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A novel family of G-protein-coupled receptors has been identified in rat dorsal
root ganglia and named as sensory neuron-specific receptors (SNSRs). Intravenous or intrathecal
administration of BAM8-22, a selective rat SNSR1 agonist, can suppress cyclophosphamide-induced bladder
overactivity, probably due to suppression of bladder afferent activity. In urethane-anesthetized rats,
intravesical administration of BAM8-22 can ameliorate cyclophosphamide-induced bladder overactivity via
suppression of capsaicin sensitive C-fiber afferent pathways in rats. Thus, SNSRs could be an effective
target for the treatment of bladder dysfunction such as overactive bladder and bladder pain
syndrome/interstitial cystitis, for which C-fiber afferent hyperexcitability has been proposed to be an
important pathophysiological basis.
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intercontraction interval: ICI
baseline pressure: BP
pressure threshold: PT
maximum voiding pressure: MVP

Student’ s paired t test vehicle
one-way ANOVA
p<0.05
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BAM8-22 C
4 125
mg/kg SD
intercontraction
interval: ICI baseline
pressure: BP pressure
threshold: PT maximum

voiding pressure: MVP
Student’ s paired
t test vehicle
one-way ANOVA

p<0.05
(€))
rSNSR1
SD
230-2469 2%
200mg/kg
48
2%
PE-60
PE-60
Powerlab AD Instruments
1.2 g/kg
0.04 ml/min
1.5-2
vehicle
BAM8-22 300, 1000, 3000
nM 6 0.04 ml/min
intercontraction
interval: ICI baseline
pressure: BP pressure
threshold: PT max imum

voiding pressure: MVP
Student’ s paired
t test vehicle
one-way ANOVA

p<0.05

@
rSNSR1
BP ICI
BAM8-22
ICI 1
2 1
BAM8-22
ICI
1 2 1
1.
BAM8-22
A B
A g
E 50+ BAM 8-22 ]00 Hg/kg i.v.
10 20 30 f:ime (m::; 60 70 80 90
B

o
s
]

Intravesical Pressure (cmH20)
PR
s o o
O S

BAM 8-22 0.3 pg iit.

Iy
s

10 20 30 40 50 60 70 80 90
Time (min)

2.
ICI BAM8-22 A
B
A 2001
’_g *
£
[*]
o
% 1004
=
%)
0 . :
Vehicle 10 100
BAMS-22 (ug/kg i.v.)
B 2001
% *
£
o
()
5 1004
X
3]
" Vehicle  0.03 0.1 03

BAMS8-22 (ug i.t.)



BAM8-22 A B
A
BAMBS-22, uglkg
Variable Vehicle 10 30 100
Number of rats 6 6 6 6
Mean + SD
ICI, min
before treatment 3.44 1060 3.52+0.56 3.79£0.52 3.64+0.39
after treatment 3.48+£0.55 3.58£0.55 4.81+0817 5.00£0.447
BP, emH20
before treatment 745112 7.58+0.65 7.50£0.99 7.55+0.96
after treatment 7.46 £ 1.06 7.57+£0.76 7.60+0.97 7.60 +0.94
PT, cmH20
before treatment  10.41 £ 0.93 10.80 £ 1.17 1070+ 1.11 1071+ 143
after treatment 10.75+0.92 11.36 £0.92 13.25+1.56"t 1540+ 1657
MVP, emH20
before treatment 39.21527 392481 393270 3941498
after treatment 389x579 396493 40.5+3.55 406582
B
BAMS-22, ug
Variable Vehicle 0.03 0.1 0.3
Number of rats 6 6 6 6
Mean £ SD
ICI, min
before treatment 3.63+0.73 3.60 +0.80 321048 3.33+0.66
after treatment 3.66x0.75 3.66x0.79 3.98£0.50 4.74 £0.9071
BP, cmH20
before treatment 7.68+0.99 7.78+1.05 7671097 737084
after treatment 7.75+0.92 7.81+£1.07 7.9410.86 767092
PT, cmH20
before treatment 9.87+0.78 925+ 1.50 8.95+1.27 10.52+0.98
after treatment 9.77+0.58 919+ 1.40 11.62+1.83T 1528 +1.68"
MVP, emH20
before treatment  40.1 £ 3.54 40.2£4.89 39.5+£3.10 424 £535
after treatment 40.1+£3.36 403475 415352 437541

" p <0.01 (paired t-test); T p <0.01, T p <0.05 vs. vehicle injection (Dunnett's multiple

comparison test).
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