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Table S1. Percent identity matrix for human TRP channels. Clustal Omega was used to generate a multiple sequence alignment and percent identity
matrix of the 27 human TRP channels and the Drosophila channel TRPN1. Colors correspond to the colors of TRP channel subfamilies shown in
Figure 1 and highlight sequence identity within each subfamily.

TRPM1 TRPM3 TRPM6 TRPM7 TRPM4 TRPMS5 TRPM8 TRPM2 TRPC6 TRPC3 TRPC7 TRPC1 TRPC4 TRPCS TRPA1 TRPN1 TRPV5 TRPV6 TRPV3 TRPV4 TRPV1 TRPV2 TRPML1 TRPML2 TRPML3 TRPPS TRPP2 TRPP3

IGEYIN 1000 646 471 495 176 178 170 179 167 127 156 146 133 154 134 145 160 89 93 88 124 140 144
TRPM3 1000 482 535 165 178 172 177 178 131 150 145 129 154 134 156 165 86 94 83 124 133 126
TRPM6 1000 571 177 188 158 186 171 126 142 132 128 153 123 130 146 99 87 91 116 129 120
TRPM7 100.0 163 173 160 174 174 119 147 130 123 135 119 130 150 110 96 105 123 125 111
TRPM4 186 179 178 196 188 130 164 132 138 152 138 138 148 102 83 100 106 143 111
TRPM5 179 179 164 193 191 128 156 132 127 140 148 129 140 100 83 108 109 17 117
TRPM8 183 180 175 203 193 136 150 127 131 143 136 143 157 102 8.0 97 119 143 125
TRPM2 208 208 199 186 192 127 164 128 117 141 133 123 144 95 8.1 88 112 129 134
TRPC6 747 749 362 408 395 162 217 135 140 140 146 142 149 115 121 129 174 1867 172
TRPC3  — — — — — — — — — 1000 814 357 420 421 150 228 131 131 145 144 144 145 127 129 135 165 151 177
TRPC7 — — — — — — — — — — 1000 348 416 405 144 211 128 130 140 143 139 140 120 123 134 163 165 1738
TRPC1 — — — — — — — R — — 1000 465 455 122 202 128 135 141 124 143 136 115 117 104 109 100 119
TRPC4 — — — — — — — - - = — — 1000 683 151 217 162 164 163 144 166 160 128 109 117 134 135 159
TRPC5  — — — — — — — B — — — — 1000 135 216 150 152 165 144 160 163 130 125 119 127 135 151
TRPAT  — — — — — — — S — — — — — 1000 229 182 192 185 185 184 182 157 136 147 167 164 158
TRPN1  — — — — — — — S — — — — — —

TRPV5 — — — — — — — — e — — — — — —
TRPV6  — — — — — — — e — — — — — —
TRPVZ — — — — — — — . — — — — —
TRPV4A  — — — — — — — S — — — — — —
TRPVI  — — — — — — — N — — — — — —
TRPV2 — — — — — — — B — — — — — —

TRPML1  — — — — — — — S — — — — — —

TRPML2 — — — — — — — R — — — — — —

TRPML3 — — — — — — — B — — — — —

TRPP5  — — — — — — — B — — — — — —
TRPP2  — — — — — — — e — — — — — —

TRPP3  — — — — — — — — E— — — — — —




Table S2. Percent identity matrix for human TRP channels from the same multiple sequence alignment described in Table S1. In this case, the color
intensity from white to red illustrates increasing sequence conservation.

TRPM1 TRPM3 TRPM6 TRPM7 TRPM4 TRPM5 TRPM8 TRPM2 TRPC6 TRPC3 TRPC7 TRPC1 TRPC4 TRPC5 TRPA1 TRPN1 TRPV5 TRPV6 TRPV3 TRPV4 TRPV1 TRPVZ TRPML1 TRPML2 TRPML3 TRPP5 TRPP2 TRPP3
124 140 144
124 133 126
16 129 120
123 125 1141
106 143 111
109 M7 117
1.9 143 125
1.2 128 134
174 167 172
165 151 177
163 165 178
109 100 119
134 135 159
127 135 151
16.7 164 158
151 141 131
134 154 146
135 143 137
138 144 157
169 158 170
131 134 135
1.2 127 140
176 179 189

TRPM1
TRPM3
TRPM&
TRPMT7
TRPM4
TRPM5
TRPM8
TRPM2
TRPC8
TRPC3
TRPC7
TRPC1
TRPC4
TRPC5
TRPA1
TRPN1
TRPVS
TRPV6E
TRPV3
TRPV4
TRPV1
TRPV2
TRPML1
TRPML2 93 9.4 8.7 9.6 8.3 8.3 8.0 8.1 121 129 123 11.7 109 125 13.6 127 15.6 15.4 14.4 14.4 13.7 16.0
TRPML3 88 8.3 9.1 10.5 10.0 10.8 9.7 8.8 129 135 134 104 1.7 119 147 13.0 16.5 16.5 13.5 146 13.0 15.6
TRPP5 124 12.4 11.6 1233 10.6 10.9 11.9 11.2 174 165 163 109 134 127 16.7 15.1 134 135 13.8 16.9 13.1 1.2
TRPP2 140 133 129 125 143 "7 14.3 129 167 151 165 100 135 135 16.4 141 15.4 143 14.4 15.8 13.4 127
TRPP3 144 12.6 120 111 1.1 1.7 125 13.4 172 177 178 119 159 151 15.8 13.1 14.6 13.7 15.7 17.0 13.5 14.0
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Figure S1. SNP frequencies by residue position in representative TRP channels. Exonic SNP data was downloaded from the Ensembl database
(https://www.ensembl.org). Raw data was processed in Linux to count unique SNPs at each residue number. Color shading indicates transmembrane
regions of the channels and corresponds to the colors of subfamilies shown in Figure 1. Note that TRPML and TRPP channels have an extended
extracellular segment between the S1 helix and the rest of the transmembrane region.
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