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Ta LUTS otouc avOpeC EXOUV ULKTO
XapaKTNpo

VOIiding symptoTs - Voiding + post micturition
only . _— symptoms

Post micturition
~ symptoms only (3.0%)

Voiding + storage | / Voiding + post micturition +
symptoms . /| storage symptoms

Post micturition + storage

Storage symptoms —
only R symptoms (2.0%)

Sexton CC et al. BJU Int 2009; 103(Suppl3):12-23.

Chapple CR. Can Urol Assoc J 2011,5(55uppl2):5143-5145




>uvouaoTIkn aywyn ota avoépika LUTS

Predominant voiding Voiding + storage
LUTS LUTS Storage LUTS

oy-AR antimuscarinic
__antagonist agent

B
i 1
i

Persistent storage
LUTS after 4-6 weeks
o4-AR antagonist +
antimuscarinic agent

Chapple CR. Can Urol Assoc J 2011,5(55uppl2):5143-5145




AVTLYOALVEPYLKO WC CUUNMTANPWHOTIKNA Bepaneia
o€ ao0eveig mou AapBavouv a-arnokAELoTH

Add-on fesoterodine for residual storage symptoms suggestive
of overactive bladder in men receiving a-blocker treatment for
lower urinary tract symptoms. Kaplan SA, et al. BJU Int.
2012;109(12):1831-40

Solifenacin as add-on therapy for overactive bladder symptoms in men
treated for lower urinarytract symptoms--ASSIST, randomized controlled
study. Yamaguchi O, and ASSIST Study Group. Urology. 2011;78(1):126-33.

Efficacy of propiverine ER with or without a-blockers related to

maximum urinary flow rate in adult men with OAB: results of a 12-week,
multicenter, non-interventional study. Oelke M, et al. World J Urol.
2011;29(2):217-23

Efficacy and safety of tolterodine extended-release in men with overactive
bladder symptoms treated with an a-blocker: effect of baseline prostate-

specific antigen concentration. Chapple CR, et al. BJU Int.
2010;106(9):1332-8

Safety and tolerability of solifenacin add-on therapy to alpha-blocker
treated men with residual urgency and frequency. Kaplan SA, et al. J Urol.
2009;182(6):2825-30




Solifenacin + Tamsulosin og avépecg pe LUTS:
n peA€tn SATURN (n=937)

Tarsasbmain DAL iy Winrng
Ed oy fTOCAS gAY  « TODCAL 0.8 myg .
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O ouvOUAOHOG ATIOTEAECUATLKOTEPOC TNC LovoBepaTmeiog LOVo o€ AVOPEC
LLE CUMTTTWHOTA ArtoBOnKevonc (EMLTAKTLKOTTNTA, CUXVOUPLa, OYKOC
oupnong, IPSS storage score)

Soli 6/9mg + tamsulosin KaAUTEPN oXEonN AMOTEAECUATIKOTNTAC/oPAAELOC

P. Van Kerrebroeck et al. EUROPEAN UROLOGY 64 (2013) 398-407




Solifenacin + Tamsulosin og avépec pe
LUTS: emtiépaon otnv nototnta {wNG

Tamuulosin OCAS Soli 3mg S0li 9 myg

O ouvbuaoUOC
QTIOTEAECUATIKOTEPOC TNG
LovoBepareioc povo o avOpeC
LLE CUMTTTWHOTA artoBnkevong o
(IPSS-QOL, Patient Perception of ' T
Bladder Condition)

Mean change from baseline In PSS Qot. Q)

Mean change from baseline in PPBC T

P. Van Kerrebroeck et al. EUROPEAN UROLOGY 64 (2013) 398—-407




Solifenacin + Tamsulosin og avépecg pe LUTS:
YnoAowno peta ovpnon

Placebo @ Soli3dmg | Soliéemg @ Soli9mg « TOCAS Soli3mg | Soliemg | Soli9mg
(n=92) (n=43) (n=43) (n=43) 0.4mg + TOCAS | + TOCAS | + TOCAS
(n=176) @ 0.4mg 0.4mg 0.4mg

(n=179) (n=178) (n=175)

Baseline, 35.7 43.2 38.6 43.4
ml (38.2) (44.7) (37.7) (42.5)

End of 31.9 49.3 54.9 59.2
treatme (34.9) (59.3) (71.3) (70.8)
nt, ml

Change : : -4.0 6.4 16.9 16.5
igelny (30.2) (53.4) (59.3) (60.0)
baseline,

ml

* ALYyOTEPO EKONMOACHEVEC QUENOELC TOU UTTOAELTTOUEVOU PE ouvOUaoEVN Bepareia
e Artouoia cUOYETLONG e emeloodLa emioxeong oV pwv

P. Van Kerrebroeck et al. EUROPEAN UROLOGY 64 (2013) 398—407




[MpoodEPOUV Ol O-ATIOKAELOTEC OTN
Oepameio tnc OAB;

100 avépec kat yuvaikec (43/57) ue OAB

Tuxalomotinon o€ mporuPepivn n cuvbuaouO
e ouparttdiAn

2 NUAVTLKN BEATIWON O€ EMITAKTIKOTNTA,
ouxvoupia kat rtototnta {wng, aAAd...

Kopta dtadpopad avapecso oTLC 2 OPAOEC
Aev uTtnpyov onUAVTLKEC dtadopec otic AE

Matsuyama H- et al. Nihon Hinyokika Gakkai Zasshi. 2007 May;98(4):604-13.




Pregabalin + tolterodine o€ yuvaikec
OAB

Treatment

Standard-dose PGB/TER Low-dose PGB/TER PGB alone
(150 mg BID/4mg QD) (75 mg BID/2 mg QD) (150 mg BID) Placebo

Primary endpoint
Mean (SE) voided volume

per micturition, ml
[ ) — N 95 95 97 101 29
Baseline 163.9(6.7) 165.7 (6.1) 1757 (6.7) 168.6(5.3) 165.7 (5.5)

Change from 39.5(5.5) 20.4(4.3) 27.4(53) 15.5 (4.4) 119 (4.6)
baseline to week 4
Secondary endpoints

e TUXOLLOTTOLNMEVN LEAETN e ] .

Baseline 3.2711.2) 18(03) 24(04) 24(04)
O 7 7 Change from -11(0.5) -0.5(0.2) -11(02) -04(02)
o baseline to week 4
r e a a I n O v G E Mean (SE) urgency episodes
per 24hr
N a7 101 98
Baseline ) 7.7 (0.4) 7.9(0.4) 7.3(0.4)

ouvOuaouo e ToAtepodivn

Mean (SE} severity of urgency
episodes
I 14 4 N 96 a7 101 98
EATLWOE ONUOVTLKA OAEG TL
Change from -0.16 (0.1) -0.2(0.05) -0.2(0.05) -0.1(0.05)
baseline to week 4
Mean (SE) micturition
frequency per 24 hr
N

TOPOAULETPOUC ATIO NEPOAOYLOL [

Change from -13(03) -0.7 (0.2) -1.0(0.2) -0.7(0.2)
baseline to week 4

oUPNONC KoL EPWTNUATOAOYLA i

Change from -12(0.2) -0.7(0.2) -1.0(0.2) -0.5(0.2) -0.5(0.2)
baseline to week 4

14 4
Mean (SE} OAB-q Symptom
OV ITTWHATWYV KAt rtolotTNtog sother o
N 96 9 928 101 99
Baseline 406 (2.0) 403 (1.7) 43.1(21) 417 (2.0) 40.7 (2.2)
1 Change from -105 (16) -9.4(1.4) -11.7(1.7) —6.1(1.5) —4.7(14)
Zw r] q baseline to week 4
Mean (SE) OAB-q SF HRQL
scores
N 96 100 98 101
Baseline 65.8(2.2) 65.3(2.0) 64.3(19) 639 (2.1)
Change from 94(13) . 8.6(1.4) 6.5(15)
baseline to week 4
Mean (SE) PPBC score
N 9
Baseline 41 (01)
Change from —0.4(0.1)
baseline to week 4

Marencak J, et al. Neurourology & Urodynamics 2011, 30:




Pregabalin + tolterodine o€ yuvaikec pe

O cuvduaopuo¢

pregabalin pe

TOATEPOOLVN
BeAtiwoe o

ONUOVTLKA OE OXEoN
LLE TN povoBepareia
TLC TIALPOLUETPOUC OTTO
NUEPOAOYLO oUPNONG
KOlL EPWTNUATOAOYLA
OUUTMTTWHATWY Kol
rniototnToc (WNC

OAB

Primary comparison

Secondary comparisons

Exploratory comparisons

Standard-dose
PGB/TER vs. TER
alone

PGB alone vs. TER PGB alone vs.
alone placebo

Standard-dose
PGB/TER vs.
standard-dose TER
alone + PGB alone

Low-dose PGB/TER
vs. standard-dose
TER alone + PGB
alone

Low-dose PGB/TEH
vs. TER alone

Primary endpoint
Mean voided volume per
micturition, ml
Difference (90% CI) 232 (141, 324)
P-value <0.0001
Secondary endpoints
Mean Ul episodes per 24 hr
Difference (90% CI) 0.4(-01,1.0)
P-Value 0.909
Mean urgency episodes
per 24 hr
Difference (90% CI) —-0.2(—0.8,04)
P-value 0.254
Mean severity of urgency
episodes
Difference (90% CI) 0.04 (—0.06,0.1)
P-Value 0.737
Mean micturition
frequency per 24 hr
Difference (90% CI) —0.6(—1.0,-0.2)
P-Value 0.009
Mean NMF
Difference (90% CI) -10.0(-14.8,-5.2)
P-value 0.0002
Mean OAB-q
Symptom Bother
score
Difference (90% CI) —46(-74,-17)
P-Value 0.005
Mean OAB-q SF HRQL score
Difference (90% CI) 3.6(1.0,6.3)
P-Value 0.012
Mean PPBC score
Difference (90% CI) 0.0(—0.2,0.2)
P-Value 0.573

142(5.1,23.2) 18.2(9.1,27.3)
0.005 0.0006

0.5(0.01,1.0) -0.2(-0.7,03)
0.953 0.225

—-0.4(-1.0,0.2) —0.4(-10,02)
0.162 0.137

—0.01(-01,0.1) ~0.1(-02,-0.03)
0.404 0.017

—0.4(-08,0.1) —0.6(—1.0,-0.1)
0.082 0.014

—5.6(-10.3,-0.8) ~-7.4(-12.3,-2.6)
0.028 0.006

—51(-79,-22) —6.0(—88,-3.1)
0.002 0.0003

2.2(-05,4.8) 6.2(3.5,8.8)
0.089 <0.0001

0.0(-02,02) —0.2(—0.4,00)
0.454 0.038

—6.42(~19.6,6.8)
0.788

11(04,17)
0.995

11(0.3,19)
0.985

0.3(0.1,0.4)
0.999

0.4(—0.2,09)
0.864

11(-5.2,74)
0.612

6.4(2.6,102)
0.997

-46(-8.1,-1.0)
0.983

0.5(0.3,0.8)
1.000

~231(-36.3,—-9.9)
0988

11(04,17)
0.997

1.3(05,2.1)
0.997

0.2(0.1,0.4)
0.996

0.8(0.3,1.3)
0.994

7.5(1.2,13.8)
0.975

7.4(36,11.2)
0.999

—-8.3(-11.8,-4.8)
1.000

0.7 (0.4,0.9)
1.000

Marencak J, et al. Neurourology & Urodynamics 2011, 30: 75-82

6.54(—30,16.1)
0131

0.4(-01,09)
0.926

0.04(—0.6,0.7)
0.537

0.0(-0.1,0.1)
0.479

~0.1(-06,0.3)
0.300

—3.6(—85,14)
0.116

—3.5(=65,-0.6)
0.024

—01(-28,2.6)
0.531

0.1(—01,0.3)
0.886




Pregabalin + tolterodine: AE

All-causality (treatment-related) treatment-emergent AEs

Standard-dose
PGB/TER (150 mg Low-dose PGB/TER
BID/4 mg QD) (75 mg BID/2 mg PGB alone (150 mg TER alone (4mg
(n=102) QD) (n=105) BID) (n= 105) QD) (n=104)

Number of subjects
Experiencing >1 AE 33(25) 27 (21) 34 (29)
Experiencing >1 0(0) 0(0) 0(0)
SAE
Discontinuing due 4(3) 5(5)
to AE

Total number of AEs 64 (52)

Dry mouth 11 (11)
Dizziness 11 (11)
Fatigue 5(1)
Upper abdominal 1(1)
pain

Nausea 2(2)
Vertigo 2(2)
Headache 3(2)
Gastrointestinal 0(0)
disorder

Constipation 11 1(1)
Somnolence o(o 2(2)

AoBeveic nov EAafav pregabalin:
1. MeyaAUtepoC oUVOALKOC aplOpoc AE
2. 2uyvotepn dlakor Beparmeiac (9/12 aoBeveic mou diekoPav)




Solifenacin + Mirabegron otnv OAB:
n peAétn SYMPHONY

Baseline End of Follow
(randomisation) treatment upt
12-week treatment period

Placebo!
Solifenacin 2.8 mg”
Solifenacin 5 mg*

I Mirabegron 25 mg’ |
> I Solifenacin 2.8 mg + Mirabegron 25 mﬂl
| Solifenacin § mg + Mirabegron 26 mg* |

| Mirabegron §0 mg' |
ISolj!enacin 2.5 mg + Mirabegron 50 mg* I

Y Y

I I
Week =5to-3 -2

Visit Vi va

N=1306, 66% yuvaiKkeg

Abrams P., et al. Eur Urol 2014, In Press




Solifenacin + Mirabegron otnv OAB:
neAeétn SYMPHONY

Adjusted difference versus solifenacin 5 mg

>

Adjusted difference versus solifenacin 5mg Adjusted difference versus solifenacin 5mg

Combination with Combination with

soLl MIRA 25 mg MIRA 50 mg

.
o

Combination with Combination with §mg  10mg 265mg 65mg 10mg
SOLI MRa _ MIRA2Smg  \gps  MIRASOmg

10mg 25mg 2.5mg 5mg 10mg 50mg2.5mg 5mg 10 mg
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1

=

wn
1

(grade 3 or 4) and per 24 h

1

mean number of micturitions per 24 hr

[

10 mg 25mg 5mg 10mg 25mg 5mg 10mg
SOLI Combination with Combination with
MIRA 25 mg MIRA 50 mg

mean number of urgency episodes
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Adjusted change (SE) from baseline to EOTin X}

Adjusted change (SE) from baseline to EOT in

Adjusted difference versus placebo

Adjusted difference versus placebo

T
f + 1
25mg 5mg 10mg MIRA 25mg5mg 10 mg MRA 25mg 5mg 10mg

soLl M T Combinatonwith >0 ™ Combination with Fig. 4 - Change from baseline to end of treatment in mean number of
MIRA 25 mg MIRA S0y micturitions per 24 h compared with (A) solifenacin 5 mg and (B)

Adjusted difference versus placebo

Combination with Combination with
soLl MRA MRA25mg jpa MIRAS0Omg
25mg 5mg 10mg 25mg 2.5mg Smg 10mg 50mg2.5mg S5mg 10mg

lT!TTT TQ'

t

1

t

Lo
T TITHT

25mg 5mg 10mg 25mg 50mg 25mg 5mg 10mg 2.5mg Smg 10mg

mean number of micturitions per 24 hr

(grade 3 or 4) and per 24 h

Adjusted change (SE) from baseline to EOTin 0

mean number of urgency episodes

sou MIRA Combination with ~ Combination with
MIRA 25 mg MIRA 50 mg

Adjusted change (SE) from baseline to EOT in MVV
Adjusted change (SE) from baseline to EOTin 0

2 NUavTLKn BeAtiwon otoug Oykoug oUpNoNG, cuXVoupLa KoL EMLTAKTLKOTNTO EVOVTL
HovoBeparmeiac pe coAldpevakivn 5mg kuplwc pe cuvduaopouc 5+50, 10+25, 10+50mg




H peAétn SYMPHONY: AEs

PBO MIRA MIRA SoLl soul sou sou soLl SOLI sou SOLI sou
(n=81) 25mg 50 mg 25 mg 5mg 10 mg 25mg+ 25mg + 5mg+ 5mg + 10 mg + 10mg +
(n=77) (n=78) (n=79) (n=156) (n=78) MIRA25mg MIRAS50mg MIRA25mg MIRAS50mg MIRA25mg MIRAS0 mg
(n=149) (n=149) (n=144) (n=153) (n=81) (n=81)

TEAEs, no. (%) 32(395) 38(494) 41(526) 32(405) 70(449) 47(60.3) 69 (46.3) 61 (40.9) 71(493) 67 (43.8) 47 (58.0) 48(59.3)
Drug-related’ 14(173) 20(260) 15(192) 12(152) 49(314) 28(35.9) 46 (30.9) 37 (248) 44 (306) 32 (20.9) 29 (35.8) 36(44.4)
TEAEs, no. (%)
Serious TEAEs, no. (%) 0 0
Serious drug-related TEAEs, no. (%) 0 0
TEAEs leading to discontinuation,’ no. (%) 1(
Common TEAEs, no. (%)
Dry mouth 2(26) 4(5.1) 6(76) 18 (115) 23(29.5) 19(12.8) 13 (8.7) 21(1486) 20(13.1) 16 (198) 14(17.3)
Hypertension® 9(11.7) 11(14.1) 8(10.1) 18(115) 5(6.4) 11(74) 11 (7.4) 11(76) 9 (5.9) 7 (8.6) 11(13.6)
Nasopharyngitis 5(6.5) 5(64) 5(63) 6(3.8) 2(2.6) 4(27) 6 (4.0) 7(49) 6(3.9) 6 (7.4) 6(74)
Constipation 0 3(38) 1(13) 3(1.9) 4(5.1) 7(47) 6 (4.0) 4(28) 2(1.3) 6(7.4) 8(99)
Tachycardia® 3(39) 2(26) 2(25) 6(3.8) 2(2.6) 3(20) 7(4.7) 5(35) 3(2.0) 4(4.9) 3(3.7)
Headache 3(39) 1(13) 2(25) 4(2.6) 2(2.6) 4(27) 3(2.0) 3(2a) 2(1.3) 3(3.7) 2(25)
Escherichia UTI 1(13) 2(26) 1(13) 6(3.8) 5 (6.4) 3(20) 2(1.3) 3(2.3) 4(2.6) 3(3.7) 1(12)
Influenza 1(13) 2(26) 2(25) 3(1.9) 0 1(07) 3 (2.0) 2(14) 3(2.0) 0 3(37)
Dyspepsia 1(13) 0 1(13) 4(2.6) 3(3.8) 2(13) 3 (2.0) 1(0.7) 1(0.7) 3(3.7) 1(12)
uTt 1(13) 2(26) 1(13) 4(2.6) 5 (6.4) 1(07) 2(1.3) 2(14) 3(2.0) 3(37)
Dizziness 1(13) 1(13) 1(0.6) 3(3.8) 5(34) 3 (2.0) 1(0.7) 0 0
ECG QT prolonged 0 2(2.6) 1(07) 2(1.3) 1(0.7) 1(07) 4(49)
Fatigue 6(3.8) 0 1(07) 1(0.7) 2(14) 2(1.3) 1(12)
Blurred vision 0 1(1.3) 1(07) 0 2(14) 2(1.3) 1(12)

2(26) 13) 0 1(1.3) 3(20) 2(1.3) 2(14) 2(1.3) 1.2) 1(12)

1( 1(
0 0 1(1.3) 1(0.7) 0 0 0 0 0
0 1(

13) (26) 1(0.6) 2(2.6) 2(13) 1(0.7) 4(28) 1(0.7) (1.2) 3(37)

e Atakort) Aoyw AE: 1,4%

e Antovcia docoetaptwpevwy AE ocov adopa os taxukapdia, AY,
napopeTpouc HKI, BLoXNULKEC TTOPALETPOUC, UTTOAOLTTO ETA
ovpnon Kot AAAwWV AE ektoc amo pia taon ywa avénon tng
SUOKOLALOTNTOLC

Abrams P., et al. Eur Urol 2014, In Press




AA\eC cUVOUAOTIKEC Beparelec

Torika olotpoyova + AM
Juvinpntikn Bepamneia + AM

EAaylota emepPatikec Bepameiec + AM
YynAec booeiwc AM




YRApXEL CUVEPYLKN dpaon METAEU KOATILKWV
OLOTPOYOVWV KOl AVTILHOUOKaPLVIKWV; OXI!

e N=229 aoBevelc

e Altoucia Ttuxatomnoinong

e ToAtepodivn 4mg €vavtl toAtepodivne 4mg + KOATILKO
OlOTPOYOVO

e Aapkela 12 eBdopadec

Efficacy Group 1 (tolterodine) Group 2 (tolterodine plus p value Odds
(n=129) local oestrogens) (n =100) ratio (95% CI)

Cured 81 (62.8%) 62 (62%) 1.03 (0.60-1.77)
Improved 23 (17.8%) 20 (20%) 0.87 (0.45-1.70)
Nonresponders 25 (19.4%) 18 (18%) 1.01 (0.56-2.14)

Serati M, et al. Eur Urol 2009; 55(3): 713-720




YRApXEL CUVEPYLKN dpaon METAEU KOATILKWV
OLOTPOYOVWYV Kat avtipouvokoptvikwv; NAI!

—— tolterodine
---®-- tolterodine/estrogen
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==&~ tolterodine
—=— tolterodine/estroge:

= = & - ~olierodine
—8— (olierodine/estrogen

E
:
=

e Tuyoaiomotnpevn peletn, N=80
e Kaplol ETMUMTWON O& EMITAKTLKOTNTA,
VUKTOUPLOL KOlL OKPATELOL OTTO ETIELEN

LH Tseng et al. Neurourology & Urodynamics 2009; 28: 47-51



2UVOUOIOOL OCUVTNPNTLKNC UE
DOUPUOKEUTLKN QYWY




Yupmepldpoplkn Beparmeio + AM:
QAVTLPATLKO ATTOTEAECATOL

Tramrwst grosp & Drug aore B Combiond
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Erd of Stage ¥ |%) avetn) Crvd of Stage 2 1) most)

Tirre pot

e H ouvbuaoTtikn aywyn dev avénoe tov aplOpo Twv YuVaLlKwV TIou Katadepav va
Stakopouv to AM 1 va Statnpnoouv TNV BeATiwon ThC AKPATELOC OE OXEON
LLE TN povoBepareia

* H ouvbuaoTikn Beparmeia METUXE LEYOAUTEPEC LELWOEL OTN CUXVOTTNTA TNG
OKPATELOC KOl 0€ SEUTEPEVOUCEC TMAPAUETPOUC OTIWC N LKOLVOTIOLNON ATtO TN
Bepareia Kol TOL CUMMTWHOTA oUpPNOoNCG Katd TN dLapkeLla TG Beparmeioag

KL. Burgio et al. 2008; 149(3): 161-169




Jupmepldpoplkn Beparmeio + AM:
QTOU Lo CUUTITANPWHATLKOU 0pEAOUC TNC
2UUOEP

[ Darifenacin
B Darifenacin + BMP
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Chancellor MB et al. Int J Clin Pract 2008; 62 (4): 606-13




2UVOUAOHOC EAOYLOTA ETIEUPATLKNC LE
per os aywyn

e BOTOX + avTLXOAWVEPYLKO
e NeupolOLEyepaon + AVILXOALVEPYLKO




BOTOX + avtLXOALVEPYLKO

( ¢ ) - Baseline mean (+SD) levels of daytime UUI episodes per day:

EVOVTL OVTLYOALVEPYLKOU

Anticholinergic group, 5.2+£2.7
OnabotulinumtoxinA group, 4.8x2.7

—&— OnabotulinumtoxinA
—— Anticholinergic

(mean UUI episodes/ day)

Change from Baseline

BOTOX P value

Study Month

Eykpatela 27% 0.003

=npootopia 31% 0.02 ALaKoTt) per 0s aywyng

AlaAeinovteg 5-15% <0.05 7-12 pnveg

All pills

OupoAoipwén 33% <0.001 discontinued

Double-blind treatment phase 5 Off-treatment follow-up phase

OnabotulinumtoxinA

Anticholinergic

Response during Off-Treatment Phase
(% of participants)

5 6 7 8

Visco A, et al. N Engl ] Med 2012, 1-11 Study Month




2uvouaopoc PTNS pe AM

TENS 30min 2/wk

O¢uBoutuvivn SR
10mg

TENS +
OfuBoutuvivn SR
10mg

|ICIQ-OAB
P<0.01 - Group Il

Awatipnon
BeAtiwong

24 £BS. Erdeivwon ICIQ-
OAB, ICIQ-SF,
Symptom bother

Awatipnon
BeAtiwong

S.C. Souto et al. 2014, World Journal of Urology, Volume 32, pp 179-184




YynAec booeic AM og OAB:
LETO-aVaAUoN

Treatment, mg

Fesoterodine 12
Solifenacin 20
Oxybutynin IR7.5
Solifenacin 10
Oxybutynin IR 15
Propiverine IR 45
Oxybutynin IR 10
Trospium chloride 90
Fesoterodine 8
Trospium chloride 40
Solifenacin 5
Propiverine IR 20
Tolterodine IR 8
Tolterodine ER 4
Trospium chloride 60
Tolterodine IR 4

Oxybutynintopical gel

Tolterodine IR 2
Fesoterodine 4
Propiverine IR 30
Oxybutynin TDS 3.9
Propiverine ER 30
Imidafenacin 0.2
Oxybutynin ER 15
Solifenacin 2.5
Oxybutynin ER 5
Tolterodine IR 1
Oxybutynin ER 10
Oxybutynin TDS 1.3
Oxybutynin TDS 2.6
Oxybutynin IR 2.5

-1.59 (-3.1510-003); p= 0.046
-1.55 (-324100.13); p=0.071
-1.4 (-4.06 to 1.26); p = 0.302
-1.10 (-1.3210 -0.87); p< 0.001
=1.05 (-1.7810-0.31); p=0.005
-1.05 (-18210-028); p= 0.007
-1.00 (-16010 -0.40); p=0.001
-0.92 (-1.78t0 -0.05); p= 0.038
-0.91 (-1.1510 -0.686); p< 0.001
~0.86 (-134 10 -0.38); p< 0.001
=0.85 (-120t0-051); p< 0.001
-0.83 (-12610-0.39); p< 0.001
-0.83 (-283101.17); p=0.418
~0.76 (094 t0 -0.58); p< 0.001
-0.76 (-129t0-024); p= 0.004
-0.75 (-1.0510 -0.46); p< 0.001
=0.70 (-1.3310-007); p=0.029
-0.68 (14510 0.08); p= 0.081
-0.64 (-1.0910-0.19); p= 0.005
-0.57 (-124100.11); p=0.100
-0.56 (-124100.12); p=0.106
-0.52 (-12710022); p= 0.167
-0.51 (-12210020); p=0.158
-0.51 (-1.71t0 0.69); p= 0.402
~0.25 (-1.84101.33); p=0.753
-0.23 (-16610 1.20); p=0.751
-0.16 (-207t0 1.75); p= 0.871
-0.15 (06910 -0.39); p= 0.582
-0.08 (-1.091t0-093); p=0.874
-0.08 (-1.09100.92); p=0.873
1.8(-028103.88), p = 0.080

T
-2

Reduction in micturition per 24 h compared with placebo

Buser N, et al. Eur Urol 2012; 62: 1040-1060




AUTAN AVTLXOALVEPYLKN aywyr O€ TotdLa UE
avOektikn OAB n N-OAB

* n=33, n=19 N-OAB + 14 OAB
e Méon nAkia 12 xp.
e Méeon Slapkela aywyneg 16 pnvec

MNpo Bepaneiag Meta Bepaneia

Kuoteopavouetp. 192 +/- 92ml 380 +/- 144 ml
XWwpPNTIKOTTNTA
Méylotn mieon 77 +/- 27 cmH20 18 +/- 15 cmH20

Akpatelo olpwv 0 51,5% nAnpn¢ iaon
42.4% onUaVTLKN
BeAtiwon

17.6% onuavTLko utoAouto peta ovpnon (>20% tnc xwpntikotnToc)

Bolduc S et al. J Urol 2009 Oct;182(4 Suppl):2033-8




Nevpoyevnc KUOTN




YPnAec OOOELC AVTILOUOKOPLVLKWY OE
VEUPOYEVN KUOTN

N=21 ao®.
Y10 Staelmovtec KaBeTnNpLAOLLOUC
8 mg Tolterodine ER [2X4 mg (n =11)] 1 90 mg

Trospium [3X30 mg (n =10)]
MNapakoAoVOnon Le NUEPOAOYLO oUPNONC KoL
oUPOOUVOULKO EAEYYO

M. Horstmann et al. Neurourology and Urodynamics 25:441-445 (2006)




YynAec 600eLg
QVTLLLOUOKOPLVIKWY CE
VEUPOYEVN KUOTN: KALVLKN
QTMOTEAEOUATIKOTNTO

First and seconcd medication (g=0-00

§ J
5. ?0—-
g 60
g 50—.
3 40—. | l
30 T
M. Horstmann et al. NAU 25:441-445 (2006) 1 y

First and second medication, (p=<0.05)




YPnA<Ec 60GELC AVILHOUCGKAPLVIKWV GE

VEUPOVYEVN KUotNn: AEs

First Max. det. Second Max. det.
Patients  medication  pressure Reflex Cystometric medication pressure Reflex Cystomertric
Drug (n=21) (mg) (em H,O)  volume (ml)  capacity (ml) (mg) (em H,0) volume (ml)  capacity (ml
Trospium n=10 3 x15 66 177 271 3 x30 51 314 430
Tolterodine n=11 1 X4 54 225 308 2X4 43 350 480

Trospium, number of pat. (n) Tolterodine, number of pat. (n)

Drop out because of unsatisfactory benefit

Drop out because of severe side effects

M. Horstmann et al. Neurourology and Urodynamics 25:441-445 (2006)




2uvouaopoc vpnAwv S0cEwWV
OVTLLOUOKOPLWLIKWY OE VEUPOYEVN KUOTN

Bladder diaries mean Urodynamics mean (+SD)
(+SD)

Incontinence events/ Bladder capacity (ml) Reflex volume (ml) Detrusor compliance in
day (mVlem H,0)

Before After Before After Before After Before After

7.0 (1.5) 0.6 (0.7)* 192.5 (54.7) 370 (71.1)* 141.3 (34.4) 326.3 (74.4)" 17.5 (7.1) 36.3 (5.2)°
75 (2.7) 2.0 (1.5)** 181.8 (42.6) 406.4 (52.0)** 125.5 (43.0) 297.3 (59.5)** 14.5 (5.2) 336 (5.0)"**
8.6 (2.7) 1.3 (0.9)* 170.0 (31.2) 412.5 (42.3)** 123.8 (29.7) 368.8 (27.5)" 15.0 (5.3) 338 (5.2)*

Tolterodine + oxybutynin Trospium + tolterodine. Oxybutynin + trospium.

Amend B, et al. Eur Urol 2008q 53: 1021-8




OupOOUVAULKEC TTOPAETPOL

Reflex volume

Oxybutynin + trospium.

T
CUTC]] ~2= IL=;

Bladder capacity

Amend B, et al. Eur Urol 2008q 53: 1021-8



2UYKPLON METAEL TwV 3 cUVOUOCHUWV

o
O]
o
=
p
O]

Differences

Group A Group B Group ¢ All Pairs GroupC All Pairs
Tukey-Kramer Tukey-Kramer

0,05

Amend B, et al. Eur Urol 2008q 53: 1021-8




AVETILOUUNTEC EVEPYELEC: CUYKPLOLUEC UE
QUTEC TNC povoBeparelac

Group A GroupB  GroupC

Dry mouth
Blurred vision
Dry skin
Discontinuation
due to side-effects
Discontinuation
due to unsatisfactory
outcome

Amend B, et al. Eur Urol 2008q 53: 1021-8




2UMUITEPACHLATOL

» OLouvvbuvaopol a-amokAelotwyv pe AM gival amoteAeoUOTIKOL O€
avopec pe LUTS, aAAa o poAocg touc o€ yuvaikec pe OAB dev €)el
ETIAPKWC MEAETNOEL

» Ol ouvbuaopol TOTIKWY OLOTPOYOVWYV | CUUTTEPLPOPLKNG
Bepamneiac pe AM dev Paivetol va mpoodpEpouv npocOeto 0peAog
O€ OXEON LLE TN povoBeparmeia

» OLouvbuvaopol ehdylota enepPfatikwy Bepamnelwv pe AM xprnilouvv
MEPALTEPW SLEPEVVNONC YLD TEKUNPLWON TWV TTAEOVEKTNMUATWV
TOUC £VAVTL TNC povoBepareiog

» Yrniapyouv Betikec evdeifelc yia tn xpnnon AM og unAéc dooelg
KOl TwV cLUVOUACUWYV TOoUC o€ aoBevelc Le veupoyevh KUOTN

» OLovvbvaopol AM pe B3-6leyeptec daivetol va mapEXOUV
nPooBeto KALVKO 0deloc xwpic emtBapuvon tng achaAELOC




