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Management of BPH — A UK view Synopsis

mOEvidence Basebd
Christopher Chapple = Terminology
m Guidelines
= NICE Guidelines for male LUTS
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Hesitancy
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20 40 60 80
Nocturia: waking to void O 1 tim PercentofMen(n—1271)
Frequency: subject feels he/she urinates too often during the day ’

etal, Abstract d at EAU 2006

But Storage Symptoms )
Are the Most Bothersome Prevalence of LUTS in Men

International Continence Societyd Benign Prostatic
Hyperplasia Study

Nocturi Bprevalence

EBothersomeness
Frequency felt
Urge
incontinence
Miscellaneous

incontinence

Prevalence (%)

Nocturnal

incontinence 60 65 70

20 40 60 80 Age (years)
Percent of Men (n = 1,271)

Verhamme KM, et al. Eur Urol




Clinical need

= An increasing number of men aged 60 years 4

over have moderate to severe LUTS.

m Prevalence increases with age, so this figure
continue to rise

= Wide variation in clinical practice

Why have
Guidelines/Recommendations?

= To guide best practice

= To provide a basis for education

= To summariseonsensus

= To provide a basis fanedicolegassessment

= To regulate practice and wherever possible ¢
costs

Evaluation and Treatment of Lower Urinary Tract Symptoms in
Older Men

Ao € Chapp b 5 Ky b C Roshirbnd and
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What type of guidelines?

Consensus

= Local

Consensus supplemented by literature survey
0bbest practicebd

= EAU/ICUD

Systematic review of the evidence based literature

= Cochrane

Consensus supplemented by systematic review of ke
areas defined by a multidisciplinary group including |
representation

= NICE
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International Prostate Symptom Score (IPSS)
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Initial assessment. assessment in any setting by o healthcare .
professional without specific training In managing LUTS in men . Nocturia

Specialist assessment assessment carried out In any setting by o
healthcare professional with 13INING In Managing LUTS in men
Mild LUTS: an International Pross Symptony Score (IPSS) of 0-7
Moderate LUTS: an PSS of 8419, . " .
Severe LUTS an IPSS of 20-35 Is it a good questionnaire?




IPSS QoL question.

How would you feel if this never changed ..?

status before treatment
== Al patents (N: 9420) Scelen
: 6,865)
satisfied
mostly satisfied
ed / balanced
ostly dissatisfied

sad / unhappy

ery bad / unhappy

R Berges; Cologne, Germany.  All patients (N: 9,420)

women suffer
from BPH too
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Patient-centred care

| Treatment and care should take into account men's individual needs and |

preferences. Good communication is essential, supported by evidence-
based information, to allow men to reach informed dacisions about their
care. Follow Department of Health advice on seeking consent if needed.
Men with lower urinary tract symptoms {LUTS) should have access to
care that can help with their emotional and physical conditions, and with
relevant physical, psychological, sexual and social issues. If the patient
agrees, families and carers should have the opportunity to be involved in
dedisions about treatment and care and be able to give feedback on

| treatments.

mpact Of LUT®RolOn

71%
Worry about patient 6566
Social I|ife affected
Worsening sex life

Upset by distress the partner s

ells et al. BJU Int 200 440

The Factors involved in LUTS IV




Sly ciu@ed by CuiproiateC. & U

L L <

Pathological changes in tl
bladder

1 !

Voiding symptoms Storage symptoms aire:
Male ge sympt Impaired

slow stream nocturia quality of
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12 Urinalys

121 What s the sensitivity and specificity of urinalysis to detect each relevant condition (diabetes, bladder cancer,
urinary tract infections, stones, renal disease)?

13 Prostate specific antigen (PSA)

131 How does baseline PSA predict symptom progression?

132 In men with LUTS, does performing a PSA test affect patient outcomes versus not performing the diagnostic

Symptom Scores

missed treatment opportunities) versus not completing scores?

Digital Rectal Examination (DRE)

In men with LUTS, what is the effectiveness of a DRE versus no DRE in changes to patient treatment/outcomes?
Frequency Volume charts

In men with LUTS, what is the effectiveness of fr

changes to patient treatment/outcomes?

Pad tests

In men with LUTS how does measuring incontinence (pad test) affect patient outcomes versus not performing the
diagnostic test?

Renal function

In men with LUTS how does measuring renal function affect patient outcomes not performing the
p

Urinary flow rate

In men with LUT s the effect s of urinary flow rate versus no urinary flow rate in relationship to
patient treatment

What s the sensitivity and specificity of a maximum urinary flow rate in predicting bladder outlet obstruction as
defined by pressure flow studies in mer

Intal assessment
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Diagnostic Tests

Basic Evaluation Specialized Evaluation

Recommended Tests Recommended Tests
: Detailed Quantification of

. History Symptoms by Standardized
Assessment of Questionnaires, moved to

specialist.
Symptoms and Bother Flow Rate Recording

. Physical Digital Rectal Residual Urine
Examination Pressure Flow Studies (PFS)

Urinalysis
. Serum Prostate Optional Testing

: = 1. Imaging of the Prostate by
Specific Antigen (PSA) Transabdominalor

Frequency i Volume Transrectal Ultrasound
Chart (Voiding Diary) (TRUS)
Imaging ofthe Upper Urinary
Tract by Uttrasonography of
e B
(vU)
Endoscopy of the Lower
Urinary Tract

Cnlsbaaiog Canie A A Gt

1. Clinical evidence
Table 12: Urinalysisi Clinical study characteristics

Ja ltwas ot reported rer investigators and patients were masked (o
AoThis study analysed erythrocyte sediment following a pos urine dipstick result.

T sty Populaon wes ouipalent fom & ogy teparment (secorday are Se1nc) reher than  primary el e be sed n pracice.

Number of
Outcome studies  Design Limitations Inconsistency Directness Imprecision

Bladder 1 Diagnostic study Serious limitations No serious Serious No serious imprecision}
Cancer(E221996) @ inconsistency indirectness (b)

No serious
inconsistency

Urinary tract Diagnostic study Serious fimitations No serious imprecision}
(@

v Serious
infection(EZZ1996} indirectness (b)

Urinary calculi
(stones){E221996}

No serious
inconsistency

No serious imprecision}

Diagnostic study Serious fimitations Serious
@ indirectness (b)

Cysis(E221996)

No seriol

Serious No serious imprecision}
inconsistency indirectness (b)

Diagnostic study Serious limitations
@

Diabetes

Renal Disease o

Referral for specialist assessment

T

Ml
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I S— Research recommendations

A Question: Are pressure flow studies clinically effective
and cost-effective in improving patient-related
outcomes in men being considered for bladder outlet
surgery?

A Patients: Bothersome LUTS not responding to
conservative therapy (catheterized patients excluded)

3 A Intervention: Pressure flow studies

ctar A Comparison: Two groups, awaiting bladder outlet
surgery, randomized either to pre-operative pressure
flow studies, or not

A Outcome: Primary outcome-patient-related outcome

. - . - (IPSS, EQ5D), secondary outcomes-adverse events,
flow rate, residual urine, pdetQmax.
Research recommendations S S

i Multichannel cystometry

A Whatis the clinical and cost effectiveness of multichannel

cystometry in improving patient-related outcomes in men

being considered for bladder outlet surgery? Crspammt
A Why this is important
A This research would clarify whether this test could improve

the outcome of surgery. If the result is positive, this could

improve the chance of a good outcome from surgery. The

study should be a randomised controlled trial comparing

multichannel cystometry before surgery with no intervention

in men awaiting bladder outlet surgery.

ey —elerr-inl ol it}

Research recommendations

Products for men with urinary incontinence Long-term catheterisation and containment
A What are the clinical and cost effectiveness and
associated adverse events of absorbent pads Somty & ot eoTOoY, 536 e 153
compared with sheath collectors for men with urinary e 12 Tt et eyt
incontinence? &5 0 WGy, pree seen or
A Why this is important

A The number of patients in this group is steadily
increasing as more radical prostatectomies are carried
out and the population ages. Current practice varies
widely across the UK with no established standard of
good practice. This research could establish the best
approach to continence management in these men and
so bring more effective, patient-focused treatment that
is more cost effective..

» o (NG LO0-21T) rowedng umtt tterergrian ¢ reccl raraerer S hied 2




Research recommendations

Catheterisation

A What are the clinical and cost effectiveness and
associated adverse events of intermittent
catheterisation compared with indwelling catheterisation
(suprapubic or urethral) for men with voiding difficulty
and chronic retention of urine?

Why this is important

A The study should be a randomised controlled trial
comparing intermittent catheterisation, indwelling
suprapubic and indwelling urethral catheterisation.
Outcomes of interest would be quality of life, healthcare
resource use and adverse events (including leakage,
skin breakdown, infection, erosion and death).

L
ey —elerr-inl

ey —elerr-inl

Combination therapy

Addition of:-

A alpha reductase
Aantimuscarinic
Ahosphodiesterase 5 inhibitor
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Drug treatment

Managing a chronic, progressive condition
is about maintaining quality of life

Health -related QoL

Time

NEW ENGLAND
JOURNAL of MEDICINE

herapy on the Cl

of Benign Prostatic Hyperplasia
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The Value of Combination Therap &-AR antagonist + 58-RI more effective in patients with
[Cumulative Incidence of AUR (MTOPS)] enlarged prostate
MTOPS trial

p=0.0034;df =3 N = 3047, mean followp 4.5 years

Favors &-AR Favors combination Favors combination

FavorRl 5[a
antagonist therapy therapy

differenr(?e bém(/)een treatments

25t0<40

Percent with Event

of BPH progressio cla 4CI) of BPH progression

Combination therapy beneficial for patients with large prostate
lan SA et al. J Urol
Placebo ™% Doxazosin Finasteride ‘Combination 752120

CombAT Study design

The Effects of Dutasteride, Tamsulosin ik
and Combination Therapy on Lower Urinary Tract
Symptoms in Men With Benign Prostatic Hyperplasia and q

Prostatic Enlargement: 2-Year Results From the CombAT Study Tamsulosin 0.4 mg

Claus G. Rochrborn *, Paul Siami,$ Jack Barkin,i Ronaldo Damide,f Kim Major-Walkex,i

Betsy Morrilli and Francesco Montorsi§ on behalf of the CombAT Study Group

From the Department of Urology. University of Texas Southwestern Medical Center (CGR), Dallas, Texas, Welborn Clinic (PS), Evansville,
Indiana, Department of Urology, University of Toronto (JB), Torcnto, Ontario, Canada, Servigo de Urologia, Hospital Universitario Pedro
Ermesto-Universidods is Eseacda do Rio ds Jansiro (RD), Ris s Jansiro, Brosil, Ressarch and Devlopment, GlosoSmithKline (MW,
BM), Ressorch Triangle Park, North Carclina, and Department of Urology, Unicersita Vita Salute San Roffacle (FM), Milan, ialy Combination

4-week
placebo Avodart 0.5 mg

run-in

Screening

Purpose; We investigated whether combination therapy with dutasteride and tamsulosin is more effective than either
‘monotherapy alone for improving symptoms and long-term outcomes in men with moderate to severe lower urinary tract
symptoms and prostatic enlargement (30 ce or greater). We report preplanned 2.year analyses.

M24

\ Visits every 3 months )
S0 e s s } il
Primary Measures IPSS AUR
Surgery

CombAT year-2 endpoints

Major entry criteria

= Primary

Age G50 years = Change in IPSS
BPH diagnosis Diagnosis of BPH by history or

e Secondar
(]
IPSS Q12 (moderate-to-severe y

symptoms) = |PSS change from baseline categories:
PV B0 cc by TRUS O2 points O3 points025%
Serum PSA AL.57 010.0 ng/mL ® Qmax
Qe >5and QL5 mL/s = Q,..xchange from baseline categories:
Minimum voided volume QA125 mL 030%,03 mL/s
= PV and TZV
= Health outcome measures
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Change in IPSS

Adjusted mean change from baseline in IPSS # standard error

ary

CombAT year-4 endpoints

= Primary

= Time to event/, ortion of subjects with AUR
or BPHrelated surgery

m Secondary
= Individual components of primary endpoint
= All primary and secondary endpoints evaluated at y
= Time to BPHrelated clinical progression T .
Seudy month

Combination (=1610) =4 = Dutasteride (n = 1623) & Tamsulosin (n= 1611)

Change in IPSS Time to first AUR or BPH-related surgery

Adjusted mean change from baseline in IPSS # standard error

0,0 g‘ Percent of patients

J— P <0.001 Combination versus Tamsulosin — Tamsulosin

p < 0.001 Combination versus Dutasteride

12
Combination (7=1610) =4 - Dutasteride (n = 1623) Tamsulosin (1= 1611) Time (months)

Change in Qmax

ed mean change from

}— P < 0.001 Combo versus Tam —i
— O 0. 0 Ovérsus®atmb o

Mo

e L L T LEE ) . *Tamnzkour SOuinsrids -~ Canbiraron

Dutasteride 4. Tamsulosin

10
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Change in PSA 4-Year overall AE profile

Comb Dut
(n=1610)  (n=1623)

Adverse event (AE) 73% 73%
Serious AE 19% 21% 21%*
Drug-related AE 28% 21%* 19%*

Serious drug-related AE <1% <1% <1%

AE leading to study withdrawal 13% 12% 13%

Drug-related AE leading to study

withdrawal
Moath

*Tarnwikssin ChaLiniteridde L *p<0.001versummbination

Drug-related adverse events by year 4-Year drugrelated adverse events occurring
AY xmM: 2F adzoeSoua Ay

Patients (%)
Combination Dutasteride Tamsulosin

(n=1610) (n=1623) (n=1611)
Erectile dysfunction 9% 7% 5%
Retrograde ejaculation <1% 19
Altered (decreased) libido 3% 2%
Ejaculation failure Z <1% <1%
Semen volume decreased <1% <1%
Loss of libido 1% 1%
Dizziness <1% 2%
Gynecomastia 2% <1%
Vear B Year 3 Nipple pain <1% <1%
Breast tenderness 1% <1%
Combination m Dutasteride m Tamsulosin

ascular adverse events in CombA’ Withdrawals over 4 years due to sexual adverse events

Combination Dutasteride Tamsulosin
Combination Dutasteride Tamsulosin % of Subjects (n 10) (n=1623) 11)
(n = 1610) (n = 1623) (n = 1611) _
n (%) n (% n (%) jaculation disorders
Incidence .6% 2.5%
Led to withdrawal 1.2% 0.1%

Impotence

Any cardiovascular event 96 (6.0) 95 (5.9) 92 (5.7)

Ischaemic coronary artery 35(2.2) 36 (2.2) 32(2.0)
disease

Acute coronary syndrome 30(1.9) 32(2.0) 28(1.7) Incidence 10.4% 8.8%

.

Cardiac failure 14.(0.9) 4(0.2) 10(0.6) Led to withdrawal 1.4% 0.8%
Altered (decreased) libid!

Cardiac arrythmias 3(02 5(0.3) 6(0.4) &

Peripheral vascular disease 2(0.1) 2(0.1) 1(<0.1) Incidence

Led to withdrawal
Ischaemic cerebrovascular 24(1.5) 28(1.7) 24 (1.5)
events

11



Combat - conclusions

B Combination therapy was significantly superior to both
monotherapies in terms of symptom improvement
0 from month 3 vs dutasteride
0 from month 9 vs tamsulosin

O benefit sustained out to 4 years

B This is the first time that combination therapy has been
shown to be significantly superior to both monotherapies
in terms of symptom improvement within the first year of
treatment

Overall prevalence of LUTS in men

(Population survey in Canada, Germany, Italy, Sweden, and UK)

= N=4659 Men
= Prevalence of any LUTS in Men: 62.5%

Iwin DE etal  Eur Urol. 2006; 50:1306 -15,

Most Men have BOTH Voiding and Storage Symptoms

N = 14,139 men O 40 vyearBpilUT§

71% reported LUTS Voiding symptoms
Storage symptoms
Post micturition symptoms

Voiding symptoms Voiding + post micturition
only symptoms

Post micturition
symptoms only (3.0%)

Voiding + storage 10.3% Voiding + post micturition +
symptoms storage symptoms

St " Post micturition + storage
orage symptoms symptoms (2.0%)

only

ANocturia ASlow stream

Alncreased daytime Asplitting emptying
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Combat - conclusions

B Combination therapy was superior to tamsulosin, but not
to dutasteride, in terms of reducing the risks of AUR and
BPH-related sutgery over 4 years

M Safety and tolerability of combination therapy were

genrally consistent with previous experience, with adverse
events rarely leading to discontinuation

B BUT IN A VERY SELECT GROUP OF PATIENTS WITH LARGE
PROSTATES

Lower urinary tract symptoms
LUTS)
Voiding
symptoms

Alncomplete bladder

frequency AHesitancy APostmicturitiondribble

AUrgency Alntermittency

AUrgency incontinence ATerminal dribble

AStraining

Prevalence of LUTS in men

Post-
Storage Voiding micturition

Total = 51.3% Total = 25.7% Total = 16.9%

uria: waking to void O1 times per night (IC
cy: subject feels he urinates too often during the day

Adapted from Irwin DE etal.  Eur Urol. 2006; 50:1306 -15

12



mptoms are as prevalent in men as in women and
increase with age

Comparison of Data from the SIFO Study 1997 and the EPIC Study
2005

40
35 Men i SIFO 1997
— WOomen i SIFO 1997
Men i 2005
Women - 2005

Prevalence %
2R NN W
o o u o

o u

40-44 45-49 50-54 55-59 60-64 65-69 70+
Age, years

OAB = Overactive bladder Adapted frof omletal.  BJUInt . 20018
Adapted from etal.  Eur Uro |. 2006;

Men with OAB report a high degree of
impairment in HRQL

e Paliests

Adapted from Irwin DE, ICS 2006. Al

Why are fewer men treated with
antimuscarinics?

A (o et v o 1 s ol D o ol et and 1) il W
{ eow o

INTRIMN X 500k be adwrmbannt W8 O% bt A% ey Sy batder sfom steiucion decane of
P srk of vy rdewtn

e

(TR X, vt by bt ACS Sxxion 30 pallelts i) Gueiniesingd chotctie Bawden becaw o D ok of

¢l dis e AN

artedied e Sy 0 0N ¢ e il cantien I bty

o3 enopmgmd el ader e e oy ey
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Spectrum of OAB

s OABdefinedas ur gency, with or
usually with frequency amdcturia

Urgency:
0a sudden c
desire to pass urine,
which is dif

Urgency:
othe only s
patientmushave to be

described as having
OAB G

Wein AJ. Rackley RR. J Urol. 2006; 1
Abrams P etal  Neurourol Urodyn.
Abrams P BJU Int. 20

Men with LUTS are predominantly treated
with BPH agents rather than OAB agents

Diagnosis

No Rx BPH Rx OAB Rx OAB&BPH
only only Rx

Type of treatment
Rx = Treatment

Data obtained from medical & pharmacy claims
Databases of diverse managed care plans
Adapted from Jumadilova Z. ICS 2005. Abstr 486

Acute urinary retention in
perspective

= |n the general population, BPH can progress to
BOO and then to AUR
= AUR occurred in 2.4% (n = 18/737) of men with BPH
receiving placebo for 4.5 years ilMA©PS stutly
= AUR occurred in 2.9% (n = 8/276) of men with BPH
over a 3year period frorthe Veterans Affairs Cooperativg
Study in the watetditing aPm

= Published placebmntrolled, opeffabel and active
comparator studies show thaticholinergicare
associated with a similar incidence of IR

Curr Urol Reports
N Engl J Med. 200
nJHetal N EnglJMed
etal.  Neurourol Urody

13
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Safety data from analysed studies
e s

European Urolog meened journals

saito et al. Tamsulosis.
tamsulosif

Available at www.sciencedirect.com propiverine

Journal homepage: www.europeanurology.com Athanasopoulostal.  Tamsulosins 12% in combination therapy,
amsulosin arm, 4% inamsuiosiam
wlerodine
oorazosivs 2.7% in combination 7.8% n combination therap
doxazosin herapy am, 189% 0 am, 29% moxazosin
propiverine foxazosirarm (p<0.05) armp=022)

e A & Abramset al. Toerodiners 9 in treatment arm, 79 in  11% in reatment anm.179% i

i Jacebo ar-a52) pacebo arm

RN e s s ||

eoetal oxazosine
Anticholinergic Drugs in Patients with Bladder Outlet Obstruction feeet L R 2 65%
and Lower Urinary Tract Symptoms: Kaplan et al tolterodine

A Systematic Review Congress abstracts
Okadactal Propiverine

9%

Ficara  ®
Suzukietal Prophverines & 4218 ml

blocker
Clinic, Unive
Limet al Terazosir
tolierodine

rse event; AUR urinary retention; NA = ot avaiab
al

s SR ID Novara G etal. Eur Urol. 2006550:675 -683

Efficacy of 4-AR antagonist with/without . . L.
antimuscarinic agent a,-AR antagonist + antimuscarinic agent
Efficacy in men in 3 RCT

= 144 men i, h-ARBaDt St peat

Aft : i i
ter 2 mon N Population Exclusion
additional

antimuscarinic 6
agent | PSS 12
& . PVR > 200 ml
Kaplan 2006 Frequency) 8/ 2
Urgency0 3/ 2 4 max < © Ml/s

I PSS O 13| PVR>150ml

MacDiarmid 2008 IPSSstorag® 8 Qmax< 8 ml/s

2
c
2
T
=
G
S

Frequenc® 8/ 2| PVR>200ml
h le 2f A
Clopple 200 UrgencyO 1/ 2 4| ciin relevant BOO

BOO (N = 76) BOO + DO (N = 68)
No improvement = Improvement
Kaplan SA et al. JAMA 2006;296:2319-28; MacDiarmid SA et al. Mayo Clin Proc

2008;83(9):1002-10; Chapple C et al. Eur Urol 2009;56:5:

Lee JY etal. BJU Int 2004;94:817-20

. Study design (2
Study design (1) gdesiong
reening randomisatio final
; sessment
final . *

ent

screening randomisation

1 \

weeks

* 2 weeks for U,-AR antagonist
4 weeks for antimuscarinic agent, antispasmodic agent, saw palmetto
or electrostimulation
8 weeks for investigational drugs
U lan SA et AMA 6 1. MacDiarmid SA et al. Mayo Clin Proc 2008;83(9):1002-10
12 weeks for SU-RI Kaplan SA et al. JAM 2. Chapple C et al. Eur Urol 2009;5:

weeks

14



Combination &;-AR antagonist + antimuscarinic
agent beneficial in patient reported outcome

*P<0.001 vs. placeb®= 0.001 vsantimuscariniagentP= 0.03
Vv s AR antagonist

Kaplan SA et al. JAMA 2006;296:23;

lition of antimuscarinic agent to &-AR antagonist
improves persistent storage symptoms (1)

*

*P< 0.001 vsi;-AR antagonist

®
£
3
3
<
8
S
[
n
%
]
)
o
S
]
®
)
]
2
I
g
s

-AR antagonist + placebo Bl Combination

MacDiarmid S et al. Mayo Clin Proc 2008;83:1002-10

Antimuscarinic agent and decreased detrusor
contractility: risk of acute urinary retention
= No acute urinary retention, no catheterisation
= Trial discontinuation if PVR > 300 ml of,Q< 5 ml/s
= N=418
PVR > 300 ml

Falwsh i)

&-AR antagonist + placebo [l Combination

MacDiarmid S et al. Mayo Clin Proc 2008;83:1002-10

28/03/2011

4,-AR antagonist: improves voiding LUTS
Combination therapy: improves storage LUTS

Results at week 12
I l
I i I I I
4 e
*

* P=10.002 #PO 0 w~v001

placebo placebo

Antimuscarinic agent B 4-AR antagonist
Il Placebo I Combination

Kaplan SA etal. BJU |

Addition of antimuscarinic agent to &-AR antagonist
improves persistent storage symptoms (2)

U,-AR antagonist + | U-AR antagonist |  P-value
antimuscarinic + placebo
(N=329) (N=323)
24hr micturitions

24hr urgency
episodes

Storage IPSS

OAB-q symptom
botherscale

Chapple C et al. Eur Urol

Antimuscarinic agent does not induce clinically
meaningful changes in PVR

N =289

Chapple C et al. Eur Urol 2009;56:534-43

15



Adverse Events from antimuscarinic/alpha-
Blocker combination studies

Dry Constipation il Urinary
Retention
Placebo &blocker
Tolterodinedmg +-
blocker

Placebo:
Tolterodineimg:
Tamsulosin
Tolterodinetmg +
tamsulosin

Placebo tamsulosin
Solifenacir tamsulosin

Conclusions (2)

ezt

s

- antimuscarinic
agent

Persistent storage
LUTS after 46 wks

8,-AR antagonist +
antimuscariniagent

Randomized, Controlled Trials o
Phosphodiesterases(PDES) inhibitg

= Randomized, controlled trials on sidenafil showed a
significant improvement in LUTS as well as in ED: No
change in Qmax.

(McVary et al., 2007)
Another randomized, controlled study on tadenafil also

showed a significant improvement in IPSS: No change in
Qi (Roehborn et al., 2006)
Combination of alphadlocker(alfuzosin) and sidenafil is

superior to monotherapy in treating LUTS and ED: Qmax is
improved. (Kaplan SA et al., 2007)

28/03/2011

Conclusions (1)
= Male LUTSanhave multiple causes

m Pharmacologictieatmenbf patientsvith voidingand
storagesymptoms
= 3,-AR antagonist: standard treatment for patients with
bothersome LUTS at low risk of progression
= Combinatiord;-AR antagonist + antimuscarinic ageni:
option for patient with voiding symptoms and persistent

storage symptoms

Concept of PDE5 Inhibitors

= Based on this suggestion it has been proposed that PDE
inhibitors may target a NO/cGMP signal pathway to
improve ischaemia of bladder and prostate, as well as to
relax bladder and prostatic smooth muscle, thereby
alleviating LUTS.

= The long-term use of PDE inhibitors could have an anti-
oxidation effect

(Uckert et al., 2001, Truss et al., 2001, Gillespie et al., 2006)

Randomized, Controlled Trials of
Phosphodiesterage®ESs) inhibitors

= No improvement in obstruction witadalafil
on pressure flow studies usingnotherapy
over a 12 week period

Dmochowsket al 2010

m Tadalafimproved UTS irrespective of whether
there is associated erectile dysfunction

Broderick et al 2010
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Alpha antagonist and Phosphodiester3

Inhibitors

m There is insufficient evidence to recommend
that the combination has any advantage over
monotherapyith alpha blocker alone

Level 4 Grade C

6Laser Prostat ec

A a frequently used generic term that includes all
laser techniques for the surgical relief of BOO.

A What types of lasers are used?
A 3 wavelengths in current use:
T Holmium:YAG (wavelength = 2140nm)
i KTP (The Greenlight laser = 532nm)
i Thulium (2140nm)

e -
ey —elerr-inl

A randomized trial of photosefective

vaporization of the prostate using the

B0-W potassium-titanyl-phosphate laser
JTT 77 vs transurethral prostatectomy, with a
l}]L [ 1-year follow-up

D] M. Boachir-Huyes", Seatt Van Aggledoes®, 23t Bagejy”, Meben Cuae’,
Ser Dualacombee” and Asthorry J, Costells’

— i

28/03/2011

Clinical Management

Surgical interventions including:

A Transurethral electrovapourisation (TEVAP)

A Transurethral radiofrequency needle ablation
(TUNA)

A Laser therapy

A Transurethral resection (TURP)
A Transurethral incision (TUIP)

A Open prostatectomy

el

Surgery

Y

St e Ol
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Male sling and perineal
compression

m 1914: Frangenheim described rectus fascial s
for posttraumatic SUI

m 1947: Millin

m 1970: Kaufman perineal compression device

m 1973: Grasset

28/03/2011

Research recommendations

Green light laser prostatectomy

A Whatis the clinical and cost effectiveness of green light
laser prostatectomy compared to TURP in men with
moderate to severe bothersome LUTS considering
surgery for bladder outlet obstruction?
Why this is important

A The evidence base is inadequate to give clear
guidance. This research would help plan future
guidance on the use of green light laser prostatectomy
for men with LUTS who are having surgery. The potential
advantages of reduced blood loss, shorter hospital stay and earlier return
to normal activities make green light laser prostatectomy attractive to
patients and healthcare providers, although there is uncertainty around the
degree of symptom improvement and improvementin quality of life in the

short and longer term. The study design should be a randomised
controlled trial.

e

Research recommendations

Male slings

A In men with mild to moderate post prostatectomy urinary

incontinence, what is the clinical and cost effectiveness of a male
sling or an extraurethral non-circumferential compression device,
when assessed by symptom severity, quality of life, changes in
measured leakage and occurrence of adverse events?

Why this is important

A A number of new interventions have been devised but it is

uncertain which of these offers the best outcomes. This research
could lead to clear recommendations and effective treatment for

the majority of these men. A randomised controlled trial is
recommended, comparing up to three current interventions;
retrobulckhanrpréemsesn ved male sling,
sling, and extraurethral non-circumferential compression device.

Retropubic

suspension Perineal bone-anchored

Remeex

system Composite

18



28/03/2011

TR B Ry of Moy v in Milee W P Lty ot e

(2 Pt Sxip ol ) g (¥ Bt 1%

TrERNtax 20I0EY 42 (07| HER-64)

Aendah e ot wavm A ediiect dom

joarel hoepuge: waw enrepesvarsiogy tan

Lapas Aaociton o Lioogy

Transobturator Sling Suspension for Male Urinary
Incontinence Including Post-Radical Prostatectomy

Peter Rehder ', Christion Gozzl

Dupetust of Unsbgy Modesl Unbensdy bk Aty

Who is not an Ideal Candidate for
Who is the Ideal Candidate? Advance® Male Sling System?

= Mild to moderate SWi 1 to 4 ppd
= Dry at night Radiation therapy

= Able to interrupt urinary stream Multiple bulking agents

= EXisting sphincteric contractility History ofunstabléladder neck contractures

= Integrity of the sphincter is critical to a Urethral strictures
successful outcomeise a flexible cystoscope to Active infection
look for scarring or sector defects
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Potential Adverse Events

Bleeding
Minimal, usually resolved with pressure
Short term retention
Typically resolves within 2 weeks
Most common 35 days
Infection
1- 2% reported
Erosion
1% reported (1 case study)
Patient had a history of radiotherapy with possible alteration
in tissue characteristics

Pain
Minimal to no pain issues

Data on file at AMS

Transobturator Mase Sking In the
Trecatrrient of Made Stress Urinary incontinence &

Urethral Erosion of Transobturator Male

Sling

Stephanic E. Kamss, Michael L Guainkck, and R. Corey O Coanar

28/03/2011

A short but fast developing histor

m 2007: First publication about safety and
preliminary results
m August 2009: First case series about one
year followup
m October 2010: 15 original publications
= Safetycomplications
= Mid-term efficacy
= Prognostic factors
= Management of failure

o S S gy 2

2 se of section
o ¢ o
R S OS5

Current Recommendations

= Data about efficacy of male slings rely on casg

series (Level of evidence: 3/4)
m Comparative studies are necessary to assess

= |ndicationf the multiple options available for mild
to moderate SUI (tapes dvalloon$

m Costeffectivenessf such devices
= Indications for male slings vs AUS

Prospective Evaluation of the Functional Sling Suspension
for Male Postprostatectomy Stress Urinary Incontinence:
Results after 1 Year

Integration of AdVance in PPI management

Patient selection

History of radiation therapy
Degree of SUI (24-hr pad test)
History of urethral stricture

Mild /moderate incontinence Severe incontinence

Patient information adapted to
risk factors of failure |

NICE Research recommendation
(Male Slings)

In men with mild to moderate post
prostatectomy urinary incontinence, what is
the clinical and cost effectiveness of a male
sling or an implanted adjustable
compression device, when assessed by
symptom severity, quality of life, changes in
measured leakage, and occurrence of
adverse events?
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