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= Divulgation: Astellas, Sanofi, Jansen



OAB Affects Younger and Older Adults’

OAB Prevelance Increases With Age
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Canadian Bladder Urinary Survey:
Incontinence

Males Females
Age group (Y) N any leakage > once/day N any leakage > once/day
All 476 15% 2%
18-40 205 9% 3% 213 16% 3%
41-64 200 16% 2% 239 B0 Sea
o5 0 | aon n | e



Quality of Life
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*n < 0,012 fp < 0,001
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p<0,01

1. O'Conor RM et al. Pharmacoeconomics. 1998;14:531-539.
2. Rothrock NE et al. J Urol. 2002;167:1763-1767.
3. Ellis AK, Verma S. J Am Board Fam Pract. 2000;13:392-397.
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Bladder Sx*

Dont la VH?, le SDPC (F?), le SDPC (M?) et les IVUA.

Asthme® 'Ostéoporose'f‘5 '

Le calcul des colts est surtout fondé sur les fractures de la hanche.

SDPC = syndrome douloureux pelvien chronique

. Wagner TH, Hu T-W. Urology. 1998;51:355-361.
. Mathias SD et al. Obstet Gynecol. 1996;87:321-327.
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6. Lindsay R. Am J Med. 1995;98(suppl 2A):9S-11S.



OAB: Definition

OVERACTIVE BLADDER
(SYMPTOMATIC DIAGNOSIS)

Urge
incontinence




Urge vs. Stress Incontinence

STORAGE SYMPTOMS AND INCONTINENCE

“OAB dry”
urgency
frequency
nocturia

Uul:

SUl “OAB wet’

SUI: stress urinary incontinence
UUI: urge urinary incontinence



OAB vs SUI

/Bladder muscle experiences

“«..-:.§0 ' .
Blodder muscle -4/ |
faxperlencmg freq ot \ Support muscles
mvoluntflry ‘ unable to remain
contractions completely shut

—

Fantl A, et al. Urinary Incontinence in Adults: Acute and Chronic Management
Clinical Practice GuidelinesNo. 2, 1996 Update. Rockville, MD:

AgencyforHealth Care Policy and Research: March 1996. AHCPR publication 96-
0682.




Case 1

s Female 55 YO
s Incontinent
s Questionnaire?



Evaluation
= Frequency?
s Urgency?
Jinc eftor? |
s Urge inc?
= hematuria?

B X 16 ?
sl ATCD: HAT? kids?

= A + C urine/ journal



Evaluation: Cysto

www.medscape.com

Symphysis pubis

Uterus

Spinal

7, column

Bladder -

Rectum —

Source: Urol Nurs ® 2008 Society of Urologlc Nurses and Associates




Pelvic diaphragm: Post- delivery

Pubic symphysis

Superior pubic ramus\
Urethra

Acetabulum g '/ ‘ | k
7 ' Inferior pubic ramus

Arcus tendineus 7 i : 2 \

levator ani Obturator internus

| § / \ muscle
Pelvic diaphragm:

Pubococcygeus muscle: Ischial tuberosity

llliococcygeus muscle 21 & A

Coccygeus muscle ; __Gluteus maximus
muscle

Piriformis Coccyx

Sacrum

Copyright 2007 by Saunders, an imprint of Elsevier Inc.



POST HAT: no uterosacrals!
“ﬁg | | » Levator plate

~

s
-

Pelvic diaphragm 7~
Urethra

associated muscles
Perineal body
Anal sphincter

Copyright 2007 by Saunders, an imprint of Elsevier Inc.



SUI: video fluoroscopy




RX?




Kegel Exercises:
Contract your pelvic fioor muscles for three seconds,
then relax the muscles for three seconds. Do this

10-15 times several times a day. Although shown
here while lying down, these exercises can be done
during a vanety of daily activities, such as sitting

in @ meeting, while stopped in your car at a traffic
light or when talking on the phone.




Biofeedback?

= \Vaginal probe

s Cochrane review
july 2011

s N=1583, 17/
trials

=« HR 0.75 (0.66-
0.86, 95% CI)




Chirurgie: TVT-O

Mmidaretnral
cension-iree

SHNG




Case 2

Woman 45 YO
Fregquency
Suprapubic pain
important

Worse with certain
foods

Pas d’incontinence
Dx?




OAB vs. interstitial cystitis

Urgency Frequency/ Bladder
incontinence nocturia pain




OAB vs. Interstitial cystitis

Degree of sensation/pain

Time (increasing bladder volume)
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IC: Treatment as per CUA
guidelines 2016

= Re-assurance
e Timed voiding
e Stress management
e Massage

= Oral:
o amitryptiline 25-50 die (drowsy vomiting)
e hydroxyzine
e Elmiron 100 TID
= Intravesical
e Dmso
e Heparin
e lidocaine



Case 3

Femme 65 ans
smoker

Frequency/nycturia
Question cle?




Evaluation

s Frequence?

s Urgence?

s Inc Effort?

s _Inc d'urge?

sl Sang?

= SX nheuro?

s ATCD: HAT? Enfants?
= A + C urine



Symptomes de VHA mais...CIS

Cystoscopy

MAVI LOCAL

VE-2008




Case 4

» femme 65 ans

» Frequency/nycturia/i
gle e

s Atcd stroke

m DXx?




neurogenic

bladder
RX?2

s Anti
cholinergic




Inhibition de miction: Enfant vs Adulte

Cerebral cortex
interprets messages as
full or empty bladder

Pontine micturition centre
“switches” between
filling/storage and voiding

Spinal cord Hypogastric nerve
(sympathetic) inhibits detrusor contraction
during filling mode and contract muscles in
urethra and bladder neck

m—
Pelvic nerve
(parasympathetic) unopposed
impulses result in detrusor
contraction \

Pudendal nerve :
(somatic) under Pelvic floor | oiuntary
voluntary control External sphincter muscle

©Blamb/ Shutterstock com




Case

= Femme 35 ans
s Frequency/nycturia
s Questionnaire?



Evaluation

s Frequence?
s Urgence?

s Inc Effort?
= Inc d'urge?

m A + C urine



MS

Plaques

Healthy brain Brain with damage (lesions
or plaques) caused by MS




Case

= Woman 55 YO
s Frequency/nycturiA




Evaluation

Frequence?
Urgence?
s Inc Effort?
Jinc durger
= Sang?
s SX neuro?

s ATCD: HAT? Enfants?
= A + C urine/ journal



Etiology: myogenic?

Body detrusor

Uretero trigone

Periureteric
sheath

Base detrusor 2 Lissosphi

Urethral
muscularis

Urethral smooth muscle —

Periurethral
striated muscle Rhabdosphincter

Rhabdosphincter
or intramural
striated muscle




Etiology: neurogenic?

Emptying:
parasympathic

Urinary bladder

Inhibition:
sympathetic




OAB: Urodynamics




Conservative Therapy

Urge
Inhibition
Timed Voiding

Fluid/Dietary Pelvic Muscle
Management Training
Void Diary




Antimuscarinics: fonction

_ Contraction




Réduction des episodes de miction
24 h (n=32 020)

Solifenacin Qxybutynin Oxybutynin Fesoterodine Trospium  Solifenacin Tolterodine Oxybutynin Fesoterodine Oxybutynin
R 15 mg IR 10 mg 8mg chloride40mg 5mg ER 4 mg gel 4 mg ER 15 mg

-0.51

-0.64

-0.70

-0.86 -0.85

-1.00

s WFrequence ~20% (placebo 10%)

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



épisodes d’incontinence par pério
N=14 807 patients.

Solifenacin Oxybutynin Oxybutynin Fesoterodine Trospium  Solifenacin Tolterodine Oxybutynin Fesoterodine Oxybutynin
10 mg IR 15 mg IR 10 mg 8mg chloride40mg 5mg ER 4 mg gel 4 mg ER 15 mg

n/a

-0.4 -0.42

-0.53

-0.65

-0.76

x WV INC~ 60% (placebo 30%)

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



Anti-muscarinics: Interdit?

= glaucome angle ferme!

s Chez 'lhomme: si residu >150cc



Side effects: A function of receptor type

- Dry mouth
- Constipation
- Blurred vision

- Cognitive
dysfunction

* Memory loss

» Attention deficits




Posologies et Effets secondaires

courants des antimuscarinigues

-- Sécheresse | Dyspep- | Etourdis-
oculaire sie sements
Oxybutynine (5-30mg) || 60,8 % 13,1% 6,1 % 6,8 % 6,3 %

Oxybutynine XL (5-30 mg ) 64,0 % 5,1 % 2,5% 5,1% 6,4 %

Oxybutynine en timbre 4,1 % 3,3% S.0. S.0. S.0.
Toltérodine LP (4 mg .) 23,4 % 5,9 % <5% <5% <5%
Solifénacine (5 mg) 10,9 % 5,4 % 0,3 % 1,4 % 1,9%
Solifénacine (10 mg) 18.0% 9.2% 0.5% 2.0% 4.0%

trospium (20 mg BID) 20,1 % 9,6 % 1,2 % 1,2 % S.0.
Darifénacine (7,5 mq) 20,2 % 14,8 % 2,1 % 2,7 % 0,9 %

Monographies respectives des produits.




Compliance

100
‘

80t —tolterodine LP (n= s
S | toltérodine LI (n=590)
v 60} — oxybutynine LP (n=590)
© 40 \ — oxybutynine LI (n=1371)
| e trospium (n=352)
“ 90l ' darifénacine (n=23)

0

12345678 9101112
Mois

Wagg A et al. BJU Int
2012;110(11):1767-1774.



B3 receptor agonists

= Mirabegron (Myrbetriq)



Mécanisme d’action sur la vessie

\g Récepteur

/ Bs;-adrénergique

Antimuscariniques

Ach

Récepteur muscarinique M3



Efficacité: mirabegron vs. Tolterodine

-1,93

incontinence/24 heures mictions/24 heures d’épisodes d'urgence
124 heures
. . . R . | —

= Placebo
a -0.40 -
©
- Mirabegron 50 mg
®
o k- 'U.QU 1
O ®© T
ca ¥ Toltérodine LP 4
© T -1,17 m
> 5 -1.40 127 43y g
S
- 1,57 159 165
§e.
©
-
©

-2,07

-2.25 Khullar V et al. Eur Urol 2013;63:283-295.



Mirabegron : Effets secondaires

Céphalées

Mirabegron 50 mg
(%)

Toltérodine LP
4 mg (%)

3,6%

Constipation

Allongement de
I'intervalle QTc ou ses

2,0%

0,4%

Arythmie 1,0% 2,2% 3,2%

asirables apparus en cours de traitement; Khullar V et al. Eur Urol 2013;63:283-295.




Efficacy and safety of combinations of mirabegron
and solifenacin compared with monotherapy and

placebo in patients with overactive bladder
(SYNERGY study)

(N=413) (N = 823)

Pulse, pressure
and QT same as
dw monotherapy

-2.20 I

Adjusted mean (SE) change from baseline to EoT

oo -2.49
¢ -0.48 (Cl -0.76, -0.21), P = 0.001

-0.29 (CI -0.57, -0.01), P = 0.040

-0.56 (CI -0.84, -0.28), P < 0.001

$-0.39 (C1 067, ~0.11), P= 0.006




HBP: Définition

s Clinique: symptomes
obstructive/irritative gui sont
attribuees a I’HBP



Cas clinique

= Homme 55 ans
s Frequence/nycturie
s Question cle?

s Jet urinaire?

s SI normal: D

s SI lent: Dx?




Evaluation initiale

HMA
e hematurie, UTI, pelvic CHX, Db, neuro, stenose, a-
cholinergique,

= [R

s A4+C urine:
e r/o UTI, hématurie

= PSA si 50-69



Cause des symptomes
obtructive




| a vessie est comme le coeur!

Hypertrophic Cardiomyopathy

Left Atrium

Interventricular <
Septum

Normal Heart Hypertrophied Heart




Cause des symptomes
Irritatives




HBP: complications

Infection

Bleeding BPH Disease |—Stones

Acute
Urinary
Retention

Intolerable
Symptoms




Progression de I'HBP/Annee:

MTOPS
Clinical progression overall 4.5%
retention 0.6%
incontinence 0.3%
UTIs 0.1%

TURP 1.3%



cystoscopie

s Stenose ».
uretre? | : \n‘ Urethra Bladder

= Planification
chirurgicale




Rx: Plan

s Rx Médical

e Alpha bloqueurs

e Inhibiteurs de la 5 alpha réductase
e Anti-cholinérgigues
e PDES5-I

s Rx Chirurgical
e RTUP



Alpha blogueurs

= LOgic

e Obstruction 2° smooth muscle tone medié par
al AR

Urinary bladder

(‘l‘d >> (7.13 > (I'b

Urethrac,,

Prostate oy, >> 04y > 0y,




Alpha blogueurs : Classification

= dllLong action
e Terazosin ( Hytrin)
e Doxazosin ( cardura)
o Alfuzosin SR 10 (xatral)

m dla
o Tamsulosin 0.4( flomax)
o Silodosin 8 (rapafiow)



Alpha blogueurs:
Effets secondaires?

= HypoTA orthostatiqgue/syncope (1b)
= Ejaculation rétrograde (1a)
= Congestion nasale (1d)



FLOMAX
sur les Sx LUTS (IPSS)




Direct Effects of Tadalafil on Lower Urinary Tract Symptoms
versus Indirect Effects Mediated through Erectile Dysfunction
Symptom Improvement: Integrated Data Analyses from

4 Placebo Controlled Clinical Studies

Table 2. Changes in total I-PSS by ED status

ED Status Tadalafil 5 mg Placebo

Yes: No* Mean SD No* Mean SD
Baseline 579 177 55 566 175 58
End point 579 118 69 566 140 7.1

No

Baseline 163 171 63 167 168 64

End point 163 11.7 68 167 136 7.7
Change 163 |—54 59 167 =33 |61




Inhibiteurs de 5a reductase

Finasteride (proscar)
Dutasteride (Avodart)

Propecia (Finasteride)

50 Reductase Type If

Testosterone

T
~



Finasteride: Retention
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Finastéride ;: Effets secondaires

s Libido 6%
O ED 80/0
= Hypoejaculate 4%



Tolterodine and Tamsulosin for Treatment
of Men With Lower Urinary Tract Symptoms

and Overactive Bladder
A Randomized Controlled Trial
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RTUP

-Standard
-Green light
-Holep

= Prostate
\\
Prostate tissue

s ~._ is removed
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Resection of the Prostate
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