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Guidelines on the

Koatev0vovrpreg Oonyleg Management of

Medication IC

a-blockers

Male Lower Urinary

EAU AUA Tract Symptoms
(LUTS), incl.

Benign Prostatic

5ARIS aE

Obstruction (BPO)

Combination R

R: Recommended

*: Enlarged prostates

cer and Prostate Diseases

LC.U.D (International Consultation on

S.LU (International Society of Urclogy)

EORTC-GU (European Organisation for Research and Treatment of Cancer)

Edition 2006
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KotevOvovmypieg I'pappég

416 Recommendation

Male Lower Urinary
LUTS), incl
(LUTS), Incl.
Benign Prostatic
5a-reductase inhibitors should be offered to men who have moderate-to-severe lower urinary g
tract symptoms and enlarged prostates (> 40 mL) or elevated prostate specific antigen 4
concentrations (> 1.4 — 1.6 pg/L). Sa-reductase inhibitors can prevent disease progression Stru dlon BP

with regard to acute urinary retention and need for surgery.

a,-blockers should be offered to men with moderate-to-severe lower urinary tract symptoms

UPDATE FEBRUARY 2012

426 Recommendations

UPDATE FEBRUARY 2012

4.6.1.6 Recommendations

Combination treatment with a,-blocker together with 5a-reductase inhibitor should be offered
to men with moderate-to-severe lower urinary tract symptoms, enlarged prostates (> 40 mL),
and reduced Q__ (men likely to develop disease progression). Combination treatment is not w

recommended for short-term therapy (< 1 year). European
Association

32 UPDATE FEBRUARY 2012 © European Association of Urology 2012 of Urology

5° AiadpaoTiko ZxoAsgio OupoAoyiag, 26-29 AmpiAiou 2012, X. MapouAakng: c.mamoulakis@med.uoc.gr



I'YPOX 1

Anotersopotikotnta (IPSS — Qmax)
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Table 3: Randomised, placebo-controlled trials with o -blockers in men with LUTS (drugs in
chraonolagical order; selection of trials)

z:.;z::)n Treatment (daily dose) S;;:f: .:; ‘ " TGXE: I,G évq p & n 6 p(’] C)' n g

Jardin et al. 2 Placebo
{1991) [14]

4
ab Nel ~ A
Buzelin et al. 12 2= =1
.. (WPEC — NUEPEC,
van Kerrebroeck
et al. (2000) [16] Alfuzosin 3x 2.5 mg

il R max: Aiyeg eBOOPAdEC)

MacDonald and Placebo
Wilt (2005) [17] Alfuzosin: all {(Boyarski) T
formulations -1.8° (IPSS) T - . "
* 'Hma-Metpia-2opapa LUTS
{2001) [18] Doxazosin 1 x 1-8 mg 6ap
|R i a,0
Doxazosin 1 x 4-8 mg

e | IPSS (35 - 40%
McConnell etal. | 234 Placebo )

{2003) [8] Doxazosin 1 x4-8mg | 756 b 5ab

Chapple et al. Placebo

(1996) 19 Tamsulosin MR 1 x 0.4 ° T Qmax (20 - 25%)

Lepor (1998) [20] Placebo
Tamsulosin MR 1 x 0.4

» Apaon # Vp yia TTEPiodo < 1
el 3 £T0C, KAOAUTEPQ MOKPOXPOVIA

Tamsulosin OCAS 1 x c] L4 T4
ATTOTEAEOUOATA O€ AOOEVEIC UE
0.8 mg
Vp <40 ml
mg -115(-2.1
IPSS T

 Apaon TOUAGXIOTOV £TTi 4 €TN

Roehrborn et al. | 52 Placebo
(1996) [24] Terazosin 1 x 1-10 myg
Wilt et al. (2000) | 4-52 Placebo
[25] Terazosin Boyarski )
-33E (PSS )
= maximum urinary flow rate (free uroflowmetry); PVR = post-void residual urine; a = significant compared

eline (indexed wherever evaluated); b = significant compared to placebo; T = absolute value. E A U G u I d e I I n e S 2 O 1 2
]
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Table 5: Randomised trials with 5a-reductase inhibitors in men with LUTS and benign prostatic
enlargement due to BPH

Y 4 ’ V4
Trials Duration | Treatment (daily Change in Change in | Changein () B 6 6
{weeks) dose) symptoms Qs prostate p a 8 I G gva p 6 n a O-

(% IPSS) {mL/s) volume {%)
Lepor st al.

(1996) [4] 7 : ; : (6-1 2 “ rl]vgg)

Kirby et al.

-- + 10 2-4 ¢n;
B ---
ol IPSS (15 - 30%)

NSNS - + Omax (1,5 - 2,0 ml/sec)
P Sl e * | Vp (18 - 20%)

[8] T ' ) 4

mg

« Apdon f (+) base Vp (PSA):
McConnell Placebo —23 8 +1 42 +24 2

Nickel et al.
(1996) [7]

Roehrborn

& 2l e Dutaéteride1x 2167 -. :.-:3 ’ > %

0.5 mg
et al. (2008) 0.4 mg
05mg
et al. (2010) 0.4 mg
0.5 mg

= maximum urinary flow rate (free uroflowmetry); IPSS = Infernational Prostate Symptom Score; T Boyarski
Score; a = significant compared to baseline (indexed wherever evaluated); b = significant compared to placebo/

EAU Guidelines, 2012
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RRR = 65.8% RRR = 67.6% RRR = 70.6% RRR = 44.1%
(54.7%, 74.1%) (52.7%, 77.8%) (57.7%, 79.5%) (33.6%, 53.0%)

lncidence| l I I I | I l

25% 1 RRR=19.6% RRR = 18.3% RRR = 31.1% RRR = 31.2% - w
(~10.9%, 41.7%) (~27.0%, 47.4%) (~4.0%, 54.4%) (17.7%, 42.5%) * |~ Combination

21.5% ' Dutasteride
Tamsulosin

Percent of patients

24% Time (months)

767 | (=84 {18t Bt 11244 =108 i"MM'IZ. L L I )

AUR or BPH-related AUR* BPH-related surgery* BPH clinical
surgery progressionf

[l Combination (n=1610) [ Dutasteride (1=1623) & Tamsulosin (n = 1611)

Roehrborn, et al. Eur Urol 2010: 57:123-31
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FIG. 1. m Combination  m Dutasteride Tamsulosin
Incidence of AUR or BPH-related

surgery by baseline PV tertifes.
P < 0.007 vs combined therapy.

RRR RR reduction

RRR = 72.6%
RRR = 69.3% (95%CI 58.7, 81.9)

(95%C| 48.2, 81.8) | |

*

—
RRR=29.6%  RRR=151% 18.4
RRR = 39.4% (95%C]| (95%CI

© (950%C| —7.0, B5.6) -27.2,61.0) —39.3,48.3) o ofscs | 10-2.
I 1 ' ' 4 ' ' Risk reduction estimate, 8% (95% confidence interval) Tam_ Comb | RR reduction in time to AUR or

RRR = 155% il 9%
1811 1610
| (95%C| —54.3, 53.7) 10.7 Overall Overall

BPH-related surgery for
o e o G 640 80 | combined therapy vs tamsulosin
265 years " 070 929
| fapy by basel
e o e 1ig | Monotherapy by baseline
200 . 4“6 41| subgroup,

Baseline PV <40ml + 4 “, 46 444
>42.0-<578 S - 11

Baseline PV, mL Baseline PSA <3 ngfmL 85 597 40
23 ng/ml e 1004 962

N
<

— e, e
N = Oy QO

Incidence, %
=

6.1

m Combination  m Dutasteride Tamsulosin FiG. 2. Orax <104mls iy g0 M2

Incidence of AUR or BPH-related 2104mls o 791 838

RRR = 65. 1% , Baseline BMI <268 kgfm* .7
95%CI 477,767)  Sutgery by baseline FSA Jevel 2068 k" 4— me o

! tertifes™ = 0.007 vs r:ombmed R NG 6] T
15.9 therapy. RRR, RR reduction, treatment?  Yes : 836 839

—_ -
oy Q0

RRR = 69.4%
(959%CI 50.1, 81.3) :
RRR = 62.0% J % Race White 1421 1405

(95%C| 29 .4, 79.6) 123 Non-White | 1189 206
1 RRE= 262300 " RRRE=-2G.1% PSS HRQL <4 161 767

RRR = 44.0% (95%C] (959%Cl 54 B4 842

(950 Cl -7.3,70.7]  —104,63.3) —109.9, 25.4)
| — ¥ | | | T T T |
7.0 =20 0 20 40 60 80 100
: i Favors tamaulosin€—— ——m Favors combination

- =
M=

pR—

Incidence, %

=2.7-=<44
Baseline PSA, ng/mL

Roehrborn, et al. BJU Int 2011; 107:946-54
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TABLE 3 RR reductionof time to BPH clinical progression after 4 years of treatment for combined therapy vs dutasteride and combined therapy vs tamsulosin,

by baseline characteristic

Baseline variable

Incidence at 4 years, % (95% Cl)

RR reduction, % (95% Cl)

Combined therapy

(dutasteride/tamsulosin)

Dutasteride

Tamsulosin

Combined therapy
Vs dutasteride

Combined therapy
vs tamsulasin

Age years
<5
265
PSS
<10
220
PV, mL
<40
240
PSA level, ng/ml
<3
23
Qe ML
<104
2104
BMI, kg/m?
<268
2268
Previous treatment?
No
Yes
Race
White
Non-White
PSS HROL
<4
24

150 (129, 17.)
7.1 (48, 94)

115 (85, 14.5)
13.1(11.1, 150

11.1(87, 135)
137 (115, 159)

132 (108, 158)
12,198, 143)

133 (1.0, 15.7)
120(98, 142

119956, 143)
130 (108, 153)

121 (104, 13.8)
164 (1.1, 217)

163 (136, 19.1
189 (164, 214)

21.2(18.8, 235)
95 (68, 12.1)

183 (148, 217)
17.6 (154, 19.8)

19.1 (161, 22.1)
170146, 19.4)

17.7 (151, 203)
180 (153, 206)

16.1 (136, 18.6)
19.6 (168, 223)

169 (142, 19.6)
18.5(159, 21.2)

177 (157, 197)
184 (129, 239)

217 (18,8, 24.6)
14.4(120, 167)

217 (185, 249)
214 (189, 240)

23.2 (208, 257)
173138, 208

16.7 (133, 20.1)
26212, 261)

19.6 (164, 22.8)
229 (203, 255)

215187, 243)
216 (18.7, 245)

207 (179, 235)
222194, 25.1)

199 (17.1, 228)
23.1(203, 260)

204 (183, 229)
2956 (234, 368)

229 (200, 259)
203 (17.6, 230)

320 (9.0, 49,1
310(133, 451)

322 (17.6, 443)
5.2 (-17.0,522)

393 (14.2, 57.0)
27.8 (108, 41.5)

147 (260, 56.6)
208 (03,37.0

287 (8.2, 44.7)
334 (14.1,48.4)

18.6(-52, 369)
109 (239, 54.1)

303 (8.6, 46.8]
327 (140, 473)

33.1 (188, 449)
194 (-308, 50.3)

32.2 (140, 465)
307 (87,413

50,6 (34.7, 62.7)
389 (238, 510)

38.4(253,49.)
606 (41.0,737)

313 (22, 518)
478 (36.3,57.2)

438 (245,581
438 (303, 54.6)

39.7 (23.1,528)
476 (329, 59.0)

369 (193, 506
49.1 (35,0, 60.2)

408 (3.1, 545)
47.2(33.2,58.)

426 (307, 525)
493 (219, 67.1)

35.1(18.0,48.7)
52,6 (385, 63.4)

TABLE 4 RR reduction of time to symptom deterioration after 4 years of treatment for combined therapy vs dutasteride and combined therapyvs tamsufosin, by

baseline characteristic

Baseline variable

Incidence at 4 years, % (35% Cl)

RR reduction, % (95% Cl)

Combined therapy

(dutasteride/tamsulosin)

Dutasteride

Tamsulosin

Combined therapy
Vs dutasteride

Combined therapy
Vs tamsulosin

Age, years
<bh
265

PSS
<20
220

Py, L
<40

240

PSA level, ngfml
<
23

Qe ML
<10.4
2104

BMI, kgyfm?
<268
2268

Previous treatment?
No
Yes

Race
White
Nan-White

IPSS HROL
<4
24

79 (59, 100)
9.1(7.3, 11.0)

113 (9.4, 13.1)
25(1.1,39

9,063, 117)
8569, 101)

88 (6.6, 109)
8669, 104)

93 (7.3, 11.4)
8062 98)

88 (63, 107)
8.6 (6.6, 105)

85 (7.1, 100)
9553, 137)

12,1 (9.8, 14.4)
55(39,7.0)

147 (115,17.9)
124 (105, 143)

152 (124, 17.9)
118 9.7, 13.8)

116 (3.4, 138]
145 (121, 17.)

124 (10,1, 148)
135(11.2,158)

129 (112, 146)
142 (8.2, 192)

167 (14.1, 19.4)
99 (7.9, 119)

147 (118,174
139 (117, 16.1)

17.6 (154, 19.7)
5.6(35,77)

115 (8.6, 14.4)
154 (133, 17.5)

13.1 (104, 158)
150 (128, 17.3)

13.5(11.2, 159)
149 (124, 17.4)

143 (115, 168)
143 (119, 167)

12.6(10.2, 150)
160 (135, 185)

13.1 (113, 149)
218162, 275)

162 (136, 18.8)
125102, 147)

340(7.0,53.2)
36.2(16.2, 515)

362 (202, 489)
255 (575, 64.6)

400 (115, 59.3)
325(127. 47.8)

442 (227, 598)
27.6 (39, 455)

306 (6.4, 48.5)
39.6(17.9, 55.5)

53[-17,42)
125(227,573)

316 (60, 502
38.2(17.0, 540)

349 (18.2, 48.2)
37.5 (=134, 65.6)

2.3 (76,459
454 (219, 619)

Roehrborn, et al. BJU Int 2011; 107:946-54
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47.4 (265, 624)
36.3 (16.4,51.4)

385 (232, 507)
85.6 (11.6, 77.7)

203 (-20.2 47.1)
473 (325, 58.8)

32.1 (43, 518)
458 (29.1,58.5)

319 (8.4, 49.4)
488 (309, 62.1)

39.8 (188, 54
42.4 (225,571

320 (65, 50.5)
488 (318, 61.6)

365 (202, 49.6)
59.4 (298, 76.5)

260 (32, 435)
£8.1 (407, 70.4)
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The NEW ENGLAND The Effects of Combination Therapy with Dutasteride and
JOURNAL of MEDICINE Tamsulosin on Clinical Outcomes in Men with Symptomatic Benign
DECEMBER 18, 2003 Prostatic Hyperplasia: 4-Year Results from the CombAT Study

The Long-Term Effect of Doxazosin, Finasteride, o . N _ _
and Combination Therapy on the Clinical Progression Claus G. Roehrborn®*, Paul Siami®, Jack Barkin¢, Ronaldo Damido“, Kim Major-Walker

of Benign Prostatic Hyperplasia Indrani Nandy ©, Betsy B. Morrill ¢, R. Paul Gagnier ®, Francesco Montorsi’
on behalf of the CombAT Study Group

John |
Leroy v | Table 4, The Ten Most Frequent Adverse Events Reported among the Groups.®

John P.

. .
and Combination Table 4 - Adverse events

Variable Placebo Doxazosin Finastetide  Therapy

Combination, % (n=1610}  Dutasteride, % (n=1623) Tamsulosin, % (n=1611)
Total no. of person-yr 3489 3652 3600 3832

Any adverse event 73 73 72
Any serious adverse event 19 21 22
Adverse event Any drug-related adverse event % 21 19

; ; Any sericus drug-related adverse event <l <l <l
Erectile dysfunction 332 3.56 4.53] 5119 Any adverse event leading to study withdrawal 13 12

Dizziness 2.79 44171 2.33 5.35¢ Any drug-related adverse event leading to study withdrawal 6 4

rate/100 persen-yr of follow-up

Paitiival hyp SR 299 4037 5 e 4337 Drug—rglated adverlse events occurring in >1% of subjects in any treatment group
Erectile dysfunction

Asthenia 2.06 408+ 1.56 4.207 Retrograde ejaculation

Diecreased i 140 156 5 4 5 i Aleed (detessd) fid
Fjaculation failure

Abnormal ejaculation 0.83 1.10 1.787 3.05¢ Semen volume decreased

) Loss of libido
Peripheral ederna 0.66 0.88 0.72 1.25¢

Dizziness

Dyspnea 057 0.93 0.56 1.20¢ Gynaecomastia
Nipple pain
A||ergic i 046 0.857 0.5 0.73 Breast tenderness

Somnolence 0.37 0827 0.39 0.787

—_ o N N N N a e e D

" Combination vs dutasteride and tamsulosin p < 0.001.

* The nurmbers shown are the rates per 100 person-years of follow-up (incidence
density) as of September 30, 2002.
T P<0.05 for the comparison with the placebo group.

Mc Connell, et al. N Engl J Med 2003; 349:2387-2398
Roehrborn et al. Eur Urol 2010; 57:123-131
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OpuoviKoi xeipiouoi (5 ARIS)

O 5AR-1 |

q 5AR-2
Testosteron\

5AR-3

Dihydrotestosterone

\ - Heat-shock proteins

o—

CYTOPLASM Androgen receptor

NUCLEUS
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Target:

Oral daily dose:

Finasteride

Dutasteride
FL e
6.l
©GFy
N

=

oyl
I;fﬁ}

o}

SAR-1 and SAR-2
0.5mg

Properties

5AR-1

5AR-2

Size

Molecular weight
Optimal pH
Biochemical state
Tissue distribution

Expression in prostate

Gene name
Chromosome location

259 amino acids
295kDa

6-8.5
Hydrophobic
Liver, skin, brain,
ovary, prostate,
testis

Normal (low), high
in BPH and cancer
SRD5A1

5pl5

254 amino acids
28.4kDa

5-55

Hydrophobic

Prostate, epididymis,
seminal vesicle, genital
skin, uterus, breast,
hair follicle, placenta,
testis

Normal and BPH (high)
low in cancer

SRD5A2

2p23

PSA

hk2
NKX




Opuovikoi xeipiopoi: PCPT

Prostate Cancer Prevention

PCPT Schema

Men 55+ yr
= B R E.r_-:ng rrr..P gafl The Influence of Finasteride on the Development of Prostate Cancer
AUA Score <20
VELF:R:1: 7.
| Randomization I \
| Placebo I Follow-up I Finasteride |
every 3 months
Biopsy* ‘G ‘ for 7 years I 3 ‘ Biopsy* ‘
End of Study End of Study
Biopsy Biopsy

*Etnoia rapakoAouBnon (DRE-PSA): Bioyia: DRE + i PSA>4 ng/ml

Thompson, et al. N Engl J Med 2003; 349:215-24
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Opuovikoi xeipiopoi: PCPT

PCPT Key Findings:
Overall Prevalence

o
[on’

=
o)
[ g ]

" pum——T Y-

reduction

20

=
oo

15
Finasteride

prawibN 18.4% CJPlacebo

10+ H Finasteride

.
U
8]
C
y']
0]
U
-
[v]
b
1]
Q
)
o
Q
2
=
[y']
fal
Q
.
o

Prostate Cancer Prevalence

Years after Randomization

H ueAeTn TeAciwoe 15 unvec vwpitepa AOyw onUAvTIKNG MEIWONG
TNC ETTITITWONG KAPKIVOU TTPOCTATN 0TV OJAda PIVACTEPIONC

Thompson, et al. N Engl J Med 2003; 349:215-24 | §
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Opuovikoi xeipiopoi: PCPT

Finasteride ;: PCPT trial

What is the problem ?

Gleason score

Thompson, N Engl J Med 2003

Aucnon = 25% Twyv oykwv GS > 6 (P = 0.005)
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Finasteride induces a reduction in prostate volume
that allow a better identification of high grade cancer

33.6 cm? 25.5cm?

Result in Finasteride:

Result in Placebo: Gleason 3+4
Gleason 3+3

@ Gleason 4 , Gleason 3

H @ivaoTepidn mToavov Ogv £TTAYElI OYKOUC UYPNANC KOKONBEIOC
aAAQ PEIWVOVTAC TOV OYKO Tou TTpoaTaTn (= 25%) aucavel Tnv
molavoTnTa aveupeong Touc (augnon euaicbnoiac PSA-DRE

Lucia, et al. Cancer Prev Res 2008; 1:167—73|"
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OpuOVIKOI XEIPIOYOI:
Reduction by Dutasteride of PCa Events (REDUCE)

of Prostate Cancer

Gerald L. Andriole, M.D., David G. Bostwick, M.D., Otis W. Brawley, M.D.,
Leonard G. Gomella, M.D., Michael Marberger, M.D., Francesco Montorsi, M.D.,
Curtis A. Pettaway, M.D., Teuvo L. Tammela, M.D., Claudio Teloken, M.D., Ph.D.,
Donald J. Tindall, Ph.D., Matthew C. Somerville, M.S., Timothy H. Wilson, M.S.,

lvy L. Fowler, B.S.N., and Roger S. Rittmaster, M.D.,
for the REDUCE Study Group*

» Dutasteride vs. placebo, 4 €1n diapkela, TTOAUKeVTpIKN RCT

e 8231 avopec 50-70 eTwyv, PSA 2,5-10ng/ml, apvnTikn Blowia
6 pynvec Trpiv (HGPIN, PCa), Vp<80mI, AUA SS<25

» Bioyia TpooTATOU: £TTI KAIVIKAC UTTOWIAC, 2 & 4 Xpovia

Andriole, et al. N Engl J Med 2010; 362:1192-202 |
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Opupovikoi xeipiopoi: REDUCE

[[] Dutasteride [l Placebo

Relative risk Relative risk
reduction, 22.4% reduction, 23.7%
(95% CI, 13.0-30.8)  (95% Cl, 9.9-35.3)
P<0.001 P<0.001
1722

[4h]
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=
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* Meiwon KivOUuvou yia Kapkivo Kata 23%
* Mn onuavTikn augnon ouxvotnTtag oykwyv 7-10 GS
e  20@PNC TAON AUCNONG KIVOUVOU YIa eg@pavion oykwy 8-10 GS

Andriole, et al. N Engl J Med 2010; 362:1192-202 |
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Opupovikoi xeipiopoi: REDUCE

Table 4, Incidence of Adverse Events.*

Dutasteride Placebo
Event (N=4105) (N=4126) P Valuej

Dutasteride Placebo
- - no. (%)

Relative risk Relative risk Relative risk
reduction, 77.3% reduction, 73.0% reduction, 40.7% Any adverse event 3017 (73.5) 2966 (71.9) 0.10

P<0.001 P<0.001 P<0.001 Any serious adverse event 748 (18.2) 837 (20.3) 0.02
8.8

—
Mo

—
=

Drug-related adverse event
Any 904 (22.0) 604 (14.6) <0.001

Leading to permanent discontinua- 176 (4.3) &3 (2.0) <0.001
tion of treatrnent

Occurring in 21% of subjects in
either study group

Decreased libido 137 (3.3) 65 (1.6)
Loss of libido 79(1.9) 54 (1.3)

(
Erectile dysfunction 369 (9.0) 237 (5.7)

Acute Urinary BPH-Related Urinary Tract Decreased semen volumej 56 (1.4) 9 (0.2)
Retention Surgery Infection

)
X
et
=
s
T
C.
=
o
=
o
o B8
o
L .
(a

Gynecomastia 76 (1.9) 43 (1.0)
Death§ 70 (1.7) 77 (1.9)

» BeATiwon ammoreAeouatwy mou oxeTtiovral pye BPH

o ETiTTTWON TTapevepyeiwy TTOPOUOIA JE QUTN META ATTO
xopnynon via BPH (Dutasteride: 22%, Placebo: 15%)

* 2 UXVOTEPA ETTEICOOIA KOPOIAKNG AVETTAPKEIAC

Andriole, et al. N Engl J Med 2010; 362:1192-202
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Oppovikoi xeipiouoi (5ARIS): KateuBuvTtnplec odnyiec

o ACUTITWATIKOI avopec ue PSA < 3 ng/ml 1Tou 10 yeTpouv
TOKTIKQ 1 €ival TTpoBuuol va UTTOBAAAOVTOI O€ ETNOIO EAEYXO,
UTTOPEI VO wPeAnNBouv a1ro TN oulnNTnon Via Ta UTTEP TNG

XpNong yia mpoAnwn tou PCa Kal Touc ouvNTIKOUC KIVOUVOUG

» To id10 Io)UEI Kal yia TouC acBeveic TTou Aapfavouv 5ARIS yia

KaAonOBeic kataoTaoeic (BPH/LUTS)

Kramer, et al. J Urol 2009; 181:1642-57 | =)
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ANAQ...

ASCO/AUA Special Announcement on FDA Decision Re:Dutasteride

Special Announcement {(2/22/11):

In December, 2010, the FDA's Oncologic Drugs Advisory Committee (ODAC) voted against recommending

dutasteride {Avodart, GlaxoSmithKline) for the indication to reduce prostate cancer risk because in the view

of the ODAC members, the risk for more aggressive tumors outweighed the potential for chemoprevention.

ODAC recommended against prostate cancer chemoprevention labeling for the 5-alpha reductase inhibitors -
dutasteride (vote 14 (no) to 2 {yes), with 2 abstentions) and finasteride (vote 17 (no) to O (yes), with

labstention).

o Au@iofnTouuEVN QOPAAEIQ:
“Not provided compelling evidence confirming that there is not an
Increased risk of high-grade PCa”

o AP@IOBNTOUUEVN ATTOTEAEOPATIKOTNTA:
“Cancers prevented in each trial belonged to the categories least likely to
be clinically significant”

o Ja ammoreAéouara OEV UTTOPOUV VA YEVIKEUTOUV:
“...end of study biopsies do not mirror clinical practice”
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