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Definitions and

Epidemiology

TYPES OF UI'2

Mixed
Symptoms

MUI

« UUI: Urgency Urinary Incontinence
« SUL: Stress Urinary Incontinence

* MUI: Mixed urinary Incontinence

+ OAB: Overactive Bladder

* Mixed Symptoms: SUl accompanied by urgency but not UUI

1. Abroms ef . Urology 200341:37-49;2. Wein AJ ef ol J rol 200617555510

URGENCY URINARY INCONTINENCE (UUI) '2

Incon ny involuntary |
d by orimm

+ Sometimes the trigger can be:
+ Warm/cold
+ Noice or streaming water
[, N + Coming home, key on the door

1. Abroms ef . Urology 200341:37-49:2. Wein AJ ef ol J rol 200617555510

STRESS URINARY INCONTINENCE (SUI) 2

on effort or

ough

+ Mild: when sneezing, coughing, laughing, coitus
* Moderate: when walking or walking up stairs
« Severe: when standing up from a chair

1. Abroms ef . Urology 200341:37-49:2. Wein AJ et ol J rol 200617555510

MIXED URINARY INCONTINENCE(MUI) '2

UUI: Urgency Urinary Incontinence
SUI: Stress Urinary Incontinence
MUI: Mixed Urinary Incontinence
OAB: Overactive Bladder

1. Abroms ef o, Urology 200341:37-49:2. Wein AJ et ol J rol 200617555510
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Prevalence - data from EPICONT study

(n =27936 women)

45

©

35 I
820 eonpresnce
£
820
15

10

5

: E 0l N |

20 30 40 0 6 70 8 0 Al

Age (years)

Honnestad et al. 2000; J Clin Epidem §3: 1150:1157

Prevalence - data from EPICONT study

(n =27936 women)

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%
0%

I EN]
0 70 80 90

All

N
S

50 6
Age (years)

Hannestad et ol. 2000; J Clin Epidem 53:1150.1157

Incontinence types - gender differences

Female

LIeN

=yul

= Mixed

Other Male
LIeN
=yl
- = Mixed
Dribbling

Overactive bladder - WET or DRY
SYMPTOM COMPLEX

- ICS definition'® (2002) Overactive Bladder (OAB)

Storage syndrome defined as urgency with
or without urgency incontinence, usually
with frequency and nocturia
(no signs of infection or other pathology) )

Sudden, imesistible urge fo urinate with or without urgency urinary
inconfinence

This is often associated with increased frequency of miciurifion
during the day and ight (nocturia)

{no signs of an infection or ofer pathology)

18. Abroms P ef . Neurourol Urodyn 200221116778
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URGENCY - Key symptom

» “Complaint of sudden, compelling desire to pass urine which is difficult to defer'20.18.12

« Increased bladder sensation: “complaint that the desire to void occurs earlier”

* Micturition can be postponed despite desire to void

20, Abroms ef . Sond J ol Nephrol Suppl 1988: 18, Abrams et ol Neurourol 2002; 12. Hayen ef l. It Urogynecol 2010

URGENCY'S DRIVES THE OTHER SYMPTOMS OF OAB

Increased frequency
Nocturia and reduced interval
between voids

Incontinence

Reduced volume
voided per micturition

19. Abroms P ef o, Word J ol 2012:30:385.92
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PATHOPHYSIOLOGY OF OAB

+ Can be the result from an overactive bladder muscle

+ The bladder muscle contracts involuntarily and excessively
during the filling of the bladder

Overactieve blaas
Blaasspier trekt samen
tiidens vullen blaas

Normale blaas
Blaasspier trekt
samen als blaas vol is

f— urethra \F— urethra

U |

1. Abxoms P ef . Uclogy 2003:61:37-49; 24. Chapple CR. Eur ol 2006:49:651-9

PREVALENCE OF OAB SYMPTOMS 2!
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Causes - Risk factors

» Neurogenic disorders
+ Multiple Sclerosis - Parkinson's disease — Cerebrovascular accident

Non neurogenic disorders

+ Bladder sfone, UTI, PVR, urethral instabilteit, decreased compliancte (post RT), pelvic floor
hypertonicity

Idiopathic

« Psychogenic
Age - postmenopausal state

Obesity - Smoking
« Pregnancy
Faecal incontinence (OR 5,8); Constipation (OR 1,6-3,9)

Abrams, Ltology 200362 [Suppi 581281 37: 4ih Inferational Consulafion an Inconfinence (IC) 2009

URGENCY... BOTHERSOME SYMPTOM 22
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22.Coyne et . BIU It 2007
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Diagnosis

It’s a symptom complex

Initial assessment

« “presumed diagnosis is sufficient to start conservative treatment™

BUT
RULE OUT COMPLICATED FORMS OF INCONTINENCE

Recurrent Incontinence
Pain
Hematuria
Recurrent UTI
Voiding symptoms
Pelvic Irradiation
Radical pelvic surgery
Suspected fistula

/uzA’
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Diagnostic tools DIFFERENTIAL DIAGNOSIS UUI-SUI''4

« History Symptoms Urge incontinence

Urgency (strong, sudden desire fo void)

Bladder diaries

Frequency with urgency (>8 fimes/24 h)

Urinalysis Leaking during physical activity; eg, coughing, sneezing, lifting

Amount of urinary leakage with each episode of incontinence Large (if present)

Postvoid residual

Ability to reach the toilet in time following an urge to void Often no

More specialized diagnostics
« Urodynamics Waking fo pass urine at night Usually Seldom
« Electrophysiological evaluation
« Cystoscopy

UUI: urgency urinary incontinence
SUI: stress urinary incontinence

1. Abrams et ol Urology 200361:37-49: 4. Wein Al efal. Int JFerfl 1999.44(2):56-66
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Bladder diaries Diagnostic tools
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SPECIALISED MANAGEMENT OF URINARY INCONTINENCE IN WOMEN

] omplcated” Ingantinence
HISTORY/ Recurrent incontinence

SYMPTOM . T = incarrinense seeactiiva Wi
¥
ASSESSMENT Hserswirta

Recurrent infection
volding symptoms
Pelvic radiaton
GLINICAL + Anons for peiic xgn mabity prolepa Radical pelvic surgery
3 + Considar imaging of the UT/ pelvic floor Suspected fistula

ASSESSMENT « Urodynamics (see -
Consider

= Urethrocystoscopy
« further Imaging
= Urodynamics

Treatments
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SCOPE OF TREATMENT OPTIONS FOR OAB

Same Phenotype... Different expression
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£5.1C1 book 2013, Anderson KE ef of. Committee 8 p433: 107. EAU guidelines 2018 G /UzA” 23. Mayer et al. Gastroenterology 131: 1925-1942,2006
FUNCTIONING OF THE NERVOUS SYSTEM AT NORMAL BLADDER CONTROL TYPES OF ANTICHOLINERGICS
g | oy [T oeracn | feciodn | Gouyin s | Posheins | oo | Tt s
2) Q Dose/day  7.5-15mg 48mg 530mg 30mg 5-10mg 4mg
O O « The efficacy of various anticholinergics s similar35(and limited)
n,i‘u_i",.i?* ‘:imf..;" « Important placebo effect: decrease of ~30% in incontinence episodes36
Q Norasiraton + Compliance varies greatly between formulations
Accfeoing R
Activated M, receptor > e Activated B,-AR — « Start with alow dose, evaluate after 4-6 weeks
detrusor muscle contraction detrusor muscle relaxation
* There are differences between agents, both in terms of effectiveness and side effects
Bladder
Voiding storage
o ot Do . A et 0061155 o 1551105 BTG S G/ UzZAY 68.LeeS, et ol BVC Med Res methodol 2009:9:55: 93, Buser N, ef i, EurUrol 2012:62:1040-60 AT 4
ANTICHOLINERGICS — SAFETY GOOD COMPLIANCE IS AN IMPORTANT FACTOR TO OBTAIN
OPTIMUM EFFECTS OF THE OAB TREATMENT 36
Spread of muscarin receptors Retrospective United Kingdom database analysis (n=21,996)
Time fo for vs
CIs:
Dizziness, drowsiness, impaired Iris/corpus ciliare:
memory and cognition Pr Blurred vision " T Darfenacin =129 Obutynin ER (1 =114
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side effects/ desired effect
7. Craspe CR. ot . & Ul 20085454362 G/ UZA 71.Chope C ot . European (olooy 2017 hipy e oiora/ 101016 eururo 01701067 B/ UzZA
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BETA-3 AR AGONIST - MODE OF ACTION

+ B4 AR agonists relax the detrusor muscle: el

- Increased bladder capacity without changing
the micturition pressure

- Increased interval between micturitions D

+ Developed for the treatment of OAB e ,,mm..,,

% activates B; AR —
@sumulates relaxation

soram “,, -uw
+ interovoid nt

66.Chu P and DmochowskiR., Am J Med 2006119(3Suppl 1)3-8; 105, BETMIGA™ SPC

BETA-3 AR AGONIST - EFFICACY AND SAFETY

« Superior efficacy in comparison with placebo withregard to:
« Number of inconfinence episodes: decreased
« Number of micturitions per day: decreased

Effective for both patients never before treated with anticholinergics as well as
patients ending an anticholinergics treatment

Number of patients with a dry mouth was similar for mirabegron and placebo, and
considerably lower than for tolterodin ER 4 mg

Contraindicated for use with serious uncomrol\ed hypertension (systolic blood pressure
(BP) = 180 mm Hg and/or diastolic BP > 110 mm Hg)

Use with caution in patients with a history of QT interval prolongation or patients who
use medicines that are known to prolong QT interval

105, BETMIGAM SMPC; 76.Khullor 201389, Chapple 2013

G/ UZA
TREATMENT STRATEGIES FOR REFRACTORY OAB BOTULINETOXINE A-INJECTIONS : NOT ONLY FOR WRINKELS
«+ Botulinum toxin injection « Injection of botulinetoxin type A-protein in bladder wall
+ Sacral neuromodulation * Results:
« Significantimprovement of the OAB symptoms, positive effect on their quality of life
. . . « Patients with an average of 5,5 Ul-episodes/day, improved to an average of 2,5 Ul-episodes
+ Tibialnerve stimulation per day after 2 weeks [compared with 4,5 with placebo)
+ Pudendal nerve stimulation + Duration of the effect: ~ 24 weeks ﬁ
* Most important adverse events (AEs): - (g
% UTI, postvoid residual urine volume (PVR) elevation
« and initiation of clean intermittent catherisation
v/ UzZA° 76.Chopple C et ol Eur Urol 2013:64249-56: 42, PC Botox b/ Uz
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BOTULINUM TOXIN INJECTION - CLINICAL RESULTS

« Pooled data 2 phase Il frials
« 1105 patients: 557 onabot 100U - 548 placebo
+ 12 weekresults

50% reduction in Ul and complete resolution

Urgency incontinence episodes / day

81.Slevert ef al. It J Cin Pract 2014

G/ UZA

SACRAL NEUROMODULATION

+ Sacral nerves control the functioning of the bladder
(and intestines)

i ises the of the bladder
through a change in nerve activity - nerve stimulation
« Neurostimulator is implanted under the skin
+ Connection between neurostimulator and sacral nerves
*+ Patient programming unit

* Results

+ Urgency urinary incontinence: improved in 68% of patients 5 years
affer implantation - @

+ New intervention is required for 25-30%
- long-term effect years)

B /UZA°

8. Van Kenebrock PEV o1 ol J Urol 2007:178:2029-34.
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Sacral Neuror

« Overactive bladder
« Urgency Urinary Incontinence

% e & + Non Obstructive Urinary Retention / Hypocontractile or Acontractile bladder
X « Faecal Incontinence
« Only freatment that may alleviate symptoms of bladder and bowel dysfunction
——— = +/ 300 000 patients
e/ UZA
PHASE | - 6 MONTHS RESULTS ROSETTA TRIAL 24 MONTHS FU
Efficacy Improvementin QoL « In botox group - 2 additionalinjections were allowed after 6 months
80 76"
PP: Only patients with baseline and ém data
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POSTERIOR TIBIAL NERVE STIMULATION SUMIT TRIAL - SHAM CONTROLLED TRIAL
» PTNS* sends indirect electricalimpulses to the sacral micturition centres « Endpoint GRA
+ Moderate improvement
« Stimulation is percutaneous with a fine needle with an adhesive electrode inserted just
above the ankle (posterior tibial nerve)
« Treatment cycles usually consist of 12 weekly treatments
of 30 minutes each (fo be long-term when effective) Cnseg from
fasston nw [N pYa PINS — shan) » Uik
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Froqueey” 123= 32 <0001 -0 5 001
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Urge incontnance 18 "W -03 <0001
e o s G/ UzZA’ 82, Peers of i ol 183:1435,2010 G/ UZA”
PINS: posteror ticl nerve simuiaton Lo Dy
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STEP STUDY - 36 MO RESULTS FOLLOWING SUMIT

60 responders SUmIT eligible
50 consented to study

29 (58%) completed 36 mo
(=26% of initial 110 patients)
Treatment schedule tailored
to patient's need

12 months 43 a7 7

24 months

w<time =120m0
96 manths

0% 20%  40%  60%  80%  100%

83.Peers of . rol 189:2194.2201,2013

Endpoint GRA
moderate improvement

=230 #3-tmo

G/ UZA
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Summary Urgency Urinary Incontinence

« Prevalent condition - often associated with other disorder
+ Other urological disorders like stress incontinence
« Other gynecological disorders like prolapse
« Other gastrointestinal disorders like faecal incontinence / constipation

« Symptom complex
+ Diagnosis often made on history alone - certainly for conservative treatment

* More advanced diagnosis necessary when considering invasive treatments

« Some treatment have dual effect, on bladder and bowel

43
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