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Figure S1.  Intracellular  Mg2+  exhibits  no  potentiation  effect.  (A)  Intracellular  Mg2+  appears  to  inhibit  spontaneous  single-channel 
events. (B) Mg2+ does not activate TRPV1 but inhibits capsaicin-induced current.

Figure S2.  Capsaicin activation of extracellular linker mutant channels. (A and B) Representative current traces from Rs1s2_3 (A) and 
Rs3s4 (B) in the presence of varying concentrations of capsaicin. (C) Capsaicin dose–response curves for wild type (red), Rs1s2_3 (black), 
and Rs3s4 (blue). Superimposed are fits of a Hill equation with the following parameters (EC50, slope factor): wild type, 977 nM, 1.88; 
Rs1s2_3, 204 nM, 1.1; Rs3s4, 79 nM, 1.3.
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