
	 1	

Diminazene Is a Slow Pore Blocker of Acid-Sensing Ion Channel 1a 

(ASIC1a) 
 

Axel Schmidt, Giulia Rossetti, Sylvia Joussen, and Stefan Gründer 

 

Molecular Pharmacology 
 

Supporting data 

 

Pose # glide gscore glide emodel Prime Energy IFDScore 

dimi 1 -7.632 -59.769 -50834.8 -2549.372 

dimi 2 -7.066 -57.725 -50834.9 -2548.812 

dimi 3 -7.163 -62.39 -50824.1 -2548.278 

dimi 4 -6.713 -55.928 -50827.4 -2548.085 

dimi 5 -6.388 -58.983 -50831.3 -2547.954 

dimi 6 -6.022 -58.238 -50832.9 -2547.668 

dimi 7* -6.935 -59.934 -50812.6 -2547.567 

dimi 8 -6.431 -58.57 -50821.4 -2547.501 

dimi 9 -5.758 -59.811 -50828.4 -2547.177 

dimi 10 -5.906 -57.216 -50822.9 -2547.049 

dimi 11 -5.864 -55.467 -50821.9 -2546.961 

dimi 12 -5.67 -57.898 -50823.7 -2546.853 

dimi 13 -4.883 -57.684 -50828 -2546.283 

dimi 14 -4.478 -47.314 -50825.8 -2545.771 

dimi 15 -4.081 -38.06 -50818.9 -2545.028 

dimi 16 -3.61 -40.201 -50822.8 -2544.752 

dimi 17 -3.549 -40.661 -50820.2 -2544.559 
 

Supplemental Table 1. Scores of the different binding poses of diminazene. For each 
scoring method, a color was assigned. The color of each row varies from low-ranked binding 
poses (white) to high-ranked poses (colored). *Binding pose #7 was not considered since his 
Prime Energy was above the 20 kcal/mol energy window with respect to the lowest energy 
binding pose. 
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Pose # glide gscore glide emodel Prime Energy IFDScore 

ami 1 -5.483 -44.779 -50797.1 -2545.34 

ami 2 -4.611 -33.309 -50808.7 -2545.043 

ami 3 -4.434 -30.442 -50805.5 -2544.71 

ami 4 -4.452 -35.586 -50804.7 -2544.687 

ami 5 -3.989 -39.302 -50811.5 -2544.563 

ami 6 -4.391 -32.702 -50802.8 -2544.53 

ami 7 -4.278 -34.87 -50804.6 -2544.51 

ami 8 -4.223 -34.977 -50803.7 -2544.407 

ami 9 -4.738 -39.508 -50793.4 -2544.406 

ami 10 -4.543 -38.189 -50795.3 -2544.309 

ami 11 -4.4 -37.847 -50797.6 -2544.279 

ami 12 -4.057 -40.453 -50801.6 -2544.135 

ami 13 -4.285 -31.663 -50795.8 -2544.073 

ami 14 -3.968 -34.442 -50799.7 -2543.953 

ami 15 -3.961 -37.274 -50795.2 -2543.723 

 

Supplemental Table 2. Scores of the different binding poses of amiloride. For each scoring 
method, a color was assigned. The color of each row varies from low-ranked binding poses 
(white) to high-ranked poses (colored). 
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Supplemental Fig. 1. Diminazene inhibits ASIC1a at pH5.5 with a similar mechanism than 
at pH6.5. (A) Representative currents elicited by pH 5.5 in a rASIC1a expressing oocyte. 
Diminazene was pre- and co-applied at the concentrations indicated. (B) Concentration-
response curves of diminazene determined for peak currents and for currents 1 or 3 sec post-
peak in red. For comparison, the concentration-response curves for diminazene at pH 6.5 from 
Fig. 3 are displayed in grey. Data points were fit to a Hill function. Currents were normalized 
to the first activation without inhibitor. Error bars represent SEM; n = 8-10 for 0.01-30 µM and 
n = 4 for 300 µM. 
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Supplemental Fig. 2. Protein Ligand Interaction Fingerprints (PLIF) summarizing the 
interactions between blockers and ASIC1a using a fingerprint scheme. PLIF is reported for 
the best binding pose according to the eModel score for diminazene (A) and amiloride (B). 
Each amino acid on the right is color-coded. Atoms of the blockers that interact with a specific 
amino acid are shown on a colored background, which corresponds to the color of this amino 
acid.  
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Supplemental Fig. 3: Protein Ligand Interaction Fingerprints (PLIF) for all binding 
poses. Binding poses were obtained with the Induced fit docking protocol for diminazene (top) 
and amiloride (bottom). Amino acids are color-coded as in Fig. S1.  
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Supplemental Fig. 4. Structure of diminazene in the different binding poses according to 
PLIF. Atoms of diminazene that interact with a specific amino acid are shown on a colored 
background, which corresponds to the color of this amino acid in Fig. S2. 
 

 

 



	 7	

 
 
Supplemental Fig. 5. Structure of amiloride in the different binding poses according to 
PLIF. Atoms of amiloride that interact with a specific amino acid are shown on a colored 
background, which corresponds to the color of this amino acid in Fig. S2. 
 

 

	


