THE P75NTR ANTAGONIST THX-B IMPROVES VOIDING BEHAVIOUR AND REDUCES
AESURASITEALD BLADDER CONTRACTILITY IN AGING MICE
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INTRODUCTION

*Overactive bladder syndrome (OAB) presents
the symptoms of urgency, with or without urge
iIncontinence, usually with increased daytime
frequency and nocturia, as defined by the
International Continence Society.

*The Nerve Growth Factor (NGF) is a survival p,oNGFJ favage Fner JMM. Peptides J
factor essential for nervous system health and | ya

homeostasis. It binds mostly TrkA receptor. DTENT J Tha ]

‘Precursor proNGF binds p75NTR receptor to ¢ l

promote inflammation and cell apoptosis.

Decreased levels of NGF, and lower [2Ne N2 R0E Tnds provm 1o scivate  [houre 2 Urinary lovels of Mo and related enzymes
NGF/proNGF ratio have been reported in urine  apoptotic andinflammatory pathways®.

samples of aging female patients with OAB”.

-Antagonism of the proNGF receptor, p75NTR OBJECTIVE
by the compound THX-B restored NGF levels
and increase the NGF/proNGF ratio in mice with
diabetic voiding dysfunctionZ.

METHODS AND EXPERIMENTAL DESIGN

Male C57BL/6J mice of 6-, 12- and 18-months were \
injected intraperitoneal with either PBS (control) or | T 8m S
18 Months ‘716 o group (\‘
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To assess the behavioural and functional benefits of treating
aging mice bladders with a p75NR antagonist, THX-B.

THX-B

v

THX-B (50 pg) once weekly for four weeks. Mice (5 mice, 6 month old )
were separated based on age and expression of > Morths & Tissue
. . — and urine
urinary p75NTR extracellular domain. onths 4 16 colecion
Voiding behaviours and patterns, notably, total urine | PES control
9 P y 6Months 4~ g 8 mice/ group \

v

volume, volume of urine, and frequency of urination | L (4 mice, 6 month O,d)}‘
were assessed using voiding spot assay biweekly. S
Bladders were collected for organ bath, which
evaluated bladder contractility using electrical field

stimulation (EFS), KCI and carbachol.

4 week treatment
1 injection/week

Figure 3. Experimental design. Made with Biorender

RESULTS

12-month-old treated mice showed lower total urine 12-month-old treated mice responded less to
volume, volume/micturition and voiding frequency contractile stimuli
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Figure 4, 5 & 6. Voiding Spot Assay (VSA) over a 4 hour period. Figure 4: 12 month-old mice; Figure 5: bladder strios. (A) Electrical field stimulation at maximum freauency (32 Hz). (B) Response
6-month-old mice; Figure 6: 18-month-old mice. (A) Total urine volume (uL) voided, (B) Voiding frequency to 60 MM KpCI (stiznulation. (C) Response to carbachol at 3%”M Zn(d (D) )10(0|)J|V|- np= 3.8

mgasyred /UML) spojcs, (C) .Mean e .(“L) per mlcturltlon.measured by VOIlime REICRC T bladder strips, each strip comes from individual bladders of mice from each group. Student t-
mice in each group at each time point. All comparisons were done using student t-test. *P <0.05 test. *p<0.05
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