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Fig. 1 (a) Effects of TRPV1 blocker BCTC and TRPA1 blocker A-967079 on GMBF induced b?/ the mucosal
application of capsaicin in rat stomachs. Time course of GMBF response to capsaicin (10 mmol/L) in rat stomachs
is shown. BCTC (2.7 mmol/L) or A-_967_079é10 mmol/L) was applied to the chamber for 50 min starting at 20 min
prior to capsaicin (10 mmol/L) application. Capsaicin was topically a;g)lled to the mucosa for 30 min. The data are
expressed as % increase in basal values, and represented as mean £ S.E. of values every 5 or 10 min for 4 rats.
*P<0.05 was considered statistically significant when compared to control group using Student’s t-test.

_(b)Effects of TRPAL blocker A-967079 and TRPV1 blocker BCTC on gastric mucosal blood flow (GMBF)
induced by the mucosal application of allyl isothiocyanate éAITC) in rat stomachs. Time course of GMBF response
to AITC ?10 mmol/L) in rat stomachs is shown. A-967079 (10 mmol/L) or BCTC (2.7 mmol/L) was apP_Iled to the
chamber for 50 min starting at 20 min prior to AITC (10 mmoI/L? application. AITC was topically applied to the
mucosa for 30 min. The data are expressed as % increase in basal values, and they represent mean + S.E. of values
every 5 or 10 min for 4-7 rats. *P < 0.05 was considered statistically significant using Student's t-test.
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Fig. 2 Alteration in the distribution of
immunoreactivities of TRPV1 and TRPAL
in the cross-section of rat stomach in
between control and capsaicin-pretreatment.
The immunoreactive fibers of TRPV1 (A)
and TRPAL (B) were found in the
submucosa, myenteric plexus, and )
muscularis. TRPV1- and TRPAL-expressin
fibers were observed around the submucosa
arteriole and venule bundles (arrows) (A,
B). Note that TRPAL-immunoreactive cell
bodies areJoresent in the myenteric plexus
(arrowheads), and the TRPAL- )
immunoreactivity was also confirmed in the
mucous cells of the gastric glands (2-headed
arrov\v). The scale bar is 60 pm (A, B). No
TRPV1-expressing fiber is found in the
capsaicin-pretreated rat stomach (C). Notice
that TRPAL-expressing fibers around the
submucosal arteriole and venule bundles are
not observed in capsaicin-pretreated rats _
(D), although the TRPAL-immunoreactivity
is observed in the myenteric plexus (arrows)
and mucous cells in the bottom of gastric
ﬁlands after capsaicin pretreatment (2-
eaded arrow). MU, mucous membrane;
CM, circular muscle. The scale bar
corresponds to 120 pm (C, D). Two
transverse sections of tissues obtained from
5 normal and capsaicin-pretreated rats are
stained by immunohistochemical methods.
The typical photos are shown in this figure.
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Fig. 3 Maximum response of GMBF induced by the
mucosal application of DKT (360, 720, and 1440
mg/mL). The data are expressed as % increase in
baseline value, and represented as mean * SE for 4-
6 rats. *P<0.05 and **P<0.01, considered
statistically significant when th_e?/1 compared to
control group using ANOVA with Dunnet’s test.
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Fig. 5 Effect of a non-selective NOS inhibitor N™-nitro-
L-arginine methyl ester (L-NAME) with or without L-

Arg (300 mg/kg, x2
apglicationgof%K

mg/kg,

.on GMBF induced by the mucosal
t {in rat stomachs. L-NAME (10
iv) was administered 20 min prior to the mucosal

application of DKT (1440 mg/mL) in rat stomachs, and

L-Arg

(300 mg/kg, x 2) was administered intravenously

40 and 60 min prior to DKT a'&plication, respectively.
Time course for analysis of GMBF in response to DKT
(1440 mg/mL) in rats treated with L-NAME (10 mg/kg,
1Iv) with or without L-Arg (300 mg/kg, x 2). Data are

expressed as the % increase in baseline values, and they

represent mean = SE values obtained every 5 or 10
min for 6-7 rats. *P < 0.05, compared with the vehicle
using Student's t-test.
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Fi|g. 4 Effect of TRPV1 blocker BCTC and
TRPAL blocker A-967079 on GMBF induced by
the mucosal application of DKT in rat stomachs.
Time course for analysis of GMBF response to
DKT (1440 m%/mL in rat stomachs treated with
either A-967079 (10 mmol/L) or BCTC (2.7
mmol/L). The data are expressed as % increase
in baseline values, and they represent the mean
+ SE values obtained every 5 or 10 min for 4-5
rats. *P < 0.05, compared with the vehicle using
Student's t-test.
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Fig. 6 Effect of deafferentation of capsaicin-sensitive
sensory nerves on GMBF induced by the mucosal
application of DKT in rat stomachs. DKT (1440
mg/mL) was applied topically to the mucosa for 30
min, and the stomach was perfused with saline
before and after application. Time course for
analysis of GMBF in response to DKT (1440 mg/mL)
in capsaicin-pretreated rats. Data are expressed as
the % increase in baseline values, and represented
as mean = SE values obtained every 5 or 10 min
for 4-8 rats. *P<0.05, considered statistically
significant when they compared to control group
using Student’s t-test.
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Fig. 7 AUC responses of GMBF at 0°C, 22°C, 40°C distilled water (DW) or
DKT 0°C, 22°C and 40°C of GMBF induced by mucosal application for 30
minutes of DKT %1440 mg/mL). The data are expressed as a % increase in
base value, and they represent mean = S.E. of values for 4-7 rats.
*P<0.05, considered statistically significant when compared to the control
group using Student's t-test.
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