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B D AMEPA N ApXIKN ETTIAOYA YIa TNV
avTIMETWTTION TWV 2KO AdYyW UTTOKUOTIKOU
KWAUNQTOC €ival N PAPMUAKEUTIKA
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® O a: ATTOKAEIOTEC TTAPAMEVOUV TA TTAEOV
XPNOIMOTTOIOUMEVA PAPUAKO ME OTOXO TNV
apon TNG aTro@pagng.




A-BLOCKER MONOTHERAPY DOMINATES BPH

[l TROPHEE? I *I CanBas?
n=1098 n=849

Observational study of men, receiving Prospective audit study of men receiving
medical treatment for BPH from GPs medical treatment for BPH from urologists

 Combination
a-blocker 17%
48% a-blocker
52%

~ Combination

17%

Phytotherapy
recommended 22%

by EAU
guidelines

1. Adapted from Fourcade R-O et al. World J Urol. 2012;30:419-426; 2. Nickel J et al. CUAJ. 2008;2:367-373.




TREATMENT OBJECTIVES FOR PATIENTS WITH BPH?*2

) Improve BPH symptoms

() Prevent complications such as AUR
() Reduce need for BPH-related surgery

() Improve quality of life

1. Fitzpatrick J & Artibani W. Eur Urol Suppl. 2006; 5:997-1003; 2. Madersbacher S et al. Eur Urol. 2004; 46:547-554.



AIAPKEIA MONO-OEPAIEIAZ ME A-BLOCKER




Oeponcia 1° FU 2° FU
Amn mopoxoiovOnon 6m 12m
I poronoinon covnbeiov 6m 12m
<Mi 4-6wks jﬁ? o
A-blocker + 5aRI A 4-6wks 6m
5aRI 12wks 6m
Antimuscarinics 4-6wks 6m
A-blocker + antimuscarinics 4-6wks 6m

Ot acBeveic mpenetl va eAEYYOVTOL TPOKEILLEVODL VoL téloA0YNBel 1
OVTOTOKPIGT) 011 Bepameio, 1) VIUPEN ovemBOUNTOV evepyeldY

To odotnua kaBopileton amd to €idog e Bepameins Kot 1) ETOVEKTILNG
YIVETOL OV 6 INVES KU1 KUTOMLY ET1GLOC



BEATIQ2H TQN ZYMIOTQMATQN (IPSS-Qmax-QoL-Tolerance)
KATA 30% -AMEZA (2 EBAOMAAEZ) META THN ENAP=H THX
OEPAIEIAZ

AANA
META TOYZ 12 MHNEZ INTQZH TQN NMNAPAMETPQN KATA 46%
KAI

META TOYZ 24 MHNEZ INTQzH TQN NMEPAITEPQ NTQ2H TQN
NMAPAMETPQN KATA 15%

Roehborn CG, for the ALTESS Study Group. Alfuzosin McConnell ]JD, Roehborn CG, Bautista OM, et al., Medical
10 mg once daily prevents overall clinical progression of Therapy of Prostatic Symptoms (MTOPS) Research Group.
benign prostatic hyperplasia but not acute urinary reten The long-term effect of doxazosin, finasteride, and com
tion: results of a 2-year placebo-controlled study. BJU Int bination therapy on the clinical progression of benign

2006:97:734-41. prostatic hyperplasia. N Engl ] Med 2003;349:2387-98.



NAPATONTEG KINAYNOY A THN EZEAIZH THg KYN*4,.,

HAIKix (> 60€TN)

BapuTtnTa LUTS (METPIC Ewe ooBap&, IPSS > 8)

Pon oupwv(Q..... < 10.6ml/s)

max

Oykoc mpootaTn (PV) (> 30ml)

Emimedo PSA (= 1.5 ng/ml)

McConnell JD, Roehrborn CG, Bautista OM, Andriole GL Jr, Dixon CM, Kusek JW et al. N Engl J Med 2003 Dec;349(25):2387-98.
Emberton M, Cornel EB, Bassi PF, Fourcade RO, Gomez JM, Castro R. Int J Clin Pract 2008 Jul;62(7):1076-86.

Emberton M, Fitzpatrick JM, Rees J. BJU Int 2011 Mar;107(6):876-80.

Djavan, B, Waldert M, Ghawidel C, Marberger M. Curr Opin Urol 2004 Jan;14(1):45-50.



AIATNQ2H AMNMOTYXIAZ MONOGOEPATIEIAZ
ME A-BLOCKER?

IPSS score- AY=HZH KATA 4 MONAAEZX AIMTO THN APXIKH ©GEPATIEIA
METAZ=Y AYO AIAAOXIKQON METPHZEQN
(METPHZH 106 -4°6-8°¢ MHNAZ)

Qmax-Qwave(average flow rate)-EMIAEINQEH KATA 2 MONAAEZ ZE KAGE
REVIEW

PVR (augnon >15% armrd tnv apXIiki ocuvedpia)

Avo@epOHEVEG AVETTIOUUNTEG EVEPYEIES (TTOU AVAPEPOVTAI ATTO
ToVv aocfevn)-tolerance

O&cia erioxeon oUpwyv (AUR) Katd Tn didpkela povolepartreiag pe a-blocker

EpwTnHATOASYIA ETTITAKTIKOTNTAG KOl CUXVOOUPIAG
TUFS-total urgency and frequency score
PPIUS-Patient Perception of Intensity of Urgency Scale

NEPTUNE STUDY-2014




Definition and scale of Patient Perception of Intensity of Urgency Scale
(PPIUS)

Urinated: Passed urine in the toilet.
Incontinence: Involuntary release of urine.

Involuntary release of urine
Urge Incontinence: accompanied or immediately
preceded by urgency

Urgency:
| felt no need to empty my
0 No urgency bladder, but did so for other
reasons.

| could postpone voiding as
Mild urgency long as necessary, without fear
of wetting myself.

| could postpone voiding for a
Moderate urgency short while, without fear of
wetting myself.

| could not postpone voiding,
Severe urgency but had to rush to the toilet in
order not to wet myself.

| leaked before arriving to the

Urge incontinence toilet.




To oTTAOCTACIO VIO TN PAPHAKEUTIKH
QAVTIMETWTTION TWV ZUMTITWHATWY TOU KATWTEPOU
OupoTtroinTikou (2KO) Aoyw KYT1 repIAauBAvel :

1)a-OTTOKAEIOTEC

2)AVAOTOAEIC TNC 5% avaywyaong
3)AVTIXOAIVEQPYIKQ

4)AVOOTOAEIC TNC PWOPODIECTELACNC
5)AVTIQAEYMOVWON;

6)AVTIOIOUPNTIKA (OECHOTTPETCIVN);




2UVOUQONEVN @epaTTEia
2 UNTTTWHATIKNG KYTI

= YTTAdpXOoUV APKETA OToIXEIA YIa TN OpACn AUTWY
TWV QAPUAKWY cav JovobepaTreia.

= A@oU Ta @dpHUaKa autd £xouv OIa@OPETIKOUC
HMNXaviououg dpdonc eival Aoyiké va oKePBei
KAVEIG OTI KATTOI0G CUVOUAOUOC TOUG UTTOPEI Vd
TTPOCPEPEI KAAAITEPA ATTOTEAECHATA.




AuvaToTNTEC 2UVOUACUWYV

" Q-OTTOKAEIOTHC + AVAOTOAEQC 9% avaywydon
= Q-QTTOKAEIOTAC + AVTIXOAIVEPYIKO
= AvaoToA£dc 5% avaywydonc+ avTiXOAIVEPYIKO

" Q-QTTOKAEIOTAC + AVACTOAEAC
Pwo@odlecTeEpPAONS S

" Q-OTTOKAEIOTAC + QUTOBEpATTEIA
B Q-QTTOKAEIOTAC + AVTIQAEYHOVWON
" Q-QTTOKAEIOTACH B3 AyWVICTAC

tE R EEEEEEEREEEEEE




a-ammoOKAEIOTNC KAl
aQvaoToAEacC Tn¢ 5°-
avaywyaonc




MTOPS STUDY: MEDICAL THERAPY OF PROSTATIC
SYMPTOMS

Study design
MTOPS (n=3047)
Placebo (n=737)
(@) o
E 8 (- . — )
B Doxazosin (n=756) >
D O C (@)
b © - : : -~ —
F Finasteride (n=768) o
Combination (doxazosin + finasteride) (n=786)
— | ——
Baseline M48 M72
Inclusion criteria: EOS

* Men = 50 years from USA

* AUA-SI =8

*Qmax >4 and < 15 ml/s

» Minimal voided volume of 125 ml

* PSA: <10 ng/ml

* No threshold for prostate enlargement

Mean follow-up = 4.5 years

Patients with moderate-to-severe

LUTS due to BPH

Bautista O et al. Control Clin Trials 2003;24:224-243; McConnell J et al. N Engl J Med 2003;349:2387-2398.




[FIN + DOX] COMBINATION THERAPY SIGNIFICANTLY PROLONGS THE TIME
TO AUR AND BPH RELATED SURGERY COMPARED WITH PLACEBO

MTOPS study

Cumulative incidence of AUR (%) Cumulative incidence of invasive surgery (%)

RRR 81% RRR 67%

4.0 - Combination vs placebo Combination vs pIacéBo
3.5+ | (ARR 1.9%) / 1 (ARR 3.5%) P

™

/" Doxazosin

3.0 Placebc‘)\\_ |
55 ""; Placebo |

e
-4

Doxazosin ' N |—|
2.0 | \)

1.5 .
|—|_ Finasteride Finasteride
1.0 (P =0.009) P <0.001)
. | ety
————— 1 Combination

0.5- I Combination (P <0.001)

- — (P <0.001)
0-O'l_l_l_l'lllll v 00 T T T T T T T T T

1 1 1 1
DO LA ONBRIORBEIR0RAISTIA0 4550 5.5 01010154 1808 1855 2208 2855 3200 3 5040 (Gl A SR B NS 6
Years Years

P values are for the comparison with placebo
Adapted from McConnell J et al. New Engl J Med. 2003;349:2387-2398.




[FIN + DOX] COMBINATION THERAPY SIGNIFICANTLY PROLONGS THE TIME
TO AUR AND BPH RELATED SURGERY COMPARED WITH PLACEBO

MTOPS study

4.0+

3.5+

Cumulative incidence of AUR (%)

Combination vs placebo
RRR 81%
(ARR 1.9%)

Cumulative incidence of invasive surgery (%)

RRR 67%
(ARR 3.5%)

g
7

Combination vs placebo

™

Doxazosin .

e
-4

" Placebo

3.0-

|Placebo

|

| f

\ /
AN \ I ’ // 4

2.5=
Doxazosin

2.0+

1.5-

Finasteride
P <0.001)

Finasteride

1.0+ (P =0.009)

0.5- 4 Combination

FCombination
(P <0.001)
— (P <0.001)
0.0-|—|—|—|-|| 1 1 0.0 TS 118 B8 %18 &1

1 1
DO LA ONBRIORBEIR0RAISTIA0 4550 5.5 01010154 1808 1855 2208 2855 3200 3 5040 (Gl A SR B NS 6
Years Years

P values are for the comparison with placebo
Adapted from McConnell J et al. New Engl J Med. 2003;349:2387-2398.




MTOPS

= MeAETn (1) TTOU TTEPIAGURBave 3047 aoBeveic ye HECO OpO
TrTapakoAouBnonc 1a 4,9 €Tn.

H pJeAETN auTrh KAaTEAnye OTI n cuvduaouEvn BepaTtreia
@QIVAOTEPIONC KAl A-ATTOKAEIOTN NTAV AO@AANC KAl
EAATTWVE TOV KivOUVO KAIVIKNC €EAIcnC TnC KYT

TTEPICTOTEPO ATTO OTI N JovVOoBePATTEIQ.

H oguvduacouévn BepaTtreia EAATTWVE CNUAVTIKA TOV
KIvOUVO YyIa ETTIOXECN Kal ETTEPBATIKNA AVTILUETWTTION TNG
KYTI.




COMBAT STUDY: coMBINATION OF DUTASTERIDE AND TAMSULOSIN
Study design

Single-blind  Double-blind

Tamsulosin 0.4 mg
+ dutasteride-matched placebo

Dutasteride 0.5 mg
+ tamsulosin-matched placebo

Combination n=1610
(dutasteride 0.5 mg + tamsulosin 0.4 mg

o)
=
c
)
)
| -
O
n

Safety
follow up

Baseline M24 M48  Follow-up

Visits every 3 months, QD dosin (End of
N~ . : ? — treatment +16 W)

Inclusion criteria: VPrimary measures ‘
Aged =250 years *
IPSS 212 IPSS AUR/Surgery

Prostate volume =230 cc by TRUS

Serum F;SA 3-2120-0'/”9/”"' Patients with moderate-to-severe LUTS due
> <S . . .

S ki b b to BPH at increased risk of progression

Siami P et al. Contemp Clin Trials 2007;28:770-779 ) _ ) 19 _
No placebo arm due to ethical considerations




[DUT + TAM] COMBINATION THERAPY SIGNIFICANTLY

CombAT study

I P <0.001 combination vs tamsulosin

P <0.001 combination versus dutasteride

Tamsulosin (n=1582)
-3.8

Dutasteride (n=1592)

-5.3

baseline in IPSS (LOCF*)

t
o
S
&3
Q
(o]0)]
c
(q0)
Ae;
o
-
(4°)
Q
S
©
Q
o+
(%]
-3
©
<

-6.3
Combination (n=1575)

Baseline A 6 ﬁ 15 18 ., 24 27 30 33 36 39 42 45

Superior symptom improvement with

: f T The difference between combination 1
therapy started as combination therapy and dutasteride tends to be maintained increased

rapidly as tamsulosin vs tamsulosin up to 4 year _ _ vs tamsulosin alone
\ monotherapy ) Crom month 9 ) LOCF = Last observation carried urom months 9 to 48t

forward

Adapted from Roehrborn C et al. Eur Urol. 2010;57:123-131.



[DUT + TAM] COMBINATION THERAPY SIGNIFICANTLY
PROLONGS THE TIME TO BPH CLINICAL PROGRESSION
COMPARED WITH EITHER MONOTHERAPY

CombAT study RRR in risk of
overall clinical
Tamsulosin  Progression
27 7 (P <0.001) 44 19 (arr 8.9%)
_24-
R
e 21 31.2% (ARR 5.2%)
% 18 - Dutasteride
(/1] P <0.001
g 15 ( D
° 12- Combination
S g4 therapy
O
g 6
3 -
0 -
0 12 24 36 48

Time (months)
RRR, relative risk reduction

ARR DSOS TSR et e toT——
BPH clinical progression was defined by:

Q IPSS 24 points on two consecutive visits @ AUR Qrenal insufficiency @ recurrent urinary tract infection @ urinary incontinence

Adapted from Emberton M et al. Eur Urol Supp 2012;11:e747-poster. Available from
http://curareg.uroweb.org/PostersParis2012/747.%20Mark%20Emberton/GSK-Emberton_v2.0 final.pdf; Roehrborn CG et al. Eur Urol 2010;57:123-131.



http://curareg.uroweb.org/PostersParis2012/747. Mark Emberton/GSK-Emberton_v2.0_final.pdf
http://curareg.uroweb.org/PostersParis2012/747. Mark Emberton/GSK-Emberton_v2.0_final.pdf
http://curareg.uroweb.org/PostersParis2012/747. Mark Emberton/GSK-Emberton_v2.0_final.pdf

[DUT + TAM] combination therapy significantly increases Qmax
compared with TAM monotherapy

CombAT study
p < 0.001 Combo versus Tam

p < 0.006 Combo versus Dut _|

Mean values
at 48 months

3,0 13.3 ml/s
2/5 12.8 ml/s
2,0
1,5

11.5 ml/s
1,0

D)
Q
(7]

P
&
Q
o0
e
M

£
| &9)
-
(g8
Q

=

0,5

0,0

Month

For Comb vs Do Gombinatiafore valredbrmButasteride statisticallj;'ii*‘n’ﬁfefgalmiﬁélmﬁat p<0.01
(n=1495) (n=1505) (n=1523)

Adapted from Roehrborn C et al. Eur Urol. 2010;57:123-131.



CombAT

= O ocuvOUaCNOC TAPNOOUAOCIVNG Kal
OouVvaoTEPIONC Eival TTEPICCOTEPO
QTTOTEAECHATIKOC ATTO TN JovoBepaTTeia o€

aoBeveic pe NETpIa ) cofBapd 2 KO Kai

TTPOOTATEG PeyaAuTepoug aT1ro 30 ml.




MEAETH CONDUCT

20yKpion amoTeAeopaTIKOTNTOC dutasteride+tamsulosin Ko
lifestyle odnyiwVv vs TPOOEKTIKAG MapaKoAolOnong Kai lifestyle
oonyIwV Je MPOooBAKN TauoouAooivng emi eEmMOgivwong oTnV
QVTIJETWITION naive ao0evwyv Pe NETPIC cupTTOROTX KYTT Ko
MEYGAO TTIPOOTATN

2XEO0100MOG:
EupwTn (France, Germany, Greece, Italy, Netherlands,
Romania, Spain, United
Kingdom), TTOAUKEVTPIKI), TUXQIOTTOINUEVN, aVOIKTH,Phase IV
MEAETN

1. Protocol Summary at http://clinicaltrials.gov/ct2/show/NCT01294592?term=NCT01294592&rank=1 accessed on 13 March
2015, 2. Roehrborn CG, Oyarzabal Perez I, Roos EP, Calomfirescu N, Brotherton B, Wang F, et al. BJU Int 2015 Jan doi:
10.1111/bju.13033.




ANOTEAEZMATIKOTHTA: MEZH TIMH IPSS ZE KAGE
EMZKEWH

MéEon Tiun IPSS o k&Oe emiokewn(LOCF*) &moTum®Vel TO XMOTEAEOUX TNC AYWYNC VI
K&OE OKEAOC TNC PEAETNC OTO CUNTITWUOTO KGO 0AN TN JIXPKEIX TNG MEAETNG (METPIC VS
Ama) 12

14

13 “® Fixed dose combination of dutasteride and tamsulosin (n=369)

®- Watchful Waiting with initiation of tamsulosin if symptoms did not
improve (n=373)

12

[N
=

[
o

— Moderate

[€e]

w
7
=
c
®
)

=

9 12 15

Months from randomisation
*|_ast observation carried forward

18 21 24

**Both treatment arms included lifestyle advice administered
1. NCT01294592 Study results: https://clinicaltrials.gov/ct2/show/results/NCT01294592?term=NCT01294592&rank=1; 2. Roehrborn CG, Oyarzabal Perez |, Roos EP, Calomfirescu N,
Brotherton B, Wang F, et al. BJU Int 2015 Jan doi: 10.1111/bju.13033.
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https://clinicaltrials.gov/ct2/show/results/NCT01294592?term=NCT01294592&rank=1

a-ATTOKAEIOTNG KAl
AVTIXOAIVEPYIKO



AVTIXOAIVEPYIKO

" Otav n OAB cuvduaceTal p,
OKETTTIKIOJOG OGOV agopd TN
OUVATOTNTA CUVOUAOHPEVNC BEPATTEINC
0 1-QTTOKAEIOTH KAl AVTIXOAIVEQYIKOU
BacileTal oToV BeWPNTIKO KivOUVO TNC
ETTIOEIVWONC TWV ATTOQPAKTIKWY

QUUTITWHATWY N AKOMN Kal TNG
TTPOKANONC €mmioxeonc (AUR).




[TPOCPATEC MEAETEC VIO TN
cuvouaopEvn Bepatreia AA

Cardura monotherapy versus combination therapy of cardura and tolterodine L-tartrate tablets for
II°  ? benign prostatic hyperplasia with overactive bladder]., Wang YY, Shi GW, He JY, Zhang
YB.,Zhonghua Nan Ke Xue. 2013 Dec;19(12):1099-102.

Initial combined treatment with anticholinergics and a-blockers for men with lower urinary tract
symptoms related to BPH and overactive bladder: a prospective, randomized, multi-center,
double-blind, placebo-controlled study., Lee SH, Chung BH, Kim SJ, Kim JH, Kim JC, Lee

JY _ Prostate Cancer Prostatic Dis. 2011 Dec;14(4):320-5.

Efficacy and safety of low-dose propiverine in patients with lower uninary tract symptoms/benign

prostatic hyperplasia with storage symptoms: a prospective, randomized, single-blinded and

multicenter clinical tnal_, Bae JH, Kim SO, Yoo ES, Moon KH, Kyung YS, Kim HJ_ Korean J Urol.

2011 Apr;52(4):274-8.

The efficacy of additive tolterodine extended release for 1-year in older men with storage

s'ermptoms and clinical benign groastatic h 5lglasia.,Chung SD, Chang HC, Chiu B, Liao CH,
uo HC_, Neurourol Urodyn. 2011 Apr;30(4):568-71.

Effects of initial combined tamsulosin and solifenacin therapy for overactive bladder and bladder
outlet obstruction secondary to benign prostatic hyperplasia: a prospective, randomized,
multicenter study_, Lee SH, Byun SS, Lee SJ, Kim KH, Lee JY_Int Urol Nephrol. 2013 Oct 5.

Effects of initial combined tamsulosin and solifenacin therapy for overactive bladder and bladder
outlet obstruction secondary to benign prostatic hyperplasia: a prospective, randomized,
multicenter study_ L ee SH, Byun SS, Lee SJ, Kim KH, Lee JY_,Int Urol Nephrol. 2013 Oct 5.

Clhinical efficacy and safety of imidafenacin as add-on treatment for persistent overactive bladder
symptoms despite a-blocker treatment in patients with BPH: the ADDITION study_, Takeda M,
Nishizawa O, Gotoh M, Yoshida M, Takahashi S, Masumorn N_ Urology. 2013 Oct;82(4):887-93.
Lower urinary fract symptoms associated with benign prostatic hyperplasia: combined treatment

with fesoterodine fumarate extended-release and tamsulosin—a prospective study., Konstantinidis
C, Samarinas M, Andreadakis S, Xanthis S, Skriapas K.,Urol Int. 2013;90(2):156-60.



[Mpbo@aTeEC HEYAAEC MEAETEC ETTIONC KATAARYOUV OTI
0 ouvouacouog AA (Solifenacin kar Tamsulosin)
TTPOCPEPEI OTNV AVAKOUQION ATTO TA CUNTITWHATA
aTToBriKeuonc Kail BEATIWVEI TNV TTOIOTATA CWAC.

- O cuvbuacoub6g AA ot Eva XATTI (Solifenacin 6mg Ka

Tamsulosin 0,4mgQ)

Yamaguchi O, et al. Solifenacin as Add-on Thegéofor Overactive Bladder S toms in Men Treated for Lower
Unnary Tract Symptoms— ASSIST, Randomiz ntrolled Study UROLOGY 78:126-133, 2011

Kaplan SA, Roehrbom CG, Gong J, Sun F, Guan Z. Add-on fesoterodine for residual storage symptoms
f . o??? O(g( ?\é?r?&lﬁ Bladder in men receiving alpha blocker treatment for lower urinary tract symptoms. BJU
n % S ;

Kaplan SA, He W, Koltun WD,.Cummiré? J, Schneider T, Fakhoury A. Solifenacin plus tamsulosin combination
geaanrol 12311%3 vx1n15ha- lower1 v urinary tract symptoms and bladder outlet obstruction: a randomized controlled trial.
ur & 63: 3

Van Kerrebroeck P, Haab F, Angulo JC, Vik V, Katona F, Garcia-Hemandez A, Klaver M, Traudtner K, Oelke
M.Efficacy and safety of solifenacin &h:&t‘gmsulosm OCAS in men with vouding and st lower uninary fract
symptoms: results from a phase 2, inding study (SATURN), Eur Urol. 2013 Sep;64(3):398-407

Van Kerrebroeck P, Chapple C, Drogendijk T, Klaver M, Sokol R, Speakman M, Traudtner K, Drake MJ;
NEPTUNE Study Group. Combination therapy with solifenacin and tamsulosin oral controlled absorption system in
a single tablet for lower unnalg tract ptoms in men: efficacy and safety results from the randomised controlled
NEPTUNE tnal Eur Urol. 2013 Dec;64(6):1003-12.



EoTIQONOC OTIC TTAPANETPOUC TNG ETTITAKTNKOTNTAC KAl

OTO AVAPEPOHEVO ATTOTEAECHA ATTO TOUC QCOEVEIC

= YT1ro-avaAucn (1) Tn@\émg TIIVIB KaTEANEE OTI N
OMAda TWV 217 avOpwyV TTOU AVTIMETWTTIOTNKE HE
ocuvOouacoud QVvTIMOUCKOPIVIKOU Kal tamsulosin
BEATIWOE CNUAVTIKA TNS TTAPANETPOUC TNG
ETTITAKTIKOTNTAC KAl TO AVAPEPOUEVO KAAD
QTTOTEAECHMA ATTO TOUC AOBEVEIC.

= ETITTAEOV AUTA N oudda TwV AacBEVWYV avEPEPE
IKQVOTTOINCN a1Td TO ATTOTEAECHA KABWC KAl TNV
ETTIBUMIa yIa cuvéxion TG AYWYNG.

1.Rovner E S et all. 2008, J Urol 180;1034-1041



EmTTAEOV avaAuon Twv OEO0OUEVWY TTOU
xpnoligotroinénkav otnv TIMES

® H BepaTtreia pe @ouomplvm' 1Tav
QTTOTEAECMATIKN) O AVOPEC UE UIKPOTEPO
uéyeBoc TTpooTdTn (@ﬁaﬁ;p@i)
KOl O€ EKE aunAoétepo PSA

1. Roehrborn CG, Kaplan SA, Jones JS, Wang JT, Bavendam T and Guan Z: Tolterodine extended
release with or without tamsulosin in men with lower unnary tract symptoms including overactive
bladder symptoms: effects of prostate size. Eur Urol 2008; Epub ahead of print.




AOC@AAEIa KOl AVEKTIKOTNTA

= Q1 avnouxieg yia TTBavn apvnTikA £TTidpacn TNG
A.A. BepaTTeiac 0TO UTTOAEIMKA TWV OUPWYV, Kal
o&cia eTTioXE0N ATTOOEIXTNKE AVEDQPIKH. 2UVOAIKA, O
OUVOUAONOC QUTWYV TWV OUO OUCIWYV Eival ao@AANC
KQIl KOAQ aVEKTOC(1.2)

= 2¢ ogUVOAO cresv W—IToU EAafav AA Bepartreia

uoévo 10 TrepioTaTIKA (T oav o€ oudda 36
aoBevwy TToU XopnyrenkKe darifenacin )
TTapoucidoTnkay (0,98 %) ().

1. Athanasopoulos A & Perimenis P, Expert Opin. Phamacother., 2005

2. Athanasopoulos A et al. Expert Opin Drug Saf, 2008
3. Athanasopoules & Meunol Linodyn in press



2UUTTEPACUA

= H guyxopriynon evog a-atToKAEIOTH ME Eva
AVTIXOAIVEPYIKO QaiveTAl OTI ETTEKTEIVEI TNV
IKAVOTNTA MG VIA ATTOTEAECUATIKN laXEipIon TWV
2 KO 1TOoU 0o@eidovTal o KYT1 ocuvduaouévn JeE
OAB.

" Ta avtixoAivepyikd €xouv Bgon otnv KYT1 av éxi
o€ OAEC TIC TTEPITITWOEIC TOUAAXIOTOV OE Hid MEYAAN
OMAda aoBevV OTOUC OTTOIOUC EKTOC TWV
ATTOPPAKTIKWY CUUTITWHATWY atrd TV KYT]
CUVUTTAPXOUV Kal cupTiTwHaTa atré OAB.




AVTINOUOKQAPIVIKA KAl
AQVAOTOAEIC THC S aA@pa
avaywyaonc




AVTIUNOUCKOPIVIKA KAl AVOOTOAEIC
NG 5 AAQa avaywyaong o

® Chung et al (1) ocuvduacav
avTiHouoKapiviko ue dutasteride (0.5mg)
KAl agloAdynoav TNV ATTOTEAECHATIKOTNTA
KAl TV do@AAEIa auTOoU TOU GUVOUACHOU
oc avopec ue emmipEvouoca OAB peTd
avetTituxn Bepartreia pe DUT.

1.Chung DE, Te AE, Staskin DR, Kaplan SA. Efficacy and safety of tolterodine extended release
and dutastende in male overactive bladder patients with prostates =30 grams. Urology.

2010:75(5):1144-8



AVTIUOUCKOPIVIKA KOl AVACTOAEIC
TNG 5 AAPa avaywyaong

® O1 ouyypageic KatéAngav oT1 o
OUVOUAOHOC QVTIMOUCKAPIVIKOU Kl
dutasteride NTav ATTOTEAECUATIKOC,
Ao@AANG, KAl KAAQ aveKTOC O€ AVOPEC HE
ueyaAouc rpootateg (>N=30 mL) pe
eTIMEVOVTA cUuuTTTWHATa OAB kal 2KO
Aoyw KYT1.

1.Chung DE, Te AE, Staskin DR, Kaplan SA. Efficacy and safety of tolterodine extended release
and dutastende in male overactive bladder patients with prostates =30 grams. Urology.
2010;75(5):1144-8




a-ATTOKAEIOTEC KAl AVAOTOAEIC
PWOPOOIECTEPAOCNC S




AVAOCTOAEIC PWOPOOIECTEPAONC

= Néoc¢ 1TIBavoc cuvOuaoHOC

" H gecouaAikn OUoAsIToupyia gival cuxvn
OTIC i01EC NAIKIOKEC OMADEC TTOU
eM@avidovTal ol dIaTapaAXEC oupnong

® MiTopei va xpnoigotroinBouyv ota LUTS /
KAl / N 2e€oUaAIkr) QUCA&ITOUpYIa




AVAOTOAEIC pWOPOOIECTEPACNC

® H cuvduaouévn Bepatreia KaAAiTepa
ATTOTEAECHATA

=  Comparative efficacy assessment of tamsulosin vs. tamsulosin plus tadalafil
in the treatment of LUTS/BPH. Pilot study. Bechara A et al. J Sex Med.

2008.

= Combination of doxazosin and sildenafil exerts an additive relaxing effect

compared with each compound alone on human cavernosal and prostatic
tissue Oger S et al. J Sex Med. 2009.

®= A randomized, placebo-controlled study to assess safety and efficacy of
vardenafil 10 mg and tamsulosin 0.4 mg vs. tamsulosin 0.4 mg alone in the
treatment of lower urinary tract symptoms secondary to benign prostatic
I\'l/yperplasia. Gacci M, Vittori G, Tosi N, Siena G, Rossetti MA, Lapini A,
ignozzi L, Serni S, Maggi M, Carini M. J Sex Med. 2012 Jun;9(6):1624-33.




2Uvouaopuoc PDEDS-Is kal a1-
QTTOKAEIOTN

[1pb6o@aTn NeTAVAAUCH KATEANEE OTI O
ouvouacopuoc PDES-Is kai al-atrokAgiom)
BeATiwvel To |IEF score (+3.6; p<0.0001),
10 IPSS score (-1.8; p = 0.05), kai 10
Q(max) (+1.5; p<0.0001) oc oxéon pe
UIOVOBEPATTEIO A-ATTOKAEIOTH 1.

1.A systematic review and meta-analysis on the use of phosphodiesterase 5
inhibitors alone or in combination with a-blockers for lower urinary tract symptoms
due to benign prostatic hyperplasia.Gacci M, Corona G, Salvi M, Vignozzi L, McVary
KT, Kaplan SA, Roehrbormn CG, Serni S, Mirone V, Carini M, Maggi M_Eur Urol. 2012
May;61(5):994-1003.




2uvouacouoc PDES-Is kal a1-
QTTOKAEIOTN

BeATiwon og IPSS, IEF ka1 QoL

Use of 5-phosphodiesterase inhibitors in patients with LUTS secondary to BPH: our expenence
and review of the literature Dell'atti L , Cuneo A Urologia. 2013 Dec 23,;80(4):307-16.

There is a strong relationship between LUTS and ED. Doxazosin or sidenafil as a single drug
could be used in treating mild or mild to moderate symptoms but more severe symptoms may
usually need a combination of both drugs.Abolyosr A, Urol Ann. 2013 Oct;5(4):237-40.

Evaluation of Tadalafil effect on lower urinary tract symktoms_ of benign prostatic hyperplasia in
patients treated with standard medication.Madani AH, fshanm(?h dam A, Roushani A, Farzan
A, Asadollahzade A, Shakiba M.Int Braz J Urol. 2012 Jan-Feb;38(1):33-9.

Update on Phosphodiesterase Type 5 Inhibitors for the Treatment of Lower Urinary Tract
Sxmd)toms due to Bemg&Pmstatlc Hyperplasia_Elterman DS, Chughtai B, Lee RK, Te AE, Kaplan
SA.Rev Urol. 2012;14(3-4):79-86.

The improvement is better with combination therapy compared with single agent alone. Singh DV,
Mete UK, Mandal AK, Singh SK.J Sex Med. 2014 Jan;11(1):187-96.

A Comparative Randomized Prospective Study to Evaluate Efficacy and Sa_fet{ of Combination
of Tamsulosin and Tadalafil vs. Tamsulosin or Tadalafil Alone in Patients with Lower Urinary Tract
Symptoms due to Benign Prostatic Hyperplasia.

The use of PDE-5 inhibitors in the treatment of lower unnary tract symptoms due to benign
prostatic hyperplasia.Lythgoe C, McVary KT. Curr Urol Rep. 2013 Dec;14(6):585-94.

Efficacy and safety of the simultaneous administration of mirodenafil and an a-blocker in men with

BPH-LUTS: a multicenter open-label prospective study B WJ. Oh CY, Yoo C, Cho JS, Yang
DY, Lee DH, Lee SH, Chung BH_Int J Impot Res. 26’%’ Jul-Aug:25(4):149-54



2uvouacouo¢c PDEDS-Is kai a1-
QTTOKAEIOTN

® Ta utTdpyoVTa CTOIXEIO €Eival
eVOAPPUVTIKA KAl UTTooTNPICOUV auTh TN
Oepartreia.

B XpeialovTal OUWCE Kal AAAEC MEYAAEC
MEAETEC VIQ QUTAV TNV UTTOOXOMEVN APXIKA
Oepartreia




a-ammokAEIoTNG Kal Purobeparreia




*PUTIKA OKEUACHATA TTPOCTIOEUEVA
OE Q-ATTOKAEIOTA QAiVETAI OTI
TTPOCPEPOUV KATTOIO BEATIWON OTA
CUMNTTTWMOTO aocBevwy pe KYTT.

=  Real-world use of Permixon® in benign prostatic hyperplasia--determining

appropriate monotherapy and combination treatment. Perry R, Milligan G,
Anderson P, Gillon A, White M_Adv Ther. 2012 Jun;29(6):538-50.




*2 UVOUQOHOI QUTIKWY OKEUACHATWY
Kal BITAUIVWY TTPOC@PEPOUV KATTOIO
BEATIWON OTA CUMTITWHATA
acBevwy pe KYTT.

= Repens, lycopene and selenium: a triple therapeutic approach to manage benign
prostatic hyperplasia.Minutoli L, Bitto A, Squadrito F, Marini H, Irrera N, Morgia G,
Passantino A, Altavilla D .Curr Med Chem. 2013;20(10):1306-12.

= The association of Serenoa repens, lycopene and selenium is superior to Serenoa
repens alone in reducing benign prostatic hyperplasial_Squadrito F, Morgia
G_Urologia. 2011 Oct-Dec;78(4):297-9.



O-ATTOKAEIOTNC KAl B3 aywVvIOTNC

= AuvnTiIKOC CUVOUQOHOC Hia Kol OgV
UTTAPXOUV TTPOC TO TTAPOV UEAETEC.

" H BewpnTIKn BAcn UTTAPXE!

"  Mirabegron for male lower urinary tract symptoms. Suarez O, Osborn D,
Kaufman M, Reynolds WS, Dmochowski R. Curr Urol Rep. 2013
Dec;14(6):580-4.




EPQTHMATA

AldpKeIa BEPATTEUTIKOU ATTOTEAECUQTOC.
KoaoTto¢ Bepartreiac.

KaBopliouog Tou Babuou ammo@pacng yia TNV ao@aAn
Xopnynan tng ouvouaouEvNG BepaTreiag.

Xpeialovtal 6Aol o1 acBeveic ue OAB oupoduVaUIKO
EAEYXO;

[Moiog eivai o 10avIKOC aagBevnc yia va AGREl
ouvOuaouévn Bepartreia;



Koivry AIQTTIOTWON

«Effective treatment should provide
an optimal balance of maximum
achievable improvement in clinical
symptoms coupled with acceptable
tolerabllity and thereby an identifiable

and worthwhile improvement in Qol  »
( Chapple et all, 2005).




2. UVOUQCOUOI TN ZUNTTITWHATIKN
KYT]

" TarteAeutaia 15 xpovia, utiNpge oTabepn augnan cmb
XPNon @appAKwWY yia Tn olaxeipion avopwyv pe KYT1. O
TIAPOXOI UYEIQC QaiVETAl OTI TIPOCAPHUOCTNKAV TTOAU
ypAyopa oTa VEQ @APHUAKA KAl BEPATTEUTIKEG
TTPOCEVVIOEIC AVTATTOKPIVOUEVOI OTNV £yKplon Tou FDA
KQlI TO UWNAO €TTiTTEOO 1 EVOEICEWV 1.

= }ggﬁn eapuakwy yia KYT1 1993-95=14% T10 2008-10=
o 1.

" O QOpEC UeyaAUTepn TOAVOTNTA YIA XPNON CUOUACTHEVNG
BepaTreiac 1.

1.Filson CP, Wei JT, Hollingsworth JM. Urology. 2013 Dec;82(6):1386-92




2 UMTTEQPACUATA VIO TOUC
2uvouacpouc otn KYTT

= D& 00BeVEIC UE HIKPOUC TTPOOTATEC O1 A1-ATTOKAEIOTEC ATTOTEAOUV TO
XPUOO Kavova yid TN QOPMUAKEUTIKN AVTIMETWTTION TWV ATTIwY 2KO.

= 2 & AVOPEC HE UEYAAOUC TTIPOCTATEC KAl NTTIA KAl JETPIa 2KO,
TTPOC@ATa OedONEVA UTTOOTNPICOUV TN XProN CUVOUACUEVNG
POPUOKEUTIKAC BEpaTTEiaC HE CUVOUAOHO a1-aTTOKAEIOTH Kal
AVAOTOAEWV TNEC Sa-avaywydong.

= PDEDSI utropei va gival xprnoigol o avopeg Ne 2KO kal ocuvodo
0£COUAAIKN OUOAEITOUpPYIa

= Ta avTiXoAIvepyika OTI opeAOUV aoBeveic PE KuplapXouvTa
CUMTITWHATA ATTOBNKEUONC.

= MeAovTIKEC NEAETEC Ba DEICOUV TO POAO TWV B3-AyWVICTWY OE
avopec pe KYT1 kai 2KO.

1.Current pharmacological treatment options for male lower urinary tract symptoms.

Strttmatter F, Gratzke C, Stief CG, Hedlund P. Expert Opin Phamrmacother. 2013 Jun;14(8):1043-54.
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Male LUTS
with absolute indication for surgery or nonresponders to medical treatment
or those who do not want medical therapy but request active treatment

High-risk

“patients?

Absolute indications:

* recurrent or refractory urinary
retention

* overtflow mcontinence
 recurrent UTIs

* bladder stones or diverticula

* freatment-resistant macroscopic
haematuria due to BPH/BPE

» dilatation of the upper urinary
tract due to BPO with or without
renal insufficiency
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