MR BEIEA

#hJE R KM

SHIN KONG WU HO-SU

% = Ex

‘%H'f’ Y g
il Sk
it % A Y
ELE STRLY Sk A
?ﬁﬁkﬁ

wh IR

7
T~~~

NN ﬂ'

N
% F)fr (testosterone) £_5 |7
F)e v AERS
ol AN g A TR R A B4 A

;;&,AAH_EVE; 617_3:4[“:-%‘_} u;]'x\g:,k ,gﬁ-%?iﬁ;‘ﬁ_

SR BT R AT

# 7 (sexual development)friadF £ #83F 5 E ¢ &

FEEDFAAFLEDES > AF T AP A RN

THTHAEE TS AR FF AR
(hormone replacement therapy) % 2 & Fl4% 2 & 7

ﬁﬁ»‘rﬁé’*m] lE}fE;PC°

A& P

FAEARFRE FFARE ol Bz on F A
B M B & =7 Pl
& 3 A7 2 Eribulin (Halaven®)........... X 4% T ZEiF PT
7% 4 % Ivabradine(Coralan®) ............ T i Jy % fF P12
ATk L frk £ F1R103£120 2 104£ 10 F R b
T e WmigEz P17
e d LR AR 2 itz PL9
C I G § R

gk http://www.skh.org.tw/pharmacy
Bk S 3s s 10144 5L

T

104+« 02

/CA 25 PJT

MEMORIAL HOSPITAL

S

2

/l\

-

—-—
-—

P
% 1334p

ARADRiE F L &
#2165 g &+ i@ #F

http://www.skh.org.tw/pharmacy

i R R IR
Slech? A F P o s il 3R
* 2 ADR] & o

WA REFI A
}?—(— \4[1],;%_4]—&7—]@};@@' 3?]7\,_2‘_?&!&
(64

(FDA) ¥ »+2014/1/31
PR R SHRUREE Y )RR 2
(FDA) #1 1 §
g T S AR RIS B FM AT LR (S

Fo ¥ AR RELHERL

A IR FF % 5 2 (venous thromboembolism, VTE) »
¢ 5% & # 7% 12 % (deep vein thrombosis, DVT)
3 % 4> % (pulmonary embolism, PE) & F* & » o
R FA A LR T sl A R mie B Y A e
(polycythemia) % & 1 x ;e 3 4 B >CHEfF » E
BAERL B R BEERH I E L e
P2 BN R AL RIS > F) 103860 F
EER FUCEE 3L N A R S
wmiE A FRFRL o BXERMA A DL
E L (VTE) R 38 o ot & 4+

2 £, (EMA) % *22014/4/117% 5 % & * % Fp

SARTREEd

L2 xo g
/IL’;"”

ATEE LR L F /o AR Y B E 95 5L

: T010066@ms.skh.org.tw

T iR ¢ 358 2/(02)28332211#2166


http://www.skh.org.tw/pharmacy

W ARIT 8 € H S TR PR 2
0B E BT e £ X fEd 3R 2014/7/15
= A F FA A LA T >l g
A RAR S PR Y B A A
eIV pr A e S F A
QEEEESE = SN SNUE T TN
BAESE AR ARD) F M KA
Px2h gt i g (PRACOE TR 3
/] 2 (CMDh) 4 %] #+2014/10/104=

‘ﬁ@ﬁ RS ISR

—ag o T He? EEBIELD
FEEER E 5 1 300-1,100 ng/dL - 1395
c BT FEE R 97 21%50
A EEIM S 5 EREMRERDET G
SR - HiET T R R E
1-2% i 5 Ml M "8 0 bt A IR E R
fir < eh(Hypogonadism) e o e £
IRHEEY XET M XA
fb AT S 2 i e RN 0 vE
%é?ﬁﬁ%?%Tﬁiéﬂ
RS S
D * EAMERREFECF T
(] %300 ng/dL) » (2)5 & % % 475 4
Mg > FEFELEFRLE L TRk
ERTE - REFRLENE NG AT

AREREAMA L2 giRT & ¢ ERME
B R A §ERFRFA LInR

THEREFH PRFART A LR
%ﬁ?%ﬁﬁﬁ%ﬁmoﬁﬁ?ﬁ;i%
PELHETFR2AEERAE 5 IRE
B R A SRR R RR R T
¥R B ]“i]“iﬁﬁ‘i it # E_(primary

BRiE R R

2014/11/21 = 4
WG L%z 2 P 2% 2dp
BEA S FRE A G - RaEHT AR
B AR H TR R MT T R
BB g AL bR o Tt o g
BB ERE g F a2 % 2

ES SIS L A i
fib A oA 2 AR BB & o

MR RB, g

hypogonadism) M3 (242 s i 3 &~
s TRE TG FRFNRE
SRS by 3 S G i ]
w ttt’iﬂ:ﬁ}ﬁ it T (secondary
hypogonadism) » & % 4:¢ = & 1 4 3f h
S G T RA R L L A &
&+4 ~ % F (spironolactone, alcohol,
ketoconazole, cyclophosphamide) ~ 7 £ &
FoPMAR FT AR MR
[

o

E
E

5 R EM R A A PR
Telk B he 2 F B e SR AL TR FIAR 42
L2 3L ARG U
(Hypogonadism) s % 755 ~ F 4% a0
W TP EPRmERFEL YR &
21 R s AN o A i T8 S
N g TRERID R BT RN R R
¥
Foow o MR enjiciEfogpsi 5 EE T 7
RECBHATESRE SRY o F
B g TR 2R e o

Eaﬂ‘p};ﬁ%c_‘;f o

S

PR~ R TR ARk VDFK? e

o

Sl



LA ARAMI S

I o L S I A A PR
HA) & J5 v R&EH(EER) - :i:aw;sq \
R €73
B R @%w&ﬁ%é%o

F R AT S sy B B S VA
B3 A B % Ak (testosterone enanthate)l®l
£ N[ s & FIfF (testosterone
cypionate)l® » sF 3 H|E = B W ¢ F 1 7y
frek R ~ ER 2 MER § LR o
BRKF3I6F-ZITH -2 % &
M AE2~AE 5 § 4 - A E e 4|
(- £ & A pr - testosterone
undecanoate)!0 » & & & =t ;1 41,000 mg/
- I EZ BV AR - ATV 5 A s
T RR TIE R E > Bov Y
103 » 2 ¢ 5 "R AR -
777 AR EM

‘éi“%i\}j%,, o @ 7'@"::‘%'\

RF v PRABA L

Bk S upped it RAI(RR)
T OPRGE Hw)ia ARFHMIPEI R

_-g;
¢ A 4 3%4 |4 ehR 4 o Andriol
fe % FfE T RS R

®AHELT 0

Testocaps® % 5 - -

ZHFHEFL2ERR

d BT F - A7 g Mg 2165
Mg E ks f(pre-existing)
Foh o enE AT I 1 B IR AT A 6 A
Segf A s VUL g (o R TT) Db e 0 T
LB AMA A K o HAPE D G
vt g (Rate ratio, RR) % 1.36, 95% % #f % &
=1.3~181 ; =< 3v65k § (£ H fpth &t
& %2.19,95%1 5§ ® B =1.27~3.77 » &%
B (EMA)>:2014# 047 117

4’\;«1_'—}1

PE R

(A H g% & B fp 40 + 111 B 77 W ik >
TSR GE R N Tk SueRj o Bt g 30
A L FERRATIR T g R R R TE
* (first-pass inactivation) -

Yoo imGTeR A £ A BB i
At » Androgel® @ "3 2% x i 3 - =it 4p
FRRFR*5E L E EREAEG T
BRR o~ ERE{e[S IR0 2T B R T
2EE -

R et LB FfR T 0 R R
Fimitk bR T R A B(pre-
existing) er1 71| 8;11:)%61)@ %o P EAERR
£ (242 frim i o R R
17w/ 4p Bc(prostate specific antigen, PSA) 12

R0

T E R ”’}‘th‘;f SRR - a2
It EEE- ST o mXELARZRG R
%(a%_%iéﬁ@ﬂ%,mﬁﬁﬁ
B EPREEARK LRE L

0 «Lﬁﬂ%ﬁﬁ&?}ﬁi}h&)ﬁ* » 7R SF T AP
WAty s HEH o fFHRE
S g L8

B 444973 7 testosterone = A # 5.2 3%
FHERGEF > Mg 208 2 FDA
AIF12013# 3 2 FWFF I § ]2 13
& 4 i R g 116 (Veterans Health
Care Study) ¥ 4~ A3 # v F AR M 2
FrP o PFLTAPES
P 03 4R B R AT L AR ROT LG
=R SN K S
40 30% ¢k & (Hazard ratio=1.29,

B s R

BLH

R T T qrt*’z_ﬁ":}ﬁé_\j‘s



95% 13 #f ¥ ¥ =1.04~1.58) - 17#y 2013 & 2
i ¥ 5 ¥ 7|(BioMed Central) % % - f w
R s s 2 477 o~ 27 3 3 5% (% 2,994
EP) s RBAIBREL L FAFLE
i# (composite cardiovascular events) > fc &
Sk F RS TR T AR
SRR ST e WS o AR
’Ff\? NN IS S R il SR S S

b @ o ERI AR 0 F 8 RF
R#rirg on RS- E2 AR
@m’%ikkﬁggﬁggﬁﬁrﬁ
Feod BLR(R - )= 2+ g 3
ShOMAFT SRR AR LHT
v s EARBEE 2 XA T E A
A TR B EB A R O s
o EAAMEE TR A LFALR
Z (publication bias)=F® 42 - gt S & & 47
28y B en B (12) <30% 0 1 FH ¥k
& (fixed-effect) #c5% & 47 > &+ BI(B =)

BT 2T R 2 R 57.8% »
p=0.3484 » & &% 5 & Ffp A A A it
PERR RO GRET LF LR
s gt 2 & 1L (Odds ratio,
OR) % 1.54,95% % #f % F=1.09~2.18 -
Ra o BuFT R ANREEEF
UEE R PR EE SRR 1] Y
#¥5 - Baillargeon J % 4 4 4 2 9# L4
Aoy U8 & B AT LR 21y
Ao el g B 'R & 4p M M2 (Hazard
ratio=0.84, 95% 1 #f % A" =0.69~1.02) -
Robert Tan% 4 e= 3 & 5% 19188 7 i 14 58
2wl B fod bk S&(SIHT R R
vt 5 0.14,95% 7 4 % A =0.098 to
0.211, p<0.0001 ; # B Ap¥+ R *&- & 5
0.107, 95% 13 #¢ % ¥ = 0.06 to 0.21,
p<0.0001) - Corona G% * # % 2z & st
wRERT 5 RO A 4 g R A A e

UETOE RS SN E Y R

Testosterone Favours Placebo
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Figure 2 Funnel plot of placebo-controlled randomized trials

examining the effects of testosterone therapy on
cardiovascular-related events.
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Odds Ratio

Testosterone Placebo

Study Events Total Events Total OR 95%-C| W(fixed)

'

|
Spitzer 2012 4 70 2 70 —_—1— 206 [0.37; 11.83]  4.0%
Hoyos 2012 133 0 3 I B EEEE— 318 [0.13 81.01] 1.1%
Ho 2010 160 1 60 — 100 [0.06: 1637]  1.5%
Kaufman 2011 1 234 0 40 —_— 417 [0.24; 72.13]  1.5%
Jones 2011 5 108 12112 o 040 [0.14; 1.19] 10.3%
Aversa 2010 0 40 110 —— 0.08 [0.00; 207] 1.1%
Basaria 2010 25 108 5 103 | — 6.05 [2.22; 1651]  11.9%
Kalinchanka 2010 0 113 2 7 — 012 (001 250  1.3%
Srinivas-Shankar 2010 5 138 2 136 —1Tt=— 252 [0.48; 1321]  4.4%
Caminiti 2009 ER -] 1 35  E B— 206 [0.18; 2383  20%
Ghapman 2009 1o 112 A E— 110 [0.06; 2001]  1.4%
Legras 2009 1237 0 79 o 101 [0.04 2501]  1.2%
Emmelot-Yonk 2008 8 120 3 17 —— 271 [0.70; 1040]  6.6%
Svartberg 2008 119 0 19 _ 316 [0.12; 8284]  1.1%
Brockenbrough 2006 9 15 g 21 e 120 [0.34; 4.18) 7.7%
Malkin 2006 4 37 4 39 —— 106 [0.25 459] 5.6%
Merza 2006 o 20 1 19 -— 030 [0.01; 7.85) 1.1%
Nalr 2006 7 a0 6 a2 —_—t— 132 [0.39; 450 B.0%
Amary 2004 124 0 24 _— 313 [0.12; 80.6B]  1.1%
Kenny 2004 0 6 i 5 e E— 023 [0.01; 705  1.0%
Svartberg 2004 0 15 1 14 —— 029 [001; 774 14%
Snyder 2001 9 54 5 54 —T 196 [0.61; 6.29] B.8%
English 2000 2 25 0 25 s B e — 543 [0.25:118.96] 1.3%
Sih 1987 1017 1 15 — 088 [0.05 1533]  15%
Hall 1996 a 17 2 18 B 019 [0.01; 423  1.2%
Mharin 1993 11 0 10 —_— 300 [011; 8240]  114%
Copenhagen 1986 16 134 5 & T 222 (078 631] 11.0%
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Fixed effect model 115 1733 65 1261 <= 154 [1.09; 218]  100%
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Figure 3 Forest plots of placebo-controlled randomized trials examining the pooled effect of testosterone therapy on

cardiovascular-related events.
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1. FDA Drug Safety Communication: FDA evaluating risk of stroke, heart attack and death
with FDA-approved testosterone products.
http://www.fda.gov/Drugs/DrugSafety/ucm383904.htm (Accessed on 2014/12/22)

2. Testosterone Products: FDA/CDER Statement - Risk of Venous Blood Clots.
http://www.fda.gov/Safety/MedWatch/Safetylnformation/Safety AlertsforHumanMedicalPro
ducts/ucm402054.htm (Accessed on 2014/12/22)
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Refereneces

1.

10.

11.

12.

13.

14.

15.

16.

17.

18.

Review of testosterone-containing medicines started.
http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2014/04/news
_detail_002069.jsp&mid=WC0b01ac058004d5c1 (Accessed on 2014/12/22)

Possible cardiovascular problems associated with testosterone products.
http://healthycanadians.gc.ca/recall-alert-rappel-avis/hc-sc/2014/40587a-eng.php (Accessed
on 2014/12/22)

Pharmacovigilance Risk Assessment Committee (PRAC). review does not confirm increase
in heart problems with testosterone medicines.
http://www.ema.europa.eu/ema/index.jsp?curl=pages/news_and_events/news/2014/10/news
_detail_002184.jsp&mid=WC0b01ac058004d5c1 (Accessed on 2014/12/22)

No consistent evidence of an increased risk of heart problems with testosterone medicines.
http://www.ema.europa.eu/docs/en_GB/document_library/Press_release/2014/11/WC50017
7618.pdf (Accessed on 2014/12/22)

Harrison’s Manual of Medicine, 15th Edition, Chapter 174, p791-793.

Summary of Product characteristics of Testosterone Enantate 250 mg/ ml Solution for
Injection. https://www.medicines.org.uk/emc/medicine/391 (Accessed on 2014/12/22)
“Be~” E2cE 1 % 18R ¢ ¥ 7 H Testosterone Cypionate Injection“Y.Y. ”
http://www.fda.gov.tw/MLMS/(S(e04pn0ehoxhlg3313zlvwjrm))/ShowFile.aspx?Licld=010
17919&Seq=001&Type=9 (Accessed on 2014/12/22)

wte % 3 s+# ¢ <> 7 H Nebido 1000 mg/4ml solution for injection.
http://www.fda.gov.tw/MLMS/(S(e04pn0ehoxhlg3313zlvwjrm))/ShowFile.aspx?Licld=020
24688&Seq=004&Type=9 (Accessed on 2014/12/22)

2P #F & ¢ < 7 H Andriol Testocaps® 40mg Capsules.
http://www.fda.gov.tw/MLMS/(S(f35umy45cnjcmiesj3b2sbbv))/ShowFile.aspx?Licld=0201
5457&Seq=004&Type=9 (Accessed on 2014/12/22)

R Er% 29 ¢ < 7 H Androgel ®
Gel.http://www.fda.gov.tw/MLMS/(S(e04pn0ehoxhlg3313zlvwjrm))/ShowFile.aspx?Licld=
02023988&Seq=002&Type=9 (Accessed on 2014/12/22)

Summary of Product characteristics of Nebido 1000 mg / 4ml, solution for injection.
https://www.medicines.org.uk/emc/medicine/15661 (Accessed on 2014/12/22)

Finkle et al. “Increased risk of non-fatal myocardial infarction following testosterone
therapy prescription in men.” PLoS One. 2014 Jan 29;9(1):e85805.

http://www.ema.europa.eu/docs/en_GB/document_library/Referrals_document/Testosterone
_31/Procedure_started/WC500165210.pdf (Accessed on 2014/12/22)

Vigen et al. “Association of testosterone therapy with mortality, myocardial infarction, and
stroke in men with low testosterone levels” JAMA. 2013 Nov 6;310 (17):1829-1836.

Xu L, Freeman G, Cowling BJ, Schooling CM. Testosterone therapy and cardiovascular
events among men: a systematic review and meta-analysis of placebo-controlled
randomized trials. BMC Med. 2013;11:108.

Baillargeon J, Urban RJ, Kuo Y-F, et al. Risk of myocardial infarction in older men
receiving testosterone therapy. Ann Pharmacother 2014; 48: 1138-44

Tan R, Cook KR, Reilly WG. Testosterone therapy is not associated with higher risk of
myocardial infarction or stroke: the low T experience. Abstract Book of the 2014 Annual
Meeting of the American Association of Clinical Endocrinologists (AACE), p. 238, abstract
#1353. https://www.aace.com/files/late-breaking-abstracts-2014.pdf

Corona G, Maseroli E, Rastrelli G, et al. Cardiovascular risk associated with testosterone
boosting medications: a systematic review and meta analysis. Expert Opin Drug Safety
2014; 13: 1327-51.
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Figure 5: Kaplan-Meier graph of overall survival in an updated analysis
Analysis included the intention-to-treat population and was not protocol prespecified. Tickmarks show censored

data. TPC=treatment of physician’s choice.
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