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WFZERE SR OMESE (2230) : This study suggests that, in the cyclophosphamide—induced cystitis
model, TRP channel-mediated early inflammatory response triggers induction of expression
of the hydrogen sulfide synthetic enzyme, leading to increase in the generation of
hydrogen sulfide in bladder tissue. The generated hydrogen sulfide induces bladder pain
through the T-type Ca® channels and aggravates the inflammatory symptom. These findings
raise the possibility that hydrogen sulfide synthetic enzyme and/or T-type Ca® channels
can be new target molecules for the development of therapeutic agents against cystitis
and bladder pain.
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Cyclophosphanide (CP) at 300 mg/kg vehicle (V) was administered ip. to mice. Data show the mean with S.E.M from 8-
10 mice. *P<0.05, ***P<0.001 vs.
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Ablation of sensony eurons was achioved by pretreatment ith repezted doses of capsaicn (CAP; 125 mglky in toal), and
the mice were used for experiments 10 days aiter the last dose. Vehicle (V) or cyclophosphamide (CP) at 300 mg/kg was
administered 1p.to mce, (A) The Nociceptive behavior was observe flom 3. 10.4 1 afer he administaton. () The
nomcepnon test was performed 4 h after me admmlslvanon Data show the mean with S.E.M. from 5-7 mice. **P<0.01,

001 vs vehicle + vehicle. 'P<0.05 , ''P<0.01, '"'P<0.001 vs vehicle + CP.
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Ablation of sensory neurons was achieved by pretreatment with repeated doses of capsaicin (125 mg/kg

in total), and the mice were used for experiments 10 days after the last dose. Vehicle or

cyclophosphamide (CP) at 300 mg/kg was administered i.p. to mice. The mice were killed 4 h after the

administration and blacider weight were measured. Data show the mean with S.E.M. from 5-7 mice.
**P<0.01 vs vehicle + vehicle. 1'P<0.01 vs vehicle + CP.
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were measured. Data show the mean wilh S.E.M. fom 7:11 (A) o 10-14 (B) mice
*+P<0.01 v vehicle. 'P<0.05,
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Capsazepine at 15 mg/kg or vehicle was administered s.c. to mice twice 30 min before and 3 h after
administration of cyc\cphospham ide (cp) at 300 mglkg. (A) Nociceptive behavior was abserved for 30 min
35 h after the administration. (B) The nociception test was performed 4 h after the administration. Data
show the mean with S.E.M. from 4- s mice. “'P<0.01 vs vehicle + vehicle.
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Capsazepine (cpz) at 15 mg/kg or vehicle (saline) was administered s.c. to mice twice 30 min before
and 3 n an i a istration of cyclophosphamide (CP) at 300 mg/kg. The mice were killed 4 h after

the istrat d m dder weight were measured. Data show the mean with S.E.M. from 4-8 mice.
" P< 0 01 vs vehlc\e vehicle.
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FFIEHE . Hydrogen sulfide is a key

mediator for bladder pain during
cyclophosphamide—induced cystitis in mice
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