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Figure S1. CBD inhibits nociceptive firing.

A and B. Representative whole-cell current-clamp recordings from acutely dissociated rat
nociceptive TG neurons in response to a current ramp (300 pA in 1s; inset) before (left), during
exposure to 0.1 uM TTX (middle), and during exposure to 10 uM THC (A; right) or 10 uM CBD
(B; right).

C. Concentration-response relationship for inhibition of the AP firing by CBD in nociceptor TG
neurons. Box plots and individual values demonstrate changes in the number of APs following 4
minutes of exposure to CBD at the indicated concentrations. The number of action potentials was
normalized to the number of evoked action potentials before CBD application. One-way ANOVA,

followed by Bonferroni's post hoc test when **** p <0.0001.
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Figure S2. THC inhibits TTX-S sodium currents with lower efficacy than TTX-R

A. Representative whole-cell voltage-clamp recording of TTX-S sodium currents from acutely
dissociated non-nociceptive rat TG neurons (= 35 um) before (/eff) and after exposure to THC (10
uM; middle), and after TTX (0.1 uM; right) application. Currents were elicited by depolarizing
steps from a holding potential of =80 mV to 10 mV in 10 mV increments (inset).

B. Mean and individual values of the sodium currents inhibition by 10 uM THC from non-
nociceptive TG neurons (TTX-S) (blue circles). The grey dashed line represents the sodium current
before the THC application. One-sample ¢ test when **, p < 0.01.

C. Concentration-response relationship of TTX-S sodium currents amplitude (normalized to the
current before the application of THC) following 4 minutes of exposure to THC at the indicated

concentrations (solid blue line) and compared to the TTX-R currents (gray dashed line; from Fig.

2A).
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Figure S3. THC inhibits nociceptive T-type calcium currents less potently than TTX-resistant
sodium currents, with a significant difference at 10 pM.

A. Representative traces of peak T-type calcium currents evoked by a 250 ms step to +60 mV from
a holding of =90 mV before (black) and 10 min after the application of 10 uM THC (orange).

B. Box plot and individual values of the changes in the peak T-type current amplitude in TG
nociceptor neurons with time (normalized to the current before the application of THC) following
10 minutes of exposure to THC at the indicated concentrations (orange) and compared to the THC
effect on TTX-R currents in nociceptor TG neurons (blue). Two-way ANOVA was used to compare
the effect of THC between the T-type and TTX-R currents (*, p<0.05; **, p<0.01; and ns — not

significant). In all experiments, the number of dots represents the number of cells; one cell from

the coverslip was recorded.



