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Bladder storage symptoms

(ii) Nocturia: Complaint of interruption of sleep one or
more times because of the need to micturate.’" Each
void is preceded and followed by sleep.

(iii) Urgency: Complaint of a sudden, compelling desire to
pass urine which is difficult-to defer.”

(iv) Overactive bladder (OAB, Urgency) syndrome: Urinary
urgency, usually accompanied by frequency and noctu-
ria, with orwithout urgency urinary incontinence, in the
absence of urinary tract infection (UTI) or other obvious
pathology.

Neurourology and Urodynamics 29:4-20 (2010)



Overactive bladder vs. Detrusor overactivity

= Detrusor overactivity (DO) is observed in some, but not all, patients
with OAB.

= In one study, among those with OAB without incontinence
( OAB dry), 69% of men and 44% of women had DO; among those
with OAB and incontinence ( OAB wet), DO was present in 90% of
men and 58% of women.

= More than 30% of patients had no OAB but had DO on cystometry.

Hashim H and Abrams P. Is the bladder a reliable witness for predicting
detrusor overactivity J Urol 2006; 175: 191-95



Treatment guideline of Overactive Bladder

 OAB is primarily a diagnosis of exclusion
e Current treatment aimed at relieving symptoms
-- not necessarily reversing pathophysiologic abnormalities
e Isolated nocturia-different evaluation and management strategies

* Treatment guideline available for OAB:

1. Lightner DJ, Gomelsky A, Souter L, Vasavada SP. Diagnosis and Treatment of Overactive Bladder (Non-Neurogenic) in
Adults: AUA/SUFU Guideline Amendment 2019. J Urol. 2019;202:558-563.

2. Nambiar AK, et al. EAU Guidelines on Assessment and Nonsurgical Management of Urinary Incontinence.
Eur Urol.2018;73:596-609

3. Corcos J, Przydacz M, Campeau L, Gray G, Hickling D, Honeine C et al. CUA guideline on adult overactive bladder.
Can Urol Assoc J. 2017;11:E142-E173



Diagnosis & Treatment Algorithm: AUA/SUFU

Guideline on Non-Neurogenic Overactive
Bladder in Adults

Consider urine culture,
post-void residual bladder
diary, and/or symptom

History and Physical; Urinalysis

ooooooooooooooooooooooooooooooooooooooooooooo

* Diagnosis undear :
+  or additional

b questionnaires

Not OAB or
complicated OAB;
treat or refer

(

with either.

E Pharmacologic Management
3 Consider dose modification or alternate n
|is effective but adverse events or other cc
= continuation; consider combination thera)
- and B3-adrenoceptor agonist for patients

~— OR

Pharmacologic Management

Consider dose modification or altemate medication if initial treatment
is effective but adverse events or other considerations predude
continuation; consider combination therapy with an anti-muscarinic
and B3-adrenoceptor agonist for patients refractory to monotherapy
with either

L

 Treatment goals not met after appropriate durafion*; Patient -
+ desires further treatment, is willing to engage in treatment, ¥
and/or further treatment in patiant’s.best interests,

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

v

Reassess and/or Refer; consider uriné culture, post-void residual,
bladder diary, symptom questionna

 OR

: furt

treg
- fu

e Sacral neuromodulation (SNS)

+ in patient’s best :
interests

ng ma
OR
> Sacral neuromodulation (SNS)

The complete OAB Guideline & available at AUAnet.org/Guidelines.

This clinical framework does not require that every patient go through each line of treatment in order as there are

many factors to consider when identifying the best treatment for a particular patient

quent office vis

Consider in carefully-selected and thoroughly-
counseled patients with moderate to severe

symptoms

* Intfadetrusor onabotulinumtoxin
(patients must be willing to perform CISC)

e Peripheral tibial nerve stimulation (PTNS) (patients
must be willing and able to make frequent office visits)

In rare cases, consider
urinary diversion or

augmentation cystoplasty

“Appropriate duration is 8 to 12 weeks for behavioral therapies
and 4 to 8 weeks for pharmacologic therapies

Copyright © 2019 American Urological Association Education and Research, Inc.®

THE JOURNAL OF UROLOGY 2019;
202:558-563




Table 12 - Recommendations on lifestyle interventions BehaViOral treatment

Recommendations Strength rating = Non-active

Encourage obese adults with Ul to lose weight and Strong Scheduled tOIIetlng

maintain weight loss. : A

Advise adults with Ul that reducing caffeine intake Strong Hablt tralnln_g ]

may improve symptoms of urgency and frequency Prompted V0|d|ng

but not incontinence.

Review type and amount of fluid intake in patients Weak

wIth_ Ul. _ _ _ _ _ - ACt'Ve

Provide smoking cessation strategies to patients with Strong o .

UI who smoke. Bladder training (bladder drill)

U = urinary incontinence. Pelvic muscle rehabilitation

(PFMT, stress strategies, urge strategies,

Table 13 - Recommendations on behavioural and physical therapies biofeed baCk, electrical StilTlUlation)
Recommendations Strength rating
Offer prompted voiding for adults with Ul who are cognitively impaired. Strong
Offer bladder training as a first-line therapy to adults with UUI or MUIL Strong
Offer supervised PFMT, lasting at least 3 mo, as a first-line therapy to all women with SUI or MUI (including the elderly and postnatal). Strong
Offer instruction on PFMT to men undergoing radical prostatectomy to speed recovery from UL Strong
PFMT programmes should be as intensive as possible. Strong
Do not offer electrical stimulation with surface electrodes (skin, vaginal, anal) alone for the treatment of stress Ul Strong
Do not offer magnetic stimulation for the treatment of Ul or overactive bladder in adult women. Strong
Consider PTNS as an option for improvement of UUI in women who have not benefited from antimuscarinic medication. Strong

MUI = mixed urinary incontinence; PFMT = pelvic floor muscle training; PTNS = percutaneous tibial nerve stimulation; SUI =stress urinary incontinence;
Ul = urinary incontinence; UUI = urge urinary incontinence.

EAU Guidelines EUROPEAN UROLOGY 73 (2018 ) 596— 609



Bladder training (bladder drill) —

Education, voiding schedule, positive reinforcement

VOIDING SCHEDULE

If able to
"[ suppress urgency,
delay voiding
= by 5 minutes

0 1520 %@
emms

0 5 mins

Once successful,
expand voiding
interval further by
15 to 20 minutes

Until a 3-4 hour
voiding interval
is achieved

Wait a Few

, Minutes, Then \

FIRST: Squeeze Pelvic If Urgency Continues
Muscle Quickly (X5) Use Distraction Strategies

' Once Urgency
Sit & Be Still Lessens or Stops

Wait 5 mins.
Peaks Then - walk slowly
to the bathroom

The Urge

Urge Wave

Neurourol Urodyn. 2018; 37(1): 14-26.



Table 15 - Recommendations on drugs for UUI

Recommendations Strength rating
Offer antimuscarinic drugs or mirabegron for adults Strong

with UUI who failed conservative treatment.

Consider extended release formulations of Strong
antimuscarinic drugs whenever possible.

If an antimuscarinic treatment proves ineffective, Strong

consider dose escalation or offering an alternative
antimuscarinic formulation or mirabegron ora

combination.

Encourage early review (of efficacy and side effects) of Strong
patients on antimuscarinic medication for UUL

UUI = urge urinary incontinence.

EAU Guidelines on Assessment and Nonsurgical Management of
Urinary Incontinence
EUROPEAN UROLOGY 73 (2018 ) 596- 609



Table 2. Summary of pharmacological management of overactive bladder

Category Drug

Brand name Grade

Recommended
doses

Considerations in
medically complex
elderly

Dose adjustment

Adverse events

Contraindications

Antimuscarinics Oxybutynin

Oxybutynin
transdermal

Tolterodine

Darifenacin

Trospium

Solifenacin

Fesoterodine

Propiverine
Beta-3
adrenoceptor Mirabegron
agonist

Ditropan
Ditropan XL

Oxytrol®
Gelnique

Detrol
Detrol LA

Enablex®

Trosec®

Vesicare®

Toviaz™

Mictoryl®

Myrbetrig®

A

A

IR: 5 mg BID, TID,
orQID
ER: 5 0or 10 mg OD

36 mg (3.9 mg/day)
patch twice weekly
10% gel: 1 sachet
(100 mg/g) OD

IR: 2 mg BID (or 1
g BID)

ER: 4 mg OD (or 2
mg OD)

7.5 or 15 mg OD

IR: 20 mg BID

5o0r 10 mg OD

40r8 mg OD

Modified release:
30 or45 mg OD

25 or 50 mg OD

Data show efficacy of
2.5mg bid.?*?”2 Doses of
20 mg daily consistently
associated with cognitive
impairment, unreported
by patients®?
No cognitive impairment
reported in cognitively
intact elderly?™

No cognitive impairment
in cognitively intact
elderly?™

No cognitive impairment
in cognitively intact
elderly 2™

No cognitive impairment
reported in cognitively
intact elderly?®™

No cognitive impaimment
reported in elderly
with mild cognitive
impairment at 5 mg

dose®’

No cognitive impairment
in cognitively intact
elderly?™®
No difference in cardiac
events in elderly
patie nts¥®

Elderly

Concomitant
CYP3A4 inhibitors,
Renal, hepatic

Coneomitant
CYP3A4 inhibitors,
hepatic
Geriatric,
Renal, hepatic
Concomitant
CYP3A4 inhibitors,
Renal,
hepatic

Concomitant
CYP3A4 inhibitors,
renal,
hepatic

Renal, hepatic

Renal, hepatic

Renal, hepatic

Dry mouth, constipation,
CNS AE

Application site reaction,
dry mouth, CNS AE

Dry mouth, constipation,
CNS AE, QT prolongation

Dry mouth, constipation,
dyspepsia, nausea

Dry mouth, co nstipation,
urinary retention, dry
eyes, blurred vision,

tachycardia, increased
heart rate, and palpitation

Dry mouth, constipation,
blurred vision

Dry mouth, constipation,
dry eyes and dyspepsia

Dry mouth, headache,
accommodation disorder,
visual impairment,
constipation, abdominal
pain, dyspepsia, and
fatigue

Nausea, headache,
hypertension, UTI,
nasopharyngitis

Pregnancy
or breast-
feeding; drug
hypersensitivity;
Uncontrolled
narrow-angle
glaucoma;
urinary retention,
paralytic ileus, Gl
or GU obstruction

Severe
uncontrolled
hypertension,
pregnancy

BID: twice a day; CNS AE: central nervous system adverse effects; ER: extended release; Gl: gastrointestinal; GU: genitourinary; IR: immediate release; OD: once a day; QID: four times a day; TID: three times a day; UTI: urinary tract

infection.

CUA guideline on adult overactive
bladder
Can Urol Assoc J 2017;11(5):E142-73.



Pharmacologic management-
Evidence of Combination therapy

 Drugs with different
mechanisms of action.

e Co-administration
appears to have no
noticeable effects on

pharmacokinetics. / /

Clin Pharmacol Drug Dev. 2013;2:255-63 Contriction Relssaiti

Muscarinic receptor antagonists for overactive bladder
BJU international 2007



Efficacy and safety of combinations of mirabegron
and solifenacin compared with monotherapy and
placebo in patients with overactive bladder
(SYNERGY study)

Sender Herschorn* @, Christopher R. Chapple’, Paul Abrams*, Salvador Arlandis?,
David Mitcheson’, Kyu-Sung Lee* *, Arwin Ridder’, Matthias Stoelzel™,
Asha Paireddy’’, Rob van Maanen’" and Dudley Robinson**

» The study was conducted at 435 sites4n 42-Countries, n = 3398.

* Randomization, double-blind treatment{2:2:1:1:1:1 ratio, solifenacin 5 mg +mirabegron 25 mg
(combined S5 + M25 group); solifenacin 5 mg + mirabegron 50 mg (combined S5 + M50
group); solifenacin 5 mg; mirabegron 25 mg; mirabegron 50 mg; or placebo for 12 weeks

« combined therapy with-solifenacin 5 mg + mirabegron 25 mg and solifenacin 5 mg+
mirabegron 50 mg.provided consistent improvements in efficacy compared with the respective
monotherapies across most of the outcome parameters, with effect sizes generally consistent
with an additive effect.

BJU Int 2017; 120: 562-575


簡報者
簡報註解
n = 3398)


EUROPEAN UROLOGY 74 (2018) 501 -509

available at www.sciencedirect.com
journal homepage: www . europeanurology.com

-8

European Association of Urology

Platinum Priority — Voiding Dysfunction

Editorial by David R. Staskin on pp. 510-511 of this issue

Long-term Safety and Efficacy of Mirabegron and Solifenacin
in Combination Compared with Monotherapy in Patients
with Overactive Bladder: A Randomised, Multicentre

Phase 3 Study (SYNERGY 11)

The median age was 60 yr (range 19-86'yr) and 1434 patients (80%) were female.
Treatment-emergent adverse events (TEAE) frequency was slightly higher in the combination group
[M+S: 49% (n=596) vs. mirabegron: 41%(n=126) vs. solifenacin: 44%(n=134) ] .

Overall,856 patients (47%) experienced =1 TEAEs.

Serious TEAES were reported by 67 patients (3.7%); one was considered possibly treatment-related
(mirabegron group, atrial fibrillation).

Dry mouth was the most common TEAE (M+S: 6.1% vs. solifenacin:5.9% vs. mirabegron:3.9%).



Pharmacologic management-
Evidence of Combination therapy

« BESIDE trial: 2,174 patients (83% women), OAB patients remaining incontinent
after 4 weeks of solifenacin 5 mg, evaluated the efficacy, safety, and tolerability of
combination therapy ( solifenacin 5 mg plus.mirabegron 50 mg) versus
monotherapy (solifenacin 5 or 10 mg)in a 1:1:1 randomized trial

Eur Urol. 2016;70:136-145

« RCT that evaluated combination tolterodine and intravaginal estradiol cream in 58
menopausal women. WWomen were randomized to either oral tolterodine or estradiol
cream for 12 weeks and then offered addition of the alternative therapy with follow-
up at week 24 and week 52.

Female Pelvic Med Reconstr Surg 2016;22:254-60


簡報者
簡報註解
另一隨機對照研究(BESIDE trial;n=2,174)，則是比較合併藥物療法(solifenacin 5mg + mirabegron 50mg) 和單一藥物療法(solifenacin 5mg or solifenacin 10mg)，對於使用solifenacin 5mg四週後持續有尿失禁的膀胱過動症病患的治療效果、安全性和耐受性[9]。研究結果顯示，合併藥物療法優於solifenacin 5mg，對於每日的尿失禁次數、排尿次數和三天膀胱日誌記錄的尿失禁次數，都有顯著的改善(p<0.001)。 至於和solifenacin 10mg的比較，合併藥物療法的治療效果則不劣於(non-inferior) solifenacin 10mg，並對於每日排尿次數有顯著的改善。

亦有學者研究tolterodine 和經陰道雌激素藥膏塗抹的合併治療效果[10]。針對58位停經後婦女，隨機分派至口服tolterodine或經陰道塗抹雌激素12週。12週之後各組給予另一種治療方式，於24週後和52週後評估治療效果。研究結果發現，兩種單一治療方法，和baseline比較,在治療12週後，症狀困擾的指數皆有顯著的下降。加上另一種藥物的治療後，各組的症狀嚴重程度和生活品質，和baseline比較，於24週後和52週後，都有明顯的改善, 但只有在經陰道雌激素治療這一組，於12週後加上tolterodine，治療效果明顯比單一藥物療法好。

另一隨機對照研究(n=106)，則是比較Desmopressin 25μg+ Tolterodine 4mg和單一藥物Tolterodine 4mg，治療12週後的效果[11]。研究結果顯示，合併藥物治療降低夜間排尿次數，但沒有達到統計學上有意義的差別。針對夜間多尿症的病患作分析，合併藥物治療則可以改善夜間排尿量和延長入睡後到第一次排尿的時間。


Special considerations in frail older people

» Approximately 60% of >65 year-old people take at least one prescribed medication, 1/3 take
more than 5 prescribed drug.

e Older people are at higher risk of ADEs from AMs because of age, and changes in muscarinic
receptor number and distribution, blood-brain barrier transport, and drug metabolism.

» Drugs with anticholinergic effects: Antihistamines, (gastrointestinal antispasmodics,
antidepressants, bladder antimuscarinics, skeletal muscle relaxants, antipsychotics,
antiparkinson agents etc.

« Acute impairment in specific aspects of cognition (e.g., working memory, attention,
psychomotor speed) or global cognitive impairment.

Table 16 - Recommendations on treatment of UUI in elderly

patients
Recommendation Strength rating
Long-term antimuscarinic treatment should be used Strong

with caution in elderly patients especially those who
are at risk of, or have, cognitive dysfunction.

UUI = urge urinary incontinence.

EUROPEAN UROLOGY 73 (2018 ) 596- 609


簡報者
簡報註解
Older people are at higher risk of ADEs from AMs because of age, and comorbidity related changes in muscarinic receptor number and distribution, blood-brain barrier transport, and drug metabolism.
AM ADEs in the frail elderly can result in serious morbidity, such as sedation, heat intolerance, delirium, and falls.



Cumulative Use of Strong Anticholinergic Medications and

Incident Dementia

Association of Incident Dementia and Alzheimer’s Disease with 10-year Cumulative Anticholinergic Medication Use“

Unadjusted Adjusted®¢
TSDDP Follow-up time (person-years)  Number of Events  HR 95% C1 HR 95% C1
Dementia
0 5618 136 .00 = Reference [.00 Reference
1-90 7704 203 096 077-1.20 092 0.74-1.16
91-365 5051 172 L3l 1.04-1.65 1.19  0.94-1.5]
366-1095 2626 102 .39 1.07-1.82 123  0.94-1.62
=1095 4022 184 L7700 140-2.23 154 1.21-1.96
Alzheimer's Disease
0 5618 112 .00 Reference 1.00 Reference
1-90 7704 168 096 075124 095 0.74-1.23
91-365 5051 128 1.21  093-1.58 1.5 0.88-1.5]
366-1095 2626 83 .38  1.03-1.85 130 0.96-1.76
=1095 4022 146 173 134224 163 1.24-2.14

TSDD Total Standardized Daily Dose; HR Hazard Ratio; C1 Confidence Interval; ACT Adult Changes in Thought

JAMA Intern Med. 2015 March 1; 175(3): 401-407
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Neurourology and Urodynamics. 2021;40:28-37

Increased risk of incident dementia following use of
anticholinergic agents: A systematic literature review and
meta-analysis

Roger R. Dmochowski' ® | Sydney Thai®*® /| Kristy Iglay’* |
Ekene Enemchukwu’ | Silvia Tee® | Susann Varano’ | Cynthia Girman® |
Larry Radican® | Paul N. Mudd Jr’ ® | Charles Poole'

Aimed to assess the impact of >3 months of exposure to anticholinergics as a class on the
risk of dementia, mild cegnitive impairment, and change in cognitive function.

A total of 2122 records were identified. 21 studies underwent qualitative synthesis and 6
reported endpoints relevant for inclusion.



RR (95% Cl) % Weight

Study

Richardson 2018 - 1.05(1.01, 1.10)
Ancelin 2006 . 1.18 (0.50, 2.75)
Hong 2019 s 1.23(1.10, 1.37)
Coupland 2019 . 1.49 (1.44, 1.54)
Gray 2015 —'-o— 154 (121, 1.96)
Park 2017 ———— 263(207,3.35)

Overall*(/? = 97.4%, p = 0.000)

<> 1.46 (1.17, 1.81)

20.84

4.98

19.93

20.90

16.67

16.68

100.00

1.7

1.49

T
0.5

10

5 T
1.5 3.5

six studies.

The estimate of the average RR for incident
dementia was 1.46 (95% ClI: 1.17-1.81; 95% PI:
0.70-3.04) and ranged from 1.05.to 2.63 across the

This relationship was consistent in studies

assessing bladder antimuscarinics.

(1.38to 1.61)
1.6
1.35
4% (1.24 to 1.46)
&
= 14
o
£
3 1.3 1.14
(1.07 t0 1.21)
1.2
1.1
1
TSDD/DDD 90-365vs.0 365-1095vs. 0 >1095vs. 0
Number of 3 2 2
Studies
Homogeneity 0.070 0.474 0.780
p-value
Ratio of RRs Reference 1.19 1.32
(95% Cl) (1.07 to 1.31) (1.20 to 1.45)

comparison.

Levels of anticholinergic exposure were considered.
Higher dosing comparisons producing summary RRS
1.19- and 1.32-times higher than the lowest exposure




4.2 5 Antimuscarinic and beta3 agonist agents, the elderly and cognition

cognitive dysfunction in elderly people in short-term studies.

Summary of evidence LE
Antimuscarinic drugs are effective in elderly patients. 1b
Mirabegron has been shown to efficacious and safe in elderly patients. 1b
In older people, the cognitive impact of drugs which have anticholinergic effects is 2
cumulative and increases with length of exposure.

Oxybutynin may worsen cognitive function in elderly patients. 2
solifenacin, darifenacin, fesoterodine and trospium have been shown notto cause 1b

4.2 5 213 Additional recommendations for antimuscarninic drugs in the elderly

Recommendations ‘ GR
In older people being treated for urinary incontinence, every effort should be made to C
employ nonpharmacological treatments first.
Bt
C
Consider the use of Mirabegron in elderly patients if additional antimuscarinic loadis | C

to be avoided.

o . P
Recommendation based on expert opimion.

2017 EAU Guidelines on urinary incontinence



Intravesical onabotulinumtoxin (BoNT-A) injection

* In patients (n=557) with OAB inadequately managed with anticholinergics,
Onabotulinumtoxin A 100 U significantly decreased daily frequency of urinary
Incontinence episodes vs placebo (-2.65 vs -0.87, p <0.001) and 22.9% vs 6.5% of
patients became completely continent, in a phase 3, placebo controlled trial.

J Urol . 2017;197(2S):S216-5223

« A systematic review and meta-analysis (6 RCTs) showed that onabotulinumtoxin A
to be an effective treatment for idiopathic OAB with side effects primarily localized
to urinary tract (1PVR, UTI, CIC). Neurourol Urodyn 2015; 4:413-419

« A systematic review and meta-analysis( 8 studies; n=419) assessed the efficacy of
onabotulinumtoxin A according to injection site. Trigone-including injection has
superior efficacy. The depth of injection (intradetrusor vs suburothelial) does not
Influence the efficacy:. World J Urol. 2018;36:305-317



Peripheral tibia nerve stimulation (PTNS)

« A multicenter, double-blind, randomized, sham controlled trial, evaluated the
effectiveness of weekly PTNS (Urgent PC) vs Sham in Treatment of Overactive
Bladder Symptoms (SUmIT trial, n=220). PNTS subjects achieved significant
Improvement (moderately or markedly) in overall bladder symptoms (54.5% vs
20.9%) from baseline (p <0.001). The voiding diary parameters show significant
Improvement in frequency and UUI. « a B

J Urol 2010:183:1438-43

Figure 1. PTNS (A) and sham (B) setup

 Participants withan initial positive response to 12 weekly PTNS treatments, 77%

sustained symptom improvement to 3 years with an average of 1 treatment per
month.

J Urol. 2013:;189:2194-201.



Sacral neuromodulation (SNM)

228 Siegel et al.
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|

A prospective, multicenter study of patients with OAB treated with sacral 2 |
neuromodulation( InterStim; Metronic, Minneapolis) : The 5-year therapeutic = | Ve
success rate was 82%. Subjects with urinary urge incontinence had a mean

reduction from baseline of 2.0 + 2.2 leaks per day and subjects with urgency-

frequency had a mean reduction of 5.4 + 4.3 voids per day
J Urol. 2018;199:229-236.

SNM SMT



Future management ( treatment under research)

 Transient receptor potential vanilloid 1(TRPV1) antagonist
* Liposome-encapsulated BoNT-A with intravesical instillation

 Selective bladder denervation (SBD) —radiofrequency ablation of
Sensory nerve

e Pudendal neuromodulation

Chen and Kuo
Lower Urinary Tract Symptom 2020;1-8


簡報者
簡報註解
Transient receptor potential vanilloid subtype 1 (TRPV1), a member of the transient receptor potential vanilloid (TRPV) channel family, is a nonselective cation channel that is widely expressed in sensory nerve fibers and nonneuronal cells, TRPV1 provides a sensation of scalding heat and pain (nociception). In primary afferent sensory neurons,


Review

Potential Effect of Liposomes and
Liposome-Encapsulated Botulinum Toxin and
Tacrolimus in the Treatment of Bladder Dysfunction

Joseph J. Janicki, Michael B. Chancellor *, Jonathan Kaufman, Michele A. Gruber and
David D. Chancellor

Toxin 2016
 Intravesical instillation of liposomal botulinum toxin has recently Release Ach, ATP, NO and NGF
shown promise in the treatment of OAB and interstitial / \
cystitis/bladder pain syndrome.
« Liposomes are lipid vesicles composed of-phospholipid bilayers 1-Urothel R e
surrounding an agueous core that can encapsulate hydrophilic \

and hydrophobic drug molecules to be delivered to cells via Botulinum toxin

endocytosis. bl 3. Efferent nerves

I ‘/ Release Ach and ATP

/ \
u Decrease detrusor smooth
2 muscle tone and afferent

/ - "
signaling

Compromised Bladder Liposome Treated Bladder


簡報者
簡報註解
Figure 1. Mechanism of action of intravesical liposome instillations. Liposomes can coat damaged
urothelium and protect it from harsh urine solutes
overcome the drawbacks of intradetrusor injection, increase patient acceptance, and reduce the treatment costs.
This treatment successfully reduced urinary frequency and urgency; however, the treatment did not reduce UUI episodes.
did not result in urinary retention. Risk of UTI was similar between placebo and treatment arms. It can be inferred that instillation of onaBoNT-A complexed with liposomes successfully impairs afferent neurotransmission but not the efferent neurotransmission.



Selective bladder denervation (SBD) - radiofrequency
ablation of sensory nerve

Initial clinical experience with selective bladder denervation for refractory OAB
e The proportion of urgency UI treatment responders (=50% reduction

In episodes) was 79% with RF60 and 31% with RF10. Neurourol Urodyn 2019;38:644-652
A) . B)

FIGURE 1 Major procedural steps with selective bladder denervation. A, The positioning of the cystoscopically directed device is shown. B,
The suction on the urothelium results in immobilization of the device prior to advancement of the RF electrodes 3 mm below the urothelium. C,
A schematic representation of placement of each paddle position for ablation of the entire sub-trigonal area. The markings represent areas already

ablated and can be seen through the cystoscope as areas of urothelial edema as a consequence of the suction that is applied

One-year results with selective bladder denervation in women with refractory OAB

* Prospective, international, multicenter case series ( n=35).
* The clinical success rate (=50% reduction in urgency UI) was 69%, and the dry rate was 10%.

Neurourol Urodyn 2019;38:2178-2184
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Better stratification of OAB

Patient’s
comorbidities
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[ Diagnostic ]
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Seek for the
underlying
pathophysiological
phenotypes

And others...

Tailor treatment to
individual patients’
characteristics.
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DLX, SNM ? BHT? PTNS ?
SNM ?
OMG, B3AG,
PDESI ?

AM : antimuscarinics

B3AG: Bela 3 agonists

BHT : behavioral therapy

EFD : biofeadback

BTX : infradetrusor botulinum toxin injections
CIC : clean-intermittent catheterization

DLX : Duloxetine

PDESi: phosphodiesterase inhibitors type 5
MUS: midurethral siing

SNM : sacral neuromodulation
VOT: vaginal oestrogen therapy

PTNS : posterior tibial nerve stmulation

PFMT : pelvic floor muscle raining
A Comprehensive Review of Overactive Bladder
Pathophysiology: On the Way to Tailored Treatment
EUROPEAN UROLOGY 75(2019)988-1000


簡報者
簡報註解
Seek for the underlying pathophysiological phynotypes
tailor treatment to individual patients’ characteristics.
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