Cap Cap  Cap Cap Cap Cap Cap Cap Cap Cap ¥ &

ctl 100 300
(DMSO) 1pyM 25pM 5pM  10pM  15pM 20pM 25pM 30 pM 40 pM 50 pM

MM MM
15124  1696.8 2125.2 13134 11405 2754.7 1556.6 22359 916.6 9574 1091.6 21942 1892.8
TERini + * * + + * + + * + * * *

(Q.sz) 114.6 222.6 168 139.1 109.2 220.9 125.7 164.9 36.0 46.2 78.2 2729 146.7
n=40 n=16 N=12 =12 n=16 N=8 n=13 n=12 n=11 n=7 n=11 n=8 n=8

0.99 0.90 0.63 1.05 1.03 0.59 0.81 0.61 0.64 0.59 0.62 0.55 0.64

+ + +

ISCini
(LA/cm?)

+ + + + + + + +

0.11 0.15 0.77 0.17 0.20 0.64 0.05 0.05 0.02 0.03 0.04 0.04 0.02

I+
+

1523.7 1650.1 21175 14193 1173.7 2502.8 15974 2153.6 873.0 860.3 10854 1926.1 1559.8

TER3 + + + + + + + + + + + + +

(Q.cm®)  903%  166.2N 128.5NS 1565.9 12328 905N 1395M 1085N 346N 556" 102.3M 189.3Y 167.9N
N

1.20 1.11 0.72 1.29 1.35 0.74 0.96 0.76 0.60 0.73 0.70 0.91 1.70

+ + + + + + + + + + + + +

A 2 _*** * * * ** FKkk *xk EE B * - E
(WAfem?) 4 15 0200 006 024 029”007 007 005™ 015™ 006 008" 009™ 019

Isczo

*k*k

Table S1: Transepithelial resistance and short-circuit current during basolateral capsaicin exposure.

TERin and Isci, represent the mean TER and Isc values at the beginning of the experiment and TER3p and Iscgg after 30 min incubation with vehicle

(DMSO, control Ctrl) condition or basolateral capsaicin (Cap). ANOVA analysis showed a difference in the TER;j,; (P < 0.001), Dunnett’s post Hoc test



showed a difference between TER;,; Ctrl vs Cap 2.5 uM (P = 0.019), Ctrl vs Cap 15 puM (P < 0.0001), Ctrl vs Cap 25 uM (P = 0.003) and Ctrl vs Cap 100
UM (P = 0.031). Similarly a difference in Isci, was found by ANOVA (P = 0.03), Dunnett’s Post hoc test showed that none were different from control.
After 30 min in presence of capsaicin ANOVA analysis found a significant difference (P < 0.0001, one way ANOVA), Dunnett’s Post Hoc test showed that
Cap 2.5 uM TERg3, (P < 0.0003), Cap 15 uM TERg3 (P < 0.0001), Cap 25 uM TER3, (P = 0.001), Cap 30 uM TERj3, (P = 0.001), Cap 40 uM TERg (P =
0.01) were different from Ctrl. Similarly ANOVA analysis for Isczy shows a significant difference (P = 0.002, one way ANOVA), Dunnett’s Post Hoc test
showed that none of the Isczy were different from Ctrl. Stars represent paired t-test comparison of TER;y vs TER3p and IsCini Vs 1sC30. * P < 0.05, ** P < 0.01

and *** P < 0.001, NS non-significant.



Ctrl Cap Cap Cap Cap Cap Cap Cap Cap Cap Cap Cap Cap
omso)y 1am MM osum aoum PEMooum PEM ggum s0um s0um ﬁ?\;’ i?\fl’
1429.9 13759 17745 14205 1277.6 1709.7 1529.4 1966.3 11457 10224 8555 11949 1436.7
TERGni + + + + + + + + + + + + +
Qem?) 1226  256.9 209 3041 2184 2016 201.0 1967 1177 574 329 1346 2899
n=23 n=11 n=12 n=11 n=13 n=12 n=14 n=8 n=10 n=9 n=10 n=8 n=8
0.75 0.76 0.62 0.81 0.69 0.59 0.90 0.70 0.69 0.71 0.51 0.46 0.62
liﬁl:;cmz) + + + + + + + + + + + + +
0.06 0.05 0.06 0.06 0.04 0.06 0.12 0.06 0.04 0.05 0.07 0.05 0.11
1393.8  1408.3 1349.7 14058 1337.2 14282 12249 12430 9934 10539 9179 9556  898.0
TER3°2 + + + + + + + + + + + + +
(Q.cm’) 123.9%  268.8™ 111.3° 303.4M 2502" 67.1M° 969 1911 993 84.0M  492Y  9g.0™ 1224
1.15 0.70 1.51 0.76 0.74 1.37 2.04 2.31 0.95 0.72 0.49 0.83 1.44
I5C0 + + + + + + + + + + + + +
(naven’) 0.24™ 006" 0337 007 006" 031" 0437 02777 014" 004" 006" 0177 040

Table S2: Transepithelial resistance and short-circuit current during apical capsaicin exposure.

TERini, IsCin, TER30 and Iscsp have the same meaning as the one described in Table S1. ANOVA analysis shows a difference in TER;y; and Iscini (P =

0.02, and P = 0.008, one way ANOVA), but in each case they were not different from Ctrl as tested by Dunnett’s post hoc. After 30 min incubation no



difference was found among the baseline values for TER3o (P = 0.18, one way ANOVA), but difference in Iscsy (P = < 0.0001, one way ANOVA). Dunnett’s
Post Hoc test shows that Cap 20 uM and 25 uM were different from Ctrl (P = 0.03 and P = 0.01) respectively. Stars represent paired t-test comparison of
TERini vs TER3 and IscCini vs Isczp.* P < 0.05, ** P < 0.01 and *** P < 0.001, NS non-significant.



_ AMG-9810
Ctrl Cap 5 uM AMG-9810
1M 10 uM
TER.. 1602.3 + 55.5 1621.3+101.6 1534.8+75.6 1710.7 +128.5
ni
(Q.cm?)
n=12 n=12 n=12 n=12
ISCipi
! 0.85+0.03 0.82 +0.03 0.77 £ 0.05 0.81 + 0.04
(LA/cm?)
1688.2 1885.7 1874.1 1887.9
TER3,
+ + + +
2
(Q.cm”) 119.5" 154.5™ 154.5" 258.8"
I SC30 P Kk *kk *kk
1.26 + 0.05 1.22 +0.05 1.24 +0.04 1.13+0.4
(LA/cm?)

Table S3: Transepithelial resistance and short-circuit current during capsaicin and AMG-9810 exposure.

TERini, Iscin, TER3 and Iscgp have the same meaning as the one described in Error! Reference source not found.. No significant difference among
the baseline values in TER;y and Iscini was found P = 0.62 and P = 0.59, one way ANOVA respectively. After 30 min incubation in presence of capsaicin or
DMSO, no significant difference in the TER3, values (P = 0.7, one way ANOVA) or Iscso values was found (P = 0.2, one way ANOVA). Stars represent

paired t-test comparison of TER,i vs TER3g and IsCini VS ISC3p. * P < 0.05, ** P < 0.01 and *** P < 0.001, NS non-significant.



Ctrl Cap 20 uM CPZ 10 uM

TER,, 1102.9 + 40.9 1123.6 +32.6  1100.9 + 41.39
(Q.cm?) n=19 n=16 n=19
ISCini 1.03+0.22 0.54 +0.02 0.81+0.13
(LA/cm?)

1098.8 1042.5 1102.1
TERs * * *
Q.cm *k
( ) 38.12N 38.2 415N
ISC30 1.17+0.25 0.68+0.03° 096 +0.18"
(LA/cm?)

Table S4: Transepithelial resistance and short-circuit current during capsaicin and capsazepine exposure

TERini, Iscin, TER3 and Iscgp have the same meaning as the one described in Table S1. No significant difference in TER;y and Iscin among the three
groups was found P = 0.9 and P = 0.11, one-way ANOVA respectively. After 30 min incubation ANOVA comparison found no difference in the TER3, (P =
0.5, one way ANOVA) and Iscgg values (P = 0.22, one way ANOVA). Stars represent paired t-test comparison of TERj,i vs TER3 and IsCini Vs IsCz. * P <
0.05, and *** P < 0.001, NS non-significant.



Ctrl (DMSO) OLDA10uM  RTX1pM

TER,, 1551.2 + 77.6 1533.6 + 76.8  1664.4 + 69.6
(Q.cm?) n=24 n=24 n=24
ISCini 0.64 +0.02 0.59 + 0.02 0.64 +0.03
(LA/cm?)
1786.9 1879.5 1820.3
TERsp + + +
(Q'sz) *kk *kk *kKk
86.5 87.4 86.6
ISC30 0.73+0.09"  0.78+0.03°  093+04
(LA/cm?)

Table S5: Transepithelial resistance and short-circuit current during capsaicin, N-Oleoyldopamine and resiniferatoxin exposure.

TERini, Iscin, TER3 and Isczy have the same meaning as the ones described in Table S1Error! Reference source not found.. No significant
difference in the TER;y and Isci,; values was found among the groups (P = 0.41 and P = 0.37, one way ANOVA). At the end of the incubation period no
difference in the TERj3, and Iscsp was found among the groups (P = 0.74 and P = 0.057, one way ANOVA). Control (Ctrl), N-Oleoyldopamine (OLDA),

resiniferatoxin (RTX). Stars represent paired t-test comparison of TERji Vs TER3p and IsCinj Vs IsCzg. *** P < 0.001, NS non-significant.



