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Evans blue dye leaked (ug/site)
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Figure 1: Effects of skin application of several aromatic volatile organic
compounds (VOCs), m-xylene, toluene, stylene, benzene and ethylbenzene, and
another group of VOCs, formalin, heptane, hexane, cyclohexane, acetone and
diethyl ether on microvascular leakage in rat skin. The VOCs and formalin were
tested without being diluted. The amount of Evans blue dye extravasated into
the skin served as an index of the increase in skin vascular permeability. The
response by ethanol applied topically was used as sham control. Each data
represents the mean + S.E.M. from six experiments. *P<0.01 vs. sham control,
assessed by Student’s t-test or Welch'’s test.
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Evans blue dye leaked (ug/site)
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CP-99,994 capsazepine ketotifen
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Figure 2: Effects of CP-99,994, a tachykinin NK1 receptor antagonist,
capsazepine, a vanilloid VR1 receptor antagonist, and ketotifen, a histamine H1
receptor antagonist with mast cell stabilizing property, on skin microvascular
leakage induced by topically-applied capsaicin (10mM) in rat. CP-99,994 and
ketotifen were administered intravenously, and capsazepine was applied to the
skin of abdomen before capsaicin challenge. The amount of Evans blue dye
extravasated into the skin served as an index of the increase in skin vascular
permeability. The response by ethanol applied topically was used as sham
control. Each data represents the mean + 5.E.M. from six experiments. *P<0.05,
*P<0.01 vs. sham control, assessed by Student’s t-test or Welch's test. TP<0.05 vs.
control (Con), assessed by Dunnett’s test.
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Figure 3: Effects of CP-99,994, a tachykinin NK1 receptor antagonist,
capsazepine, a vanilloid VR1 receptor antagonist, and ketotifen, a histamine H1
receptor antagonist with mast cell stabilizing property, on skin microvascular
leakage induced by topically-applied formalin (a: 10%; b: 3%) in rat. CP-99,994
and ketotifen were administered intravenously, and capsazepine was applied to
the skin of abdomen before formalin challenge. The amount of Evans blue dye
extravasated into the skin served as an index of the increase in skin vascular
permeability. The response by a diluent for formalin (13% methanol) was used
as sham control. Each data represents the mean + S.E.M. from six experiments.
*P<0.05, **P<0.01 vs. sham control, assessed by Student t-test or Welch’s test.
tP<0.05 vs. control (Con), assessed by Dunnett’s test or Welch’s test.
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Figure 4: Effects of CP-99,994, a tachykinin NKI1 receptor antagonist,
capsazepine, a vanilloid VR1 receptor antagonist, and ketotifen, a histamine H1
receptor antagonist with mast cell stabilizing property, on skin microvascular
leakage induced by topically-applied m-xylene (a: 33%; b: 10%) in rat. CP-99,994
and ketotifen were administered intravenously, and capsazepine was applied to
the skin of abdomen before m-xylene challenge. The amount of Evans blue dye
extravasated into the skin served as an index of the increase in skin vascular
permeability. The response by ethanol applied topically was used as sham
control. Each data represents the mean + S.E.M. from six experiments. *P<0.05,
**P<0.01 vs. sham control, assessed by Student’s ¢-test or Welch's test. TP<0.05 vs.
control (Con), assessed by Dunnett’s test.

- 151 -



10

%k

N

7

\

'f
,
’/
75

Evans blue dye leaked (pg/site)
&
\

*
- *

; "

sham Con 1.5 5 Con?22550 Con 3 Con 5

)

CP-99,994 capsazepine ketotifen CP-99,994
(mg/kgiv.) (mM) (mg/kgiv.)(mg/kgi.v.)

Figure 5: Effects of CP-99,994, a tachykinin NKI1 receptor antagonist,
capsazepine, a vanilloid VR1 receptor antagonist, and ketotifen, a histamine H1
receptor antagonist with mast cell stabilizing property, on skin micro leakage
induced by topically-applied toluene (a: 100%; b: 33%) in rat. CP-99,994 and
ketotifen were administered intravenously, and capsazepine was applied to the
skin of abdomen before toluene challenge. The amount of Evans blue dye
extravasated into the skin served as an index of the increase in skin vascular
permeability. The response by ethanol applied topically was used as sham
control. Each data represents the mean + S.E.M. from six experiments. *P<0.05,
**P<0.01 vs. sham control, assessed by Student’s t-test, or Welch's test. TP<0.05 vs.

control (Con), assessed by Dunnett’s test.
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