although there was no FDA (Food and Drug Administration) approved for
hypogonadism, it has been used off label for many years. Side effects are typically
minor and may include nausea, dizziness, weight gain and fluid retention.
Nonsteroidal SERMs, e.g. Tamoxifen, Toremifen and Raloxifen, can effectively treat
male hypogonadism by indirectly increasing serum testosterone and increasing the
ratio of testosterone to estradiol.

Till now, the situation of Clomiphene still need more clinical data to clarified. More
reliable data are need to conclude whether testosterone restoration is as effective as
testosterone replacement in the resolution of hypogonadal symptoms? The rise of
testosterone was not maintained after cessation of clomiphene therapy, so long term
therapy was needed.
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Implication of Sperm DNA Fragmentation in Male Factor Infertility
Tsung-Yen, Lin
NCKUH

Abstract

Male infertility, defined as a male's inability to cause pregnancy in a fertile female,
affects about 7% of all men. Male infertility is solely responsible in 20% of infertile
couples and contributed partially to another 30~40%. Until now, the only
recommended and routine diagnostic test for male infertility has been conventional
semen analysis which includes measurement of sperm concentration, motility,
morphology, and special component of seminal plasma. The imperfection of
conventional semen analysis is the incomplete discrimination of infertile male from
fertile male that up to 40% infertile male have semen parameters within normal
reference values. Therefore, additional diagnostic tools to improve diagnosis of male
infertility and prediction of male fertility is needed.

Sperm DNA fragmentation (SDF), a term used to indicate abnormal genetic material
within the sperm, is an inspection direction that has received more and more
attention on its impacton male infertility. In recent years, there are increasing
researches proposed the significant correlation between SDF and male subfertility,
miscarriage, failure of artificial reproduction including IUl and IVF/ICSI. The role of
sperm DNA integrity on reproductive outcomes is repeatedly emphasized and the
assay of SDF gives us a new horizon in clinical andrology. Although SDF testing is
still not routinely recommended in the latest American Urological Association (AUA),
European Association of Urology (EAU), and American Society of Reproductive
Medicine (ASRM) guidelines, the potential contribution of SDF to male factor
infertility and the value of the SDF test have been acknowledged.

Other associations like European Society for Human Reproduction and Embryology
(ESHRE) and Society for Translational Medicine (STM) have different opinions and
provide evidence-based guidance for SDF testing. ESHRE stated that “assessing SDF
in couples with recurrent pregnancy loss (RPL) — defined by two or more pregnancy
losses from the time of conception until 24 weeks of gestation — can be considered
for explanatory purposes, based on indirect evidence”. STM recommends SDF
testing for infertile males with clinical varicocele or risk factors for oxidative stress,
and couples with unexplained infertility, or RPL, or failure of IUI or IVF/ICSI without
specific causes.



There are still controversy and discrepancy on clinical use of SDF such as the choice
of testing method and the cut-off value for treatment guidance. We believe that
with more evidence, the recommendations on SDF will be continuously revised.
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The Appropriate Timing to Consider Testicular Sperm over

Ejaculated Sperm in Male Infertile Patients
SRAUEREEEM
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Intracytoplasmic sperm injection (ICSI) is well established and provides patients with
severely impaired sperm quality with an opportunity to father a child.
Cryptozoospermia who have extremely low sperm count and sperm motility require
ICSI. Sperm quality, including sperm count and motility influence the outcome of
ICSI.

However, previous studies do not clearly indicate whether male with
cryptozoospermia should use testicular sperm or ejaculated sperm for ICSI. A recent
systematic review and meta-analysis focusing on pregnancy rate and fertilization
rate concluded that evidence does not support the recommendation that patients
with cryptozoospermia should prefer testicular sperm over ejaculated sperm for ICSI.
Testicular or ejaculated sperm produces better outcomes of ICSI, assessed as
fertilization rate, embryo quality, implantation rate, and pregnancy rate still remain
controversial. But the recent systematic review of this topic gave a controversial
conclusion that was based on incorrect pooling result.

The present systemic review and meta-analysis showed that among patients with
cryptozoospermia undergoing ICSI. The use of testicular sperm leads to higher
good-quality embryo rate, implantation rate, and pregnancy rate in compared with
ejaculated sperm.

The existing evidence suggests that testicular sperm is better than ejaculated sperm
for ICSI in male with cryptozoospermia. Testicular sperm obtained through surgical
retrieval for ICSI may be suggested.

Damage to the sperm DNA along the genital tract might further explain why
testicular sperm leads to better fertility outcomes than does ejaculated sperm.
During ICSI the technician always attempts to select the sperm with highest motility
and healthiest morphology through thorough examination. Therefore, the
maturation of sperm is no longer a factor affecting fertilisation ability.

But guidelines and evidence in favour of testicular sperm/ ICSI in cryptozoospermia
are not yet universally supported in reproductive community.
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The Reproductive Outcomes using Fresh Sperm versus Cryopreserved Sperm

in NOA Patients
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The reproductive outcomes using
fresh sperm verses cryopreserved
sperm in NOA patients

Microscopic dissection testicular sperm extraction

Flannigan R et al. Trans| Androl Urol. 2017

Who might need intracytoplasmic
sperm injection

Low numbers of sperm produced or ejaculated
Problems with antibodies against sperm
Cancer patients

azoospermic patients

https://www.ver ily.com/azoospermia-overview-4178823
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Ice formation Cell damage

Rajan R, Matsumura K.Adv Exp Med Biol. 2018

Oligozoospermia

Cryptozoospermia

Obstructive azoospermia

Non-obstructive azoospermia
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Retrospective: 158 patients

5 Fresh: 79 cycles Cryopreserved: 61 cycles

E

Q F J
Fertilization: 2 pronuclei (PN) (16-18 hrs) § \ |

o r 1
Pregnancy: beta-hCG (12 days) %
Implantation: intrauterine gestational sac (4 wks) §
Ongoing pregnancy: heart beat (7 wks) g
Live birth

Borges E jr et al. Fertil Steril. 20|

Retrospective: 158 patients
Fresh: 79 cycles Cryopreserved: 61 cycles
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Semen with abnormalities in the motility may be more

susceptible to sperm cryopreservation damage

Borges E jr et al. Fertil Steril. 2007

Prospective/Randomized )]

Cryopreservation of sperm for men with poor semen quality does not
negatively affect fertilization and pregnancy rate after ICSI

Kuczynski W et al. Hum Reprod. 2001

<103  10*10°

Fresh sperm W W

01d£15/06110

Fertilization and pregnancy rate were lower compared to the control

KoscinskiI et al. Hum Reprod. 2007

< 103 sperm /ml

. Fertilization rate: 49%
ten Pregnancy rate: 5/44

Fertilization rate: 55%
Pregnancy rate: 1/5

Koscinski I et al. Hum Reprod. 2007
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@ < 103 sperm /ml

Fertilization rate: 49%
Pregnancy rate: 5/44

oydAin

Banking of ejaculated sperm is helpful for

.cryptozoospermic patients.

Pregnancy rate: 1/5

KoscinskiI et al. Hum Reprod. 2007 Koscinski | et al. Hum Reprod. 2007

Greco E et al. Hum Reprod. 2005 d "

1993-2016/4CR27

DNA fragmentation increase by rapid freezing/slow thawing

- 1

Increase DNA Fragmentation

Thompson-Cree ME et al.Reprod Biomed Online. 2003 Hamilton TRDS et al. Zygote. 2020
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Sperm Apoptosis

d: Jated: h-from-cleveland-clinic-1 R27

Wosnitzer MS, Goldstein M. Urol Clin North Am. 2014
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Janzen N et al. Fertil Steril. 2000

Cryopreservation has detrimental effects on sperm
motility and sperm acrosomes

Critser JK et al. Fertil Steril. 1987
Cross NL et al. Hum Reprod. 1991
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11 studies
574 ICSI cycles: 275 fresh

299 cryopreserved-thawed

Ohlander S et al. Fertil Steril. 2014
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Ohlander S et al. Fertil Steril. 2014

Fertilization (oocytes): Fresh - 1422/52.9%
Cryopreserved - 1490/54%

Ohlander S et al. Fertil Steril. 2014

Pregancy: Fresh -79/28.7%
Cryopreserved - 84 /28.0%

Ohlander S et al. Fertil Steril. 2014

Ohlander S et al. Fertil Steril. 2014

XXY

Madureira C et al. Andrology. 2014
=




YuZ etal.J Assist Reprod Genet. 2018

YuZ etal.J Assist Reprod Genet. 2018

sperm count < 10° (/ml)

Similiar pregnancy rate for infertile couples ?

Kathrins M et al. Fertil Steril. 2017

|Rare sperm:(one to three) sperm under >20 high-power fields

When including these two additional cases, the overall post-thaw
unusable rates for the rare sperm only and <100,000 sperm
groups were 10.6% and 5.6%, respectively.

Kathrins M et al. Fertil Steril. 2017

AbdelHafez F et al. Hum Reprod Update. 2009
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The Concern of Fertility Preservation for Young Patients with Klinefelter Syndrome
SHINEEEEM
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Klinefelter syndrome (KS) is the most frequent chromosomal abnormality of male infertility,
with the prevalence of 3% in infertile men and 11% in azoospermic men. It has been
reported that only 25% of the expected numbers are ever diagnosed. Wide variation of
clinical symptoms and insufficient professional awareness have been mentioned as contributing
to underdiagnosis and under-reporting.

Men diagnosed with non-mosaic KS were once labeled as untreatable infertility, and the
only option for children rests with adoption. To date, the testicular sperm extraction(TESE)
and intracytoplasmic sperm injection (ICSl) has offered these patients to have their
biological children. Besides, TESE-ICSI provide similar results in KS as in men with
non-obstructive azoospermia (NOA) with normal karyotype, regarding sperm retrieval rate
and pregnancy rate.

Despite the various clinical manifestations in patients with KS, their testes share a cardinal
feature in germ cell degeneration which accelerates since puberty, resulting in extensive
fibrosis and hyalinization of the seminiferous tubules and interstitial hyperplasia in the
adults. Given the fertility problem encountered and the varied SRR of 40-70% in adult,
some investigators suggested the early fertility preservation for KS adolescents. The
underlying assumptions for early fertility preservation are that spermatogenesis starts at the
onset of puberty and progressively decline or disappear due to meiotic failure. However, it
remains unclear whether early retrieval increases the likelihood of successful sperm
retrieval. Further studies regarding the effects of exogenous T on KS testis might serve to
advance our treatment of hypogonadism as well as infertility in patients with KS.
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Male Fertility and Its Impact on the Heath of Future Generation
Cheng Yu-Sheng
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Impaired sperm quality is usually the first sign indicating male infertility/subfertility.
Nevertheless, the etiology is often not clear, nor the impact on the health of future
generations.

Nowadays, we might use assisted reproductive technology (ART) to permit
conception with spermatozoa that would have been rejected under physiological
conditions and help infertile men to achieve their fatherhood. Y-chromosome
microdeletions and oxidative stress are two major identified causes of male
infertility recently. It is of concern whether the use of spermatozoa carrying these
pathological changes results in the consequences for the well-being of the offspring
with ART.

This talk will focus on the discussion in major causes of male infertility and the
potential impact of genetic defects in spermatozoa on future offspring. The optimal
treatment of male infertility requires multi-disciplined experts' cooperation,
including reproductive biologists, andrologists, reproductive urologists, OBS/GYNs,
and genetic counselors.
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A Novel Nasal Gel Formula for Testosterone Replacement Therapy in Men
with Hypogonadism
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ABSTRACT

Hypogonadism is a clinical and biochemical syndrome usually associated with
advancing age and characterized by a deficiency in serum androgen levels with or
without a decrease in genomic sensitivity to androgens. Testosterone replacement
therapy (TRT) can ameliorate symptoms from low testosterone level. TRT can be
administered by oral preparations, injections (intramuscular or subcutaneous
implantation), transdermal preparations (gels, axillary solution, and patches) and
transmucosal formula (buccal system). Despite the overall effectiveness of TRT,
different types of testosterone products are associated with various adverse
reactions. Traditional oral 17-alkylated-methyltestosterone products may sometimes
have hepatotoxicity. Injections of testosterone preparations may cause pain from
injection sites and immediate post-injectional supra-physiologic high testosterone
level may cause polycythemia. Local skin irritations and unintentional testosterone
transference to women and children had been reported among topical testosterone
preparations users.

To resolve these adverse reactions from different testosterone preparations, a
novel nasal gel formula product was developed because the nasal mucosa can offer
high permeability and high bioavailability, as the drug is not subject to first-pass
metabolism. Natesto®, a novel nasal testosterone gel formula, is approved by FDA
in May 2014 for “adult males with conditions associated with deficiency or absence
of endogenous testosterone, including primary hypogonadism (congenital or
acquired) or hypogonadotropic hypogonadism (congenital or acquired).” Natesto®
is a 4.5% testosterone gel formulation. The drug is administered from a
non-pressurized, manual pump dispenser equipped with a specialized nasal
applicator which administers 125 IL (5.5 mg testosterone) of the thixotropic gel
directly onto the mucosa of the nasal vestibule of each nostril (total dose 11 mg over
both nostrils). The initial dosage is administrated twice a day with total daily dose of
22mg. The maximal dose can be titrated into 3 time a day with total daily dose of
33mg.
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In one multicenter, single arm study, 117 patients with hypogonadism who
were enrolled from 11 Canadian sites. All subjects with hypogonadism were treated
at the starting dose (22 mg/day) and 37% these subjects were titrated to the higher
dose (33mg/day) at Day 90 by investigators depended on symptoms. Seventy-seven
percent of subjects were in their normal TT range at the end of study with a mean
serum TT of 19.4 nmol/L. Patients who were up-titrated to 33mg daily and treated
for an additional 30 days also showed significant improvement (via ADAM
questionnaire) from baseline (30.9 [5.9]) to the end of the treatment period
(p<0.0001). There were no serious treatment-related AEs reported during the study
period. Mean total cholesterol, LDL, HDL, triglycerides, alanine transaminase (ALT),
and aspartate aminotransferase (AST) results were all within normal range and mean
values observed after TRT were similar to those observed at baseline (visit 1).

Natesto® administrated by a non-pressurized, manual pump dispenser, is easy
to use for TRT in men with hypogonadism. This nasal testosterone gel preparation
can effectively ameliorate the hypogonadism symptoms and restore testosterone
level. Only mild transient local irritations such as rhinorrhea, epistaxis, nasal
discomforts, or congestions had been reported. This novel nasal testosterone gel
product can afford an alternative TRT choice for men with hypogonadism.
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Effect of Enzalutamide on Patient-reported Outcomes, Including Fatigue,

in Metastatic Hormone-Sensitive Prostate Cancer: Analyses from the Arches Study
ian-ri Li' presenting on behalf of Arnulf Stenzl,* Curtis Dunshee,” Ugo De Giorgi,*

Boris Alekseev,” Taro Iguchi,® Russell Z. Szmulewitz,” Thomas W. Flaig,® Bertrand F. Tombal,’

Robert Morlock, ' Cristina Ivanescu,'" Krishnan Ramaswamy, '
Fred Saad,"” Andrew J. Armstrong'*
'Division of Urology, Taichung Veterans General Hospital, Taichung, Taiwan;
*University Hospital, EberhardKarls University, Ttibingen, Germany;
*Urological Associates of Southern Arizona, Tucson, AZ, USA;

“Istituto ScientificoRomagnolo per lo Studio e la CuradeiTumori (IRST) IRCCS, Meldola, Italy;
*Hertzen Moscow Cancer Research Institute, Moscow, Russia; ®Osaka City University Graduate
School of Medicine, Osaka, Japan; "The University of Chicago, Chicago, IL, USA; ®University of

Colorado, Aurora, CO, USA; °Cliniques universitaires Saint-Luc, Brussels, Belgium; '?Astellas Pharma
Inc., Northbrook, IL, USA; "IQVIA, Amsterdam-Zuidoost,
the Netherlands; "*Pfzer Inc.,New York, NY, USA; "*CentreHospitalier de I'Université de Montréal,
Université de Montréal/CRCHUM, Montréal, Quebec, Canada;
“Duke Cancer Institute Center for Prostate and Urologic Cancers, Durham, NC, USA

Introduction: The Phase 3 ARCHES trial (NCT02677896) showed that
enzalutamide + androgen deprivation therapy (ADT) improved radiographic
progression-free survival (rPFS) versus placebo + ADT in men with metastatic
hormone-sensitive prostate cancer (mHSPC). Here we report patient-reported
outcome (PRO) data with a focus on fatigue up to week 73.

Methods: PROs, including the Functional Assessment of Cancer Therapy—Prostate
(FACT-P) and Brief Pain Inventory—Short Form (BPI-SF), were assessed at baseline,
week 13, and every 12 weeks until disease progression. Many patients initiated
ADT for several months prestudy baseline (>20% of patients in each group had
previously used ADT for >3 months). Most patients (63% overall) had high-volume
disease and about 20% of patients with high-volume disease initiated enzalutamide
or placebo after docetaxel therapy. Change from baseline was assessed using mean
scores and mixed model repeated measures. The proportion of patients scoring 0—4
on indicators of fatigue (FACT-P items GP1 [“] have a lack of energy”] and GP7 [“I
am forced to spend time in bed”]) were measured over time. The proportion of
patients with item scores classified as worsening (by 1, 2, or =3 points versus
baseline), stable, or improved (by 1, 2, or =3 points versus baseline) over time was
also measured.

Results: Completion rates (=1 scale with nonmissing values) were high (88 —96%)
for FACT-P and BPI-SF up to week73. Both groups were generally asymptomatic at
baseline, with good health-related quality of life (HRQoL) [mean (SD) FACT-P total
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score:placebo + ADT 112.7 (19.0); enzalutamide+ ADT 113.9 (19.8)] and low
pain (worst pain [item 3]:placebo + ADT 1.77(2.3]; enzalutamide+ ADT 1.80[2.4)]).
HRQoL and pain scores remained stable over time, with no clinically meaningful
between-group differences in change from baseline to week 73. Enzalutamide +
ADT maintained HRQoL, as measured with FACT-P total score across 73 weeks, at
the same level as placebo + ADT. For item GP1 at baseline, the proportion of
patients with more than a little lack of energy (i.e., somewhat, quite a bit, or very
much; item score >1) was similar between groups (35.9% of enzalutamide and
37.0% of placebo patients). At week73, the proportion of patients with stable
(enzalutamide 39.0%; placebo 36.4%) or improved (enzalutamide 41.5%; placebo
32.4%) lack of energy was similar in both groups (Figure 1). For GP7 at baseline,
most patients were not forced to spend time in bed and this was similar between
groups (76.4% of enzalutamide patients and 79.6% of placebo patients had a score
of 0 [not at all]). At week 73, the proportion of patients who were stable
(enzalutamide 73.2%; placebo 82.8%) or had improved (enzalutamide 12.1%;
placebo 9.1%) regarding being forced to spend time in bed was similar in both
groups (Figure 2).

Conclusions: Men with mHSPC were generally asymptomatic, with high HRQoL
and low pain at baseline, likely due to many patients initiating ADT several months
prestudy. No clinically meaningful differences in HRQoL were observed between
enzalutamide and placebo. Similar proportions of patients in enzalutamide and
placebo groups reported stable or improved fatigue item scores at week 73.

Figure 1. Distribution of changes in reponses for FACT-P item GP1 (lack of energy)

Post-baseline item scores were classified as described above, according to response
categories of worsening, stable, or improved versus baseline. ADT, androgen
deprivation therapy; ENZA, enzalutamide; FACT-P, Functional Assessment of Cancer
Therapy—Prostate; PBO, placebo.



Figure 2. Distribution of changes in responses for FACT-P item GP7 (forced to
spend time in bed)

Post-baseline item scores were classified as described above, according to response
categories of worsening, stable, or improved versus baseline. ADT, androgen
deprivation therapy; ENZA, enzalutamide; FACT-P, Functional Assessment of Cancer
Therapy—Prostate; PBO, placebo.

Funding: This study was funded by Astellas Pharma Inc. and Pfizer Inc., the
co-developers of enzalutamide. Medical writing and editorial assistance were
provided by Tom Lavelle from Bioscript and Folabomi Oladosu, PhD, and Jane Beck
from Complete Health Vizion, funded by the study sponsors.

This abstract was accepted and previously presented at the 2019 Society of Urologic
Oncology Annual Meeting.
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The Interplay between Testosterone Level and Prostate Health
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The Role of Testosterone Replacement Therapy as an Anti-Aging Therapy
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The Role of Testosterone
Replacement Therapy as
an Anti-Aging Therapy
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Testosterone Function (Action)
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Sexual Function

N Engl J Med. 2016 Jul. Laurent MR

Walking Ability

N Engl J Med. 2016 Jul. Laurent MR

Vitality

N Engl J Med. 2016 Jul Laurent MR

Memory

JAMA. 2017 Feb Resnick SM
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Cognitive Function

JAMA. 2017 Feb Resnick SM

Body Composition

N Engl J Med. 2013 Dec Finkelstein JS

Body Composition

NEng! J Med. 2013 Dec Finkelstein IS
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Common Genital Skin Conditions Encountered at Urologic Office
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Patients may seek a sexually transmitted disease (STD) evaluation for essentially
anything they perceive as abnormal and that is located “below the belt.” Although
the presence of an STD should always be considered and ruled out, many patients
who seek care for a suspected STD have non-sexually transmitted genital conditions.
For this reason, urologic clinicians should have a basic understanding of the
spectrum of both normal skin findings and common dermatologic conditions that
arise in the genitalia so they can prescribe appropriate therapy, refer the patient to a
dermatologist for additional evaluation and management when necessary, or
provide reassurance.

Now we discusses the sexually and nonsexually transmitted dermatologic conditions
most commonly encountered in the STD clinic setting, as well as normal variants.
The discussion of pathologic lesions that follows is organized by morphology and
color of lesion.

The symptoms/types of Genital Skin Conditions commonly seen at the urological
clinic include:

Men:

Warts/Molluscum contagiosum/herpes; Balanoprosthitis/Zoon’s disease Zoon's balanitis;
Angiokeratomas/Cherryt angiomas; Dermatitis; Psoriasis; Lichen Sclerosus; Lichen
Planus; Cysts/Median Raphye cyst; Hypospadias; Bechcet’'s Disease; Cancer /
Premalignant and malignant lesions; STls Fordye’s spot/Pearl penile papules; Lichen
Nitidus; sebaceous cysts; seborrheic keratoses; Anal skin lesions.

Women:

Thrush/murrain; Warts/Molluscum contagiosum/herpes; Vulvitis; Hidradenitis; Erosive
Lichen Planus Lichen Sclerosus; Cysts/inflamed cysts; Bechcet’s Disease; Dermatitis;
Psoriasis; Vulvo-gingival Disease Cancer; Vestibular Papillae
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Dr. Wei-Hsin Wu

Current Position:
Attending physician, Department of Dermatology, National Taiwan University Hospital

Education:

1997 - 2004 National Taiwan University College of Medicine, Taipei

2003 - 2004 Internship, National Taiwan University Hospital, Taipei

2006 - 2010 Resident, Department of Dermatology, National Taiwan University
Hospital, Taipei

Employment Record:
(1) Internship
2003.07 - 2004.06 National Taiwan University Hospital, Taipei
(2) Residency of Dermatology
2006.07 - 2010.06  National Taiwan University Hospital, Taipei
(3) Chief Resident of Dermatology
2009.07 - 2010.06  National Taiwan University Hospital, Taipei
(4) Attending Physician
2010.07 - 2014.08 Keelung Municipal Hospital, Keelung
2014.08 - 2016.07 National Taiwan University Hospital, Yun-Lin Branch,
Yun-Lin
2016.07 — present  National Taiwan University Hospital
(5) Chief of the Department of Dermatology
2014.09 - 2016.07 National Taiwan University Hospital, Yun-Lin Branch,
Yun-Lin
(6) The Dermatology Clinic at National Taiwan University Children's Hospital
2017.07 — present  National Taiwan University Children's Hospital
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Genital Skin Disorders We need to Transfer to Dermatologists

Dr. Wei-Hsin Wu

Genital erosion and ulcers

Sexually transmitted disease
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Chancre of primary syphilis
Herpes simplex

Chancroid

Granuloma inguinale
Lymphogranulomavenereum

Noninfectious
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Genital Aphthae

Behcet's disease

Lipschutz ulcer

Juvenile gangrenous vasculitis of the scrotum
Drug eruptions

Erosive lichen planus

Hidradenititis suppurativa

Erythroplasia of Queyrat

Extramammary Paget disease
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3-piece Inflatable Penile Prosthesis Implantation for Erectile Dysfunction Treatment.
How I do it
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3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

3-Piece Inflatable Penile
Prosthesis Implantation for Anatomy
Erectile Dysfunction

Treatment. How I do it.

53 i 5% B8 e i bR ) B8 B
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TAA 2020 Annual Meeting TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for 3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it. Erectile Dysfunction Treatment. How I do it.

3-piece IPP 3-piece IPP

* The AMS 700? Penile Prostheses with MS
Pump? are totally implantable, closed fluid-
filled system consisting of:

* Two cylinders
*One pump
* One fluid reservoir

TAA 2020 Annual Meeting TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 1: OP Field Setting

*Shave in the OP room

*Scrub scrotal area with HiBiScrub for 15 mins
* General disinfection

*Foley insertion on table

*(Lone Star Retractor)

TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 2: Incision and Dissection
into Corpus Cavernosum
* Incision
* Longitudinal vs Transverse
* Penoscrotal area
* Dissection: sharp and blunt
* ALWAYS protect urethra

TAA 2020 Annual Meeting



3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 3: Corpus Preparation and
Cylinder Insertion

* Open Corpus Cavernosum
e Stay suture

e Incise tunica albuginea of corpus
cavernosum

e (re-stay suture)
e Dilatation
e Irrigation: NS with Gentamicin or Vancomycin
* Place close suture: Vicryl, Monocryl, PDS

TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 3: Corpus Preparation and
Cylinder Insertion

* Measure length of corpus cavernosum
* Distal measurement
* (Coporotomy)
* Proximal measurement
e Test corpus with Irrigation
e Cylinder
* Choose tip cap
¢ Insertion: needle go out in mid-glans

TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 5: Insert Pump into
interscrotal space

* Dissection space
* Under dartus muscle

* Blunt dissection: dilator, finger, kelly
clamp

* Pump position
* Right/anterior: easy to use
* Deep/posterior: cosmetic

TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 3: Corpus Preparation and
Cylinder Insertion

* Dilatator

TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 4: Create Prevesical Space
and Reservoir Insertion

* Make preperitoneal space, next to bladder
* Through scrotal wound
* New small incision above pubic bone
(direct hernia route)
* Reservoir
* Fill reservoir to expand space

TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 6: Tube Connection

* Tube length

*Short: cosmetic, comfortable, hard to
connect

*Long: Easy to connect
* Connect
* Fill water, reduce air bubbles inside tube

* Use finger, not instrument to prevent
damage on tube

TAA 2020 Annual Meeting
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3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 7: Close Wound and Drain
Placement

* Close wound
* Multiple layer, close with Vicryl, interrupt
e Skin: Chromic/Vicryl, interrupt or
continuous
* Drain (closed)
* Only placed when blood oozing
* For 1-2 days

TAA 2020 Annual Meeting

3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

TAA 2020 Annual Meeting
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3-piece Inflatable Penile Prosthesis Implantation for
Erectile Dysfunction Treatment. How I do it.

Step 8: Wound Dressing

e Compress with 3-4 inch Elastic Gauze
Bandage

* Mummy Wrap: Cover Penis and Scrotum

TAA 2020 Annual Meeting
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Penile Prosthesis Implantation under Local Anesthesia. How | do it?
Cheng-Hsing Hsieh', Geng-Long 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?, Taiwan

Although local anesthesia for penile prosthesis implants has been reported in the
literature, the feasibility, simplicity and reliability remained controversial owing to
the paucity of standardized methodology, various operative procedures, different
outcome measurement and different follow-up periods. We would report on an
innovative penile crural block using local anesthesia in patients who underwent
penile prosthesis implantation as an outpatient surgery. From March 1987 to March
1991, a total of 21 organically impotent men, aged from 27 to 77 years, received
penile prosthesis implantation. All these were performed under pudendal nerve
block as an outpatient procedure. From August 1992 to Dec 2019 a proximal dorsal
nerve block with peripenile infiltration and penile crural block was developed to
replace the anesthesia method of pudendal nerve blocks in 239 consecutive
patients (aged from 35 to 83 years) undergoing penile implants. The anesthetic
effects and postoperative results with the crural block were satisfactory. Immediate
side-effects included puncture of the vessels, subcutaneous ecchymosis, transient
palpitations and dilation pain. However, there were no significant late
complications. In the group of pudendal nerve blockage, 42.9% patients (nine of 21)
suffered severe aching pain over the perineum for 1T more weeks postoperatively,
whereas the newly developed method of crural block remarkably reduced those
adverse effects. The local anesthetic method proved to be reliable, simple, and safe
with  minor and negligible complications. It furnished an advantages of less
morbidity, protection of patient's privacy, reduced adverse effects of anesthesia,
and a more rapid return to activity with minimal complications.
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Androgen Treatment Guideline and Safety Concerns in Female Sexual Dysfunction
SRR ERRT
INEBEEINRREZHT

Androgen treatment
guideline and safety
concerns in female sexual
dysfunction

1090627 13:00-13:15
IS RPN S
BE EALFE

Daignosis of androgen deficiency

recommend against making a clinical diagnosis of
androgen deficiency syndrome in healthy women

* lack of a well-defined syndrome, and data correlating androgen
levels with specific signs or symptoms are unavailable (1QQEE).

J Clin Endocrinol Metab 99: 34893510, 2014

Generalized Treatment of Women with
Testosterone or Dehydroepiandrosterone
(DHEA)

« against the generalized use of T by women for infertility

« Sexual ysfunction(except for a specific diagnosis of hypoactive sexual
desiredesiredisorder(HSDD)

 Cognitive dysfunction

« cardiovascular dysfunction

* metabolic dysfunction

* bone health

« well-being

« government agency—approved and monitored dose-appropriate
preparations are not widely available.

Treatment of Women with Low Androgen
level

* against the routine treatment of women with low androgen levels
due to hypopituitarism, adrenal insufficiency, bilateral oophorectomy,
or other conditions associated with low androgen levels because of
the lack of adequate data supporting efficacy and/or longterm safety

 against routinely measuring T in women for diagnosis, because a
correlation between symptoms and T levels has not been established

* against routinely measuring T in women for diagnosis, because a
correlation between symptoms and T levels has not been established

Testosterone Therapy for Women with HSDD

* suggest a 3- to 6-month trial of a dose of T for postmenopausal
women who request therapy for properly diagnosed HSDD

* suggest measuring T levels at baseline and after 3-6 weeks of initial
treatment to assess patient overuse

« In cases of ongoing T therapy, we suggest reviewing T levels every 6
months to monitor for excessive use and signs of androgen excess

* suggest cessation of T therapy for women who have not responded to
treatment by 6 months.

« No safety and efficacy data for T therapy are available after 24
months

Androgen Therapy and Monitoring

 against the treatment of women with T preparations formulated for
men or those formulated by pharmacies due to a lack of data
concerning efficacy and safety of these preparations in women

* awoman is to be given a trial of T therapy, we suggest checking
baseline T level and the use of an approved non-oral preparation for
women (such as a transdermal patch ,gel , or cream) if such a
treatment is available

« suggest monitoring T levels 3—6 weeks after initiation of therapy and
every 6 months thereafter to assess for patient overuse or signs of
androgen excess

* suggest cessation of therapy for women who have not responded to
treatment by 6 months.

« Safety and efficacy data for T therapy in women are not available
beyond 24 months
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[ Symposium V1]

Cardiovascular Issues in Female Sexual Dysfunction
HAYNISEEEM

At ERERFRE D

There are plenty of studies in sexual dysfunction in men, but there is a paucity of
researches on sexual dysfunction in women. However, the incidence of female
sexual dysfunction is higher than male sexual dysfunction. One study published on
NEJM in 1978 disclosed that 40% of men had erectile or ejaculatory dysfunction
while 63% of women reported arousal or orgasmic dysfunction. Nowadays, the
studies and efforts put on the female filed are still limited.

For men, a plethora of data support that (1) atherosclerosis and endothelium
dysfunction are the causes of erectile dysfunction (2) Erectile dysfunction is a
predictor for the occult cardiovascular disease. Although the evidence is still limited
in women, we now could know there probably is a similar phenomenon that a
strong link between hypertension and female sexual dysfunction exists.

In this presentation, | would review the current evidence about the associations of
female sexual dysfunction and hypertension/cardiovascular disease. The duration of
hypertension, receiving treatment or not, and even achieving well-controlled blood
pressure or not could even interfere with the sexual function in women.
Anti-hypertension medications might also play a negative or positive role in female
sexual health.



[ Symposium VII]

PSA and 5a Reductase Inhibitor Treatment: Clinical Implications
R EERREREN

SHEMIIKE BB R

5a-Reductase inhibitors (5-ARls), commonly used to treat benign prostatic
hyperplasia (BPH), reduce serum prostate-specific antigen (PSA) concentrations by
50%, even 70% after long-term use. The influence of 5-ARIs with detection of
prostate cancer in a PSA-screened population remains equivocal. The use of 5ARIs
decrease PSA and in theory, 5ARIs could affect the performance of PSA based
screening and the outcome of prostate cancer. One hypothesis suppose that
prediagnostic 5-ARIs use is associated with a delayed diagnosis, more advanced
disease at diagnosis, and higher risk of prostate cancer-specific mortality and
all-cause mortality than use of no PSA-decreasing drugs. Since 2000, there are two
large population-based prospective study to examine the long-term consequences
of 5ARI on PSA change and prostate cancer risk, Finasteride in the Prostate Cancer
Prevention Trial (PCPT) and dutasteride in the REduction by DUtasteride of prostate
Cancer Events (REDUCE). In PCPT study, Finasteride provides a substantial
reduction in prostate cancer. Although high-grade prostate cancer was more
common in the finasteride group than in the placebo group, but after 18 years of
follow-up, there was no significant between-group difference in the rates of overall
survival or survival after the diagnosis of prostate cancer. In REDUCE study,
dutasteride also reduced the risk of incident prostate cancer detected on biopsy.
The reduction was shown to be most significant reduction in low-grade prostate
cancer; however, the association between dutasteride and high grade prostate
cancer cannot be definitely excluded. In recently, some studies rechecked and
reviewed the impact of 5ARI on PSA and prostate cancer. Most studies showed that
the use of 5ARIs was associated with lower risk of prostate cancer diagnosis,
regardless of comparison group. Risk of high grade prostate cancer was higher
among both 5ARI users compared with non-users; however, this did not translate
into higher risk of prostate cancer mortality. But the study of JAMA Intern Med in
2019 demonstrate that prediagnostic use of 5-ARIs was associated with delayed
diagnosis and worse cancer-specific outcomes in men with prostate cancer. These
data highlight a continued need to raise awareness of 5-ARl-induced PSA
suppression, establish clear guidelines for early prostate cancer detection, and
motivate systems-based practices to facilitate optimal care for men who use 5-ARIs.
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Sexual Dysfunction in Men with 5ARI
ERISEREEET
MR B8 22 A 2 U AR BR B AR A
THMNK BRI R EE Bl PR A

The Effects of Oral 5-alpha Reductase Inhibitors on Penile Intracavernosal
Pressures and Penile Morphology in Rat Model

BPH and ED affect more than 50 % of men older than 50 years of age
5-ARlIs for the treatment of BPH caused ED in 0.8-15.8% of the patients
marked atrophic changes in prostatic epithelial tissues, and prominent
collagen deposition in penile cavernosal tissues, no significant effect on
penile ICPs was seen

DHT is a potent activator of the enzyme nitric oxide synthase and this
enzyme is involved in one of the main mechanisms of smooth muscle
relaxation

The possibility of recovering normal penile morphology after discontinuing
these drugs and whether either of the drugs is associated with a faster or
more complete return to a normal penile morphology remains unknown
Some patients treated with 5AR inhibitors showed persistent adverse
effects, even after discontinuing treatment, which is of major concern

Sexual dysfunction in subjects treated with 5ARI for BPH: a comprehensive
review and meta-analysis

5ARIs determined an increased risk of hypoactive sexual desire and
erectile dysfunction

No difference between finasteride and dutasteride regarding the risk of
hypoactive sexual desire and erectile dysfunction

risk of hypoactive sexual desire and erectile dysfunction was higher in
subjects with lower Qmax at enrollment

Patients should be adequately informed before 5ARIs are prescribed

Meta-analysis of the efficacy and safety of combination of tamsulosin plus
dutasteride compared with tamsulosin monotherapy

IPSS, PV, TZV, Qmax are superior in combination group
AEs, ED, Ejaculaton disorder, retrograde ejaculation, decrease libido, loss
of libido, rate higher in combination group, but similar rate in dizziness



® A prospective randomised placebo-controlled study of the impact of
dutasteride/tamsulosin combination therapy on sexual function domains
m  significant decrease in total MSHQ score, ejaculation and satisfaction
domains but not the erection domain

® [Efficacy and Safety of the Coadministration of PDE5i and 5 alpha-reductase
inhibitor for 6 Months
B The incidence of AEs was low, with most being mild to moderate in
severity
B PSS total scores, I-PSS voiding, storage subscores and I-PSS-Qol., IIEF
domains significantly improved in coadministration group
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How to Avoid Post-op Stress Urinary Incontinence in Patients Receiving
Prostate Enucleation Surgery

= == EY EsrES

Speaker: HEERZZEEN/REFNEEEN

Outline of the lecture:

1. Definition of urinary incontinence after prostate treatment
(1) 2019 AUA guideline: Incontinence after prostate treatment
(2) ICS definition of SUI
(3) Transient and persistent SUI
(4) Severity of SUI

2. Pathophysiology of de novo urinary incontinence
(1) Bladder dysfunction
(2) Intrinsic sphincter deficiency
(3) Intraoperative damage to urethral sphincter or neurological innervations

3. Literature review for the risk factors
(1) Old age
(2) D
(3) Detrusor overactivity
(4) Pre-op Foley indwelling
(5) Thickness of levator ani muscle
(6) Length of membranous urethra
(7) Large prostate size
(8) Surgeon'’s experience

4. Strategies for continence preserving

(1) Pre-operative phase

€ Patient selection and integrated shared decision making

(2) Intra-operative phase
Divide prostatic urethra at peri-verumontanum level from proximal
sphincter
Preserve the anterior urethral valve at prostate apex
Achieve hemostasis with low energy at external sphincter
Preserve natural bladder neck
Prevent capsule perforation to preserve NVB

*

LR B R 4



(3) The surgical techniques for enucleation
€ Landmarks: The junction between adenoma and sphincter
Surgical capsule
€ How to perform a circumferencial incision to mark the limit between
the adenoma and the external sphincter
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Psychiatric Assessment of Gender Dysphoria Patients
ZIE KB
K BHIER B AT B 2 AN
A RASTHRI BN IEZR
Chih-Min Liu
Department of Psychiatry
National Taiwan University Hospital

FEZ YIS » 'R TR R TR 515 » & HBMBRY B (transgender) »
HIFEE EEEHEE 2 HE HRAY DSM 5 IETNiNZ R IERIARZ (gender dysphoria)
FHYMMZ AR 5 I&H#E (disorden BB » DS IRAFHIFETHEE B LR AL ERIE
BRIZR - HFIFTEITRIALZAVEZE G - EXRERTNEREE - BEERN
HREREE - BIEH - B BRI A RmENEZRBIERI A —EE KA BN A
B IRBHEHEFMA IR AZERTE—SEZTRERRENEEL » BEFMR
MRIEBF AT ENEE » URUHEIEEERARIMNEET » #tTEM - ARADIWE -
MRE} » BEVAR]  mEMNSHERREMENE S HEEBR—RmEESRE - ZE/MN
(ERBRIERBAVIERIARE - BAMEREISINERERT] - RIBEERNEERER
BRI



[Symposium ViII]

Hormone Therapy for Transgender Patients
ZEERED
MO REEEFEHTRAHT £a86m
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Abstract
Transgender people have a gender identity that differs from their sex assigned at
birth. Many transgender individuals accessing gender affirming hormone therapy
(HT) is an important and medically necessary step in their gender transition.
Cross-sex hormone therapy has been shown to have positive physical and
psychological effects on the transitioning individual and is considered a mainstay
treatment for many patients.

Exogenous testosterone is used in transgender men to induce virilization and
suppress feminizing characteristics. In transgender women, exogenous estrogen is
used to help feminize patients, and anti-androgens are used as adjuncts to help
suppress masculinizing features. Guidelines exist to help providers choose
appropriate candidates for hormone therapy, and act as a framework for choosing
treatment regimens and managing surveillance in these patients.

Both feminizing and masculinizing regimens are safe when used within established
hormone protocols and are associated with significant improvements in mental
health outcomes, including reduction in depression, anxiety and gender dysphoria.
Bone and cardiovascular health are important considerations in transgender patients
on long-term hormones, and care should be taken to monitor certain metabolic
indices while patients are on cross-sex hormone therapy.

Clinicians should be aware of the current best practice guidelines for initiating and
maintaining patients on HT.

93



WA IE=— (S [ IERTR

[Symposium ViII]
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Active Membership:
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BIfET BN EZZEEERD ISAPS (International Society of Aesthetic and
Plastic Surgery)

R R B ZRITERIR R Z EEET WPATH (World Professional Association of
Transgender Healthcare)
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Male-to-female Sexual Reassignment Surgery-My Personal Experience
JUSRIE AR
BTAZE2FT

FRINREEERT

Sexual reassignment surgery is often the last and the most considered step in the
treatment process for transsexuals with gender dysphoria. In male-to-female SRS,
the surgical procedures include vulvoplasty and vaginoplasty which are able to
achieve the cosmetic and functional satisfactions on these patients. Techniques
include orchiectomy, penectomy, penoscrotal flap vaginoplasty, clitoroplasty, and
labiaplasty. However, the perioperative complications of penoscrotal flap vaginoplasty
and vulvoplasty are not uncommon, which include vaginal stenosis, bleeding,
partial preputial flap necrosis and other unusual problems.

From Jan. 2011 through Nov. 2019, we had completed sexual reassignment surgery
on 104 individuals who were diagnosed as male-to-female transsexuals with gender
dysphoria. Here, I am going to exhibit my personal techniques and share the
experience about male-to-female SRS.

95



mSWAERE S (=S | IEEV

[ Symposium IX]

Overview of Treatment for Prostate Cancer: Past, Present, and Future
B S B EEEM
B KEEFTILRED

Abstract
The treatment for advanced prostate cancer has evolved a lot in the last decade.
Data from phase 3 trials including COU-AA-301, COU-AA-302, AFFIRM, PREVAIL,

ALSYMPCA, CHAARTED, STEMPEDE, LATTITUDE, ARCHES, ENZAMET, and TITAN
have changed the standard of care in both mCRPC and mHSPC.
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Updated Evidence of LI-ESWT in the Treatment of Erectile Dysfunction
ZIXRREIEEED MD, PhD
SHEEBXBHREGUIRY SEEEABEBRINRER

FaE R B EFEREGTRR
Abstract

The application of low-intensity extracorporeal shockwave therapy (LI-ESWT) in the
treatment of erectile dysfunction (ED) had drawn a lot of attention from urologists
worldwide. It is found to be able to improve the underlying pathophysiology of ED
through several mechanisms included enhancing neovascularization, tissue
remodeling, nerve repair and regeneration in corpora cavernosa'. Recently,
updated meta-analysis of 7 RCTs (n= 607) to evaluate the efficacy of LI-ESWT
showed that IIEF-EF in treated group is significantly increased 4.23 score compared
to sham group at the 1 month follow up (p = 0.012). In addition, the pooled
relative risk of EHS improvement (EHS=2 to EHS=3) for the treated versus sham
group was 6.63 (p = 0.0095)°. In a series of 156 patients, the long-term efficacy of
LI-ESWT in 99 successful responders (63.5%) were reported to be 82.8% at 6
months follow up, 67.6% at 1 year follow up and 53.5% at 2 year follow up’.
However, the initial severity of ED is the most important factor to determine its
long-term efficacy (40.9% in severe ED versus 66.0% in non-severe ED: at 2 year
follow up)’. About the safety issue of LI-ESWT, no significant adverse events were
found in the updated meta-analysis®. Patients with anticoagulant/antiplatelet use
were traditionally viewed as contraindication to receive LI-ESWT. However, new
evidence showed that it may be safe in those patients®.

In summary, most of studies of LI-ESWT in the treatment of ED have shown
encouraging results in the improvement of IIEF and EHS. In the future, it could
become a new standard of care for men with ED either as an alternative therapy or
as enhancer to the current treatment of ED. However, additional studies are still
needed to fully evaluate its long-term efficacy, and determine optimal therapeutic
protocols in patients with different etiologies of ED.
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The Potential Role of LI-ESWT in Men with Erectile Dysfunction

Following Radical Prostatectomy
William J. Huang
Professor and Director
Department of Urology, Taipei Veterans General Hospital
School of Medicine, National Yang-Ming University, Taipei, Taiwan

Low-intensity extracorporeal shock wave therapy (LI-ESWT) is a novel therapy for
erectile dysfunction (ED). Several studies suggest a durable or even curative effects
may be achieved after LI-ESWT applied to the corpora cavernosa. It is advocated
effective for vasogenic ED by activating the smooth muscle cells and endothelial
cells and promoting the repair activity through the function of mesenchymal stem
cells. However, the role of LI-ESWT in ED caused by neurogenic etiology, like in
condition post radical prostatectomy (RP), is controversial.

In a rat model, LI-ESWT was confirmed to improve the erectile function in post-RP
ED. In these studies, angiogenesis in dorsal neurovascular region, endothelial
regeneration in cavernous tissues were evident, and also the cellular apoptosis is
attenuated (Li et al., 2016; Jeon et al., 2016).

In recent years, there are some randomized controlled trials (RCT) conducted and
demonstrated various efficacy. A study included 152 men with muscle invasive
bladder cancer receiving radical cystoprostatectomy using LI-ESWT as penile
rehabilitation, and showed 16% more patients in LI-ESWT group had recovery of
potency as compared to the control group although the difference is not statistically
significant (Zewin et al., 2018). Another RCT focusing on 92 patients with prostate
cancer receiving radical prostatectomy, showed no particular benefits observed in
LI-ESWT treated group (Baccadlini et al., 2020).

In this report, | would like to review the current clinical trials and demonstrate the
preliminary results of our pilot study on LI-ESWT for patients receiving
robot-assisted radical prostatectomy.
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[ Symposium XI1]

How to Evaluate the Erectile Dysfunction in Legal Cases? Nocturnal Penile

Tumescence or Penile Doppler Ultrasonography?
Yuh-Chen Kuo

Erectile dysfunction (ED) is highly prevalent, with 5%-20% of men estimated to
suffer from moderate to severe ED. ED is defined as the persistent inability to attain
and maintain an erection sufficient to permit satisfactory sexual performance. Most
patients with ED can be diagnosed based on medical and sexual history, penile
deformities, complex psychiatric or psychosexual disorders, and complex endocrine
disorders. Additional special tests such as the nocturnal penile tumescence (NPT)
test and penile Doppler ultrasonography (PDU) can be performed to further
determine the cause of erection problem. However, in the era of expanding usage
of phosphodiesterase type 5 inhibitors these tests are less performed and usually
reserved for special purposes according to the latest guidelines.

So far there is no guideline for evaluating erectile function in forensic identification
in Taiwan, United states or Europe. Because forensic conclusion usually can be
made only once, and it may affect the legal outcome, it is crucial for the forensic
evidence to be objective and comprehensive. The NPT test and PDU have been
widely used in forensic identification of sexual function for legal purposes. Normal
NPT depends on both corticospinal efferent nerve integrity to the penis, and penile
tissue vascular responsiveness to these neural signals. As such, nocturnal erections of
appropriate duration and strength provide substantiating evidence of intact penile
hemodynamic intracorporal regulators as well as central and peripheral
neuroregulators, without significant potential for malingering to skew the results. On
the other hand, PDU can quantitatively assess vascular impotence severity and is a
relatively inexpensive and minimally invasive tool. By measuring peak systolic
velocity (cm/s) and end diastolic velocity after intracorporal injection of a vasoactive
agent, quantitative measures can be collected for substantiating evidence, or lack
thereof, of arterial insufficiency and venous incompetence, respectively.

Such precise evaluation and production of substantiating evidence offers critical
legal indications in favor or against judicial decisions in a variety of cases, including
but not limited to criminal, worker’s compensation, early military discharge,
domestic violence, sexual assault, and malpractice charges. At the same time, each
of these tests are limited due to the subjective nature of penile measurements which
may produce false positive results. In this report, we reviewed the advantages and
pitfalls of NPT and PDU.
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[ Luncheon Symposium I1]

Optimizing Treatment in mCRPC Patients with Xofigo (radium-223)
SN ERED
my 1%%8%%'3%;&\@*31

Radium-223 Is a Targeted Alpha Therapy

| Radium-223is a targeted alpha therapy that
selectively binds to areas of increased bone
turnover in bone metastases and emits high-energy
alpha particles of a short range (<100 um)*

Optimizing Treatment in
MCRPC Patients with Xofigo
(radium-223)

As abone-seeking calcium mimetic, itis bound to
hydroxyapatite into newly formed bone stroma,
espedally within the microenvironment of
osteoblastic or sclerotic metastases??

The emission of high-energy alpha patticles that
cause double-strand DNA breaks, results in a
potent and highly localized apoptotic effect in target
areas*

TSAIl, WEI-KUNG MD.
Mackay Memorial Hospital

BAOESL A SR 6D
2020 June.27

The short path of the alpha particles also means
that the toxic effects on adjacent healthy tissue and
particularly the bone marrow may be minimized:s*

S Bruland OS, et al. Cin Cancer Res. 2006126250875, Henriksen G, tal 1 3 Nuc M. 2003, 4425259
8.7,

Ther. 2004;41459.

Cancer 19
4 Suominen et al. G Cancer Res. 2017.234335.4336.5. Kex C. LancetO ncal. 2002:3:453
Bimchmel M Cakon Trans. 2007 43:4018 4526,

Radium-223 Phase Il Study: ALSYMPCA

KEY INCLUSION CRITERIA
Histologically confirmed,

Radium-223 Is a Targeted Alpha Therapy with a Dual-Targeting MoA

rogressive CRPC with 22 bone
— PATIENTS STRATIFICATION TREATMENT eiasases (on skelea

commonly growth confkmed Patients had either received

SRS P s O docetael were not it enough or
SN0 SOOI iing o receive docetaxel, or did

Prostate cancer cells e s L oyt orea ot have docetaxel avaiiabie

secrete factors that

stimulate osteoblasts, and Noknown visceral | Disphosphonate

osteoblasts in turn secrete metastases 3 EXCLUSION CRITERIA

factors that stimulate postdocetae, VD Treatment with chemotherapy
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Suominen M et al. Cli Cancer Res, 2017:234335-43%
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Parker C, etal. N EnglJ Med. 2013,369(3)213-223
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Xofigo Significantly Extends Overall Survival for 3.6 mo

100
MEDIAN OS (months)
S =~ Radium-223: 14.9
8 = Placebo: 113
3 w0 HR (95% CI): 0.70 (0.58-0.83)
= P <0.001
3w
2
0

Months Since Randomization

—Radium-223 614 578 504 369 274 178 105 60 41
—Placebo 307 288 228 157 103 67 39 24 14

ADT Ancogen Deprivation Therapy: Cl, confidence interval; HR, hazard ratio; OS, overall survival,
source: Parker c, etal. N Engl ) Med. 2013:369(3):213-223.

Xofigo Significantly Improved All Secondary Efficacy

Endpoints

The significant improvement in all main secondary efficacy endpoints provided support for the

benefit of radium-223 (+ BSoC) over placebo (+ BSoC).

SECONDARY EFFICACY ENDPOINTS PLACEBO (n=307) [EGICAIe) P VALUE
Median time to first SSE (months) 066(0.520.83) <0001
Median time to total ALP progression y

{months) 74 38 017(013-0.22) <0001
Median time to PSA progression (months) 36 34 064(0.54-0.77) <0001
Total ALP response (230% reduction), n Jr— 1211 @) _ <0001
@)

Total ALP normalization, n (%) 109/321 (34) 2/140 (1) — <0.001

RADIUM

NUMBER OF INJECTIONS RECIEVED PLACEBO (n=307)

(n=614
Patients receiving all 6 treatments, n (%) 387 (63) 145 (47)
Median 60 50

. Number o patents without missing values
. In patients who had elevated toal ALP at baseline.
ALP. B

overt
Parker C, etal. N EnglJ Med. 2013,369(3) 213-223.

103




i

e SWASERE e = ] IERVTN

104

Xofigo Significantly Prolonged Time to First SSE

Radium-223 reduced the overall sk of
MEDIAN TIME TO SSE (monthey:  SSES (median time to first SSE)
~Racium-223:15.6 compared to placebo regardless of
—Placebo: 6.8 baseline stratification factors:

100

ALSYMPCA: Safety Profiles Were Similar Between the
Radium-223 and Placebo Arms

The ALSYMPCA safety population included 901 patients (600 in the radium-223 group and 301 in the
placebo group)

) HR (959% CI): 0,66 (0.52-0.83) oror doctaseie o) There were few grade 3 AEs and grade 4 AEs were very low, also comparable to placebo.
o P =0.00037 Baseline ALP (<220 UIL vs 2220 UIL) NUMBER OF PATIENTS WITH AEs OCCURRING IN 25% OF PATIENTS IN EITHER TREATMENT GROUP
2 w0
H Sisphosphonate use o sy nty(yesino)
£ red
I compara o place ol Graoes, orapes, OUOE AL Graes, oRaved, ORADE
B Radium-223 led to a longer SSE-free EVENT MR R Y ) R Y )
% 2 survival vs placebo* Hematologic AEs
- (9.0vs 6.4 months; HR=0.69 [95% Cl: 0.57- Anemia 187(@3)  65(11) 1(2) o 92(31)  37(12) 2(1) 1(=1)
s Thrombocytopenia ®@) 0@ 1@ 1) e 5@ 1y o
0 Neutropenia_ 30(5) 9(2) 4(1) 0 3(1) 2(1) 0 []
° N © 2 ® ® 2 24 z * Radium-223 significantly reduced the N e A2 ) 1
- Constpaton 10809 Q) o o mE 4@ o o
Months Since Randomization risk of clinically relevant endpoints, suct Diarthea 15105)  9() 0 0 4505 50) o o
- - as use of EBRT (HR=0.67; P=( Nausea 213(36) 10(2) o o 104 (35) 5(2) o o
Radum223 o4 46 32 19 129 63 3 B 8 1 0 SSueealEBRT(HR0G7 B Yousee o = H H T2 =B B K
~Placebo 307 211 17 56 3% 220 9 7 4 1 0 Asthenia BE 5 o o BE 40 o o
Fatigue 154 (26) 21(4) 3 0 77 (26) 16(5) 2() o
keletal diseas n in patien oo o el 2 @ 2 sm am  s@ 20 20
Peripheral edema (13 100Q) o o 30 (10) ) 1() o
Pyrexia 38(6) 31 o 0 19(6) 3(1) 0 1J
Preumoria 8@ @ o sa BE  s@ 2@ o
*Subjects who censored at the date, @ @ @ & @ @
a, hazard rato: EBRT External Boam Raciation Therapy aony1 g L patentinthe Ae,
1 Parker C o al. N Eng  Med. 2013,369(3)213-223.2. Saror O, o al Lancet Oncol. 2014,15(7 Saverse cvent
Parker C, et al. N EnglJ Med. 2013,369(3):213-223
Low Incidence of Grade 3 or 4 Hematologic AEs,
Regardless of Prior Docetaxel Use (Safety Population) Quality of Life Outcomes with Radium-223
Overall, there was a low incidence of grade 3 or 4 myelosuppression in both docetaxel subgroups.
Patients with prior docetaxel use had a higher incidence of grade 3 or 4 thrombocytopenia with Improvement in Q.50 Improvement in FACT-P
radium-223 versus placebo (9% vs 3%, respectively) - praos 30% - .
Incidences of grade 3 or 4 anemia and neutropenia were similar between radium-223 and 2 0% 29.2% 2 gs | 6% Asignificantly higher percentage of
placebo treatment groups within each docetaxel subgroup E e g patients receiving radium-223 had
z . & 20% | 16/1% improved EQ-5D utility scores and a
5 20% s meaningful improvement in FACT-P
PREVIOUS DOCETAXEL USE NO PREVIOUS DOCETAXEL USE E 15% total score on treatment versus
PATIENTS WITH GRADE 3 or 4 PLACEBO E 10% placebo
HEMATOLOGIC AESs*, n (%) (n=171) g 5% EQ-5D: 29.2% vs 18.5%, respectively;
Anemia 50 (14) 24 (14) 27 (11) 15(12) o ) P=0.004; OR=1.82 [95% CI 1.21-2.74]
Leukopenia 51) 10 3 0 FACT-P: 24.6% Vs 16.196, respectively;
$=0.020; OR=L70{95% C1 1.08-2.65]
Neutropenia 1(3) 1(1) 2(1) 1(1)
= Radium-223 # Placebo
Thrombocytopenia 31(9) 5(3) 7(3) 1(1)

AES, averse events
“Occuringin at leas 5% of atiens in iter reatment group.
URCE: Hoskin P, et a. Lancel Oncal. 2014;15(12):1397-406.

EQ-5D, EuroQol. 5D; FACT-P, functional assessment of cancer mCRPC, prostate cancer
874

Nisson s, et al. Ann Oncol 201627368

R E: Radium-223 (Xofigo)

BR A AR X S 14 AR (castration resistant prostate cancer) f5& , &
HEERNBEEAMRERBEBE | AFARHETHZAKRYE

1L BERAHEERZBUBABED 22K

3 EAR
2. BUBERSEMABRE 2 muLtawn
3 ARENMBEERARER , REETRK 1 mxnrms

(1) RER% BRABERNENS - BemERLEay |0 SEEws
Q) ZEAREGRERABEBL 22 8
(3) =188 P15 o R 3 R 2R 9078

4. TGABHER abiraterone, enzalutamide R EftARR B EEEEBHEH
2%, fdenosumab . bisphosphonates®.

Conclusions

Radium-223 delivers a meaningful triple benefit in patients with mCRPC and bone metastases by
significantly extending OS and protecting patients’ QoL, with a safety profile similar to that of placebo

In ALSYMPCA, radium-223 significantly prolonged overall survival in patients who had mCRPC and
bone metastases, with a 30% reduction in the risk of death (HR=0.70), as compared with placebo

The median OS was longer by 3.6 months among patients who received radium-223 compared with
placebo

All secondary efficacy endpoints were significant and favored radium-223, including the clinically defined
end point of the time to the first SSE

The overall incidence of AES (all grade, grade 3/4, SAES) was consistently lower in the radium-223 arm
than in the placebo group
The number of patients who discontinued the study drug because of AEs was also lower in the
radium-223 group
No clinically meaningful differences in the frequency of hematologic AEs were observed between the
treatment groups

AE, adverse event; HR, hazard ratio; mCRPC, 108, QoL quality of lfe;
SAE, serious adverse event.
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[Luncheon Symposium I1]

Clinical Experience Sharing of Ra-223 Therapy in mCRPC Treatment
= LIERERRT
HMiSERZ s EER

Abstract

Ra-223 therapy is the first alpha particle therapy used in cancer therapy. It had been
proved to have benefit in overall survival in metastatic castration refractory prostate
cancer. The aim of talk is to introduce the rationale of radionuclide therapy in
skeletal metastases, the mechanism of Ra-223 alpha therapy, and to share the
clinical experience of a cancer center in Taiwan.

Ra-223(Xofigo) was approved by TFDA in June 2015, and was reimbursed in March
2019 by national health insurance of Taiwan, to be used in symptomatic metastatic
castration refractory prostate cancer patients with bone metastasis at least for two
sites, and without other visceral organ metastasis. We have treated for more than 25
patients since 2015, and will share the result of treatment, and discuss some
practical issues about this treatment.



[ Workshop 1]

Pros and Cons of Laser Circumcision, is it Really Beneficial?
to - rEs
A/ ]

e R BB REY

Circumcision is a common procedure in urological practice. The conventional
circumcision method is performed via electrocoagulation and suture. Recently, laser
machine is widely used for circumcision, including CO2 laser, Nd-Yag laser and
Homium laser. However, there is only a few studies to elaborate the pros and cons
of laser circumcision. In this section, we will sort out recent studies of laser
circumcision and conventional circumcision about the operative time, the
complications, the cost-effectiveness and basic sciences of penile nerve tolerance.
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[ Workshop 1]

Semi-Live Surgery: Surgical Techniques Sharing for

Circumcision Stapler Device
Hong Chiang Chang

SRZ5 L E&E
BEREBLERER

In this session of case sharing, we will demonstrate our experience of stapler
circumcision. The Circumcision Stapler is a new device used to performed
circumcision. This device has some advantages, such as shorter operative time, lack
of electrocautery, minimal tissue injury, minimal pain and low blood loss. The main
disadvantage of this device is the need of staple removal. Although the learning
curve of circumcision device is shorter than classic circumcision, operator still need
carefully to choose the suitable size of device and avoid the injury to the frenulum
and glans.



[ Workshop 11]

Nerve-Sparing Techniques and Results in Pelvic Surgery
1= J:]]
BRI EEBTURR

Erectile dysfunction (ED) is a frequent complication in patients treated by radical
prostatectomy and radical cystectomy (RC), even through the gynecological
procedure and lower anterior resection for rectal cancer. Walsh and Donker
suggested that ED was caused by damage to the neurovascular bundles (NVB),
which supply the corpora cavernosa. Surgical procedure was modified on the basis
of this information to avoid injury to the cavernosal nerves and thus preserve
erectile function in patients undergoing pelvic operation. The tremendous variance
in the results presented in the literature regarding the preservation of erectile
function could be explained by differences in skills, surgical techniques, and
patient-selection criteria among studies .The risk of functional morbidity following
this procedure is considerable, however, and can delay patient acceptance of pelvic
surgery , which can adversely affect the long-term prognosis. For example, some
investigators have advocated prostate-sparing cystectomy to improve postoperative
continence and potency rates, and this may improve timely patient acceptance of
cystectomy.However, valid concerns regarding the oncologic efficacy of this
procedure still predominate, and radical prostatectomy with neuromuscular
bundles preservation was also described many method and NVB preserved grading.

We present the edited video to demonstrate interfascia and intrafascial dissection
techinique in prostatectomy and cystectomy. Potency rates is slightly higher in the
intrafascia NVB preservation group, but we still concern the trifecta results during
pelvic surgery.
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[ Workshop 11]

Current Penile-rehabilitation Strategies: Clinical Evidence
G Er i

MO REEBUNREL

Several options exist for the treatment of localized prostate cancer, including surgery,
radiation therapy (RT), and active surveillance. Despite advances in surgical
techniques, anatomic understanding, and pharmacology, post-prostatectomy
erectile dysfunction (ED) remains a common problem, with very high incidence and
varies between 14% and 90%.

The concept of penile rehabilitation after radical prostatectomy (RP)is based on the
understanding of the mechanisms that lead to ED. It is believed that neuropraxia,
ischemic and hypoxic insults, fibrotic remodeling and apoptosis of erectile cells
contribute to ED even after meticulous dissection in an attempt to preserve the
neurovascular bundle during prostatectomy. Lack of erections associated with
neuropraxia following RP can itself set up a cascade of harmful processes that
negatively affect erectile tissues. Based on the understanding of these mechanisms,
multiple studies have been focused on evaluating ways to increase oxygenation of
the cavernosal bodies, decrease tissue fibrosis and apoptosis until the cavernosal
nerves recover from neuropraxia with the return of spontaneous un-assisted
tumescence. The daily phosphodiesterase 5 inhibitors (PDE5i), unfortunately, does
not improve the recovery of spontaneous erections based on self-reported outcomes
or Rigiscan study. The meta-analysis also shows that non-oral rehabilitation modalities,
such as intracavernosal injection, intraurethral alprostadil and vacuum erection
devices (VED) can increase erectile function while the treatment is being used. More
striking benefit for rehabilitation to preserve penile size is observed from VED
clinical studies with multiple randomized trials and case series. The mechanism of
the tissue and size preservation are explained though animal studies that shows
daily VED therapy has anti-hypoxic, anti-apoptotic and anti-fibrotic effects through
increasing cavernous blood oxygen.

Recommendations from the fourth International Consultation for Sexual Medicine
suggest discussing erectile dysfunction and penile rehabilitation options with men
prior to and after radical prostatectomy. The panel determined that inadequate data
exist to recommend any specific rehabilitation regimen over another. Thus, a critical
need exists for further research in the realm of post-prostatectomy penile
rehabilitation to determine the most effective strategies. Although the controversy of
penile rehabilitation will continue until better modalities become available, we



believe that any rehabilitation is undeniably better than no action at all based on the
science and clinical evidence. It seems to critical to inform patients before or/and
after RP that there is no standard treatment algorithm of penile rehabilitation but
time is tissue.
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[ APSSM President Lecture)

The Comorbidity between Premature Ejaculation and Erectile Dysfunction
Bang-Ping Jiann
Kaohsiung Veterans General Hospital

Erectile dysfunction (ED) and premature ejaculation (PE) are considered two distinct
diseases with differences in definition, evaluation, risk factors and treatment. ED
was defined as a man’s difficulty in penetration or maintaining penile erection with
classical risk factors of diabetes mellitus, hypertension, and dyslipidemia and
managed with phosphodeisterase-V inhibitors. PE is characterized by a perceived
lacking control over ejaculation, personal distress and a short latency time before
ejaculation. In contrast to ED, the pathophysiology and risk factors for PE were far
less investigated and delineated. PE is presumably caused by neurobiological,
genetic, medical and psychological factors, but none of these etiologies have been
confirmed in large-scale studies. ED was reported to be the single greatest risk factor
for PE.

PE coexisted in 30.7% of men complaining of ED, possibly because of a vicious
circle between PE and ED. A man with PE attempts to control ejaculation by
reducing the level of excitation, which can lead to ED. By contrast, a man with ED
attempts to achieve an erection by increasing the level of excitation, which can lead
to PE. Because PE frequently coexists with ED, it is recommend to screen patients
with PE for ED, and vice versa. A missing diagnosis of ED may result in PE treatment
failure because the penis cannot maintain an erection until ejaculation. PE and ED
often coexist and are associated with higher psychological distress than alone.

Their coexistence highlights the importance of screening for their co-occurrence
and the need for combined therapy in clinical practice.



[Special Lecture]

Comprehensive Treatment of Premature Ejaculation
ERHER
HEfCREEBTMRR
TSAI, WEI-KUNG
Urology, Mackay Memorial Hospital

Premature ejaculation (PE) is a highly prevalent male sexual disorder that is largely
an unmet therapeutic need. Patients with PE are characterized as having low IELT,
lacking control over ejaculation and suffer from negative personal consequences as
a result of the condition.

The present choices of PE treatment include Psychological/behavioral strategies and
Pharmacotherapy. In lifelong PE, behavioral techniques are not recommended for
first-line treatment. (EAU, 2018) They are time-intensive, require the support of a
partner and can be difficult to perform.

Pharmacotherapy is the basis of treatment in lifelong PE. Dapoxetine (Priligy™) is
the only on-demand pharmacological treatment approved for PE. In RCTs,
dapoxetine, 30 mg or 60 mg one to two hours before intercourse, was effective
from the first dose on IELT and increased ejaculatory control, decreased distress,
and increased satisfaction. Dapoxetine has shown a similar efficacy profile in men
with lifelong and acquired PE. Although Off-label chronic using SSRIs and
clomipramine can delay ejaculation, Dapoxetine 30 mg treatment has less side
effects than other SSRI and its' on demand usage makes it more prominent than the
other chronic SSRI. (Balci, 2019)

There are still no strong evidence about which factors influencing the efficacy of
dapoxetine for the treatment of (PE). Peng reported those patients with less severe
PE based on PEDT and higher NITBE (Number of intravaginal thrusts before
ejaculation) seemed to have better efficacy with dapoxetine. (Peng, 2020)

The use of local anesthetics to delay ejaculation is the oldest form of
pharmacological therapy for PE. TEMPE(Fortacin™) is a eutectic-like mixture of
lidocaine 150 mg/mL and prilocaine 50 mg/MI approved for use in the European
Union and launched in the United Kingdom in November 2016. The metered-dose
spray can delay the ejaculatory latency time without adversely affecting the
sensation of ejaculation and orgasmic pleasure. (Porst, 2017)
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ED and PE are not distinctly separate entities and should be not categorized in rigid
diagnostic figures, but should be seen in a dimensional prospective. A RCT study
reported that sildenafil increased confidence, the perception of ejaculatory control
and overall sexual satisfaction, reduced anxiety. The dapoxetine/PDE5 inhibitors
combination therapy significantly improves the IELT values and patient reported
outcome measures of PE patients who also suffer from ED with tolerated adverse
effects. A new study of combo pill (dapoxetine 30mg /sildenafil 50mg) revealed the
geometric mean |ELT and PEP index score of the patients significantly increased at
the end of the 4-weektreatment period. Non-serious adverse events occurred in 10
patients (18.87%) and 4 (7.55%) of these patients dropped out of the treatment.
(Tuken, 2019)

As the effects of PE on a patient and their partners is multifactorial, exclusive
treatment may fail to address certain patient needs. (Gillman, 2019) A holistic
patient management plan composed of pharmacological management, psychological
support and psychosexual behavioral therapy is likely to produce the best outcomes
for patients.
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Update of PrEP in HIV Infection
ERtREEET

SRR BRAR

Outline

*HIVE1FIR
Update of PrEP CHIVES 554588 Pre

in HIV Infection PIEPVAB-HUR ~ 125% ~ BEIER

.I%L,\ml:l
SREERBRAN T ERRER
ZIRHIVIETE (2018) ZERFTHIVIE 28R IE T 211838, 1990-2018
37.9 million
peopleliving with HIV.
[32.7-44.0 million]
Source: UNAIDS 2019 estimates
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UNAIDS 90-90-90 TARGET

In 2014, UNAIDS set out new targets for reducing HIV by 2020.
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What is PrEP ? Truvada FOR PreP

Two medications, TDF and FTC, are in one tablet

Bims R E R a1k
(Pre-Exposure Prophylaxis) O —

(FTC) Fumarate (TDF)
200 mg 300 mg

ZREATAHIREE: ZIRERRT

EHREBIBERE
PrEPO]FEHIVEL RIS

90-100%

among cisgender MSM, .
heterosexual men & women, () rowoname
and transgender women.

(84% among people who inject drugs)

Grant RM, et al. NEJM. Dec 2010;363(27):2587-99
Baeten JM, et al. NEJM. Aug 2012;367(5):399-410
Grant RM, et al. Lancet Inf Dis. Sep 2014;14(9):820-9
Martin M, et al. AIDS. Apr 2015;29(7):819-24
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London. Randomization: I 8.0-127)

« Group 1: Started daily PrEP
Immediately

. Group 2: Deferred PrEP for 1
yea

Si nmcantly fewer new HIV
|n ‘ections with immediate
versus deferred PrEP

+ (3 versus 19 cases)

* 86% reduction (P=0.0002)

+ Number needed to treat to
prevent 1 infection: 13

. PEP used by 31% in deferred
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Reduction

{P=0.0002)

. Prellmlnary analysis found that
risk behaviors were similar
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MeComack S, et al 22% RO Seae, 2015, Abstract 215,
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1. Daily Xz

2. On-Demand X FKZ RS 1)

1. Daily PrEP
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2. Ondemand PrEPgs:

« RAAH REHER - " FI2181+1"
March 2020
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Daily or On-demand
BENZEE8REF?

proveic T
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nupiprevenir.ants. fri

Open-Label Prospective Cohort Study in the Paris Region

n=3,000 May 31 2017 May 315 2020

«HIV-negative high
risk adults

+Inconsistent
Condom use

«Creat. Clearance >
50 mLimn

- HbS Ag negative if
©On Demand

TOFIFTC
Daily

'

TOFIFTC

©On Demand

= Participants opted for either Daily or On Demand PrEP and could switch regimens
= Follow-up every 3 months with 4th Gen ELISA HIV test and plasma creatinine

= STl screening at ici discretion every 3 months in MSM)

= Condoms, gels, risk reduction and adherence counseling, Q on sexual behavior

Baseline Characteristics

[eLIbEyEULE P-
n= 870 value
(54.6%)

Characteristics (Median, IQR) or
(n, %)

Age (years) 36(30-44)  36(30-44)  0.10
MSM 708 (98) 865 (99.4)
Heterosexual men or women 7(0.1) 5(0.6) <.01
Transgender 8(1.1) 0(0)

No regular sex partner 380 (53) 437 (51) 0.41
History of PrEP use 408 (56.5) 515 (59.2) 0.28
Use of Chemsex* 128(17.7)  124(143) 0.6

No. condomless sex acts in
prior 4 weeks

No. sexual partners in prior 3
months

* al last sexual intercourse : cocain, GHB, MDMA, mephedrone.

119



i

O WREDECH = (= | IRV

PrEPENRIEAHRZ:

Follow-Up HIV
Treatment Pts-years Incidence
per 100 Pts-
years
(95% CI)
TDF/FTC (Daily) 443 0(0-0.8)

TDF/FTC (On 506 0(0-0.7)
Demand)

g

T
/|
dH
o
Xd
i

497{E BAYiEHE - Daily xOn-Deman

Mean Follow-up in this Open-Label Cohort: 7 months (SD: 4)

Incidence of study discontinuation:
3.3/100 PY including 1.5/100 PY who discontinued PrEP

85 HiV-infections averted* L=

+ assuming an incidence of 9.17/100 PY as observed in the ANRS Ipergay study in Paris

B PR AT 95 22 4R B PrEP fREE I EEER

ABERREE - TRRIR R

AVAG P Bxposure Prophyfass (PEP) by the Numbers. August 2015

385 15 8 TRUVADA #1T PrEP RUTEE

« EMTRERHV-1 BRBRSHEHTERSE

RiE R ZPrEP?
r P2 (P E A F4ER0 HIV-1 FEEERAREFE
R * HE(EERS HIV- il AERGA
EpEEEEs
R HRE

NG

TRUVADA Presciibing Information. Gilead Sciences, Inc. 2017.

120



ZEHBMBERRE EERTAE
- F’H% HIV /Y & Bz 38 0
B 2006 F 1 B#EXE 2013 E 68 - HBEBBMTRNKEHED -
MR R . R S HIV BURAH SRa 0
L= Hhw WS
415
()

BEMTRELDEHE—ERFE - BE HIV BERERSIEM 4 5 -

BERMALZA
B L TR TER HIV R RATEEE

« PHEHIVEE AR IR O BER S I E S

HEERTYE - HHESEAFMEEEEE
. MARERMMEESE - BIREBEZ HIV BRRREF
HATEAER HIV / HERRTERET &

##:2 15 3 65 R ZIRRHIEESR

HIV B2 -

TRUVADA for PrEP :
FA%A PreP AIREREIRE HIv-1 BURAVEST

FERERD HIv-1 RAR FEFLE PreP

« BD#B345 (A TRUVADA HE17 prep « 7EfE5F TRUVADA 31T Prep HAR -
B - FREERD HIV-1 B HEAREE -
- MRHRA S RHH R
4 B PR A0 B J6 30 IE AR
5 LR R

%) - BE
BT (<1 EF ) SRERESE
IBp - BIFERSBISAMETT PrEP HORF
BEEEZEL 1 @ALLE - UEE
TR HIV-1Z B RRMEARAS -

{5 F TRUVADA 31T PreP AT - ° INRITERER HIV-1 -

. QD%E§*$¥E§$$#<§miﬁH

- B A TRUVADA TIAER IR HIV-1 i -
RUVADA i R BB

TRUVADA

Information.
Gilead Sciences, Inc. 2017.

BEE0E 3 ERET R HIV-1 8ig -

PrEPIREERAE
< STEBEHIVECRERE - ETTRM RS
HElR =
P REAR
1¥1E%v+1 - < HIV(-) - IR
TEERRR <CrCl<60mi/min - 8%J% - B8R
PR <R 2HER LT
HITIEE “ HBV, HCV KB
=R - @GR - MEREER

2018 B9 BRI MAIHEIER £AESH IE, Tawan AIDS Societ

FEIGTRUVADA for PrEP
R TR IEBARIE A — 3B

RELEZUTREBE  FEBEEWEEERRR
E  UEERRAERDSERETS

@ R E AR HIV-L $REE

TEHHERERAEMEIR HIV-1 EREERRE
( NIEEEMR )

@ NG I S ST B A% I8 SPRZ 240 TRUVADA 1SS T2

* TRUVADA i R —EHE100%FHBA HIV-

 TRUVADA BEEELR HIV-1 2 B9 R 14 AN AR ZEIIE it 14 2 £ 48R8

TRUVAOR Prescribing Information. Gilead Sciences, .
2017,

« TDF/FTC for PrEPOfERRFHIVEEFERI TR
i@ Daily 3 On-demandFRAE AN - RS IRMRIRE
cERUREARERHIVE RIRIEE - ERETHR
TR HPrEPEIE R TEBAEIE
- FXZPrEPRIZRHERRHIVEZ 4 75 O] R 1L

121



122

[IEERTE ]
sBbmE ST

REE Chih-Yun Hsu

/OB
11/2015 - £%
07/2015 - &5
06/2017 -

_T% FE

1= .

9/2000 - 6/2007

FEINR
7/2014 - 6/2015

7/2012 - 6/2014

3/2009 - 6/2012

HEAE -
2007

2013

2015
HE¥ES
2007 - &5
2009 - £S5
2013 - &5
2014 - &S
2014 - &5
=2 £

BERAEErIE LA a6
SEARBEERMRERE BRI QB
%il/i/\‘ﬁfé Bre AR B SR

H1 52 AREERNRERGHERMZELS D FigME
R BB

B 58 AXBEEGR R ERGHER LR - A8 ER
EEm

TH @R Bt E R E BB

hEREHEEINIR (B8535 041890 k)
PEREBANENEMAR (BEEFS 001523 57)
SERES)FIHHREREMNR

(REHEEEFS 000212 57%)

PERERAHAE
Sy

/=
EEFIREHESRE
AERESVFRRHERT

PEREASE AR EFHEME

iR
REOE D ERHEE
BRI S35

SEEMDBIOERE



[FEERTZ )

BEDINZoHRISRE
Fo= 2B

BEEMNEEFIBEESR a8

M

MERSTHAZREENE L RBERFPHZER  HABEEEEE "IFE
M 1 (non-heterosexuality) 2 B ~ 4175 ~ IR EREG - WIFER - M2
ANBHBRIZERMZIEBRIR 2015 £ 5 A NEM T (ZHFEIMIEWR ) (In Support
of Same-Sex Marriage) - 5 BRI (& BRI ER B 2K E - B R TR E M R EARVBA 4 -
B MR S A EE SR B PR ARV EL MR - MR ERAERENRE - K5E
i 7T AR M R M RIFRIE] - RS ER PR E B RR AR AN el 3B 3 ¥ IR 2 Tt Al
NERE  E—FTRARERENEBEEF -

123



124

E-1
SR EHRAESE —F
MEEABELKRBXHESE

SR E M B AR R E R e BE IR Y T R AT 2
Degree of Planning of Sexual Intercourse among Asian Men from China, Japan
and Taiwan Taking Medication for Erectile Dysfunction:

Findings of an Observational, Cross-Sectional Survey
Bang-Ping Jiann, MD', Koichi Nakajima MD, PhD?, Sonali Dighe, DNB, MSc’,

Chad D. Harshman Smith, MSE, MBA*, and *Tarek A Hassan, MD, MS¢?

Introduction: ~ Management of erectile dysfunction (ED) is beset with
assumptions around spontaneity of sexual intercourse, requiring candor between
the physician and patient if appropriate treatment is to be implemented.

Aim: To evaluate the degree to which men who take ED medications plan for
and have sex.

Methods: Men from China, Japan and Taiwan aged 40 to 70 years who had
taken ED medications within the past 3 months were invited to participate
anonymously in an online, self-administered survey that enquired about
frequency and advance planning of sex, time between taking ED medication and
intercourse, and treatment satisfaction. Data were analyzed using descriptive
statistics.

Main Outcome Measures: Frequency of planning of sexual intercourse,
planning and ED medication dosing interval, and frequency of ED medication
use.

Results: Data from 604 respondents (mean age 50.8 years) from China (n =
254), Japan (n = 250) and Taiwan (n = 100) were collected. Men used ED
medications a median of < 4 times per month in all three territories. 76% who
used ED medication during the past 3 months planned for sex on specific
occasions, with 59% and 52% agreeing that they plan for sex on specific days of
the week and times of the day, respectively. Most commonly, men planned for
sex up to several hours to a day beforehand, with 94% taking ED medication
within 4 hours of sex. Satisfaction with ED medication was generally high and
related to erection rigidity, speed of onset and safety.

Conclusion: Knowledge of the degree to which individuals with ED plan for
sex may have important implications for the appropriate prescription of ED
medication. The high degree of planning around sexual activities exhibited by
men taking ED medication suggests there is a need for appropriate counseling to
ensure that treatment is aligned with patient behavior.

Sexual Medicine 2019;7:54-60
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The Role of SLC9A3 in Taiwanese Patients with Congenital Bilateral
Absence of Vas Deferens (CBAVD)
Han Sun Chiang', Ya-Yun Wang’, Ying-Hung Lin’, Yi-No Wu’®
'Graduate Institute of Biomedical and Pharmaceutical Science,
Fu Jen Catholic University, New Taipei City, Taiwan; Department of Urology,
Fu Jen Catholic University Hospital, New Taipei City, Taiwan.
’Graduate Institute of Biomedical and Pharmaceutical Science,
Fu Jen Catholic University, New Taipei City, Taiwan.
*School of Medicine, Fu Jen Catholic University, New Taipei City, Taiwan.

Congenital bilateral absence of vas deferens (CBAVD) is a special entity in
obstructive azoospermia. Mutations in the cystic fibrosis transmembrane
conductance regulator (CFTR) gene are involved in Taiwanese CBAVD but
most heterozygous 5T variant. The solute carrier family 9 isoform 3 (SLC9A3) is
the Na+/H+ exchanger, which interacts with CFTR and regulates the Ca2+
homeostasis. Loss of SLCI9A3 decreases CFTR protein and causes obstructive
azoospermia in mice. It also causes mal-reabsorption by the efferent tubules,
which leads to the obstructive phenomenon and eventually results in testicular
atrophy. In 6-month old SLC9A3 deficiency mice, the atrophy of their vas
deferens and seminal vesicles become more prominent. Decreases of CFTR
expression in the reproductive organ in the SLC9A3 deficient (-/-) mice prove
the interaction between CFTR and SLC9A3 in the reproductive tract. Most
of Taiwanese CBAVD have at least one variant of SLC9A3 deletion and CFTR
IVS8-5T,  which  co-contribute  to Taiwanese CBAVD.  The  report
indicates SLC9A3 deficiency can reverse the pathological changes in the
gastrointestinal tract of CF mice. Further research can explore the definite
mechanism of SLC9A3 and its role interacting with CFTR in different organ
systems, which can contribute to novel treatment for the patients with cystic
fibrosis and CBAVD.

Journal of the Formosan Medical Association
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Dietary Modification is Associated with Normalization of Penile
Hemodynamics in Rats Fed a High-fat Diet
Yun-Ching Huang, MD, PhD"?, Dong-Ru Ho, MD', Jian-Hui Lin, MD',
Kuo-Tsai Huang, MD', Chih-Shou Chen, MD', and Chung-Sheng Shi, PhD'”

Background: Diet is associated with self-reported indices of sexual health. The mechanisms
responsible for these changes remain poorly understood.

Aim: To investigate the hemodynamic and histological impact of dietary change in a rat model of
hyperlipidemia-associated erectile dysfunction.

Methods: Forty 2-month old male Sprague-Dawley rats were divided into 4 groups. 10 rats were
fed a diet of standard chow and served as negative controls (N group). The remaining 30
age-matched rats were divided at random into 3 groups: (i) high-fat diet for 5 months starting at
age 5 months (H group); (ii) high-fat diet for 5 months starting at age 4 months followed by 1
month of standard chow (H+N1M group); and (iii) high-fat diet for 5 months starting at age 2
months followed by 3 months of standard chow (H+N3M group). All rats underwent erectile
function testing and sacrifice at age 10 months.

Outcomes: Intracavernous pressure (ICP) and mean arterial pressure (MAP) were measured to
evaluate erectile function. Blood sample were collected to measure serum testosterone and lipid
levels, and penile tissue specimens were obtained for histological examination.

Results: Total body weight, low-density lipoprotein, and serum glucose were significantly higher
in the H group compare with the N and H+N3M groups. Serum high-density lipoprotein level
was significantly lower in the H group compared with the N and H+N3M groups. The mean
ICP/MAP ratio was significantly lower in the H group compared with the N and H+N3M groups
(0.33£0.05 vs 0.79+0.07 vs 0.73+0.13; p<0.05 for both). Markers for intracorporal neuronal
nitric oxide synthase and endothelial cells were more weakly expressed in the H group compared
with the N-and H+N3M groups.  There was no significant difference in smooth muscle contents
among the groups. Mean cavernosal oxidative stress and the apoptotic index were significantly
higher in the H group compared with the N and H-+N3M groups. No significant
between-group differences were noted with respect to serum testosterone; the H group had
significantly higher serum glucose and low density lipoprotein levels, effects that were partially
mitigated in the H+N1M and H+N3M groups.

Clinical Translation: Administration of a healthy diet is associated with normalization of
functional and histological penile defects associated with high-fat diet.

Strengths & Limitations: Metabolic changes were clearly linked to functional improvements in
penile blood flow. Differences between rat and human lipoprotein metabolism are a limitation of
this study.

Conclusion: Dietary changes may have positive effects on penile hemodynamics in a rat model
of hyperlipidemia-associated erectile dysfunction.

The Journal of Sexual Medicine 2019;16:791-802
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SEPT14 Mutations and Teratozoospermia: Genetic Effects on Sperm Head
Morphology and DNA Integrity
Ya-Yun Wang '?, Tsung-Hsuan Lai **, Mei-Feng Chen, Hui-Ling Lee ',
Pao-Lin Kuo®” and Ying-Hung Lin?
Department of Chemistry, Fu Jen Catholic University, New Taipei City, Taiwan'
Graduate Institute of Biomedical and Pharmaceutical Science,
Fu Jen Catholic University, New Taipei City, Taiwan®
Department of Obstetrics and Gynecology, Cathay General Hospital, Taipei, Taiwan’
School of Medicine, Fu Jen Catholic University, New Taipei City, Taiwan*
Bone and Joint Research Center, Chang Gung Memorial Hospital, Taoyuan County, Taiwan’
Department of Obstetrics & Gynecology, National Cheng Kung University, Tainan, Taiwan®
Department of Obstetrics and Gynecology, National Cheng-Kung University Hospital, Tainan, Taiwan’

The main objective of this study was to evaluate the potential genetic effects
of SEPT14 on male infertility through sequencing the SEPT14 coding region. To
address this research gap, 254 men with sperm abnormalities and 116
normozoospermic men were recruited, and the whole-coding regions
of SEPT14 were sequenced. Two heterozygous mutations, p.Ala123Thr (3/254
vs. 0/116) and p.lle333Thr (3/254 vs. 0/116), were identified in these cases. A
high percentage of defective sperm heads was found in sperm with
mutated SEPT74. Both mutations are highly evolutionarily conserved among
vertebrates. The results of a fine morphological and chromatin structural analysis
indicated severely malformed sperm heads with abnormal chromatin packaging
through transmission electron microscopy and Toluidine blue staining. Compared
with controls, high DNA fragmentation was demonstrated in sperm from cases
carrying SEPT14 mutations using the comet assay. In addition, these two
mutations in SEPT14 affected its polymerization ability in vitro. These data
revels that the two SEPT14 missense mutations impaired sperm head
morphology and induced DNA damage. Our study suggests that genetic variant
of SEPT14 is one of the effects for human sperm formation and male fertility.

Journal of Clinical Medicine 2019,8,1297; doi:10.3390/jcm8091297
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Hepatocyte Nuclear Factor-4at P2 Promoter Variants are Associated with the Risk

of Metabolic Syndrome and Testosterone Deficiency in Aging Taiwanese Men
LIZRE 3 ZoKHE 2 BEW 2 BIEIE° HERLE 7
=inst | WA KKER ¢ LR BXIE 28
DIt BEABNRER MR, SHEBEEAE BElR BEZ YRER?
BEBNL BRER WER S, SEmIir/NEBR WRE
SEEEARE IR LEAR S, SHEBKRE BBl BEMIFT S
SHEEAE RIEBEMARTL 7, SHEMIIAEER WERRS

Background: Hepatocyte nuclear factor-4a (HNF4A) can influence the risk of insulin

resistance that is postulated to be an important link between metabolic syndrome (MetS) and
testosterone deficiency (TD) in men.

Aim: To investigate the relationship between single-nucleotide polymorphisms (SNPs) of
HNF4A and the risk of developing MetS and TD in a population of aging Taiwanese men.

Methods: A free health screening of men over 40 years of age was conducted in a medical
center in Kaohsiung City, Taiwan. All participants underwent a physical examination,
answered a questionnaire on demographics and medical history, completed the Androgen
Deficiency in The Aging Male questionnaire to assess clinical symptoms of TD, and provided
20-mL whole blood samples for biochemical, hormonal, and genetic evaluation.

Main Outcome Measure: 3 common SNPs (rs11574736, rs1884613, and rs2144908) of
HNF4A were selected and identified using a TagMan 5’ allelic discrimination assay.

Results: 559 men were enrolled for this study (mean age, 55.8+ 4.9 years). Prevalence
of TD was significantly higher (P=.031) in subjects with MetS (16.8%) than those without
MetS (10.1%). In SNP rs1884613 of HNF4A, subjects with the C allele carried a 1.31- and
1.50-times higher risk of developing MetS and TD, respectively, compared to those with the
G allele, after adjusting for potential covariates. In addition, subjects with the CC genotype
were exposed to a 1.91- and 2.20-times higher risk of developing MetS and TD, respectively,
compared to those with the GG genotype.

Clinical Implications: Our findings may point to the importance of the role played by
insulin resistance in the link between MetS and TD.

Strength & Limitations: Our current work is the first report with adequate sample size to
evaluate the role of genetic variants of HNF4A on the risk of both MetS and TD in men.
The limitations included subjects enrolled from a free health screening and single
measurement of serum testosterone levels.

Conclusion: The rs1884613 SNP marker of HNF4A is significantly associated with an
increased risk for developing both MetS and TD in aging Taiwanese men. Further
population-based studies utilizing larger samples of different ethnicities may be needed to
confirm these preliminary results.

J Sex Med 2018;15:1527-1536
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The Relationship between Androgen Deprivation Therapy and Depression

Symptoms in Patients with Prostate Cancer
Chen YZ', Chiang PK"?, Lin WR"?, Chen M"*?, Chow YC'?, Chiu AW'* and Tsai WK'*.
'Department of Urology, MacKay Memorial Hospital, Taipei, Taiwan.

*School of Medicine, MacKay Medical College, New Taipei City, Taiwan.
*Department of Cosmetic Applications and Management, MacKay Junior College of Medicine
Nursing and Management, Taipei, Taiwan.

*School of Medicine, National Yang-Ming University, Taipei, Taiwan.

Aim: In this study, we administered a questionnaire to consecutive prostate
cancer patients who received androgen deprivation therapy (ADT) for understanding
the prevalence of depression symptoms.

Materials and Methods: We retrospectively identified patients with prostate
adenocarcinoma who received ADT between January 2015 and February 2018
at Mackay Memorial Hospital. The patients were then asked to complete the
Chinese version of the Patient Health Questionnaire-9 (PHQ-9) during an
interview. The patients were divided into two groups according to PHQ-9 score:
those with depression symptoms (PHQ-9 =6, depression group), and those
without depression symptoms (PHQ-9 < 6, non-depression group). Two groups
were compared using t-tests and correlation coefficients, as appropriate.
Statistical significance was set at p < .05.

Results: There were no significant correlations between PHQ-9 scores and any
of the parameters in the patients overall. In subgroup analysis, a positive
correlation was found between the duration of ADT and PHQ-9 score in the
patients with depression symptoms (p =.03). In addition, univariate analysis
showed a positive association between the duration of ADT and PHQ-9 score,
and a longer duration of ADT was further independently associated with
increased PHQ-9 score in multivariate analysis in the patients with depression
symptoms.

Conclusion: This study demonstrated that in patients with prostate cancer and
depression symptoms, the severity of the depression symptoms was positively
correlated with the duration of ADT. In contrast, this association was not found in
patients without depression symptoms.

The Aging Male. 2019 Jan 16:1-6.
doi: 10.1080/13685538.2018.1560404
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The Effect of SLC9A3 on Regulating the Expression of Aquaporin 1 (AQP1)
in Epididymis of Mice
Kuan-Chieh Chen', Yi-No Wu?, Xiao-Wen Tseng', Han-Sun Chiang**?
Graduate Institute of Biomedical and Pharmaceutical Science, Fu Jen Catholic University,
New Taipei City, Taiwan', School of Medicine, Fu Jen Catholic University,
New Taipei City, Taiwan?, Division of Urology, Department of Surgery,
Cardinal Tien Hospital, New Taipei City, Taiwan®,
Graduate Institute of Biomedical and Pharmaceutical Science, Fu Jen Catholic University,
New Taipei City, Taiwan*, Department of Urology, Fu Jen Catholic University Hospital,
New Taipei City, Taiwan®

Purpose: Solute carrier family 9 member 3 (SLC9A3) is a sodium-hydrogen
exchanger protein that facilitates H+ secretion and Na+ absorption and
regulates intracellular pH in epithelial tissue. Previous study indicated that loss of
slc9a3 caused the dilation of rete testis and efferent ductules atrophy but the
mechanism is unclear. We aimed to investigate the effect of SLC9A3 on
regulating the expression of aquaporin 1 (AQP1) in epididymis by using SLC9A3
deficiency animal model.

Materials and Methods: Using FVB.129(Cg)-Slc9a3"™'“*/) mice. The genotype
of mouse ear was detected by polymerase chain reaction (PCR) assay with
genomic DNA. The WT and slc9a3” mice were sacrificed at 2, 4, and 6 months
of age, and their organs were collected. Expression and localization of SLC9A3
were assessed by reverse transcription PCR and immunofluorescence staining.

Results:  Disruption of SLC9A3 affected the development of testis and
epididymis and leaded to the dilation of the lumen of efferent ductules. We
found that the expression of AQP1 was significantly reduced in caput and cauda.
In efferent ductules, AQP1 showed intense staining along the brush border of
non-ciliated cells in wild type and slc9a3-/- mice. In efferent ductules, caput and
cauda, we observed that CFTR staining was significantly reduced in SLC9A3
deficiency mice.

Conclusions: Our data suggested that AQP1 may play an important role in
efferent ductules of slc9a3” mice. AQP1 involved in the fluid
reabsorption/secretion in the epididymis, playing a pivotal role in the process of
sperm maturation and concentration. These findings demonstrate SLC9A3 and
AQP1T may interact in the epididymis, which associated with male fertility.
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Loss of TBC1D21 Causes Male Infertility with Multiple Morphological
Abnormalities of the Sperm Flagella and Mitochondria Sheath
Ya-Yun Wang"?, Ying-Hung Lin'
'Craduate Institute of Biomedical and Pharmaceutical Science, Fu-Jen Catholic University, New
Taipei City, Taiwan, “Department of Chemistry, Fu Jen Catholic University, New Taipei City, Taiwan

Background and aims: Male infertility is a global public health issue and contributes to
nearly half of all infertility cases. Small GTP-binding proteins are essential for numerous
cellular processes including spermatogenesis. We have identified that TBC1D217 gene
(also named as Male Germ Cell RAB GTPase-activating protein, MGCRABGAP) is a novel
germ cell specific GTPase-activating proteins and down-regulated in infertile men. Until
now, how TBC1D21 involve in mammalian spermatogenesis is still needed to be
characterized. In present study, we demonstrate that TBC1D21 is critical for multiple
aspects of sperm tail integrity, such as the arrangement and morphology of mitochondria
and the integrity of axoneme microtubules.

Methods: Tbc1d21 knock-out mice and wild-type (WT) male mice were sacrificed and
the testis, epididymis and vas deferens were collected and the pathological histology was
examined. Sperm number, motility, and morphology were analyzed. The ultrastructure
of sperm was assayed by transmission electron microscopy (TEM). In order to identify
Tbc1d21-interacting proteins in male germ cell line, the immunoprecipitation (IP) was
performed and followed by liquid chromatography-tandem mass spectrometry (LC
MS/MS). The interaction between Tbc1d21 and potential candidates was confirmed by
co-IP and IFA in male germ cell line and mouse sperm.

Results: In the Thc1d271” male mice, the sperm number is only slightly lower than in
wild-type mice but most of the sperm from Thc1d21” mice display severe impaired tail
structure and shorter mitochondria sheath in the midpiece of sperm tail. Ultrastructure
examination in detail indicates the disordered arrangement and irregular morphology of
mitochondria and disorganized microtubules in sperm flagellum. We also have used the
co-IP followed by LC MS/MS to identify the interacting partners of TBC1D21. Among
these candidates, translocase of outer membrane 22 (TOM22) and dynein heavy chain 7
(DNAH?) is the components of mitochondria and axoneme respectively. TBC1D21
interacts with TOM22 and colocalizes with TOM22 and DNAH7 in the midpiece of
mature sperm tail. Loss of TBC1D21 leads to the dispersed localization of TOM22 and
DNAH7 out of the midpiece.

Conclusions: Collectively, these data indicate that TBC1D21 probably achieves its
function in cooperation with TOM22 and DNAH7, both of which are critical for sperm
motility and tail structure. Our findings establish TBC1D21 as a key regulator during the
formation of sperm tail.
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A Risk Prediction of Sperm Retrieval Failure with Testicular Sperm Extraction

in Males with Azoospermia
Yi-Zhong Chen', Pai-Kai Chiang'?, Marcelo Chen'?, Jong-Ming Hsu'”,
Allen W. Chiu'*, Wei-Kung Tsai'?

'Department of Urology, MacKay Memorial Hospital, Taipei, Taiwan
*School of Medicine, MacKay Medical College, New Taipei City, Taiwan
*Department of Cosmetic Applications and Management,

MacKay Junior College of Medicine, Nursing and Management, Taipei, Taiwan
*School of Medicine, National Yang-Ming University, Taipei, Taiwan

Aim: This study was to evaluate the predictive value of factors in infertile male
to retrieve testicular sperm extraction before they receive testicular sperm
extraction (TESE) or micro-testicular sperm extraction. (micro-TESE)

Materials and methods:  This is a retrospective study. Patients with
azoospermia who received TESE or micro-TESE between January 2010 and
February 2019 at Mackay Memorial Hospital were included. All data were
compared using t-tests and correlation coefficients, as appropriate.

Results: Histological diagnosis of Sertoli cell only syndrome was obtained in 17
patients (17.7%), while patients 3(3.3%) had maturation arrest, 40(41.7%) had
hypospermatogenesis, 28 (29.1%)had normal hypospermatogenesis, and 7 (7.2%)
had Seminiferous tubule obstruction. Sperm retrieval rate was 1(6%) in Sertoli
cell only syndrome, 35(85%) in hypospermatogenesis, 0(0%) in maturation arrest,
100% in both normal hypospermatogenesis and Seminiferous tubule obstruction.
There were no significant correlations between positive of sperm retrieval and
any parameters in the patients overall. In subgroup analysis, a positive correlation
was found between FSH and sperm retrieval rate (p=0.0006) in non-obstructive
azoospemia. In addition, there was no difference of sperm retrieval rate between
TESE and micro-TESE in the patients with non-obstructive azoospemia.

Conclusion: This study demonstrated that in patients with sperm retrieval rate
and FSH level in non-obstructive azoospemia, whereas, there was no difference
between TESE and micro-TESE. Beside, histology diagnosis is the important role
for predictive factor in the sperm retrieval rate.
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Microdissection Testicular Sperm Extraction (mTESE) for Non-Obstructive
Azoospermia (NOA) - Is Longitudinal Testicular Incision Better?
Cheng-Han Tsai, Wei-Jen Chen, I-Shen Huang, William J. Huang
Department of Urology, Taipei Veterans General Hospital
Department of Urology, School of Medicine and Shu-Tien Urological
Research Center, National Yang-Ming University, Taipei, Taiwan

Objectives: Microdissection testicular sperm extraction (mTESE) has been the method
of choice to retrieve sperm for men with non-obstructive azoospermia (NOA). However,
there are controversies on the orientation of incision on the testis while at doing mTESE.
Horizontal incision is advocated to avoid damages of the circumferential sub-tunical
arteries. The purposes of this study were (1) to analyze the location of sperm yield at
mTESE by using longitudinal incision; and (2) to discuss the impact of longitudinal
incision to the change of testicular volume.

Materials and Methods: A total of 108 men with NOA had sperm identified at mTESE
in our institute from 2013 to 2018. The procedure typically started from the larger testis
with a longitudinal incision of tunica albuginea. If no sperm was identified, the
contralateral testis was then explored. The location of positive sperm vyield was
categorized into three zones: (1) upper pole, (2) middle part and (3) lower pole of testis.
All patients received a therapeutic mTESE at a later session and the testicular size was
measured again.

Results: Among these men, 87 (80.6%) had sperm identified at the first testicle, and
21 (19.4%) needed to explore the contralateral side. In 71.3% (77/108) men sperm were
found only in a single zone and in 28.7% (31/108) sperm were seen in multiple zones.
Among patients with sperm retrieval in a single zone, the most popular sites were at the
upper pole (45.5%), which was followed by the middle part (31.2%) and the lower pole
(23.3%) respectively. Overall, in 38.9% (42/108) men sperm were identified at least in
middle area, while in 61.1% (66/108) men sperm were only found at the polar areas.
There was no significant difference in demographic data among patients with various
sperm presenting patterns. At the later therapeutic mTESE, sperm was successfully
retrieved in all patients at the previously registered positive location and there was no
testicular atrophy identified.

Conclusions: Based on this study, mTESE using transverse incision might have missed
61.1% chance of sperm retrieval, since sperm are located only at the polar areas in these
patients. Therefore, using longitudinal incision for mTESE is more likely to have a
thorough exploration of the testicular parenchyma. There was no case of testicular
atrophy noted in this series.
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Phenotype Analysis of Klinefelter Syndrome among Asian Population-106
Patients in One Taiwanese Institute
Ping-Hsuan Yu', William J. Huang'*?
'Department of Urology, Taipei Veterans General Hospital
*Department of Urology, School of Medicine,
*Shu-Tien Urological Science Research Center, National Yang-Ming University, Taipei, Taiwan

Purpose: Klinefelter syndrome (KS) is well known to have some typical phenotypes in involved
individuals, including tall stature, scanty beard, female-type pubic hair, and smaller testes. These
classic presentations are concluded mostly from data of Caucasian population. However, they are
not quite fully presented in Asian people. In this study, we retrospectively reviewed records in our
institute to illustrate the phenotypical presentations of KS patients.

Materials and Methods: Data of KS were reviewed in a tertiary hospital with purely Han
Chinese ethnicity from 2006 to 2018. We recorded body height, weight, and phenotypes such as
gynecomastia, facial hair, pubic hair, and testes volume. Hormone profile, karyotyping, and
semen analysis were reviewed as well. For those who underwent microscopic testicular sperm
extraction (mTESE), the result of sperm yield and pathology diagnosis were also recorded. Fisher's
exact test and Mann-Whitney U test were used for analysis.

Results: Totally 106 patients were included, with mean age 36.1. For phenotype analysis, the
average height/weight is 175.1cm/82.1kg, with BMI 26.8. Among them, 29.0% presented
gynecomastia, 46.0% showed poor beard growth, and 33.0% featured female pattern pubic hair.
The testis size was universally small among all patients, with left side 4.1 cc and right side 3.9 cc.
For karyotype analysis, 89 patients (84.0%) were with typical non-mosaic 47XXY (NMKS), 9
patients (8.5%) were with 46XY mosaic pattern (MKS), and the other 8 were with other
abnormalities. For the 73 patients who underwent mTESE, sperms were found in 22 patients
(30.1%). We compared the phenotype of NMKS group to MKS group, and significant difference
was noted in body weight and semen pH (Weight: NMKS 83.2 vs MKS 69.5kg, p= 0.034; semen
pH: NMKS 8.1 vs MKS 7.6, p= 0.028). We also noted that MKS group showed significantly larger
testes (NMKS 3.6 vs MKS 5.9 cc, p= 0.034). There was no difference found in other phenotypes,
including hormones, semen analysis parameters, pathology of testicular tissue, and rate of sperm
yield. We also compared the phenotype between positive sperm vyield group to the negative
group, but there was no statistical difference noted.

Conclusions: Based on this Han Chinese population study, KS phenotypes are more
heterogeneously presented than those demonstrated in Caucasians. The body height is similar to
the general male population, and BMI falls into the overweight category. Small testis is the most
universal feature, which is followed by scanty facial hair in around half of the patients.
Gynecomastia and abnormal pubic hair are found in 1/3 of patients. Those with MKS had larger
testes, but did not show a better chance of sperm yield after mTESE. Phenotype charateristics
may not be used as a determinant to predict sperm yield of mTESE.
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Deoxyribonucleic acid (DNA) Strand Breaks Aggravate after Target Methylation of
MAEL Promoter in Human NCI-H358 Cells
Yu-Sheng Cheng, Shi-Kae Wee, Sin-Yi Chen, Yung-Ming Lin
Department of Urology, National Cheng Kung University Hospital,
College of Medicine, National Cheng Kung University, Tainan, Taiwan

Objective: Mouse maelstrom has been shown to participate in the piRNA-mediated
defense system to protect the germ line from retrotransposons. The male MAEL
knockout mice are sterile with small testicles and meiotic arrest. In our previous
investigation, we found the aberrant methylation of MAEL promoter may lead to
de-repression of LINE-1, which may contribute to one of the causes of spermatogenic
failure in infertile men. In this study, we investigate the impact on deoxyribonucleic acid
(DNA) after target methylation of MAEL promoter in human NCI-H358 cells.

Materials and methods: The targeted DNA methylation system (TDM) of MAEL
promoter region(from -188 to +294) in human NCI-H358 cells was established to study
the consequences after methylating the MAEL promoter. To investigate the direct impact
of dysregulated methylation in MAEL promoter, we checked the Double-Strand Breaks
(DSBs) by immunofluorescence with histone y-H2AX in TDM cells compared with
un-methylated cells. The quantification of y-H2AX foci number is calculated and
analyzed. Moreover, we also performed comet assay and compare the result in TDM
cells versus un-methylated cells.

Results: After target methylating in MAEL promoter region, MAEL expression levels of
TDM cells decreased significantly compared to un-methylated cells. Inversely, LINE-1
transcripts were significantly higher in TDM cells compared to un-methylated cells. In
the human testis, the mRNA transcript levels of MAEL were significantly lower in patients
with hypospermatogenesis (HS) than normal spermatogenesis(NS). Nevertheless, LINE-1
transcript levels were significantly higher in HS versus NS. There were significantly more
y-H2AX foci numbers detected in TDM cells than in un-methylated cells. Under comet
assay, the tails of TDM cells are significant longer than un-methylated cells.

Conclusions:  Our study provides evidence that MAEL gene participates in the
epigenetic regulation of human spermatogenesis. MAEL promoter hypermethylation may
induce human deoxyribonucleic acid strand breaks and might serve as one of the causes
in human hypospermatogenesis.
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The Association between Hypermethylation of BOLL Promotor and
Spermtagenic Failure
Tsung-Yen Lin, Shi-Kae Wee, Hsing-Yi Chen, Yung-Ming Lin, Yu-Sheng Cheng
Department of Urology, Medical College and Hospital,
National Cheng-Kung University, Tainan, Taiwan

Purpose: In our previous project, we found that the testis with hypospermatogenesis
had hypermethylation status of BOLL than the testes with normal spermatogenesis by
using genome-wide methylation array and cDNA microarray. This study aimed to
explore the association between BOLL promoter hypermethylation and spermatogenic
failure.

Materials and Methods: The possible regulated region of methylation at the CClI
(CpG island) promter of BOLL was predicted based on previous result of methylation
array. In vitro luciferase reporter assay was used to verify the effects of hypermethylation
of selected CGI promoter on promoter activity. We enrolled azoospermic patients with
normal spermatogenesis and hypospermatogenesis. After bisulfate treatment, we
determined the methylation status of each CpG by pyrosequencing analysis.
Quantitative real-time PCR was used to determine the mRNA transcript level.
Spermatogenic score was used to determine the severity of spermatogenic failure.
Correlation between the percentage of methylation (% methylation) and transcript level
and spermatogenic score was determined by calculating Pearson product moment
correlation coefficients.

Results: The segment (-1225 to -626) on CGI promoter was selected and inserted into
construct for luciferase survey. In vitro luciferase reporter assay, we revealed that
significantly decreased luciferase activity was noted in methyltransferase Hhall or Sssl
treated constructs but not in methyltransferase Hhal treated constructs. The mRNA
transcript levels of BOLL were significantly lower in patients with hypospermatogenesis.
Of the 33 CpGs in selected segment, seven showed significantly higher % methylation in
hypospermatogenesis group, and significantly inverse correlation was found between
CpG % methylation and transcript levels in six GpGs. Significant inverse correlation was
also found between CpG % methylation and spermatogenic score in seven CpGs.

Conclusions: Our results, for the first time, demonstrate that hypermethylation of CGI
promoter of BOLL gene contributes to one of the causes of low expression of BOLL,
which may lead to spermatogenic failure in humans.
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Erectile Hemodynamic Status before Robotic-assisted Laparoscopic Radical
Prostatectomy Associates with Tumor Location and Early Erectile Functional Outcome
Fan-Ching Hung', Wen-Ping Shih?, Jyh-Horng Chen', Ju-Ton Hsieh?,

Hong-Chiang Chang', Chao-Yuan Huang', Yi-Kai Chang'

Department of Urology, National Taiwan University Hospital, Taipei, Taiwan'
Department of Nursing, National Taiwan University Hospital, Taipei, Taiwan?

Objectives: Erectile dysfunction is common after surgery for prostate cancer. The
aim of our study was to examine whether pre-operative erectile hemodynamic status
reflects prostate tumor characteristics and affects erectile function recovery after
robotic-assisted laparoscopic radical prostatectomy (RaLRP).

Materials and Methods: Between May 2018 and April 2019, a prospective study
was designed to investigate men who had penile color Doppler ultrasonography
(CDU) before RaLRP. CDU was performed with a single intracavernous injection of
alprostadil (PGET). MRI was performed in all patients for the characterization of
disease. Questionnaires of simplified International Index of Erectile Function (IIEF-5)
were collected preoperatively, T month, 3 months and 6 months after the operation.

Results: Among the 60 patients who received penile CDU and subsequent RaLRP,
the median age was 66 years old (range 54-72), median BMI 24.8 kg/m2 (range
18.1-33.4). Median peak systolic velocity (PSV) and resistance index (RI) of both
sides were evaluated: right PSV 43.25 cm/s, left PSV 42.95 cm/s, right Rl = 0.86,
and left RI = 0.86. Patients with right lobe tumor detected by MRI was associated
with a higher right/left PSV ratio compared with those of left lobe tumor (1.139 vs
0.812, P=0.035), and a higher right/left RI ratio (1.012 vs 0.973, P=0.044). In
patients who underwent bilateral nerve sparing surgery at 6 months after the
operation, younger age (64 vs 68, P=0.029) and higher Erection Hardness Score
(EHS) recorded during CDU (3 vs 2, P=0.009) were associated with erectile
functional recovery, defined by IIEF-5 > 16. Compared with the group of IIEF-5516,
higher median PSV (55.45 vs 41.65, P=0.089) and more patients with PSV>35 cm/s
(90.9% vs 59.1%, P=0.109) were observed in the group of erectile functional
recovery, although the trends were not statistically significant.

Conclusions: This prospective study indicates that the hemodynamic laterality of
PSV or RI, and EHS of penile CDU might be useful for patient counselling before
surgery and to develop new treatment strategies on erectile dysfunction after RaLRP.
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Near Infrared Spectroscopy: A New Technique for Assessing Erectile Function
Yuan-Horng Peng', Hong-Chiang Chang’, Jhih-Hong Chen?, Ju-Ton Hsieh?, Tzung-Dau Wang?,
Fang-Sheng Tsai', Men-Tzung Lo, Chen Lin®, Wei-Lun Huang?, Yi-Kai Chang’
Department of Urology, Ten-Chan Hospital'

Department of Urology, National Taiwan University Hospital®
Department of Biomedical Sciences and Engineering and Institute of Translational and
Interdisciplinary Medicine, National Central University’

Objectives: Near infrared spectroscopy (NIRS) has been widely used to assess the
arterial stiffness and vessel health in recent years. In current study, we evaluated the
viability of NIRS to exam the erectile function and penile vessel health.

Materials and Methods: Men with erectile dysfunction at least six months who
needed for Penile Doppler ultrasonography were included. Assessment tools included
self-reported EHS and IIEF drug-induced EHS (20 p g Alprostadil, intracavernosal
injection), Penile Doppler ultrasonography, and cavernous arterial NIRS. Parameters of
Penile Doppler ultrasonography included PSV and RI were collected. Definition of NIRS
parameters are mentioned below. Mid-erection period signals are signals obtained 3
minutes after the intracavernosal injection of Alprostadil. End-erection period signals are
signals obtained during full erection. The amplitude difference (APD) is the amplitude
difference of “mid-erection period” and “end-erection period”. The cavernous arterial
reflection time is the time difference of systolic peak and diastolic peak in arterial
waveform. The augmentation index (Al) is the amplitude difference of systolic peak and
diastolic peak divided by systolic peak. The institutional committee on ethics in human
investigation has approved the study.

Results: There were 57 men enrolled in this study during Jun 2018 to Jun 2019. Most
of our subjects (61.4%) reported EHS score 1 or 2. Results are shown in table 1. There
were negative correlation between EHS and “end-erection period” and APD (R= -0.471,
P< 0.001 for end-erection amplitude and EHS; R= -0.405, P= 0.002 for APD and EHS).
The APD was significantly correlated to Rl (R= 0.353, P= 0.008) and nearly correlated
to IIEF significantly (R= 0.252, P= 0.060). The cavernous arterial reflection time was
significantly correlated to self-reported EHS, drug-induced EHS, and IIEF (R= 0.480, P<
0.001 for self-report EHS; R= 0.356, P= 0.011 for drug-induced EHS; R= 0.44, P<
0.001 for IIEF). The Al was also significantly correlated to self-reported EHS and IIEF (R=
0.400, P= 0.003 for EHS; R= 0.313, P= 0.002 for IIEF).

Conclusions: This is the first study to exam the erectile function via NIRS. The result
show that NIRS is a promising and noninvasive technique for measuring the erection
function and cavernous arterial health.
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Evaluating Questionnaires for Female Sexual Dysfunction-A Literature Survey
Chih-Cheng Lu'?, Wen-Chou Fan'
'Divisions of Urology, Department of Surgery, Chimei Medical Center, Liouying, Tainan,
*Department of Management Information System,
National Chung Cheng University, Chiayi

Purpose: To assess the tools for evaluating female sexual dysfunction (FSD). We
focused on the questionnaires.

Materials and Methods: The printed and online literature in FSD assessment
was searched. Journal of Sexual Medicine, Journal of Sex & Marital Therapy and
Archives of Sexual Behavior were the main Journal interested.

Results: From this limited survey, 19 assessment questionnaires were collected.
They were GRISS-W (The Golombok Rust Inventory of Sexual Satisfaction for
women, 1987), BISF-W (The Brief Index of Sexual Functioning for women,1994),
SDI(The Sexual Desire Inventory,1996), DISF(The Derogatis Interview for Sexual
Functioning,1997), IFSF(The Index of Female Sexual Function,1999), FSFI(The
Female Sexual Function Index, 2000), FSDS(The Female Sexual Distress Scale,
2002), SCSF-W(The Symptom Checklist of Sexual Function-women version,
2003), PFSFO(The Profile of Female of Sexual Function, 2004), BSSC-W (The
Brief Sexual Symptom Checklist for women, 2004), MSIQ (The Menopausal
Sexual Interest Questionnaire, 2004), QSF(The Scale for Quality of Sexual
Function, 2005), SSS-W (The Sexual Satisfaction Scale for Women, 2005), SIDI-F
(The Sexual Interest and Desire Inventory-Female, 2005), FSQ (The Sexual
Function Questionnaire, 2005), SADI (The Sexual Arousal and Desire Inventory,
2006), CSDS (The Cues for Sexual Desire Scale, 2006), HSDD screener (The
Hypoactive Sexual Desire Disorder Screener, 2006), and FSDS-R(The Female
Sexual Distress Scale-Revised, 2008). The number of items in the questionnaires
ranged from 4(BSSC-W, for example) to 54(SADI).

Conclusion: In this limited study, no official evaluating questionnaire is

available in Taiwan Urological Association or Taiwanese Association of Andrology.

A validated questionnaire is useful for both clinicians and researchers. We suggest
to choose a suitable questionnaire for any further study.
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Screening for Organic Factors and Psychosocial Distress between
Young (20-39 yrs) and Old (40-69 yrs) Age Groups with ED
Bang-Ping Jiann
Division of Urology, Department of Surgery, Kaohsiung Veterans General Hospital

Objectives:  To investigate the organic factors and psychosocial distress
between young (20-39 yrs) and old (40-69 yrs) age groups with erectile
dysfunction (ED)

Materials and Methods: The participants were recruited from outpatient clinic
who presented with the complaint of ED. Data were retrieved through chart
review. Organic factors include obesity, self-reported comorbidities (diabetes,
hypertension, dyslipidemia, major cardiovascular disease), hypogonadism and
metabolic syndrome. Psychosocial distress was assessed by participants’ response
to seven dichotomous screening questions. The ED severity was assessed by the
5-item Sexual Health Inventory for Men. The Institutional Review Board
approved the protocol and a written informed consent was waived.

Results: From 2009 to 2019, a total of 4563 subjects presented with the
complaint of ED at our institution. After excluding subjects with incomplete data
and who did not meet the inclusion criteria, 3136 subjects” data were eligible for
analysis for this study and were divided into young age group (20-39 yrs, n = 990)
and old age group (40-69 yrs, n = 2146) with a mean age of 32.6 yrs and 55.3
yrs, respectively. Although all the organic factors were significantly higher in old
age group than in young age group (all P < 0.05), only one third of young age
group were free of organic factors. The young age group reported a less severity
of ED than old age group (P < 0.001). In contrast to organic factors, young age
group reported a higher psychosocial distress when compared with old age group,
especially in emotional aspects (P < 0.05).

Conclusions:  Organic factors should be assessed in all men with ED
irrespective of his age. Young men had a higher psychosocial problem than old
men, especially in the emotional aspect.
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Fatty Liver Index is a Novel Predictor of Testosterone Deficiency in Aging
Taiwanese Men Especially Subjects without Metabolic Syndrome
Chia-Chu Liu'?, Chia-Chun Tsai’, Cheng-Hsueh Lee', Tusty-Jiuan Hsieh*, Yung-Chin Lee'?*”,
Shu-Pin Huang'?, Kai-Hung Cheng, Chii-Jye Wang’

'Department of Urology, Kaohsiung Medical University Hospital, Kaohsiung Medical University;
*Department of Urology, Pingtung Hospital;

*Department of Urology, Kaohsiung Municipal Ta-Tung Hospital;

*Graduate Institute of Medicine and Research Center for Environmental Medicine,
Kaohsiung Medical University;
°Department of Urology, Kaohsiung Municipal Hsiao-Kang Hospital;
°Department of Urology, E-Da Da-Chang Hospital

Abstract
Introduction: Nonalcoholic fatty liver disease (NAFLD) is considered the hepatic manifestation
of metabolic syndrome (MetS). Although the link between MetS and testosterone deficiency (TD)
is well known, studies investigating the association between NAFLD and TD are still limited. Fatty
liver index (FLI) is a noninvasive and economic tool to evaluate the risk of NAFLD with good
discriminative ability. The aim of this study is to evaluate the association between the risk of
NAFLD assessed by FLI and TD in an aging Taiwanese male population.

Materials and Methods: A free health screening of men over 40 years of age was conducted in
a medical center in Kaohsiung City, Taiwan. All participants underwent a physical examination,
answered a questionnaire on demographics and medical history, completed the Androgen
Deficiency in The Aging Male questionnaire to assess clinical symptoms of TD, and provided
20-mL whole blood samples for biochemical and hormonal evaluation. The diagnosis of MetS
and TD were according to the modified criteria from the NCEP ATP-III definitions and the 2018
AUA guideline, respectively. The risk of NAFLD was evaluated by using FLI. FLI<25 and FLI=35
were used to rule out and rule in NAFLD.

Results: A total of 552 men were enrolled for this study (mean age, 54.7+ 4.7 years).
According to the criteria of FLI, there are 281 subjects diagnosed without, 79 at risk of and 192
with NAFLD, respectively. Subjects with NAFLD had significantly higher prevalence of TD (19% vs
4.3%, p<0.001) and MetS (25% vs 7%, p<0.001), respectively than those without NAFLD. In
addition, subjects at risk of and with NAFLD carried a 2.81- and 4.97- times higher risk of
developing TD, respectively, compared to those without NAFLD after adjusting for potential
covariates. Those relationships were more significant in subjects without MetS.

Conclusion: FLI is a good predictor to evaluate the risk of TD in aging Taiwanese men
especially subjects without MetS. Further population-based studies utilizing larger samples of
different ethnicities may be needed to confirm these preliminary results.
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Intracavernous Injection of Autologous Platelet-Rich Plasma Ameliorates
Hyperlipidemia-Associated Erectile Dysfunction in a Rat Model
Yun-Ching Huang, Chih-Shou Chen, Dong-Ru Ho
Division of Urology, Department of Surgery, Chang Gung Memorial Hospital, Chiayi, Taiwan

Objectives: Hyperlipidemia is significantly associated with an increased risk of erectile
dysfunction (ED) through endothelial damage. Platelet-rich plasma (PRP) releases a
number of angiogenic growth factors. There is still little evidence to support the use of
PRP as ED treatment. We investigated whether PRP has therapeutic effects in a rat
model of hyperlipidemia-associated ED.

Materials and Methods: Thirty 2-month-old male Sprague-Dawley rats were divided
into three groups. Ten rats were fed a standard diet and received supernatant injection
into the corpus cavernosum per week for 4 weeks (N group). The remaining 20 rats were
fed a high-fat diet for 5 months and were randomly divided into two groups: (i) H group
comprising rats who received supernatant injection into the corpus cavernosum per
week for 4 weeks or (ii) H + PRP group comprising rats who received PRP injection into
the corpus cavernosum per week for 4 weeks. At 7 days after the fourth injection, all rats
underwent erectile function testing by measuring intracavernous pressure (ICP) and
mean arterial pressure (MAP). Blood serum was collected for determining metabolic
variables, and penile tissue was collected for morphological examination.

Results: The mean body weight, low-density lipoprotein, and serum glucose were
significantly higher in the H group than in the N and H + PRP groups. Serum
high-density lipoprotein and nitric oxide levels were significantly lower in the H group
than in the N and H + PRP groups. Insulin-like growth factor-1 (IGF-1), brain-derived
neurotrophic factor (BDNF), and vascular endothelial growth factor (VEGF) levels were
significantly higher in the PRP than in the supernatant (all p < 0.05). The mean ICP/MAP
ratios were 0.84 = 0.127, 0.87 + 0.082, and 0.46 = 0.096 in the N, H + PRP, and H
groups, respectively (p = 0.0155). The mean neuronal nitric oxide synthase and
endothelial nitric oxide synthase in the corpus cavernosum were weakly expressed in the
H group than in the N-and H + PRP groups. The mean intracorporal oxidative stress and
apoptotic index were significantly higher in the H group than in the N and H + PRP
groups. No significant differences were noted in the serum testosterone and smooth
muscle content in the corpus cavernosum between the groups.

Conclusion: Intracavernous injection of autologous PRP can partially recover erectile
function and diminish hyperlipidemia-associated pathophysiological consequences.
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The Predictor of Low-intensity Extracorporeal Shockwave Therapy Efficacy in
Patients with Refractory Chronic Pelvic Pain Syndrome
Chia-Chun Tsai', Shiao-Jin Guu*?, Yung-Chin Lee*’, Yung-Shun Juan'?,
Chia-Chu Liu**, Chii-Jye Wang’

'Department of Urology, Kaohsiung Municipal Ta-Tung Hospital, Kaohsiung, Taiwan
*Department of Urology, Kaohsiung Medical University Hospital, Kaohsiung, Taiwan
*Department of Urology, Kaohsiung Municipal Hsiao-Kang Hospital, Kaohsiung, Taiwan
“Department of Urology, Ministry of Health and Welfare Ping-Tung Hospital, Pingtung, Taiwan

Objectives: Managing patients with refractory chronic pelvic pain syndrome (CPPS) who
failed to respond to traditional 3-As therapy (antibiotics, alpha blockers and
anti-inflammatories) is still a challenging task. Low-intensity
extracorporeal shockwave therapy (LI-ESWT) was reported recently to be able to improve
clinical symptoms of CPPS. The current study was performed to determine the important
predictor of LI-ESWT efficacy in patients with refractory CPPS.

Materials and Methods: This was an open-label single-arm prospective study conducted in
Kaohsiung Medical University-affiliated hospitals. CPPS patients who could not have more than
6 point decline in the National Institutes of Health-Chronic Prostatitis Symptom Index
(NIH-CPSI) total score under a maximal dosage of 3-As therapy were enrolled.
Socio-demographic information, personal habits, and detailed medical history were recorded.
LI-ESWT treatment consisted of 3000 shock waves once weekly for 4 weeks (Duolith SD1
T-Top). All patients continued or taped their regular therapy. Clinical symptoms were
re-assessed using NIH-CPSI score, Visual Analogue Scale (VAS), International Index of Erectile
Function-5 items version (IIEF-5) and International Prostate Symptom Score (IPSS) at 1, 3, 6 and
12 months after a complete course of LI-ESWT.

Results: A total of 43 patients were enrolled. 31 of the 43 patients (72.1%) had a successful
response at the 1-month follow up after the LI-ESWT treatment. NIH-CPSI score, VAS and IPSS
showed significantly improved over the span of a 12-month follow-up. In 31 patients who
responded successfully to LI-ESWT at the 1-month follow-up, 26 patients (83.9%) could
maintain their response at the 6 and 12-month follow-up. The existence of psychosocial
disorder at the baseline characteristics analysis was the only potential factor that may hinder the
effectiveness of LI-ESWT.

Conclusions: LI-ESWT has shown to be a safe and effective therapy for refractory CPPS
patients who failed to respond to traditional 3-As medications. For patients with successful
response at the short-term follow- up, the improvement was still noticeable at the long-term (6
and 12 months) follow-up. History of psychological disorders might be a significant predictor of
a successful response. Further studies are needed to determine other important predictors of
LI-ESWT efficacy in patients with refractory CPPS.

143



B

LB RESEIVFEE T EE—NEEARES | NMTERT - BE
MITESS 5817 - B R F/ ERENEES S » RSB E s » ST |

(KB BIBR)

SV PN I S

Sl B

SENRNESE

SEEHESE

HEEAREREEEE

HEE A SRR SRS

EEARELRNEHESE

REERBEERDBRAT
EETHTERARRER D BIRAT
SEFHKRDBIRAT
SEEERDBRATSEBLT
SEERKRDBIRAT
KTFEEERBRAT
S=258RAT
BRERERIDBRAT
AAZERKIDBRAT

MV RERR D BRAT
enEEERERRATIRED T
BEETEEERRIDBIRAT
BB TR BRAT
RITERBRAT

B ORDBIRAT

RN TERRERATEEDR
HEERRLEREMRDBERAT
EZERRIDBIRAT
K= EEEEBRATEED AT
SEMHTR TR BRAT
IBERDBRA TS FREE R
EEEXRBRAT

BRI BRAT

B TE R D BRAT
BERIDBRAT

HERIRIDBRAT

=
SEHDT

144





