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WiEbelc Bladder Pysfunction |

aditional Findings

BEhlaraed Bladder

Po0r Emptying/ Voiding Dysfunction
— Urinary incontinence

== ﬁlgh post void residual (PVR)
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o Blzjclelaig ~Overactivity inDiabetes?

= /9% r‘= ~d|abet|c patients had inveluntary

Po traction as cause of their incontinence
| er1990)

— JS”% ofi diabetic subjects (Ueda 1997)

- 55% of diabetic patients; 23% had impaired
| detrusor contractility (kaplan 1995)
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Defining the Humanoid Model



D _ petic Bladder Dysfunction
In Human and Animals

y Phase . Late Phase

4

- *_ ' Time Course/Risk factors ??

-~ Clinical: F||I|ng problems Voiding Problems
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ﬂfodynamlcs Overactive Bladder Atonic Bladder

- In-vitro: Hypercontractile Detrusor Hypocontractile Detrusor

Daneshgari 2003
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e Duratlon time after diabetes induction:
' ;_._'.'._ 3wk, 6wk, 9wk 12wk and 20wk
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Time-course of
; STZ- induced
betlc Bladder Dysfunction Iin

_ *_--1' _;' C57BI/6 Mouse
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se of DBD in C57BL/6

-~

0.13+0.00

0.13+0.00

0.13+0.00

0.18+0.02

| DM

0.22+0.01

0.20+0.02

0.19+0.02

0.21+0.02

Treated
DM

0.14+0.00

0.12+0.01

0.13+0.00

0.14+0.01

Diuretic

0.30£0.02

0:.32+0.01

0.35+£0.01

0.36+0.02
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se of DBD in C57BL/6
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1.05£0.06 |1.65+0.19 |2.60+0.21 |2.67+0.03

-:_—r;-r-__'_::_ DM 9.55+0,8Y 12,500,500 = P22 0l D) 6 7 sl 74

p— Treated | 3.20+£0.21 | 3.1840.30 |[5.19+0.28 |7.21+0.48
— DM

Diuretic | 7.31+0.33 15.90£0.99 | 16.50£0.73 | 14.50£0.95
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IimeNeelseor DBD in C57BL/6
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H homet'mmls in DBD
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Diabetic Control
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ohometric Alterations in DBD
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Control Diabetic Diuretic

Liu & Daneshgari: AJP 2005
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ALTERATIONS IN NEUROGENICALLY MEDIATED
RACTILE RESPONSES OF URINARY.BLADDER..
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SRNNE=CGEPENCENT alterations! N diabetic
BYBLO[BTY are consiStent in small animal models
OIpDME

Blzjele[s] undergoes compensatory and
UECO ipensatory changes
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== 5 Con pensatlon IS partially related to increased
=5 _df iUresis

= ‘Decompensation is related to hyperglycemia and
its disease specific changes in detrusor
contractility
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Assessment of AGEs
In the diabetic bladder

In Collaboration with
Vincent Monnier, M.D.
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Siie e PRENtoyping assay to detect
55801 bladder sensation in DBD
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Heart Rate Changes with CPT
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Vieasurement of CPT values jnis
Siieliianimal models  of diabetes

SlVegsurement off BP'and HR as the ANS
E5PONISE

PVIEasurement of abdominal rectus muscle

— ;_Somatic pain response independent of

= ANS (Timothy Ness, M.D., Ph.D. UAB)
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' ’typlng of AMDCC animals
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METHODS

atient- with Type | or Type Il

. Informed Consent Obtained

edical & Diabetic History Obtained

i

- Complete Self-Administered Questionnaires

Diabetes Lower Urinary Tract Screening Questionnaire
= 2. Pelvic Floor Disorder Screening Questionnaire

Alc Hemoglobin (HgAlc)

Uroflowmetry & Determination of Post-Void Residual

CPT measurement+ Autonomic Neuropathy Assessment

Urodynamics



"%_

e ——

RESULTS

Diabetic Type

Type Il

(82%) —

e §
- —— Male
(48%)

Type |
(18%)



@quency > 8/day

— = Wear Pads for leaks

— UTI within year

requency >2/night 54 52
gency 61 42
: ., accidents 62 42
- _:i- We a_r_pads for urgency 44 g
~ [ Leak on cough/laughvift 24
~ | Post-void dribbling 58 0
44 23
30
Three or more questions positive 32 3
68 29
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Voiding dysfunction flow rate of
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RGIEef AGES and other ROS in
rlefom nsatlon of detrusor function

y /— sse-n ent of Afferent autonomic
:l:epathy In the bladder

== o Be Tter definition the humanoid condition
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_ ‘& Phenotyping of AMDCC animals
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