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Nature History of IDO

» To assess the clinical outcome among a
cohort of women with urodynamically
proven IDO over a period of 5-10 years

« 132 women were identified following
examination of 1975 consecutive records
from 1992-1997 with 76 (67%) returning
guestionnaires.

* Median follow up was 8 years (6-9), and the
duration of symptoms was 13 years (9-18).

Morris AR. BJOG 2007; 115:239-246.

Urogynaecology

A longitudinal study over 5 to 10 years of
clinical outcomes in women with idiopathic
detrusor overactivity

AR Maorris. JI Westbrook," KH Moore®

Table 3. Outcome by category at time of last visit to the pelvic
floor unit and following questionnaire administration

Final outcome Last review After questionnaire

groups appointment administration
(n=132) (n=71)

Responded

Cured 28 (21%) 5(7%) 2

Much improved 37 (28%) 20 (28%)

Not responded

Little improved 32 (24%) o 30 (42%) 65%

No improvement 35 (27 %) 16 (23%)

Morris AR. BJOG 2007; 115:239-246.

40% -
35%
30% -
25%
20% A
15%
10% 4

5%

0%

Morris AR. BJOG 2007; 115:239-246.

Nature History of IDO --
Conclusions

Disease symptoms fluctuated in severity and
QoL were worse in non-responders to therapy

Urge incontinence at presentation was
associated with treatment failure (P = 0.001) as

was nocturia (P = 0.04),

Urodynamic variables were not associated
with outcome

Only 6.5% women not responding to therapy
would improve with time.

Morris AR. BJOG 2007; 115:239-246.
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Europeen Association of Urslogy

A Longitudinal Population-based Survey of Urinary
Incontinence, Overactive Bladder, and Other Lower Urinary
Tract Symptoms in Women

Anna-Lena Wennberg®, Ulla Mol kM
Tan Milsom **

Fall®, Christer Edlund®, Ralph Peeker®,

Gothenburg Longitudinal Study

« Atotal of 2911 women were surveyed in
1991

« 1408 women were available in 2007 for
reassessment

» OAB definition according to 2002 ICS
guideline

e 77% overall response rate to postal
guestionnaire (1081 out of 1408 women)

Wennberg AL. Euro Urol 2009 in press

Gothenburg Longitudinal Study

Prospective longitudinal study was initiated
to assess LUTS in a random sample of
women (age > 20) from an urban Swedish
population in 1991

The same women who responded in 1991
and who were still alive and available in the
Swedish National Population Register 16 yr
later were reassessed using a similar
self-administered postal questionnaire

Wennberg AL. Euro Urol 2009 in press

2007

2007 )

Fig. 1 - The incidence and regression of urinary
incontinence (Ul) in the same women assessed in 1991
and 2007.

Wennberg AL. Euro Urol 2009 in press
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Progression of OAB Symptoms —A Prospective
Longitudinal Study in Men Aged > 45 Years

N=1955, 84.4% N=317, 13.7% N=45, 1.94%

‘ G ” 1

. No OAB . OAB dry . OAB wet

35%

5%
o
60% 38%

Milsom I. & Irwin DE study group. Goteborg University, Sweden

50% 51%
42%

2003

%

Gothenburg Longitudinal Study
Conclusion

» A marked overall increase in the prevalence
of Ul, urgency, OAB, and nocturia from 1991
to 2007.

» The cumulative incidences of Ul, urgency,
and OAB were 21%, 20%, & 20%,

respectively
» Both incidence and remission of most
symptoms were considerable.

Wennberg AL. Euro Urol 2009 in press

Is OAB a Progressive Disease?--
Conclusions

* OAB are not static but dynamic, and many
factors may contribute to incidence,
progression, or remission.

* The distinction between permanent and
fluctuating cases may have important clinical
and scientific implications.

* Urge incontinence (OAB wet) and age are
factors for disease severity progression

Factors Affecting Bladder
Function & Lower Urinary Tract

¢ Local factors: mucosa, GAG?
Hormone changes
Bladder outlet obstruction
Aging
Ischemia
High nocturnal diuresis
Concomitant diseases

Neurologic diseases

Andersson KE. Urology 2003; 62:3-10.

Diagnosis of Overactive Bladder




. . Voiding Diary Record
Patient History

\Q T 7200, T 7200,
. (A a % > | <A a %
o 5 A B R R | R A

Joo (A >~ 1 : 00]
T00~2:00

Focus on medical, neurologic, and
genitourinary symptoms

Review voiding patterns and
symptoms

—voiding diary

Review medications

Evaluate functional and mental
status

t00~3:
00 4
T00~5:
T00~6:
To0—7:

1 00~8:
T00-9¢:
T 00~10:
T 00— 11 ¢
00~ 1z
T00~1:

|| |u|s|w|n=

©
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To0~6¢:
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MBI B GG

0~ 10 : 00
T00~11:00
00— 12 : 00

Fantl JA et al. Agency for Healthcare Policy and Research;
1996; AHCPR Publication No. 96-0686.

Highly Recommended

Physical Examination Diagnostic Tests

e Perform general, abdominal

. . . * R (Histor
(including bladder palpations), and K e(g,_,_. GY) |
neurologic examinations P £UPE (General assessment)

_ gk 2 HEE 2R (Qualification of symptoms)
¢ Perfo_rm Pelv'9 and rectal - 2 B & F R (Effects on quality of life)
exam!nat!onsf in women and rectal . L1 3 (Physical examination)
examination in men - Gur &4 & (Urinalysis)
e Observe for urine loss with stress

- 4 Fr enAf i (Estimate of post-voiding residual
(eg, cough, Valsalva, etc.) urine, PVR)

Fantl JA et al. Agency for Healthcare Policy and Research; Abrams P, et al. Lancet 2000;355:2153-58
1996; AHCPR Publication No. 96-0686.

The Symptoms of OAB Overlap
Differential Diagnosis With Those Attributed to BOO

Benign prostatic Interstitial
hyperplasia cystitis

(BPH) Diabetes Bladder

Spasm
Prolapse GU malignancy p

Atrophic Urinary tract
vagin Itis infection Obstructive

Irritative

Pelvic floor Frequency,
. Urgency, and/or
dysfunction Urge Incontinence |:|




Is Urodynamic Testing
Necessary?

It is appropriate to treat lower urinary
tract symptoms based upon history
and physical exam alone

Reserve urodynamics for

— persistence despite appropriate therapy
— potential hazards of therapy
—incontinence

—outflow obstruction

—neurogenic bladder

Wein A. In: Campbell's Urology. Philadelphia, Pa: WB Saunders; 2002; 8th ed: 905-906.

Behavioral Therapy

Modify symptoms through systematic
changes in patient behavior or the
environment

Behavioral modification therapies
—dietary modification

—bladder training

—pelvic floor muscle exercises
« adjunct therapies

—scheduled/assisted voiding

Treatment Options for Overactive
Bladder

» Behavioral therapy

» Surgical/modulatory
therapies

* Pharmacotherapy

I Biofeedback (n=73)
M Verbal Feedback (n=74)
Self-help Booklet (n=75)

90+

80
70 | Il
= 604 el
g 50 l
c
D 40
o]
o 30
20 ‘ )
0 1 |
100% >75% >50%
Reduction Reduction Reduction

Burgio KL. JAMA 2002, 288:2293-2299.

Figure 2. Adjusted mean total Urogenital Distress Inventory
(UDI) scores over time.

~e-Drug therapy alone
~m-Combination therapy

Mean Total UDI Score
-

1= T T
Baseline End of End of

Stage 1 Stage 2
10wk ime point (8 mo)

domization stratum, Burgio KL, Ann Intern Med 2008; 149:161-169

Treatment Options

* Behavioral therapy
» Surgical/modulatory

QEIETES
* Pharmacotherapy




_ _ Surgical/Modulatory Therapies
Surgical/Modulatory Therapies InterStim

Denervation

— central

— peripheral and perivesical

Acupuncture

Electroacupunture

Electrical stimulation/neuromodulation
Overdistention

Augmentation cystoplasty

Treatment Options

* Behavioral therapy

» Surgical/modulatory
therapies

» Pharmacotherapy

Muscarinic Receptor
Distribution

@  lIris/ciliary body—— Blurred vision

e Antimuscarinic agents are the = Lacrimal gland— Dry eyes
N . =
maInSta fOI’ tl’eatln OAB 's:ISaIivary glands—— Dry mouth

. « Dizziness
* OAB symptoms are relieved by - Somnolence

« Cognitive

—inhibition of involuntary bladder e Heart Tachycardia
contractions especially memory
Stomach and

—increased bladder capacity esophagus — Dyspepsia

e Treatment can be limited by side Colon—— Constipation
effects such as dry mouth,
Gl effects (eg, constipation) & CNS V Bladder (retention)

ff Abrams P, Wein AJ. The Overactive Bladder—
e eCtS A Widespread and Treatable Condition. 1998.

Pharmacologic Therapy




raal O tion on Incontinence ratings of OAB
Drugs Used in the Treatment of S
OAB T -
Tal . Ant 1 (OAR) 1 A
oo o ¢
* Anti-muscarinic * Alphareceptor Byon 3 ¢
antagonists antagonists Dicyslomi i ¢
oxybutynin doxazosin pa : r
tolterodine tamsulosin i
propiverine alfuzosin c
propantheline prazosin E;
hyoscyamine terazosin d e
trospium e Others Iodormthacin initor ¢
* Hormone imipramine prospecive
vaginal desmopressin
estrogen oint o oy sridees §
Ouslander JG NEJM 2004, 350:786-799. O e s watar ratiuticn.
Wein AJ. J Urol 2006, 175:505-S10.

Anti-muscarinic Receptor
Antagonists for OAB

Antimuscarinic and a-Adrenergic
Combination Therapy in Men with BOO

» Randomized, controlled trial
— 50 men
— 52-80 years of age (average 69 years)
— mild/moderate BOO on Pressure Flow Study
— concomitant IDO
e Study design
— complete QoL9 UROLIFE questionnaire prior to
study onset
— one week tamsulosin 0.4 mg qd, then
randomized to receive concomitant tolterodine
2 mg bid or continue tamsulosin monotherapy
— repeat QoL9 and PFS at 12 weeks

Athanasopoulos A et al. J Urology 2003;169:2253-2256.

Propantheline Tolterodine
Oxybutynin Trospium

Hyoscyamine Solifenacin
Propiverine Darifenacin

Ouslander JG NEJM 2004, 350:786-799.

Antimuscarinic and a-Adrenergic
Combination Therapy in Men with BOO:
Effects on Urodynamic Parameters

Tamsulosin Tamsulosin +
(n =25) Tolterodine (n = 25)
Mean Mean
Change el Change
from from
Baseline Baseline

Antimuscarinic and a-Adrenergic
Combination Therapy in Men with BOO:
Effects on QoL

628.4

p=

P value 0.0003

oL
ROLIFE)

P=NS OBaseline

5482 B 12 Weeks

2

Mean Sco?e (QoL 9

Maximum detrusor
pressure (cm H,0)

0.0082 542.2

roved

Maximum flow rate

(mL/second) 0020

Im

Pressure at

maximum instability 0.05690 <0.0001

(cm H,0)

Volume at first

unstable contraction +30.40 0.0190 +100.40 <0.0001

(mL) Athanasopoulos A et al. J Uroloay 2003;169:2253-2256.

Tamsulosin Tamsulosin + Tolterodine
(n =25) (n =25)

Athanasopoulos A et al. J Urology 2003;169:2253-2256



Antimuscarinic and a-Adrenergic

Combination Therapy in Men with BOO: Antimuscarinic and a-Adrenergic
Adverse Events Combination Therapy: Study Conclusions

e Combination therapy produced a
) ) significant reduction in maximum
-5 tamsulosin/ftolterodine detrusor pressure and increase in
3 dry mouth [tolterodine] maximum flow rate following 12
2 hypotension [tamsulosin] weeks of treatment

— 2 tamsulosin (hypotension) e Combination therapy produced a
No effects on PVR significant increase in patient QoL

e The addition of tolterodine did not
produce acute urinary retention at 12

Athanasopoulos A et al. J Urology 2003;169:2253-2256 WEES

Discontinuations

No acute urinary retention

Athanasopoulos A et al. J Urology 2003;169:2253-2256

Overall Conclusions -- OAB Overall Conclusions -- OAB

» The recent ICS definition of overactive * OAB affects all aspects of quality of life
bladder emphasizes the symptomatic e It is appropriate to treat lower urinary
nature of the disease and provides a tract symptoms based on history and
foundation for diagnosis and initial physical exam alone
treatment by nonspecialists  Treatment options include behavioral

« Overactive bladder is a significant, highly therapy, pharmacotherapy, and surgery
prevalent, global medical condition * Antimuscarinic agents are the mainstay of
: pharmacotherapy for OAB
* The prevalence of overactive bladder " ; -
ErEEEEE i A * Additional antimuscarinic agents to
increases with age alpha-blockers may be helpful for patients
with BPH and OAB

How to Approach Patients with 21 B e
LUTS in a Simple Ways? R 7

* Patient’ Goal Approach . j&gﬁnﬁu e a3 5.19;? o
identify the main problem
urgency/frequencyl/incontinence/nocturia Siner l‘F"}a Y iﬂ{" ﬁ X 5 _fr,ép
life style modification or change #’ez;;-’uzm s %’\};?.p)u§ m,._ i e
diet or water restriction bk o B3 Bz %&"%-f
L__
behavior therapy K 8 b

voiding diary, timed or scheduled voiding

pharmacology therapy

alpha blockers, antimuscarinics

surgical/modulatory therapy
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NG \

\

& ”ﬁ'\% 2R
(Prostate Specific Antigen, PSA)
C R S IR L AL G
« & EH 4 R 0.75 ng/ml
CEEARRARR T Y RBE PR AL
U EE
+ %% £:<4.0 ng/ml
L= R
Be® 5 SR i B4
R E iR B

#wE ”ﬁ'\% 2R
(Prostate Specific Antigen, PSA)
C R S IR L AL G
« & EH 4 A 0.75 ng/ml
CBEEARNARR T R BLPRLT R
U EER ST
+ %% £:<4.0 ng/ml
L= R
Be® 5 SR i B4
R E iR L

TABLE lll. Detection rate of prostate cancer
in patients with negative digital rectal
examination related to preoperative PSA level

PSA

Range

(ng/mL) Patients (n) Cancer (n) %
0-25 557 23 4.1
2.51-4 349 26 1.4
401-6.5 343 32 9.3
6.51-10 298 22 1.4
=10 470 75 16.0
Total DRE 2017 178 88

negative

Abbreviations as in Table 1.

RICHARD E. ZIGEUNER,UROLOGY 62 (3):452, 2003
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Laser Materials/Properties

 Infrared light: primarily
absorbed by water

* Visible and UV light are
absorbed by hemoglobin
and melanin

* As wavelength becomes
shorter — scatter begins to
dominate the penetration of
light
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