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Bladder instillation of liposome formulation sensory neuron-specific receptor
agonist for lower urinary tract dysfunction
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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). In urethane-anesthetized
rats, intravesical administration of BAM8-22, a selective rat SNSR1 agonist, can inhibit the
micturition reflex. Moreover, intravesica administration of BAM8-22 can ameliorate
cyclophosphamide-induced bladder overactivity via suppression of capsaicin sensitive C-fiber
afferent pathways.
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Powerlab AD Instruments
1.2 9g/kg 0.04 ml/min
1.52 vehicle
BAM8-22 100, 300, 1000 nM 6
BAM8-22 C
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mg/kg SD
intercontraction interval: ICI baseline pressure: BP
threshold pressure: TP maximum pressure: MP
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one-way ANOVA p<0.05
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AD Instruments 1.2 g/kg

0.04 ml/min
1.52 vehicle BAM8-22 300, 1000,
3000 nM 6
intercontraction interval: ICI
baseline pressure: BP threshold pressure: TP
maximum pressure: MP student’s paired t test
vehicle one-way ANOVA p<0.05
1 rSNSR1 1 1
BAM8-22 intercontraction interval: ICI
BAM8-22 threshold pressure: TP
BAM8-22 baseline pressure: BP
maximum pressure: MP vehicle
intercontraction interval: ICI baseline
pressure: BP threshold pressure: TP maximum pressure: MP
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1. BAM8-22
Capsaicin
Pretreatment

BAM8-22 BAM8-22 BAM8-22 BAMS-22

Variable Vehidle (100nM)  (300nM)  (1000nM) (1000 nM)
Number of rats 6 6 6 6 6
Mean + SD
ICI, mins

before 11.6+345 105+3.18 102%573 10.8+4.67 1041262
after 11.8+4.56 106+2.85 11.7+6.56° 12.8+7.67 125+6.78
%ICI, %

1026+ 5.1 101.2+4.8 1155+877 119.4 11057 1235+ 126"

BP, cmH20
before 467+156 3.78+123 3.67+152 4.26+218 4.01+0.86
after 459+092 3.82+137 3.78+1.38 429+192 3.98+0.67
TP, cmH20
before 535+1.78 548+1.28 505+1.23 581+156 7.02+3.27
after 528+1.61 583+1.35 885+216 896+274 11.6+6.78
MP, cmH20
before 251+3.95 26.1+3.28 259+3.28 26.3+4.27 2651478
after 250+4.19 285478 28.1+518 27.8+4.86 29.0+8.46

" p <0.01 (paired t-test); T p <0.01 vs vehicle injection (Dunnett's multiple comparison test)
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2. BAM8-22
CYP-treated rats Control rats
Variable Vehicle (B:,fg\gan’\z/lz) (Egg/(l]ngz) (23\%8;12@) Vehicle
Number of rats 6 6 6 6 6
Mean + SD
ICI, mins
before 3.21+0.81 3.06+067 3.57+124 3.07 +0.98 11.8 £4.58
after 3.25+0.75 325:£098 4.16+1.01 371116 119521
%lICl, %
101.6£4.7 98.6+5.38 1156+7.27 1205+7.6" 100.6+8.1
BP, cmH20
before 9.67 + 3.56 8.96 + 3.21 9.56 +4.51 10.2+437 438+1.12
after 9.59 +4.05 9.14+2.78 9.41+3.78 995+395 4.19+0.98
TP, cmH20
before 13.7 £6.89 14.7£6.19 15.7 £4.89 14.4 £5.99 7.67 £4.38
after 13.5+£7.51 15.1£5.78 16.5+6.81 15.7 £8.17 7.55+3.78
MP, cmH20
before 436+9.56 40.6+7.81 43.7£11.7 38.7+8.78 32.8+6.39
after 419+878 418+9.16 451+106 37.5+9.18 31.8+7.61
: p <0.05 (paired t-test); t p <0.05 vs vehicle injection (Dunnett’s multiple comparison test)
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