SANTHEE
-

.y

BRI PR B B2 Pl MMM E




$E1I f'\‘f,H\M‘;'\w%'(*ﬂE?Fﬁ B?'Ewi (2025/02~)

ST
SRRz o bk X586 (2023~2025)

FitREPEMEERR £Ia88ED (2021~2023)

ailtZ Bk 1EPEEEn/£/a88E0 (2007~2021)
2 EED Bl EFBAM
SHESEREBEE




< H A4

BATAT?

— 3

\u.l'l'
4

i
9

-;)J#_I}J £ P& faE 52 e £

-11

B

i

=]

5 B A~ 2

Bl 7£ 5

SR
= Y RE AR E25:

)Fﬁ 13y
hifs
i



BATAT?

ieiedys )RR

AAICIT # R E




BA - BEIE A~177?

HBEREF =SMAEZEmAX
HFEREB/AYH

—ite2R Bk HEFER




[ FHEETHREPEBE BV R X1 B WL 2

(TAE/2EE /=




FhCIIREIR TR

HESEhEERE DIZE
RAED IR 1 G BfED
0 T 2 3 4

Fhichs, WEREEES9iAAPSERASK

RPGEEA  STTAL DEERTL —$ERTU SHA
0 1 2 3 4

I A RSB EEEHEFTZIC A SRS

RPEMEE  RTTAL DEERTL —PEATL SHAL
0 1 2 3 4

HERFFhEEISTRITE B2

RETE  BERE  FEEYE PR L
0 1 2 3 4

TR, HaemESREE

RIBEMTR BEANRE LBEXRE —FELARE AZERE

0 1 2 3 4

2.650)
=2/

mf\ﬂiun

15 /Cvim
5

FRE AL
5

=ZAE TR
5

AN PR

BREBRME

5



IIEFFn'i%%:’;
EA21 D EE LB

PAR))
11. I
%

.0

mcmun




NE R IR

r—u &
[=] H
= [N R 2
2 M R R =X

o)

ICHILI
M LA



IS
TiRE _
M B AT
REEEH -
Z24%) (PDESI)
575 = E Fig
=2 e A B4R (R
BEZEZ)a
(KEBEEE K (LIESWT)
PGE1;E438852 57 = » [\3

M'c%y/-/m



P I

*"Fﬁ% IEEESRRIER B KT SHEEREENXIERKE
BERREE WIEMMEZERRED : FFHRAMEBRET IR MR

A B/x— [ 2025FEMBINH @ 10180 #E < 3 oF

AHBAERMHE | 88 TEREE] NEEELN
RefEh
s @ X v 0 kExs

Z%75: 2025/09/19 18:00 By =45F

2:23 4 o=

e P e TR e e — —_ v e = e e T S EV I L e E

YouTube - FRIEENE @
2023FE981H

HAE SR | BAESENEY | AARTHL SRS 2

11



PDE5-Inhibitor
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PDE5-Inhibitor (PDES5I)

Sexual
stimulation

Vascular
endothelium

SILDENAFIL

PDES inhibitor

Penile anterial inflow
smooth muscle
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PDES5-Inhibitor : Inhibit Cancer Cell ?

Cancer type

Breast

Prostate
Colon

Lung
Brain

Head and Neck (HNSCC)

Chronic lymphocytic leukemia

Drug

Sulindac Sulfide
Sildenafil

Tadalafil
Doxorubicin-Sildenafil
Sildenafil

Sildenafil

Sildenafil
Sildenafil
Vardenafil
Sildenafil
Tadalafil

Sildenafil

Effect

Apoptosis induction and growth inhibition
Improve chemotherapy outcomes

Sensitizes prostate cancer cells to chemotherapy beneficial outcomes
Decreased risk of developing colon cancer

Reduction in the expression of pro-inflammatory factors
Chemoprevention

Enhanced the anti-tumor efficacy of Regorafenib

Improved chemotherapy outcomes

Increased tumor capillary permeability and chemotherapy synergy.

Immunomodulatory effect increasing the function of the immune system

Reduced cell viability
Apoptosis induction

15



PDES5-Inhibitor &K {E

* PRN use :sildenafil (Viagra) 50 mg (0.5#) &itERH = -
REZ—/\SHREZEIEARSHE Y EE(ZERARE) - %
QO] FHEO/NF - BURAEDIZINE=Z=2100mg (1#)

* PRN use : Tadalafil (Cialis) 10 mg (0.5#) &itEsaTH = -
REZ—/N\SHREDEARSE Y EE(ZERARE) - 2
YOFHEDD24/NF - BUNRAECIENEZE220mg (1#)

- EAMWAPRNEY) - 2 XFRVSMNBREYB S

 Daily use : Tadalafil 5 mg QDER - Z3y o] 3E24/\FFIL
(IR REEEIELRIEER)




PDES5-Inhibitor B K {E

PDESI + 5ARI (finasteride, dutasteride): f -
BFEFEWAETE

B3

PDESI + alpha-blocker (doxazosm terazosin,

A

silodosin, tamsulosm) AEZ G

ot=1
=ik

AMI In 3 months

Unstable angina during sexual behavior
NYHA> 2

CVA in 6 months
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Regulation of reproductive hormone secretion in males

@) GnRH stimulates the secretion of LH and Hypothalamus
FSH from the anterior pituitary
——* Stimulatory
LH stimulates th retion of testosterone
© LH stimulates the secretion of testostero B irhbiory

o FSH increase spermatogenesis and secrete Aniarior piustery

inhibin

o Testosterone has stimulatory effect on the
reproductive organs and secondary sexual
characteristics

Inhibin

6 Testosterone has a negative-feedback
effect on the hypothalamus and pituitary
to reduce GnRH, LH, and FSH secretion

(@ Inhibin has a negative-feedback effect on
the anterior pituitary to reduce FSH
secretion

<12 nmol/L

Adapted from . https://www.brainkart.com/article/Physiology-of-Ma

(350 ng/dL)
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Testosterone Fluctuation

100%

80% -

60%

Estrogen

4%

Testosterone
&

20%
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Androgen Deficiency in Taiwan “

Study * 734 male (>40 y/o) from Kaohsiung medical university hospital (2007-2008)

ey Clinical symptoms of androgen deficiency were assessed by Androgen Deficiency in the Aging Male
(ADAM) questionnaire

Prevalence

Old age (2 70 y/0)
OR (p=0.042)

Obesity (BMI >27)
OR (p=0.013)

TT <300 ng/dL Symptomatic

Androgen deficiency Diabetes mellitus

OR (p=0.002)

*OR (95%Cl)

Abbrev. TT, total testosterone; BMI, body mass index, OR, odds ratio, Cl, confidence interval
Liu, Chia-Chu et al. The journal of sexual medicine vol. 6,4 (2009): 936-946.
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Testosterone Deficiency and Metabolic Sx

®

[ Hypertension ]

T -type Ca?* channel
4+ AR activity

Metabolic syndrome

®
Insulin
[ SHol Iresistance]
[ Obesity ]

N FFA

Js Adiponectin
@ 1ear1

T Insulin

T Leptin

s

|

T TG uptake

@ ™ TG storage

Adapted from Kim et al.

J LPL
4 HL
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Testosterone Deficiency is Associated with Metabolic Syndromes

O

Study * 4,931 men included form MJ Health Screening Center in Taiwan (2007-2016)

description *  Inclusion criteria (>=3 MS items) : 1) obesity with a waistline 290 cm; 2) TG 2150 mg/dL; 3} HDL <40 mg/dL; 4) systolic blood
pressure (SBP) 2130 mmHg or diastolic blood pressure (DBP) 285 mmHg; and 5) FBS 2100 mg/dL.

Patients with MS had significantly lower serum

The mean value of testosterone in patients who have one-
testosterone level compared with non-MS patients

to-five MS components was significant higher. (p<0.001)

<0.001
900.00 P
0<0.001 ooy ] f ‘
p<0.001 p<0.001 '
. 700.00 T T
= — 6194212
3;'3 i 600.00 4 T
= > o213
g - 4934203+
KT = 500.00 %
2 y ° 043&160 134289
E 5 400.00 - ‘ 3742127
g g |
=] =
fi g 300.00 L 1
E
i 200.00
(%3]
100.00 —
Age <50 (n=3,066) Age 50-64 (n=1,384) Age 2 65 (n=216) 0.00
0 1 2 3 4 5

B Non-MS mMS
Adapted fram Thang Shang-Rong et al.
Abbrev. M5, metabolic syndrome Numbe rs of MS componen s

Zhong, Shang-Rong et al. Diabetes, metabolic syndrome and cbesity : targets and therapy vol. 14 99-106. 11 Jan. 2021, doi:10.2147/DMS0.5282832
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Treatment

Non-pharmacological

Improve lifestyle first approach for all
Reduce weight (low-calorie diet, regular physical activity) overweight and obese
Withdraw concomitant drugs that can impair men with hypogonadism.

testosterone production (when possible)
Treat co-morbidity before starting testosterone therapy

Pharmacological

Testosterone gels and represent T preparations with the
best safety profile

Gonadotropins treatment-

can be used to restore fertility in men with secondary hypogonadism



Testosterone Replacement Therapy (TRT)

Testosterone

Formulation ester
1,2 i 123 ropionatel-24 . 5
Enanthate Cypionate prop mixturel2"s

Testosterone Testosterone Testosterone

o decnoae 126 Surgical implants'?

4-androesten-3-

Chemical 17-a - 17-a - 17-a - one-17-B-hydroxy- .
-o—hy vle
Structure hvdroxylester hydroxylester || hydroxylester androst-4-en-3- 17-a -hydroxylester Native testosterone
one
34 days!;
Half-life 4-5 days 8 days 20 hr 4-5 days -
Y Y e y 90 days(steady-state)®
Standard 25 mg 4-6 20 mg implants
T Dosage 250 mg Q2-3W § 200 mg Q2-3W 3times per week 250 mg Q3W AL LA e lasting up to 6 months
Steady-state testosterone ,
. . Long duration and
* Low cost level without fluctuation
Advantages constant serum

* Long action, less frequent
administration

* Allowing drug withdrawal in case of adverse effects
testosterone level

* Placementis

* Fluctuations in circulating testosterone levels invasive
Disadvantages * Multiple injections Pain at injection site * Risk of extrusion
* Relative risk of polycythemia and site
infections

"

2. AL Guidelines. Edn, presented st the EAU Annual Congress, Parks 2024, ISBN O78-04-82671-23.3. *Testosterone propionate (30 mg), phenylpropionate (60 mg), isocaproate (60 mg), decanoate {100 mg)

3 CEECEREAEESE GREGERE P Eo1cast) 4 SR - MEH2 5 S8k Horman-M 25mg Injection [P S 8003107 %) 5. SUSTANON 8 A1 i 60 RS ER M 0154579 6. Nebidoild S 5 73 71908 8 W F 02468848 ; COOS10 / Jun 2022 / TW14)
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Testosterone

17-a —hydroxylester

34 days! ;

90 days(steady-state)® 200 mg Q2-3W

e 1000mg Q10-12W |

* Steady-state testosterone
level without fluctuation

* Long action, less frequent
administration

i t'hIMIl }
- 1 ﬂx.ll&ﬁ!l 8
| & mwnunmm_nmm S
Sac e "‘ 8728150 i injecti i
::E/W * Pain at injection site

30




m Testosterone gel 1-2% 3 Testosterone nasal *

Chemical Structure

Half-life

Standard Dosage

Advantages

Disadvantages

1. | Endocrinol Invest. 2022;45(12):2385-2403. 2. EAU Guidelines. E.
3. Androgel &0 17 22 5ERE {7 B8 (187 55 3280 57 55 02398858) 4. Natesto

native testosterone native testosterone

6 hrs 6 hrs
50-100 mg/day 33 mg TID

Steady-state testosterone level without
fluctuation

Steady-state testosterone level without
fluctuation

Possible transfer to others during intimate
contact
Daily administration

* Nasal irritation
* Multiple daily administration

NDC 4206786111 G

natesto N

Paris 2024, ISBN 978-94-92671-23-3.
' 565E) ::4‘,:;“,"";3::::“"

For intranasal use only.

Warring: This package is not
it resissant. Keep out of
reach of chitdren.




Absolute Contraindications

* Locally advanced or metastatic prostate cancer
* Male breast cancer

* Men with an active desire to have children

« Hematocrit 2 54%

* Uncontrolled or poorly controlled congestive heart failure

Relative Contraindications

* |PSS score > 19 (due to insufficient data on long-term effects)

* Baseline hematocrit 48-50% (carefully evaluated to avoid pathological increases
during treatment)

* Familial hiStUW of venous thromboembolism (require further analysis to

exclude undiagnosed thrombophilia-hypofibrinolysis)
32
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