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Tree 2D classification, 31,738 
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Relion 3D  
refinement 

Relion 3D  
refinement 

Use sub-frame 1-14 

3.28 Å 

3.0 

3.5 

4.0 

4.5 

5.0 

3.42 Å Atomic model 

Model building 

a 

d c b 

0 0.05 0.1 0.15 
0 

0.25 0.3 0.2 

0.2 

0.6 

0.8 

1 

0.4 

Spatial frequency (Å-1) 

Fo
u

ri
e

r 
sh

e
ll 

co
rr

el
at

io
n

 

3.28 Å  
(0.143 FSC) 

0.35 

ED Figure 2. 



AR S1 S2 S3 S4 

CHS 

N-terminal 
helix 

Connecting helix Coiled-coil helix TRP domain S6 

Phospholipid  

Pore helix S5 

ED Figure 3. 



  

90 ° 

S5  

S6  

S5  

S6  

5.0 Å 

7.0 Å S1 

S4 

S2 

S3 S1 

S2 

S3 

S4 

S2-S3 linker 

ED Figure 4. 



  

90 ° 

  

180 ° 

  

90 ° 

a 

b 

ARD  

HTH 

Connecting helix  

Coiled-coil domain  

Connecting helix  

Coiled-coil domain  

ARD  ARD  

HTH HTH 

ED Figure 5. 



       g a b c 

  

90 ° 

TRPC4 (mouse): T E E N V 
TRPC5 (mouse): T E E N F 

K E L K Q D I S S F R F E V L G L L R 
K E L K Q D I S S F R Y E V L D L L G 

735 755 

a 

b 

d e f b c d e f d e f g a g a b c 

ED Figure 6. 



6.0 Å 

7.4 Å 

5.2 Å 

5.2 Å 

5.1 Å 

Q977 

G976 

F975 

I1040 

S1044 

a b TRPM4 

4.8 Å 

G643 

TRPV1  

N917 

D915 

I957 

V961 

9.3 Å 

8.3 Å 

6.6 Å 

6.1 Å 

TRPA1 c d 

8.2 Å 

TRPC4 

6.7 Å 

13.2 Å 

3.6 Å 

4.7 Å 

N580 

G577 

F576 

I575 

N621 

Q625 

I617 

5.4 Å 

6.0 Å 

14.7 Å 

D646 

G645 

M644 

ED Figure 7. 



417 420 435 438 

648 617 

549 554 

625  

 577 

 621  

Selectivity filter-Na+ binding 

Lower gate 

Na+ binding 

Disulfide bond 

ED Figure 8. 



  

180 ° 

  

90 ° 

a 

b 

ED Figure 9. 



  

180 ° 

b 

  

90 ° 

a 

S6 

A598 Q569 

W573 
Pore helix 

3.8 Å  

3.1 Å  

2.5 Å  

3.1 Å  

2.8 Å  

Phospholipid 

3.6 Å  

3.9 Å  
S5 

S4 

S4/S5 
 linker 

A498 

N499 

CHS 

2.2 Å  Y315 

c d 

e 

ED Figure 10. 


