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[Tapouciaon KAIVIKOU TTEPIOTATIKOU

J HAIKiag 65 eTwv

« 'EvTovn ouxvoupia — OUOKOAIa
oTNV £vapcn — MEIWMEVN OKTiva

* EVOYAEiTal QTTO TNV ETTITAKTIKOTNTO
«EmTITTA OV, OTTAVIa PEV, AAAG eV
TTPoAaBaivw»

* NukToupia (2-3 QopEG)...

* ATTO 2€Tiag aAAG TOV TEAEUTAIO

» Sex; «l'1a Tnv NAIKia you KaAd gipai
YIOTPER

loTOPIKO:
* Apt. YTTépTaon utro katrrotrpiAn (AME)
» KatrvioTAg



Symptoms / Score

Do you have a sensation
of not emptying your
bladder completely after
you finish urinating?

Do you have to urinate
again less than 2 hours
after you finish urinating?,

Do you stop and start
several times when
you urinate?

How often is it difficult
to postpone urination?

Do you have a weak
urinary stream?

Do you often have to
push or strain to begin
urination?

How many times do
you get up to urinate
from the time you go
to bed at night until
you get up in the
morning?

Not at all

0

Never

Less than

1timeinb
Less than
half the times

—

1 Time

00O

2 Times

O

the times
More than
half the times

Around half
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Almost
always

L4

5Times

IPSS Score

e Voiding 10

e Storage 9

e QOverall: 19
(Moderate LUTS)

e QolL:4

Quality of life due to urinary symptoms g
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R 22 £S23
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If you were to spend the rest of your life with your =

urinary condition the way it is now, how would you ‘0 1 2 3

feel about that? |

=
kst
1%
(=]

dissatisfied
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EpyaoTnpIoKEC ECETAOEIC: ATTAVTNOEIG

\
* ['evIKN oUpWV L

EB:1020
[Muoooaipia: 1-2

EpuBpd: 0-1 ‘
2.AQKkxapo: (-) ‘ !
NAeUKwua: (-)
Mikpoopyaviouoi: (-)

» KaAAIEpYEIQ OUPWV

2TEipa




EpyaoTnpIoKEC ECETAOEIC: ATTAVTNOEIC

=

* KUTTOpOAOYIKEC OUPWYV m

Xwpi¢ oToixeia kakonBelag

* PSA opou

1.9 ng/ml




ATTEIKOVIOTIKEC ECETAOEIC. ATTOTEAEOUATO

* YTTEPNXOYPAPNHA VEQPWYV — KUOTEWG — TTIPOCTATN

e YITOAEIPPO OUPWV

Negppoi: Xwpic diardoeic — §
ABiaon rj GAAa euprjuaTta
PVol: 50 cc

PVR: 80 ml

KUoTn: Xwpic eupruarta

* TRUS mrpooTarn

PVol: 49 cc
Opoloyevic
ATTOTITAVWOEIG




Qmax: 9.1 ml/s
Voided Vol: 210 ml
PVR: 85 ml

.............................................................................




EpwTtnon 1: lNoiec aAAeg eceTaoelc Ba (NTNOETE;

1) KuoTeoKkoTTnOoN
2) NANpn oupodUVAUIKO £AEYXO
3) HuepoAoyio Oupnong

4) Titrote GANO, EXW TIC

TTANPOPOPIEC TTOU Xpelaloual

IPSS: 19 (voiding 10 + storage 9)
PVol: 49 cc, Qmax: 9.1 ml/s, PVR: 80 ml, PSA: 1.9 ng/ml



Male LUTS

A

History (+ sexual function)
Symptom score questionnaire
Urinalysis
Physical examination
PSA (if diagnosis of PCa will change the
management — discuss with patient)
Measurement of PVR

A\

Abnormal DRE
Suspicion of

neurological disease

High PSA

Abnormal urinalysis

Significant PVR

A4

A 4

US of kidneys
+/- Renal function
assessment

Manage according to
EAU mLUTS
treatment algorithm

f

No
A

Bothersome
symptoms

in cases of predominant
storage LUTS/nocturia
US assessment of prostate
Uroflowmetry

Evaluate according to
relevant guidelines or
clinical standard

A 4

Medical treatment
according to treatment
algorithm

Treat underlying
condition
(if any, otherwise
return to initial
assessment)

Benign conditions of
bladder and/or prostate
with baseline values
PLAN TREATMENT

Endoscopy (if test would alter the
choice of surgical modality)
Pressure flow studies (see text for
specific indications)

A 4

Surgical treatment according
to treatment algorithm

EAU Assessment
Algorithm for
mMLUTS

HuepoAdyia oupnong:
« Kupiapxa CUuTTTWwUaTa
arrofnkeuong

* NukToupia

EAU Guidelines on Management of Non-Neurogenic Male
LUTS, incl. BPO; http://uroweb.org/quideline/treatment-of-
non-neurogenic-male-luts/



HuepoAOyio oupnong: ATToTEAEOPATA

Time

Day 1 . ; ;

B T Orins OyKo¢ oUpwv 24WPou 1.770 ml
2.UVOAIKOG apIBuog 11
OUPNOEWV

Type

Quantity
In mls
Time

Volume
In mls
Leak?

Oykoc¢ oupwv (NuEPQ) 1.330 ml

ApPIBUOC NUEPNTiWY 9
ouUpnNoEWvV

Oykocg oUupwv (VUKTQ) 320 ml
APIOUOC VUKTEPIVWOV 2
ouUpnNoEwv

MEyIOTOC OYKOC oUupnong 440 ml

AEIKTNG VUKTEPIVNG 0,18

TTOAUOUpIaG




EpwTtnon 2: T1 Ba KAVETE;

1) ATTAN TTOpakoAouBnon

2) AvtaywvioT a1-adpevePYIKWY UTTOOOXEWV
(ka1 av xpelaoTei TTPooBETW SaRI apyoTtepa)

3) AvtaywvioTr a1-adpeveEPYIKWY UTTOOOXEWV
+ AVOOTOAEQ Sa-avaywyaong

4) AvtaywvioTh a1-adpevEPYIKWY UTTOOOXEWV
+ AVTIXOAIVEPYIKQ

5) AAO

IPSS: 19 (voiding 10 + storage 9)
PVol: 49 cc, Qmax: 9.1 ml/s, PVR: 80 ml, PSA: 1.9 ng/ml



ExTtraideuon Kal aAAayeg TpOTToU CWNG:
Evépyeiec OupoAoywv

Lifestyle modifications, behavioral changes and patient education include:
* Reduce fluid intake

* Avoid/moderate intake of caffeine and alcohol

 Use relaxed and double-voiding techniques

« Use urethral milking to prevent post-micturition dribble

« Use distraction techniques (e.g., penile squeeze, breathing exercises, perineal
pressure, mental tricks) to take the mind off the bladder and toileting

« Retrain the bladder — encourages men to hold on when they have sensory urgency —
to increase bladder capacity and the time between voids

» Review medications and optimize time of administration (especially diuretics) or
substitute other drugs

« Treat constipation

Recommendation Strength rating

Offer men with mild/moderate symptoms, minimally bothered by their symptoms, watchful | Strong
waliting.

Offer men with LUTS lifestyle advice prior to or concurrent with treatment. Strong

1. Yap TL et al. BJU Int. 2009. 104(8): 1104-8; 2. Brown CT et al. BMJ, 2007. 334(7583): 25; 3. Gravas B et al. Guidelines on the Management of Non-
Neurogenic Male Lower Urinary Tract Symptoms (LUTS), incl. Benign Prostatic Obstruction (BPO). Available at: http://uroweb.org/wp-content/uploads/Non-
Neurogenic-Male-LUTS_2705.pdf. Accessed March 9, 2015; 4. Rosenberg MT et al. Int J Clin Pract. 2007;61:1535-46.



Male LUTS

(without indications for surgery)

Bothersome
symptoms?

) EAU Guidelines on

Noc:urpal Monagement Of

Non-Neurogenic

predominant? y M0|e Lower Urinaw
~—

. Tract Symptoms

Storage symptoms

Prostate
no volume ’* ®

R LUTS), inc
N Y e}

' Beni '
Education + lifestyle Long-term en 'g n ro 'c

advice with or without treatment?
a4-blocker/PDESI

Obstruction (BPO)

v
:

R?Sidua' S. Gravas (Chair), J.N. Cornu, M.). Drake, M. Gacci, C. Gratzke,
storage .
symptoms T.RW. Herrmann, S. Madersbhacher, C. Mamoulakis,
K.A.O. Tikkinen
v v v Guidelines Associates: M. Karavitakis, I. Kyriazis, S. Malde,
Watchful Add muscarinic Education + Education + Education + V. Sakkalis. R. Umbach
waiting receptor lifestyle advice lifestyle advice lifestyle advice ’
with or without antagonist/beta with or without with or without with or without
education + -3 agonist 5a-reductase muscarinic vasopressin
lifestyle advice inhibitor + o1- receptor analogue EUVOP?OT‘
blocker/PDESI antagonist/beta Association
-3 agonist © European Association of Urology 2018 of Urology




[Tolo¢ aocBevrc Ba TTapouaiacel TTPO0O0 VOO OU

MTOPS criteria
« HAIKIa: > 62X
e PV:>31cc

 PSA: >1,6ng/ml
Qmax: <10,6ml/s

PRV: > 39m|

A
w25 TPV 231 (mL)
c
E 20 (p<0.001)
= TPV <31 (mL)
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Grawford ED et al. J Urol. 2006



Avayvwplion TTAPAPETPWY TTPOOO0U

Baseline variables Dynamic variables

HAIKia Emodcivwon LUTS

20Bapa LUTS ETTigov) CUNTITWUATWY TTapA TN
| Qmax BeparTreia

T uttoAcippa oupwyv (PVR)  Augavouevo PVR 1Tapa n

T mpoaTdtng (> 30 cm3) Beparreia

T PSA (>1.4 ng/ml)

[Mpétrel va avayvwpiloupe Toug aoBeveic TTou Ba w@eAnBouv TTEPIcOOTEPO
atrd TN BepaTreia yia PEiWoN TWV JOKPOTTPOBECUWY ETTITTAOKWV



N w R (o))
o
|

Percentage of patients

—

[Tp00d0C VOOOU: N atTown Twv acBevwyv

g O Surgery
0 - 37 B AUR )
N a2  Emidgiviuon
O = ; OUUTTTWUATWY (=>4)
1 17
_L _.  BPH
0 e
; PH.-
| | | mm Surge
Not at all Not very Fairly Very Do not ¢ AU R

concerned concerned concerned concerned know
Patient opinion

Emberton et al Int J Clin Pract 2008



ATTO Tn Bewpia oTnv TTpacn: Aiayvwaon

Male LUTS Look at treatment algorithm
r 3
l No
History (+ sexual function) A

Symptom ?Jrﬁ;gf;sestionnaire Alava O'TIKOIS.

. = —Dl Bothersome symptoms
Physical examination

PSA (if diagnosis of PCa will change aA yo,plel,log:

the management-discuss with patient)

Measurement of PVR > s
. = TN\ [0 peaAioTIKN

v s

e Sgnieant PVR Acncsesot \ KAl TTOAKTIKH

uspncnon.of neurological l predominant storage
disease LUTS/nocturia -4
High PSA US of kidneys P US assessment of Tfp O O-g VVI OT]
Abnormal urinalysis T L~ prostate

l assessment UrofloImetry O'Tn V
Evaluate according to . B ol
Medical treatment Benign conditions of GVTI[IF: TCU 7TIUI7

Guidelines or clinical

relevant
according to treatment bladder and/or prostate
standard - with baseline values
l algorithm PLAN TREATMEy/ T(,U V m L U TS
N I

Treat underlying condition )
(if any, otherwise return to Endoscopy (if test would alter >
initial assessment) the choice of surgical modality)
Pressure flow studies (see text x
for specific indications) .
Surgical treatment Gravas S. et al.
according to treatment . . ’
Readers are strongly recommended to read the full algorithm EAU Guidelines on mLUTS
text that highlights the current position of each test

i detail 2018 www.uroweb.org



AlayvwoTIKOG AAyOpIBuoc: MNpoyvwaon Tpoodou vOoou

Manage according to EAU male
LUTS treatment algorithm

Male LUTS

J =

History (+ al function) -~
Sym score questionnaire

Urinalysis —DI Bothersome symptoms l MTOPS MT[O pOlj IJE
1 Physical examination ; .
[PSA (jf diagnosis of PCa will change the Kp|Tr]p|a ]TpOOéOU ?
Yes Age: >62 years \
Significant PVR
FVC in cases of PV: >31 cc \/
l e predominant storage A
US of kid o :
J-Renalfunction [~ Spsssssmentof prostalsp PSA: >1.6 ng/ml v
assessment —
- : Qmax: <10.6 mL/s \
> Benign conditions of
Medical treatment
according to treatment ¢——— b'j?gfg:;j{,fg 5;?3;?8 PV R: 239 m L \/
- LT PLAN TREATMENT
Endoscopy (if testwould alter N
the choice of surgical modality)
|| Pressure flow studies (see text Crawford ED et al. J Urol. 2006;175:1422-6.
for specific indications) T

according to treatment
algorithm




>
o
|

=M~ Fixed dose combination of dutasteride and tamsulosin (1 = 369)

\.‘0-9 -®- WW with initiation of tamsulosin if symptoms did not improve (n=373)
-1 r

O P <0.001

Adjusted mean change in IPSS
&
|

0 1 3 6 9 12 15 18 21 24
Months from randomisation

Common clinical practice = Watchful Waiting with conditional step-up to tamsulosin
Both treatment arms were accompanied with lifestyle advice

Roehrborn C, et al BJU Int 2015



Mean IPSS

14
13
12
11
10

Ui N N1 0 O

-M- Fixed dose combination of dutasteride and tamsulosin (n = 369)
=®- WW with initiation of tamsulosin if symptoms did not improve (n=373)

; e ® — 9.2
7.9 — . -y
7.6
L1 | | | | | | | J
0 1 3 6 9 12 15 18 21 24

Months from randomisation

Common clinical practice = Watchful Waiting with conditional step-up to tamsulosin
Both treatment arms were accompanied with lifestyle advice

Roehrborn C, et al BJU Int 2015



CONDUCT: 2 years results

O o100ep0O¢ ouvduaopog (dutasteride + tamsulosin) pelwvel Tov Kivouvo
TTPoodou KaTtd 43.1% o€ ouykpion YE TV OUVAON KAIVIKF TTPAKTIKN OTA 2 £TN

Subjects with progression, %

50

40 -

30

20 -

10

Fixed dose combination of
dutasteride and tamsulosin

— Common clinical practice

29%
f—’ﬂ_,____/—'__—"
gram—ry 18%
0 6 12 18 2;1

Months from randomisation

Common clinical practice = Watchful Waiting with conditional step-up to tamsulosin
Both treatment arms were accompanied with lifestyle advice



25 P < 0,004 . Placebo (n=T757)
221
. Alfuzosin 10 mg OD (n = 749)

Cumulative incidence (%)

Overall Symptom AUR BPH-related
progression progression surgery

Roehrborn et al , BJUI 2006



EpwTtnon 3: loTe Ba cavadeite Tov aoBevn;

1) Av €xe1 TTpOBANUa
2) 2¢€ 15 nuEPEC

3) 2€ 4-6 €BOOUAdEC
4) 2€ 6 NAVEC




[10TE Ba cavadeite Tov aoBevn oac;

Oepartreia 1° FU 2° FU
ATTAN TTapakoAoudnon 6m 12m
TpoTrotroinon ocuvnBeiwv o6m 12m
A-blocker / PDESI / Antimuscarinic 4-6wks o6m
A-blocker + 5aRl 4-6wWks 6m
S5aRl 12wks o6m
Etrepfarikn 6epartreia 4-6wks --

O1 aoBeveic TTPETTEl VO EAEyXOVTAI TTPOKEINEVOU VA aglohoynBeEi n
QVTATTOKPION OTN Bgpartreia, n UTTAPEN AVETTIOUPNTWY EVEPYEIWV

To d1aoTnua kaBopiletal atro To €id0C TNG BEPATTEIOG KAl N ETTAVEKTIUNON
YiveTal ava 6 PAVveC Kal KATOTTIV €TNOIWG

EAU Guidelines 2018; www.uroweb.org



ETravecETaon

EtraveceéTaon o€ 3 pnveg utro alfuzosin:

o  2XETIKN BEATIWON CUUTTTWHATWY oUPNONG AAAG ecakoAouBEi
VA TTOPATTOVIETAI IO CUXVOUPIA JE ETTITAKTIKOTNTA KAl
VUKTOUPIO

———

lzs ol 75 Flow Rate

+ [IPSS: 19 >14

Voiding: 7 3 N
Storage: 7 R
. QolL:3 (/\.’ T

« QupooueTpia:
Qox 9.1 mL/s > 12.2 mL/s
Voided volume 280 mL
PVR: 70 ml




EpwTtnon 4: Ti Ba KAVETE;

1) ANGCw a1-blocker
2) Zuvduaouog al-blocker + 5aRl

3) 2uvduaouocg al-blocker +
avTIXOAIVEPYIKOU
)

4) TURP




Male LUTS

(without indications for surgery)

\ 4

Bothersome
symptoms?

o

yes

A 4

Nocturnal
polyuria
predominant

e

Storage symptoms yes
predominant?

> 40 mL?

Prostate
o« | volume |
v

Long-term

Education + lifestyle
advice with or without treatment?

a4-blocker/PDESI

v
3
Residual
storage
L symptoms
\
v 4 v \ 4
Watchful Add muscarinic Education + Education + Education +
waiting receptor lifestyle advice lifestyle advice lifestyle advice
with or without antagonist/beta with or without with or without with or without
education + -3 agonist 5a-reductase muscarinic vasopressin
lifestyle advice inhibitor + o.1- receptor analogue
blocker/PDESI antagonist/beta
-3 agonist

Alaxeipion mLUTS

EAU Guidelines on

Management of
Non-Neurogenic
Male Lower Urinary
Tract Symptoms

(LUTS), incl.

Benign Prostatic
Obstruction (BPO)

S. Gravas (Chair), J.N. Cornu, M.]. Drake, M. Gacci, C. Gratzke,
T.R.W. Herrmann, S. Madersbhacher, C. Mamoulakis,

K.A.O. Tikkinen

Guidelines Associates: M. Karavitakis, I. Kyriazis, S. Malde,

© European Association of Urology 2018

V. Sakkalis, R. Umbach

European
Association
of Urology



2.UvOUaOouo¢ a-blocker+ 5aRl: Voiding symptoms

0,0
-0,5

p<0.006 combination versus tamsulosin

p<0.001 combination versus dutasteride

-1,0 Ymrepoxr) Combo ammé
1,5 — 6° pnva vs tamsulosin
-1,8 — 3% uAva v ri
20 oy 3° ynva vs dutasteride w i
- - —2’5 TL, T T4y =4

_2’5 -2'6 -2)7 -2 8 -2 8 _2;7 ‘2,7 2’5 -216 2'5
_3 0 Y/ 7

b 2

_3’5 9,4+ 79 -3;2 -3;2 _3’4 -3'3 -3,3 _3’4 _3’4 _3’4 -3’5 -3.5

-4,0 ) ) i
3,9 -3,9 g W1 4141 -4, 1 4.0

-4,5

O 3 6 9 12 15 18 21 24 27 30 33 36 39 42 45 48
Month
—fi— Combination Dutasteride Tamsulosin

Montorsi F et al. BJU Int 2011



-1,0

p<0.001 combination versus dutasteride

p<0.001 combination versus tamsulosin

Ytrepoxry Combo atrd

— 120 unva vs tamsulosin
— 30 unva vs dutasteride

Month

-1,5 -1,5
-1,6 -1,6 -1,6
-1,7 -1,7
1I8 rv's
-1,7 -1,7
8 1;8 1,8 '118
-1,9 -1,9 -1,9
B B
22 22 22 z.z\l ) w
-2,3 2,3 2,3 2,3
24

-1,4

-1,9

-2,3

-1,4

-1,9

-2,3

o 3

6

9

—il— Combination

12 15

Dutasteride

—/— Tamsulosin

18 21 24 27 30 33 36 39 42 45 48

-1.9
-2.3

Montorsi F et al. BJU Int 2011



Male LUTS

with absolute indications for surgery or non-responders to medical treatment or those
who do not want medical treatment but request active treatment

v
High-risk B .
0y patients? high
Can have
yes surgery under » no
anaesthesia?
v
Can stop
« yes anticoagulation/ —® _ho
antiplatelet therapy
v
Prostate
v
30 -80mL
v v v v A
TUIP (1) TURP (1) Open Laser TUMT
TURP Laser prostatectomy (1) vaporisation (1) TUNA
enucleation HoLEP (1) Laser PU lift
Bipolar Bipolar enucleation Stent
enucleation enucleation (1)
Laser Laser
vaporization vaporization
PU lift Thulium
TUMT enucleation
TUNA TURP

EAU Guidelines on

Management of
Non-Neurogenic
Male Lower Urinary
Tract Symptoms
(LUTS), incl.

Benign Prostatic
Obstruction (BPO)

S. Gravas (Chair), |.N. Cornu, M.). Drake, M. Gacci, C. Gratzke,
T.R.W. Herrmann, S. Madersbacher, C. Mamoulakis,

K.A.O. Tikkinen

Guidelines Associates: M. Karavitakis, I. Kyriazis, S. Malde,

V. Sakkalis, R. Umbach

a8l

European
Association
of Urology

© European Association of Urology 2018



OupOdUVANIKOC EAEYXOC;

Recommendations

Strength rating

Perform pressure-flow studies (PFS) only in individual patients for specific indications prior
to invasive treatment or when evaluation of the underlying pathophysiology of LUTS is
warranted.

Weak

Perform PFS in men who have had previous unsuccessful (invasive) treatment for LUTS. Weak
Perform PFS in men considering invasive treatment who cannot void > 150 mL. Weak
Perform PFS when considering surgery in men with bothersome predominantly voiding Weak
LUTSand Q__, > 10 mL/s.

Perform PFS when considering invasive therapy in men with bothersome, predominantly Weak
voiding LUTS with a post void residual > 300 mL.

Perform PFS when considering invasive treatment in men with bothersome, predominantly | Weak
voiding LUTS aged > 80 years.

Perform PFS when considering invasive treatment in men with bothersome, predominantly | Weak

voiding LUTS aged < 50 years.

EAU Guidelines 2018




Post-TURP

o) Is benign prostatic obstruction surgery indicated
for improving overactive bladder symptoms in men
with lower urinary tract symptoms?

Curr Opin Urol 2016, 26:17-21 _ N .
Jean-Nicolas Cornu and Philippe Grise

* [NMapapévovria cupTrTwuara atrodnkeuvong: 20%

« Metd TURP (OAB, detrusor overactivity, BPO) @12 unvec:

HAikia, /X xwpnrikornta kOotews (<260 ml), eUpo¢ CUOTTACEWV
céworrnpa — 83% TTapauovn
* AAAEC TTAPAMETPOI:

Bapurnra /X ouumrrwuarwyv armro@nkeuong, TUTTo¢ OUCTTACEWV



EAU Guidelines on

Management of
Non-Neurogenic
Male Lower Urinary
Tract Symptoms
(LUTS), incl.

Benign Prostatic
Obstruction (BPO)

EtAoyn BepaTtreiag

The choice of the surgical
technique depends on prostate
size, comorbidities of the
patient, ability to have
anaesthesia, patients’
preferences, willingness to
accept surgery-associated
specific side effects, availability
of the surgical armamentarium,
and experience of the surgeon
with these surgical techniques



Male LUTS

(without indications for surgery)

\ 4

Bothersome
symptoms?

o

yes

A 4

Nocturnal
polyuria
predominant

e

Storage symptoms yes
predominant?

> 40 mL?

Prostate
o« | volume |
v

Long-term

Education + lifestyle
advice with or without treatment?

a4-blocker/PDESI

v
3
Residual
storage
L symptoms
\
v 4 v \ 4
Watchful Add muscarinic Education + Education + Education +
waiting receptor lifestyle advice lifestyle advice lifestyle advice
with or without antagonist/beta with or without with or without with or without
education + -3 agonist 5a-reductase muscarinic vasopressin
lifestyle advice inhibitor + o.1- receptor analogue
blocker/PDESI antagonist/beta
-3 agonist

Alaxeipion mLUTS

EAU Guidelines on

Management of
Non-Neurogenic
Male Lower Urinary
Tract Symptoms

(LUTS), incl.

Benign Prostatic
Obstruction (BPO)

S. Gravas (Chair), J.N. Cornu, M.]. Drake, M. Gacci, C. Gratzke,
T.R.W. Herrmann, S. Madersbhacher, C. Mamoulakis,

K.A.O. Tikkinen

Guidelines Associates: M. Karavitakis, I. Kyriazis, S. Malde,

© European Association of Urology 2018

V. Sakkalis, R. Umbach

European
Association
of Urology



2uvovoopog a-blocker + AM

Recommendations

LE |GR

has been insufficient with monotherapy with either drug.

Combination treatment with an a,-blocker together with a muscarinic receptor antagonist may | 1b B
be used in patients with troublesome moderate-to-severe LUTS if relief of storage symptoms

Combination treatment should be prescribed with caution in men who may have BOO.

2b B

BOO = bladder outlet obstruction; LUTS = lower urinary tract symptoms.

Recommendations

Strength rating

Use combination treatment of a a.1-blocker with a muscarinic receptor antagonist in
patients with moderate-to-severe LUTS if relief of storage symptoms has been insufficient
with monotherapy with either drug.

Strong

Do not prescribe combination treatment in men with a post-void residual volume > 150 mL.

Weak

H pétpnon tov PVR cuvietdton katd t Ospameia ue AMs

EAU Guidelines on Management of Non-Neurogenic Male LUTS, incl. BPO, http.//uroweb.org/guideline/treatment-of-non-neurogenic-male-luts/
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A Post void residual volume (mL)

Type of
Author Year  anticholinergic
No prior alpha-blocker
Kaplan SA 2006 Tolterodine
Lee SH 2m Tolterodine

Subtotal (1= 0.0%, p=0.056)

Prior alpha-blocker
MacDiarmid SA 2008  Oxybutynin ER
Chapple C 2009 Tolterodine

Anticholinergic

plus Alpha-blocker
Mean difference  alpha-blocker monotherapy Weight
(mL) (95% CI)  (n, A(mL) (SD)) (n, A (mL) (SD)) (%)

6.31 (-4.14,1676) 225,642 (60.56) 215,0.11 (51.09) 881
1270 (-2.38,27.78) 85,240 (58.41) 91,-10.30 (41.63) 423
8.38 (-0.21, 16.97) 310 306 13.04

1040 (-0.72,21.52) 203,18.20 (65.42) 209, 7.80 (48.19)  7.78
12.60 (3.34,21.86) 289,13.60 (66.11) 291,1.00 (45.84) 1121

Kaplan SA 2009 Solifenacin 13.52(2.79,24.25) 202,002 (59.07)194, -13.50 (49.68) 835
YamaguchiO 2011 Solifenacin 12,00 (7.98,16.02) 423,17.90 (24.66) 212,5.92(24.22) 59.60
Subtotal (I? = 0.0%, p<0.001) 12.08 (8.76, 15.41) 1117 906 §6.96
‘ Overall (F=0.0%, p<0.001) 11.60 (8.50, 14.70) 1427 1212 100.00
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Systematic Review

Trial Level of Patients, Drug (dose) Duration, mo Inclusion criteria
evidence no.

Studies in which a1-blocker, anumuxarum ora wmbuuuun of bu(h was lLsu:d frum (hL start
TIMES [42] - e A
PSA <10 ng/ml
Studies in which a1-blocker/antimuscarinic or a1-blocker/placebo was tested from the start
Lee et al. [41] 1b 228 Duxazusln 2 &L 50-80 yr
=8 unideP4 h
pacity
MacDiarmid 5 409 Tamsulosin Age A5 yr
et al. [45] (0.4 mg) Qmax =8 mlfs
VICTOR [48] — r————————— nge oy
ADAM [49] b 652 Anv al-blocker Aeeods v
PSAT=T0 g/l
ASSIST [50]
TAABO [53] 1b 214 Tamsulosin ;u- —“'in T

PVR <100 ml

=T urgency episodes24h

PVR <100 ml

pruslau. sm. 40 ml

Oelke et al. [52]

Long-term Safety and Efficacy of Single-tablet Combinations of
Solifenacin and Tamsulosin Oral Controlled Absorption System in
Men with Storage and Voiding Lower Urinary Tract Symptoms:
Results from the NEPTUNE Study and NEPTUNE II Open-label
Extension

Marcus J. Drake “*, Christopher Chapple”, Roman Sokol ¢, Matthias Oelke 4. Klaudia Traudtner®,
Monique Klaver®, Ted Drogendijk ¢, Philip Van Kerrebroeck”’,

on behalf of the NEPTUNE Study Group

PVR <150 ml

Neurourology and Urodynamics
m
N
D

Long-Term Efficacy of a Combination Therapy With an
Anticholinergic Agent and an al-Blocker for Patients With
Benign Prostatic Enlargement Complaining Both Voiding
and Overactive Bladder Symptoms: A Randomized,
Prospective, Comparative Trial Using a Urodynamic Study

Yoshihisa Matsukawa,* Shun Takai, Yasuhito Funahashi, Masashi Kato, Tokunori Yamamoto,
and Momokazu Gotoh
Department of Urology, Nagoya University Graduate School of Medicine, Nagoya, Japan

PVR <150 ml

Fiillhase C, et al. Eur Urol. 2013;64(2):228-43; Drake MJ, et al. Eur Urol. 2015;67(2):262-70;
Matsukawa Y, et al. Neurourol Urodyn. 2016; Apr 6 [Epub ahead of print]
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RCT (n=222): Placebo-controlled pressure-flow study in

men with LUTS and BPO
B Tamsu 0.4 mg + Solifenacin 6 mg (n=67) Tamsu 4 mg + Solifenacin 9 mg (n=59) Placebo (n=62)
2.5+
0- Week 12 51 23
-1.0- 2.0+
Q, 2.0+ .
- - 2 1.5-
c -3.0 =
S 4,04 ‘g
%g '2.8- OE 10-
2 -7.0- 0.5
-8.0 1 0
-9.0- Week 12
Detrusor Pressure @ Q,,,.x (Pg4etQmax) Maximum urinary flow rate (Qrax)

Tamsu/Soli 6 mg or 9 mg was non-inferior to placebo for P4.,Q,.., and Q,, ..
No clinical or statistical evidence of increased risk of urinary retention

Kaplan SA, et al. Eur Urol. 2013;63(1):158-65 BPO=Benign Prostatic Obstruction; EOT=End of Treatment
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A Acute urinary retention (req. catheterization) Anticholinergic
plus Alpha-blocker

Type of alpha-blocker monotherapy Weight
Author Year anticholinergic OR (95%CI) (eventsftreated) (events/treated) (%)
Kaplan SA 2006 Tolterodine = 707 (0.14, 356.56) 1/225 0/215 7.98
Chapple C 2009 Tolterodine - 0.50 (0.05, 4.85) 1/329 2/323 2388
Kaplan SA 2009 Solifenacin =) 721(0.75, 69.73) 3/202 0/195 2383
Kaplan SA 2011 Fesoterodine T 1.00 (0.06, 16.05) 1/471 1/472 15.96
YamaguchiO 2011 Solifenacin i 454 (057, 36.33) 4/414 0/209 2835
MacDiarmid SA 2008 Oxybutynin ER (Excluded) 0/203 0/206 0.00
Lee SH 2011 Tolterodine : (Excluded) 0/83 0/84 0.00
Overall (12 =0.0%, p = 0.115) 5 2.44 (0.81,7.39) 1071927 31704  100.00

: (0.5%) (0.3%)

0.02 1 50



NEPTUNE and

Cumulative Incidence of AUR |

A
NEPTUNE II Studies z
o 144
59
) T 1y
1208 men: 58
. S 1.0-
>1 dose of FDC Soli 6 mg 85 ool
* :8 S 3
or 9 mg* + Tamsu forupto | 23 °¢ M
22 04 '
52 weeks 5% T_]—'
= 0.2
S 0.0 s . . . : . ; : : . ' . .
*FDC Soli 9 mg + Tamsu is not 0 30 60 90 120 150 180 210 240 270 300 330 360
licenced in any country Time (Days) to Onset From First Treatment With FDC
AUR*
Hazard Ratio 95% CI P-value
Age, years 1.05 0.94-1.16 0.40
Prostate volume, mL 1.08 1.02-1.13 0.004
Qmax: mMUs 0.85 0.60-1.21 0.36
Total IPSS 0.97 0.80-1.17 0.74
PSA concentration, ng/mL 1.41 1.16-1.71 <0.001
PVR volume, mL 1.02 1.00-1.03 0.06
BVE, % 0.94 0.90-0.99 0.03

Drake MJ, et al. PLoS One. 2017;12(2):¢0170726

FDC=Fixed-dose Combination



ETravecetaon 6wks YETA TN vEQ BepaTreia

Xoprynon otaBepou
ouvouacopou Soli 6 + Tamsu

2TNV TTPWTN ETTIOKEWN 0 a0BEVNG
aloBaveTal TTOAU KaAuTepa L7 |

2 NKWVETAI PIa Gopa Tn VUKTA
« |PSS: 14 511

Voiding: 7

Storage: 4 {
° QoL: 2 / a —11
« Oupooperpia: ) ]
Q,...: 12.1 mL/s > 12.2 mL/s Avavewaoape To pavTeRou
Voided volume 300 mL Yia 6 HAVEC apyoTEPQ

PVR: 90 ml









