Supplementary Table 1. Binding sites in TRP channels

	Site #
	Site name
	Ligands
	Channel
	Function
	Affinity (μM)
	Ref. affinity
	PDB IDs
	Ref. PDB IDs

	TRPV sites

	1
	Vanilliod site
	Capsaicin
	Rat TRPV1
	Agonist
	EC50 0.2-1.9 
	[55-58] 
	3J5R
7LPA
7LPB
7LPD
7LPE
	[52,59]

	1
	Vanilliod site
	Capsaicin
	Squirrel TRPV1
	Agonist
	EC50 0.53 ± 0.03
	[56]
	7LR0
	[42]

	1
	Vanilliod site
	RTX
	Rat TRPV1
	Agonist
	EC50 0.007-0.1
	[55,57,60,61]
	7MZE 
5IRX 
7L2L 
7L2M 
7L2N 
7L2O 
7L2V 
7L2W 
7L2X 
7MZ5 
7MZ7 
7MZ9 
7MZC 
7MZD 
7RQU 
7RQV 
7RQW 
7RQX 
7RQY 
7RQZ
	[2,51,62]

	1
	Vanilliod site
	RTX
	Squirrel TRPV1
	Agonist
	Working concentration: 50
	[42]
	7LQZ
	[42]

	1
	Vanilliod site
	RTX
	Rabbit TRPV2
	Agonist
	Working concentration: 0.25
	[63]
	6BWJ
	[63]

	1
	Vanilliod site
	Capsazepine
	Rat TRPV1
	Competitive antagonist
	IC50 0.3 - 2.4
	[57,60,64]
	5IS0
	[2]

	1
	Vanilliod site
	PI
	Human TRPV1
	Negative regulator
	Endogenous
	-
	8GF8
8GF9
	[3]

	1
	Vanilliod site
	PI
	Rat TRPV1
	Negative regulator
	Endogenous
	[65]
	8T0Y 
8T10 
8T3L 
8T3M 
5IRZ 
7L2H 
7L2I 
7L2J 
7L2P 
7L2R 
7L2S 
7L2T 
7L2U 
7LP9 
7LPC 
7MZ6 
7MZA 
7MZB 
8T0E 
8U3A 
8U3C
	[2,19,52,62]

	1
	Vanilliod site
	PI
	Squirrel TRPV1
	Negative regulator
	Endogenous
	-
	7LQY
	[42]

	1
	Vanilliod site
	DiC8-PI(4,5)P2
	Rat TRPV1
	Partial potentiator
	Working concentration: 50
	[19]
	8U2Z 
8U30
	[19]

	1
	Vanilliod site
	Di18:1 PI(4,5)P2
	Rat TRPV1
	Negative regulator
	Working concentration: 10%
	[65]
	8U43
	[19]

	1
	Vanilliod site
	Lysophosphatidic acid (LPA)
	Rat TRPV1
	Agonist
	EC50 0.754
	[66]
	8T0C 
8T0Y 
8T10 
8T3L 
8T3M
	[19]

	1
	Vanilliod site
	Cholesterol
	Human TRPV1
	Coregulator
	Endogenous
	[13]
	8JQR 
8X94
	[13]

	1
	Vanilliod site
	Cholesterol
	Mouse TRPV2
	Inhibitor
	IC50 74.6 ± 25.1
	[10]
	7XEM
7XER
	[10]

	1
	Vanilliod site
	CHS
	Human TRPV6
	Structural lipid
	Working cocnentration: 0.001-0.1%
	[47,67]
	7K4A 
7S88 
7S89
	[47,67]

	1
	Vanilliod site
	Econazole
	Rabbit TRPV5
	Inhibitor
	IC50 1.3-13
	[68-70]
	6B5V
	[68]

	1
	Vanilliod site
	PCHPD (Br-cis-22a)
	Rat TRPV6
	Inhibitor
	IC50 0.96 ± 0.03
	[67]
	7D2K
	[67]

	1
	Vanilliod site
	PCHPDs (cis-22a, Br-cis-22a, 3OG, 30, 31)
	Human TRPV6
	Inhibitor
	IC50 0.08 - 1.7
	[67,71-73]
	7K4B
7K4C
7K4D
7K4E
7K4F
	[67]

	1
	Vanilliod site
	2-APB
	Mouse TRPV2
	Agonist
	EC50 1,424 ± 142.7
	[10]
	7XEV 
7YEP
	[10]

	1
	Vanilliod site
	BTDM
	Human TRPC6
	Inhibitor
	IC50 0.01
	[74]
	7DXF
	[5]

	1
	Vanilliod site
	AITC
	Mouse TRPM8
	Agonist
	Kd 2 900 ± 600
	[75]
	8E4L
	[17]

	1
	Vanilliod site
	CCT128930
	Mouse TRPM7
	Inhibitor
	IC50 1.42 ± 0.01
	[76]
	8W2L
	[76]

	1
	Vanilliod site
	GNE551
	Human TRPA1
	Non-covalent agonist
	EC50 0.207-0.312
	[77]
	6X2J
	[77]

	1
	Vanilliod site
	Naltriben
	Mouse TRPM7
	Agonist
	EC50 65.8 ± 12.36
	[11]
	8SI6
	[11]

	1
	Vanilliod site
	NDNA
	Zebrafish TRPM5
	Antagonist
	IC50 0.0024
	[78]
	7MBV
	[78]

	1
	Vanilliod site
	NS8593
	Mouse TRPM7
	Inhibitor
	IC50 0.91±0.08
	[11]
	8SIA
	[11]

	1
	Vanilliod site
	SAF312
	Human TRPV1
	Non-competitive antagonist
	IC50 0.0073 - 0.69
	[13,79]
	8JQR 
8X94
	[13]

	1
	Vanilliod site
	SB-366791
	Human TRPV1
	Inhibitor
	IC50 0.021 ± 0.006
	[3]
	8GFA
	[3]

	1
	Vanilliod site
	THCV
	Human TRPV3
	Agonist
	EC50 6.1  ±  0.5
	[9]
	8V6L 
8V6M
	[9]

	1
	Vanilliod site
	Trpvicin
	Human TRPV3
	Antagonist
	IC50 0.41
	[80]
	7XJ0 
7XJ1 
7XJ2
	[80]

	1
	Vanilliod site
	VER155008
	Mouse TRPM7
	Inhibitor
	IC50 0.23 ± 0.03
	[11]
	8SI7 
8SI8
	[11]

	2
	DkTx site
	DkTx
	Rat TRPV1
	Irreversible agonist
	EC50 0.14-0.24
	[81]
	3J5Q 
5IRX 
7L2M 
7L2R 
7L2S 
7L2T 
7L2U
	[2,59,62]

	3
	Extracellular vestibule recruitment sites
	Ca2+
	Rat TRPV6
	Permeant ion
	EC50 1470 ± 800
	[18]
	6D7P
	[82]

	3
	Extracellular vestibule recruitment sites
	Ba2+
	Rat TRPV6
	Permeant ion
	EC50 1910 ± 740
	[18]
	5IWR
	[18]

	3
	Extracellular vestibule recruitment sites
	Gd3+
	Rat TRPV6
	Channel blocker
	IC50 3.87 ± 0.83
	[18]
	5IWT 
5WOA
	[18,83]

	4
	Extracellular pore entry site
	Ba2+
	Rat TRPV6
	Permeant ion
	EC50 1.91 ± 0.74
	[18]
	5IWR
	[18]

	4
	Extracellular pore entry site
	Ca2+
	Human PC2
	Agonist, channel blocker
	Working concentration: 2 500
	[84]
	5MKF
	[84]

	4
	Extracellular pore entry site
	Ca2+
	Rat TRPV6
	Permeant ion
	EC50 1.47 ± 0.80
	[18]
	5IWK 
5IWP 
5WO9 
6D7P
	[18,83]

	4
	Extracellular pore entry site
	Gd3+
	Rat TRPV6
	Channel blocker
	IC50 3.87 ± 0.83
	[18]
	5IWT 
5WOA
	[18,83]

	4
	Extracellular pore entry site
	Mg2+
	Mouse TRPM7
	Permeant ion
	Working concentration: 300 000
	[85]
	6BWD
	[85]

	4
	Extracellular pore entry site
	NMDG
	Rat TRPV1
	Permeant ion
	Working concentration: 28 000
	[62]
	7L2V 
7L2W
	[62]

	5
	Selectivity filter site
	NMDG
	Rat TRPV1
	Permeant ion
	Working concentration: 28 000
	[62]
	7L2X
	[62]

	5
	Selectivity filter site
	Ba2+
	Frog TRPV4
	Permeant ion
	Working concentration: 10 000
	[86]
	6C8G
	[86]

	5
	Selectivity filter site
	Ba2+
	Rat TRPV6
	Permeant ion
	EC50 1.91 ± 0.74
	[18]
	5IWR
	[18]

	5
	Selectivity filter site
	Ca2+
	Human PC2
	Agonist, channel blocker
	Working concentration: 2 500 - 20 000
	[84,87]
	5MKE 
5MKF 
6T9N 
6T9O
	[84,87]

	5
	Selectivity filter site
	Ca2+
	Human TRPV4
	Permeant ion
	Working concentration: 2 000
	[88]
	7AA5
	[88]

	5
	Selectivity filter site
	Ca2+
	Rabbit TRPV2
	Permeant ion
	Working concentration: 2 000
	[63]
	6BWM
	[63]

	5
	Selectivity filter site
	Ca2+
	Rat TRPV6
	Permeant ion
	EC50 1.47 ± 0.80
	[18]
	5IWP 
5WO6 
5WO7 
5WO8 
5WO9
	[18,83]

	5
	Selectivity filter site
	Cs+
	Frog TRPV4
	Permeant ion
	Working concentration: 100 000
	[86]
	6C8F
	[86]

	5
	Selectivity filter site
	Gd3+
	Frog TRPV4
	Channel blocker
	Working concentration: 2 000
	[86]
	6C8H
	[86]

	5
	Selectivity filter site
	Mg2+
	Mouse TRPM7
	Permeant ion
	Working concentration: 300 000
	[85]
	6BWD
	[85]

	5
	Selectivity filter site
	Ruthenium Red
	Human TRPV6
	Channel blocker
	IC50 9 ± 1
	[89]
	7S8B
	[47]

	5
	Selectivity filter site
	Ruthenium Red
	Mouse TRPV4
	Channel blocker
	IC50 0.3 ± 0.1
	[45]
	8J1B
	[45]

	5
	Selectivity filter site
	Ruthenium Red
	Rabbit TRPV5
	Channel blocker
	IC50 0.0137 ± 0.0044
	[90]
	8FFN 
8FFQ
	[90]

	5
	Selectivity filter site
	Ruthenium Red
	Rat TRPV2
	Channel blocker
	IC50 0.159 ± 0.047
	[90]
	8FFM
	[90]

	6
	Central cavity site
	Ba2+
	Rat TRPV6
	Permeant ion
	EC50 1.91 ± 0.74
	[18]
	5IWR
	[18]

	6
	Central cavity site
	Ca2+
	Rat TRPV6
	Permeant ion
	EC50 1.47 ± 0.80
	[18]
	5IWP 
5WO9
	[18,83]

	6
	Central cavity site
	Genistein
	Human TRPV6
	Inhibitor
	IC50 40.7-113.2
	[48]
	8FOA
	[48]

	6
	Central cavity site
	Mg2+
	Mouse TRPM7
	Permeant ion
	Working concentration: 300 000
	[85]
	6BWD
	[85]

	6
	Central cavity site
	Trpvicin
	Human TRPV3
	Antagonist
	IC50 0.41
	[80]
	7XJ1 
7XJ2
	[80]

	7
	Intracellular pore entry site
	Ca2+
	Human PC2
	Agonist, channel blocker
	Working concentration: 2 500
	[84]
	5MKE 
5MKF
	[84]

	7
	Intracellular pore entry site
	CaM
	Human TRPV5
	Inactivator, channel blocker
	Working concentration: 2:1-1:1 TRPV5:CaM molar ratio
	[39]
	5OEO
	[39]

	7
	Intracellular pore entry site
	CaM
	Human TRPV6
	Inactivator, channel blocker
	Working concentration: 20
	[30]
	6E2F
	[30]

	7
	Intracellular pore entry site
	CaM
	Rabbit TRPV5
	Inactivator, channel blocker
	Working concentration: 1:2-1:5 TRPV5:CaM moalr ratio
	[29,31,32]
	6DMW 
6O20 
7T6R
	[29,31,32]

	7
	Intracellular pore entry site
	CaM
	Rat TRPV1-ARD
	Inactivator, channel blocker
	Working concentration: 1.25:1–2.0:1 TRPV1:CaM
	[91]
	3SUI
	[91]

	7
	Intracellular pore entry site
	CaM
	Rat TRPV6
	Inactivator, channel blocker
	Endogenous
	[30]
	6E2G
	[30]

	7
	Intracellular pore entry site
	Mg2+
	Mouse TRPM7
	Permeant ion
	Working concentration: 300 000
	[85]
	6BWD
	[85]

	7
	Intracellular pore entry site
	PCHPD (Br-cis-22a)
	Rat TRPV6
	Inhibitor
	IC50 0.96 ± 0.03 54
	[67]
	7D2K
	[67]

	7
	Intracellular pore entry site
	PCHPD s (cis-22a, Br-cis-22a, 3OG, 30, 31)
	Human TRPV6
	Inhibitors
	IC50 0.08 - 1.7
	[67,71-73]
	7K4B 
7K4C 
7K4D 
7K4E 
7K4F
	[67]

	7
	Intracellular pore entry site
	Genistein
	Human TRPV6
	Inhibitor
	IC50 40.7-113.2
	[48]
	8FOA
	[48]

	8
	Deep S4-S5 site
	Piperlongumine (PL)
	Rat TRPV2
	Antagonist
	IC50 4.6 ± 0.13
	[92]
	6WKN
	[92]

	9
	Shallow S4-S5 site
	2-APB
	Rat TRPV2
	Agonist
	EC50 322 ± 27
	[16]
	7N0M
8FFM
	[16,90]

	9
	Shallow S4-S5 site
	Econazole
	Human TRPV6
	Inhibitor
	IC50 4.39 ± 0.31
	[47]
	7S8C
	[47]

	9
	Shallow S4-S5 site
	Econazole
	Rabbit TRPV5
	Inhibitor
	IC50 1.3–2.0
	[69]
	8TF3 
8TF4
	[69]

	10
	Deep portal site
	Cannabidiol (CBD)
	Rat TRPV2
	Agonist
	EC50 3.7
	[93]
	6U88
6U8A
7T37
8SLX
	[16,93,94] 

	10
	Deep portal site
	Dyclonine
	Mouse TRPV3
	Inhibitor
	IC50 29.8 ± 5.3
	[95]
	7UGG
	[95]

	10
	Deep portal site
	GDC-0334
	Human TRPA1
	Inhibitor
	IC50 0.0017
	[96]
	6WJ5
	[96]

	10
	Deep portal site
	HC-070
	Human TRPC5
	Inhibitor
	IC50 0.2043
	[97]
	7D4Q
	[97]

	10
	Deep portal site
	ML-SA1
	Human TRPML1
	Agonist
	EC50 9.7-15.3
	[98]
	5WJ9
6E7Z
	[14,99]

	10
	Deep portal site
	ML-SA1
	Mouse TRPML1
	Agonist
	Working concentration: 300
	[27]
	7SQ6
	[27]

	10
	Deep portal site
	ML-SI3
	Human TRPML1
	Competitive antagonist
	IC50 3.9
	[98]
	7MGL
	[98]

	10
	Deep portal site
	Pico145 (HC-608)
	Human TRPC5
	Inhibitor
	IC50 0.0013-0.0018
	[100,101]
	6YSN
	[100]

	10
	Deep portal site
	Temsirolimus
	Mouse TRPML1
	Agonist
	Working concentration: 500
	[27]
	7SQ9
	[27]

	10
	Deep portal site
	THCV
	Human TRPV6
	Inhibitor
	IC50 15.4 ± 2.3
	[49]
	8SP8
	[49]

	10
	Deep portal site
	Cholesterol
	Rat TRPV1
	-
	Working concentration: 8%
	[19]
	8U2Z
	[19]

	11
	Shallow portal site
	THCV
	Human TRPV6
	Inhibitor
	IC50 15.4 ± 2.3
	[49]
	8SP8
	[49]

	11
	Shallow portal site
	ZINC17988990
	Rabbit TRPV5
	Inhibitor
	IC50 0.106 ± 0.027
	[46]
	6PBE
	[46]

	11
	Shallow portal site
	ZINC9155420
	Rabbit TRPV5
	Inhibitor
	IC50 2.91 ± 0.56
	[46]
	6PBF
	[46]

	12
	S1-S4 top site
	2-APB
	Mouse TRPV3
	Agonist
	EC50 9-34
	[102-105]
	6DVY 
6DVZ
	[103]

	13
	S1-S4 base site
	2-APB
	Human TRPV3
	Agonist
	EC50 28-93
	[9,104,106]
	8V6N
	[9]

	13
	S1-S4 base site
	2-APB
	Human TRPV6
	Inhibitor
	IC50 274 ± 27
	[82]
	6D7T
	[82]

	13
	S1-S4 base site
	2-APB (2-APB-Br)
	Rat TRPV6
	Inhibitor
	IC50 184 ± 8
	[82]
	6D7O 
6D7Q 
6D7V 
6D7X
	[82]

	13
	S1-S4 base site
	2-APB
	Mouse TRPV3
	Agonist
	EC50 9-34
	[102-105]
	6DVY 
6DVZ
	[103]

	13
	S1-S4 base site
	4α-PDD
	Human TRPV4
	Agonist
	EC50 0.45 ± 0.039
	[34]
	8FCA 
8T1D
	[33,34]

	13
	S1-S4 base site
	Agonist C3 (Cryosim-3)
	Mouse TRPM8
	Agonist
	EC50 10.3 ± 0.4
	[17]
	8E4M 
8E4L
	[17]

	13
	S1-S4 base site
	Agonist-1
	Mouse TRPV4
	Agonist
	EC50 0.4 ± 0.1
	[45]
	8J1H
	[45]

	13
	S1-S4 base site
	Antagonist A1
	Human TRPV4
	
Antagonist
	IC50 0.00253 ± 0.00052
	[35]
	8JU5
	[35]

	13
	S1-S4 base site
	Antagonist A2
	Human TRPV4
	Antagonist
	IC50 0.00011 ± 0.00002
	[35]
	8JVI 
8JVJ
	[35]

	13
	S1-S4 base site
	AM-1473
	Human TRPC6
	Antagonist
	IC50 0.00022 ± 0.00005
	[6]
	6UZA
	[6]

	13
	S1-S4 base site
	Clemizole
	Human TRPC5
	Inhibitor
	IC50 3.03
	[97]
	7D4P
	[97]

	13
	S1-S4 base site
	GSK1016790A
	Human TRPV4
	Agonist
	EC50 0.0021
	[107]
	8FC8 
8FCB
	[33]

	13
	S1-S4 base site
	GSK1016790A
	Mouse TRPV4
	Agonist
	EC50 1.6-2.8
	[45]
	8J1B 
8J1F
	[45]

	13
	S1-S4 base site
	GSK2798745
	Human TRPV4
	Antagonist
	IC50 0.002-0.004
	[108]
	8FC7 
8JU6
	[33]

	13
	S1-S4 base site
	HC-067047
	Human TRPV4
	Inhibitor
	IC50 0.025 ± 0.0062
	[34]
	8T1F
	[34]

	13
	S1-S4 base site
	Icilin
	Flycatcher TRPM8-A805G
	Agonist
	Working concentration: 200
	[8]
	6NR3
	[8]

	13
	S1-S4 base site
	Icilin
	Mouse TRPM8
	Agonist
	Working concentration: 200
	[26]
	7WRD
7WRE
7WRF
	[26]

	13
	S1-S4 base site
	GFB-8438
	Zebrafish TRPC4
	Inhibitor
	IC50 1.8 ± 0
	[36]
	7B0S
	[36]

	13
	S1-S4 base site
	GFB-8749
	Zebrafish TRPC4
	Inhibitor
	IC50 0.16 ± 0.15
	[36]
	7B05
	[36]

	13
	S1-S4 base site
	GFB-9289
	Zebrafish TRPC4
	Inhibitor
	IC50 25.2 ± 4.6
	[36]
	7B16
	[36]

	13
	S1-S4 base site
	Osthole
	Mouse TRPV3
	Competitive
antagonist
	IC50 20-37
	[109,110]
	7RAS 
7RAU
	[110]

	13
	S1-S4 base site
	Dic8-PI(3,5)P2
	Human TRPML1
	Agonist
	Working concentration: 200
	[14]
	6E7P 
6E7Z
	[14]

	13
	S1-S4 base site
	Dic8-PI(3,5)P2
	Mouse TRPML1
	Agonist
	EC50 0.048
	[111]
	7SQ7 
7SQ9
	[27]

	13
	S1-S4 base site
	DiC8-PI(4,5)P2
	Human TRPML1
	Competitive antagonist
	Working concentration: 200
	[14]
	6E7Y
	[14]

	13
	S1-S4 base site
	Riluzole
	Human TRPC5
	Activator
	EC50 9.2-20.7 in the presence of extracellular Ca2+
	[7,112]
	7WDB
	[7]

	13
	S1-S4 base site
	SAR7334
	Human TRPC6
	Inhibitor
	IC50 0.0095
	[113]
	7DXG
	[5]

	13
	S1-S4 base site
	ZINC17988990
	Rabbit TRPV5
	Inhibitor
	IC50 0.106 ± 0.027
	[46]
	6PBE
	[46]

	13
	S1-S4 base site
	WS-12
	Flycatcher TRPM8
	Agonist
	Working concentration: 200
	[8]
	6NR2
	[8]

	14
	ARD-TMD linker site
	2-APB
	Human TRPV3
	Agonist
	EC50 28-93
	[9,104,106]
	6OT5
8V6N
	[9,114]

	14
	ARD-TMD linker site
	2-APB
	Mouse TRPV3
	Agonist
	EC50 9-34
	[102-105]
	6DVY 
6DVZ
	[103]

	14
	ARD-TMD linker site
	Osthole
	Mouse TRPV3
	Competitive
antagonist
	IC50 20-37
	[109,110]
	7RAS 
7RAU
	[110]

	15
	S2-S3 site
	DiC8 PI(4,5)P2
	Rabbit TRPV5
	Endogenous activator/partial agonist
	Working concentration: 200-400
	[29,32,69,115]
	6DMU 
7T6M 
7T6Q 
8FFO 
8TF4
	[29,32,69,115]

	15
	S2-S3 site
	Oleoyl coenzyme A
	Rabbit TRPV5
	Activator
	Working concentration: 400
	[115]
	8FHI
	[115]

	16
	ARD site
	ATP
	Human TRPV4
	Positive allosteric modulator
	Working concentration: 5 000
	[116]
	4DX2
	[116]

	16
	ARD site
	ATP
	Rat TRPV1
	Positive allosteric modulator
	Working concentration: 5 000
	[117]
	2NYJ 
2PNN
	[117]

	16
	ARD site
	Destiobiotin
	Rat TRPV6
	Unknown
	Working concentration: 2 500
	[18]
	5IWT 
5WO6 
5WO7 
5WO8 
5WO9
	[18,83]

	17
	Lower central cavity site
	Genistein
	Human TRPV6
	Inhibitor
	IC50 40.7-113.2
	[48]
	8FOA
	[48]

	18
	RhoA site
	RhoA
	Human TRPV4
	Inhibitor
	Endogenous
	[33-35]
	8FC7
8FC9
8FCB
8JVJ
8T1C
	[33-35]

	TRPA new sites

	19
	S4-S5 linker - TRP helix site (TRPA1 antagonist)
	Antagonist compound 21
	Human TRPA1
	Antagonist
	IC50 0.0076
	[118]
	7JUP
	[118]

	20
	S4-S5 linker site
	Antagonist 3-60
	Human TRPA1
	Antagonist
	IC50 2.17 – 3.09
	[119]
	7OR0 
7OR1
	To be published

	20
	S4-S5 linker site
	CHS
	Human TRPC3
	Structural lipid
	Working concentration: 0.1%
	[5]
	7DXB 
7DXC 
7DXD 
7DXE
	[5]

	20
	S4-S5 linker site
	CHS
	Human TRPC5
	Structural lipid
	Working concentration: 0.01-0.1%
	[7,37,97]
	7D4P 
7D4Q 
7E4T 
7WDB 
7X6C 
7X6I 
8GVW 
8GVX
	[7,37,97]

	20
	S4-S5 linker site
	CHS
	Human TRPC6
	Structural lipid
	Working concentration: 0.1%
	[5,6]
	6UZ8 
6UZA 
7DXF 
7DXG
	[5,6]

	20
	S4-S5 linker site
	CHS
	Mouse TRPC4
	Structural lipid
	Working concentration: 0.01-0.1%
	[120]
	5Z96 
6JZO
	[120]

	20
	S4-S5 linker site
	CHS
	Mouse TRPC5
	Structural lipid
	Working concentration: 0.01-0.1%
	[121]
	6AEI
	[121]

	20
	S4-S5 linker site
	CHS
	Zebrafish TRPC4
	Structural lipid
	Working concentration: 0.0026-0.1%
	[122]
	6G1K
	[122]

	20
	S4-S5 linker site
	CHS
	Tit TRPM8
	Stabilizer
	Working concentration: 100-2 000
	[4]
	6O6A 
6O6R 
6O72 
6O77
	[4]

	20
	S4-S5 linker site
	DiC8-PI(4,5)P2
	Alga TRP-like ion channel
	Agonist
	Working concentration: 2.5
	[123]
	6PW4 
6PW5
	[123]

	20
	S4-S5 linker site
	DiC8-PI(4,5)P2
	Flycatcher TRPM8
	Allosteric modulator (positive)
	Working concentration: 1 000
	[8,17]
	6NR2 
6NR3 
8E4Q
	[8,17]

	20
	S4-S5 linker site
	DiC8-PI(4,5)P2
	Mouse TRPM3
	Allosteric modulator (positive)
	EC50 18.01
	[124]
	8DDS 
8DDT 
8DDU 
8DDV 
8DDX 
8ED8 
8ED9
	[25]

	20
	S4-S5 linker site
	DiC8-PI(4,5)P2
	Mouse TRPM8
	Allosteric modulator (positive)
	Working concentration: 500-1 000
	[17,26]
	8E4L
8E4M
8E4N
8E4O
	[17,26]

	21
	Coupling domain site
	BITC
	Human TRPA1
	Covalent agonist
	Working concentration: 1 000
	[125]
	6PQP
	[125]

	21
	Coupling domain site
	Bodipy-iodoacetamide
	Human TRPA1
	Covalent agonist
	Working concentration: 100
	[54]
	6V9V
	[54]

	21
	Coupling domain site
	Iodoacetamide
	Human TRPA1
	Covalent agonist
	Working concentration: 100
	[54]
	6V9X
	[54]

	21
	Coupling domain site
	JT010
	Human TRPA1
	Covalent agonist
	EC50 0.0024-0.024 (0.308)
	[125,126]
	6PQO
	[125]

	22
	S2-S3 calcium site
	Ca2+
	Flycatcher TRPM8
	Allosteric modulator (positive)
	Working concentration: 1 000
	[8]
	6NR3
	[8]

	22
	S2-S3 calcium site
	Ca2+
	Human TRPA1
	Allosteric modulator (positive and negative)
	Working concentration: 2 000
	[54]
	6V9W
7OR1
	[54]
To be published

	22
	S2-S3 calcium site
	Ca2+
	Human TRPC3
	Activatory site
	IC50 0.8377-1.373
	[5]
	7DXB
	[5]

	22
	S2-S3 calcium site
	Ca2+
	Human TRPC5
	Activatory site
	Working concentration: 100-5 000
	[7,37,97]
	7D4P 
7D4Q 
7E4T 
7WDB 
7X6C 
7X6I 
8GVW 
8GVX
	[7,37,97]

	22
	S2-S3 calcium site
	Ca2+
	Human TRPC6
	Activatory site
	Working concentration: 1 000
	[5]
	7DXF
	[5]

	22
	S2-S3 calcium site
	Ca2+
	Human TRPM2
	Agonist
	EC50 0.34
	[127]
	6MJ2 
6PUS 
6PUU
	[128,129]

	22
	S2-S3 calcium site
	Ca2+
	Human TRPM4
	Agonist
	EC50 4.4-524
	[130,131]
	9B8W 
9B8X 
9B8Y 
9B8Z 
9B90 
9B91 
9B92 
9B94
	[12]

	22
	S2-S3 calcium site
	Ca2+
	Mouse TRPC4
	-
	-
	-
	6JZO
	To be published

	22
	S2-S3 calcium site
	Ca2+
	Mouse TRPC5
	Unknown
	Contaminant / endogenous
	[121]
	6AEI
	[121]

	22
	S2-S3 calcium site
	Ca2+
	Mouse TRPM8
	Desensitizer, permeant ion
	Working concentration: 500
	[26]
	7WRC 
7WRD 
7WRE 
7WRF 
8E4L 
8E4M
	[17,26]

	22
	S2-S3 calcium site
	Ca2+
	Rat TRPM5
	Activator and desensitizer
	Working concentration: 2 000
	[132]
	8SLI 
8SLP 
8SLW
	[132]

	22
	S2-S3 calcium site
	Ca2+
	Tit TRPM8
	Desensitizer
	Working concentration: 2 000
	[4]
	6O6R 
6O72 
6O77
	[4]

	22
	S2-S3 calcium site
	Ca2+
	Zebrafish TRPC4
	-
	Working concentration: 10 000
	[36]
	7B05 
7B0J 
7B0S 
7B16 
7B1G
	[36]

	22
	S2-S3 calcium site
	Ca2+
	Zebrafish TRPM2
	Co-agonist
	Working concentration: 500-2 000
	[43,133]
	6D73 
6DRJ 
6PKX
	[43,133]

	22
	S2-S3 calcium site
	Ca2+
	Zebrafish TRPM5
	Agonist
	Working concentration: 6-5 000
	[78]
	7MBQ 
7MBS 
7MBU 
7MBV
	[78]

	TRPM new sites

	23
	MHR1/2 site
	ADPR
	Human TRPM2
	Agonist
	EC50 77
	[134]
	6PUR 
6PUS 
6PUU
	[129]

	23
	MHR1/2 site
	8-Br-cADPR
	Human TRPM2
	Competitive antagonist
	EC50 251.1 ± 17.8
	[135]
	6PUU
	[129]

	23
	MHR1/2 site
	ADPR (ADPR-Br)
	Zebrafish TRPM2
	Co-agonist
	Working concentration: 50-1 000
	[43,133]
	6DRJ 
6PKX
	[43,133]

	24
	NUDT9-H site
	ADPR
	Human TRPM2
	Agonist
	Kd 70.2 ± 10
	[135]
	6PUR 
6PUS
	[129]

	25
	Gβγ site (TRPM3)
	Gβγ
	Mouse TRPM3
	Inhibitory regulator
	IC50 0.24 ± 0.05
	[25]
	8DDW 
8DDX
	[25]

	26
	Rib helix junction site
	Decavanadate
	Human TRPM4
	Agonist
	EC50 1.9
	[130]
	5WP6
	[136]

	27
	MHR1/2-MHR3 interface site
	ATP
	Mouse TRPM4
	Inhibitor
	IC50 2.3 ± 0.5
	[137]
	6BCO 
6BCQ
	[137]

	27
	MHR1/2-MHR3 interface site
	Decavanadate
	Human TRPM4
	Agonist
	EC50 1.9
	[130]
	5WP6
	[136]

	28
	MHR calcium site
	Ca2+
	Human TRPM4
	Agonist
	EC50 4.4-524
	[130,131]
	9B8W 
9B8X 
9B8Y 
9B8Z
	[12]

	28
	MHR calcium site
	Ca2+
	Rat TRPM5
	Activator and desensitizer
	Working concentration: 2 000
	[132]
	8SLI 
8SLP 
8SLW
	[132]

	28
	MHR calcium site
	Ca2+
	Zebrafish TRPM5
	Agonist
	Working concentration: 6-5 000
	[78]
	7MBQ 
7MBS
	[78]

	29
	DVT warm site
	Decavanadate
	Human TRPM4
	Agonist
	EC50 1.9
	[130]
	9B8Y 
9B8Z
	[12]

	30
	MHR ATP site
	ATP
	Human TRPM4
	Inhibitor
	IC50 1.7±0.3
	[138]
	9B90 
9B91
	[12]

	31
	NTB site
	Naltriben
	Mouse TRPM7
	Agonist
	EC50 65.8 ± 12.36
	[11]
	8SI5
	[11]

	TRPC new sites

	32
	Top S4, S6 site
	Cholesterol
	Human PC2
	Structural lipid
	Endogenous
	[87]
	6T9N 
6T9O
	[87]

	32
	Top S4, S6 site
	CHS
	Human TRPC6
	Structural lipid
	Working concentration: 0.1%
	[5]
	7DXF 
7DXG
	[5]

	32
	Top S4, S6 site
	AM-0883
	Human PC2 F604P
	Agonist
	EC50 5.2
	[139]
	8HK7
	[139]

	33
	Top portal site
	AM-0883
	Human TRPC6 (Δ2–72)
	Agonist
	EC50 0.045 ± 0.01 for WT
EC50 0.0902 ± 0.013 for (Δ2–72)
	[6]
	6UZ8
	[6]

	34
	Top S2-S3 site (TRPC CHS)
	CHS
	Human TRPC3
	Structural lipid
	Working concentration: 0.1%
	[5]
	7DXB 
7DXC 
7DXE
	[5]

	34
	Top S2-S3 site (TRPC CHS)
	CHS
	Human TRPC6
	Structural lipid
	Working concentration: 0.1%
	[5]
	6UZ8 
6UZA 
7DXF 
7DXG
	[5,6]

	35
	Top S3-S4 site (TRPC6 CHS)
	CHS
	Human TRPC6
	Structural lipid
	Working concentration: 0.1%
	[5]
	7DXG
	[5]

	36
	Top calcium site, CBS2 (TRPC) 
	Ca2+
	Human TRPC3
	Non-regulatory site
	Working concentration: 1 000
	[5]
	7DXB
	[5]

	36
	Top calcium site, CBS2 (TRPC)
	Ca2+
	Human TRPC6
	Non-regulatory site
	Working concentration: 1 000
	[5]
	7DXF 
7DXG
	[5]

	37
	Bottom calcium site, CBS1 (TRPC)
	Ca2+
	Human TRPC3
	Inhibitory site
	IC50 0.8377-1.373
	[5]
	7DXB 
7DXD
	[5]

	37
	Bottom calcium site, CBS1 (TRPC)
	Ca2+
	Human TRPC6
	Inhibitory site
	Working concentration: 1 000
	[5]
	7DXF 
7DXG
	[5]

	38
	Calmodulin TRPC site
	CaM
	Zebrafish TRPC4
	Inhibitor
	Working concentration: 10
	[36]
	7B1G
	[36]

	39
	Zn site (TRPC)
	Zn2+
	Human TRPC3
	-
	-
	-
	7DXB 
7DXC 
7DXD 
7DXE
	[5]

	39
	Zn site (TRPC)
	Zn2+
	Human TRPC5
	-
	-
	-
	7D4P 
7D4Q 
7E4T 
7WDB 
7X6C 
7X6I 
8GVW 
8GVX
	[7,97]

	39
	Zn site (TRPC)
	Zn2+
	Human TRPC6
	-
	-
	-
	7DXF 
7DXG
	[5]

	40
	Gαi3 site
	G alpha i3 subunit, Q204L
	Human TRPC5
	Allosteric modulator (positive)
	EC50 0.91 ± 0.01
	[37]
	7X6I 
8GVX
	[37]
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Supplementary  Table 1.  B inding sites in TRP channels    

Site  #  Site name  Ligands  Channel  Function  Affinity (μM)  Ref.  affinity  PDB  IDs  Ref. PDB IDs  

TRPV sites  

1  Vanilliod site  Capsaicin  Rat TRPV1  Agonist  EC 50   0.2 - 1.9   [55 - 58]    3J5R   7LPA   7LPB   7LPD   7LPE  [52,59]  

1  Vanilliod site  Capsaicin  Squirrel TRPV1  Agonist  EC 50   0.53 ± 0.03  [56]  7LR0  [42]  

1  Vanilliod site  RTX  Rat TRPV1  Agonist  EC 50   0.007 - 0.1  [55,57,60, 61]  7MZE    5IRX    7L2L    7L2M    7L2N    7L2O    7L2V    7L2W    7L2X    7MZ5    7MZ7    7MZ9    7MZC    7MZD    7RQU    7RQV    7RQW    7RQX    7RQY    7RQZ  [2,51,62]  

1  Vanilliod site  RTX  Squirrel TRPV1  Agonist  Working  concentration: 50  [42]  7LQZ  [42]  

1  Vanilliod site  RTX  Rabbit TRPV2  Agonist  Working  concentration: 0.25  [63]  6BWJ  [63]  

1  Vanilliod site  Capsazepine  Rat TRPV1  Competitive  antagonist  IC 50   0.3  -   2.4  [57,60,64]  5IS0  [2]  

1  Vanilliod site  PI  Human TRPV1  Negative  regulator  Endogenous  -  8GF8   8GF9  [3]  

1  Vanilliod site  PI  Rat TRPV1  Negative  regulator  Endogenous  [65]  8T0Y    8T10    8T3L    8T3M    5IRZ    7L2H    7L2I    7L2J    7L2P    7L2R    7L2S    7L2T    7L2U    7LP9    7LPC    7MZ6    7MZA    7MZB    8T0E    8U3A    8U3C  [2,19,52,62]  

1  Vanilliod site  PI  Squirrel TRPV1  Negative  regulator  Endogenous  -  7LQY  [42]  

1  Vanilliod site  DiC8 - PI(4,5)P 2  Rat TRPV1  Partial  potentiator  Working  concentration: 50  [19]  8U2Z    8U30  [19]  

