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Placebo
run-in

MTOPS study

Placebo (n=737)

Finasteride (n=768)

Screening

Baselin

Inclusion criteria:

Age: 250 years
IPSS: 8-30
PSA: <10 ng/ml

e

M28 M72
EOS

Patients with moderate-to-severe LUTS

due to BPH

McConnell J et al. N Engl J Med




Medical Therapy Of Prostatic Symptoms (MTOPS)

Treatment S OIPS OQmax

Um0 arms S [ml/s]

Placebo IRY ) +1.4

l 1 Doxazosin 756 . +2.5

Dynamic Static component
component and and obstructive

imitative symptoms symptoms Finasteride 768 5.0 +2 .2

Combination 786 -7.0%* +3.7%*

210V 1 Xpovo: Doxa vs Combo

Mc Connell et al, N End J Med 2003




CombAT: AttoteAeopaTikoTnTa IPSS

0.0-

1.0- p <0.001 combination versus tamsulosin

p <0.001 combination versus dutasteride
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Baseline 3 12 18 21 24 27 30 33 36 39 42 45 48
Study month

Combination (7 = 1575) < Dutasteride (7 =1592) A Tamsulosin (7 =1582)
Roehrborn et al. Eur Urol 2010




CombAT: AttoteAeopaTikoTnTa IPSS
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YT1repoxr) Combo vs Tamsu a110 TOV 90 Urva
AVECAPTNTWG EI0OUC CUUTITWHATWY

-8.0 T
Baseline 3

] 1 I ] ] 1 I ] | I ] | 1

12 15 18 21 24 27 30 33 36 39 42 45 48
Study month

Combination (7 = 1575) € Dutasteride (#=1592) A Tamsulosin (17 = 1582)

Roehrborn et al. Eur Urol 2010




CombAT: ATTOTEAECPATIKOTNTA Qmax

Adjusted mean change from baseline
in maximum urinary flow rate * standard error

3.0 1 3 T EH :E:-E-

0.0
Baseline 12 18 24 30 36 42 48
Study month

—— Combination (n = 1495) =& - Dutasteride (n = 1505) ==k Tamsulosin (n = 1523)

Roehrborn et al. Eur Urol 2010




CombAT: MeTaBoAn Tou peyeBoucg
TOU TTPOCTATN (OAIKO Kal TZ)

*P <0.001 versus combination.
TIn a subset of 656 men. 18.2%*

4.6%*

-27.3% -28.0% -26.5%

Total prostate volume Transition zone volumet

Combination B Dutasteride B Tamsulosin

Roehrborn CG et al. Eur Urol 2010
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AvemmiOuuntec EveEpyelec

Combinatio
Variable Placebo Doxazosin Finasteride  Therapy

Total no. of person-yr 3489 3652 3600 3832
rate/100 person-yr of follow-up

Adverse event
Numbers expressed

rates per 100person-
years of follow-up

Erectile dysfunction 3.56 4.537
Dizziness 4417 2.33
Postural hypotension 4.037 2.56
Asthenia 4.087 1.56 i p<0_05 VS placebo
Decreased libido 1.56 2.367 group

Abnormal ejaculation 1.10 1.787

Peripheral edema 0.88 0.72

Dyspnea 0.93 0.56

Allergic reaction 0.857 0.58

Somnolence 0.827 0.39

Mc Connell et al, N End J Med 2003




AveTTIOUuNTEC EVEpPYEIEC

2 TUTIKI AuoAgiToupyia

[MaA/pn EkoTtrEpUATION

Meiwaon libido

Roehrborn et al. J Urol 2008




IPSS Q8: AvwTeEPOTNTA EVAVTI
KGOE povoBepartreiag

Combination Tamsulosin Dutasteride

1,1%

Mean baseline IPSS Q8 = 3.6 g

*p<0.001 versus combination

Montorsi F et al. Int J Clin Pract
2010




Avdahluon PPSM

Satisfaction with treatment (Q11 of PPSM)

- Combination: 80% (p<0.001 vs each monotherapy)
_ Tamsulosin: 69%
_ Dutasteride: 74%

Desire to request study medication once trial
over

(Q12 of PPSM)

- Combination group: 64% (p<0.001 vs each
monotherapy)

_ Tamsulosin: 55%
_ Dutasteride: 58% . Montorsi F et al. Int J Clin Pract 2010




PCPT: theoretical pattern of mean PSA change with
finasteride and effect of algorithms

Placebo
= Finasteride unadjusted

Finasteride adjusted

Study ygar 0
|

4
I
I

x 2.3
Adapted from Marks L et al. J Urol 2006




REDUCE: Dutasteride — ouvexICouevn
LUEIWON KAl HETA TO 6UNVO

Month
Marberger M et al. BJU Int. 2011
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Effect of Finasteride on the Sensitivity of PSA for
Detecting Prostate Cancer

Ian M. Thompson, Chen Chi, Donna Pauler Ankerst, Phyvllis J. Goodman,
Catherine M. Tangen, Scott M. Lippman, M. Scott Lucia, Howard L. Parnes,

Charles A. Coltman, Jr J Natl Cancer Inst 2006
Prostate Cancer Gleason Grade =7 Gleason Grade = 8
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The Effect of Dutasteride on the Usefulness of Prostate Specific
Antigen for the Diagnosis of High Grade and Clinically Relevant

Prostate Cancer in Men With a Previous Negative Biopsy:
Results From the REDUCE Study

Gerald L. Andriole,*,T David Bostwick,¥ Otis W. Brawley,8 Leonard Gomella,
Michael Marberger ] Francesco Montorsi,** Curtis Pettaway,tT Teuvo L. J. Tammela, %
Claudio Teloken,88 Donald Tindall ||| Stephen J. Freedland,| || Matthew C. Somerville,|||
Timothy H. Wilson)|||| vy Fowler,| || Ramiro Castro|||| and Roger S. Rittmaster||| on behalf of

the REDUCE Study Group

Baseline Final PSA Change in PSA Mo [RmASHAVIO o DIDIB[ @RS

PSA (No. pts) B-Final PSA (No. pts)

. Meiwon Tou PSA

PCa diagnosis any grade:

Dutasteride 0514 0624 (3,304) CORER Il OcV TTPOPBAETTEI TNV
Placebo 0.530 0.573 (3.422) 0.530 (3,377) 7
p Value 0.42 0.0020 <(.0001 SH(PGVK)T] PCa

PCa diagnosis Gleason H ’ o

score /—10: ° GU&ﬂUn aTTo 70
Dutasteride 0.552 0.700 (3,299} 0.699 (3,264) m P A — hl h I'i k
Placebo 0.543 0.650 (3,406) 0.593 (3,364) 6 S S E

0 Value 0.79 0.0491 0.0001 for HG PCa
JUrol 2011




Usefulness of prostate-specific antigen (PSA)
rise as a marker of prostate cancer in men
TT treated with dutasteride: lessons from the

1) ] U 1 REDUCE study

Dutasteride, Placebo, i
N = 3305 (B AvaAuon REDUCE:
Total number of men 2150 1369
ettt . H dutasteride Ogv
Men without cancer 1703 936 , ,
EUTTOOICEI TN OIAYVWON
Proportion of cancers meeting
criteria™ Pca
Gleason 5-6 281/437 (64] 287607 (47 ’ ’ 7
Gleason 7 144/191 (75) rracel - [<aO6e augnon PSA atro
3+4 108/146 (74) 103/172 (60) c s
443 36/45 (80) 2837 (78) TO nadlr ATTalTEl
Gleason 8-10 22{29 (78) 14/18 (78) g-|-|-|Bng|'wO-n KOl

dlEpelvnon
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* BPH-surgery

1

50% reduction in
the risk of surgery,
symptoms relief
within 6 months

* AUR

Relief from symptoms
within 2 weeks, no
reduction in the
risk of surgery

Emberton et al Int J Clin Pract 2008




[1p6000C VOO OU:

N atrown TwWV OUPOAOYWYV vs aoBevwyv

Proportion of patients and doctors agreeing that
patients are more worried about long-term effects
80
707 [] Agree somewhat M rIV
60 - — B Agree strongly UTTOTI IJ Oou “
ol 35% e
40+ ;
2u¢ntnaon
20+ s Karavono
10- ’
N AVAYKWV
0+ | |
Patients with  Patients with mod/  Primary care Urologists
mild symptoms  severe symptoms physicians (n=100)
(n=216) (n = 203) (n = 100)

Emberton et al Int J Clin Pract 2008
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Placebo (n = 757)
Alfuzosin 10 mg OD (n = 749)
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progression progression surgery

Roehrborn et al , BJUI 2006




Medical Therapy Of Prostatic Symptoms (MTOPS)
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P < .0001; df = 3

[ [ | I
2.0 2.5 3.0 3.5
Years From Randomization

—— Placebo —— Doxazosin —— Finasteride —— Combination

Risk
Reduction:

Doxa 39%
Fina 34%
Comb 66%

Mc Connell et al, N End J Med 2003




Medical Therapy Of Prostatic Symptoms (MTOPS)
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Mc Connell et al, N End J Med 2003




CombAT: NpoodocC oT1a 4 £€TN

— Combination
- Dutasteride
Tamsulosin

Tamsulosin arm vs 8 months

combination and
dutasteride arms :
T Acuxvotnta AUR _

N BPH-related surger - - 38
atro TOUG 8 “r']vgg Time (months)

Combination

AU§GV6U£VH U)g TOUQ Cumulative no. of events 29 43

48 ’V€ No. at risk 1610 1457
IJn g Dutasteride

Cumulative no. of events 27 49
No. at risk 1623 1484

Tamsulosin

Cumulative no. of events 40 102
Mo at rick 1611 1464

Percent of patients

66% RRR vs tamsulosin

Roehrborn et al. Eur Urol 2010




CombAT: [1pd0od0C oTa 4 £TN

RRR = £5.8% RRR = 67.6% RRR = 70.6% RRR = 44.1%
(54.7%, T4.1%) (52.7%, 77.8%) (57.7%, 79.5%) (33.6%, 53.0%)

Incidence [ ] | | ] |

25% 9 RRR =19.6% RRR = 18.3% RRR = 31.1% RRR = 31.2%
(—=10.9%, 41.7%) (—27.0%, 47.4%) (—3.0%, 54.4%) (17.7%, 42.5%)

lnder| isgain=tosl |n=36|nissa fn=ron] | =38 |n=66in=126] |nu20alnidsein=sazr

AUR or BPH-related AUR*® BPH-related surgery® BFH clinical
surgery progression|

[0 Combination (n= 1610) {{ Dutasteride {n = 1623) E Tamsulosin (n=1611)

Roehrborn et al. Eur Urol 2010
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Mia kaBuoTtépnon 30 NUEPWY OTO va TTPOOTEDEI
dutasteride o€ aocBeveic UuTTO a-blocker £xel cav
QTTOTEAECUA:

£ T 18.6% T oTOV

i Kivbuvo AUR

= 15% o s STV e ETRL v o

k+]

T 10%4

y! 26.7% 1 OoTOV

KivOuVvo YIa
0% 7 7 = 7 = J

AB/ARI 30 AB/ARI 60 AB/ARI 90 AB/ARI 120  AB/ARI 150  AB/ARI 180 BPH-related
(n=1,1572) (=320} (n=226) (n=226) (n=184) (n=163)

surgery
== Clinical Progression === Surgery =—d—ALR

Naslund M et al. Curr Med Res Opin 2009



E¢eAicn KaTteuBuvtnpiwy Ipappwy

O¢epartreia EAU 2001 EAU 2004 EAU 2012

Dutasteride

ZHVALIQOUOC

AVTIXOAIVEPYIKQ
Bipolar TURP
GreenLight
Ethanol
BONT-A

NR: Not Recommended R: Recommended R*: Under conditions
ND: Not Discussed E: Emerging




O¢eparreia cuvouaouou
ka1 KateuBuvTrpleg [ paupEC

Guidelines Recommendations

EAU 2012 | O ocuvOuQOdOC TTPETTEI VA TTPOCPEPETAI O€
AvOPEC YE METPIO EWG coBapa LUTS,
OIOYKWMEVOUC TTPOCTATEC Kal | Qmax

AUA 2010 | O ocuvduaouoc gival pia KataAAnAn kai
QATTOTEAECUATIKN BEpATTEia yIa AoOeVEIC e
LUTS oXeTICOMEVWYV UE TTPOCTATIKN OIOYKWON
(METPNON UeYyEBoug, PSA, AETT)

NICE 2010 | 2uvduaouoOg o€ AVOPEC ME EVOXANTIKA HETPIA
£w¢ oofapa LUTS kai TrpooTtateg > 30 g N UE
PSA >1.4 ng/ml




