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Figure S1. Inferring the interaction of the average distance plot of the triplicate between the key residues of MR-spironolactone complex-1 over the simulation of 1μs.
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Figure S2. Inferring the interaction of the average distance plot of the triplicate between the key residues of MR-spironolactone complex-2 over the simulation of 1μs.
	COMPLEX 3
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Figure S3. Inferring the interaction of the average distance plot of the triplicate between the key residues of MR-spironolactone complex-3 over the simulation of 1μs.
	COMPLEX 4
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Figure S4. Inferring the interaction of the average distance plot of the triplicate between the key residues of MR-spironolactone complex-4 over the simulation of 1μs.
	COMPLEX 5
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Figure S5. Inferring the interaction of the average distance plot of the triplicate between 	the key residues of MR-spironolactone complex-5 over the simulation of 1μs.
[image: ]Figure S6. Binding interaction pattern of spironolactone (replicate #1, #2 and #3 in cyan, gold and magenta, respectively)  superposed over the crystal structure of MR-spironolactone (in green) complex (PDBID: 3VHU as control) at the binding cavity of mutated Complex 1-5 highlighting the key binding residues at an interval of 250ns of simulation time. 
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Table S1. The various MM/PBSA terms calculated (averaging the triplicate) for the binding of mutated MR complexed 1-5  with Spironolactone using g_mmpbsa modules (Kumari R, et.al.).

Table S2. The evaluation of various MM/PBSA terms calculated (averaging the triplicate) for the hydrophobic grove of mutated MR complexed 1-5  with Spironolactone using g_mmpbsa modules (Kumari R, et.al.)




























































Table S3.  One-Way Analysis of Variance of the key binding residues of the mutated complex 1-5 compared with control (compound 6: Crystal structure PDB ID-VHU) using using IBM SPSS Statistics (Version 25).

	Dependent 
Variable
	(I)
 Complex No. (control)
	(J)
 Complex No.
	Shapiro-
Wilk Test for Normality
	Multiple Comparisons 
(ANOVA) - LSD
	ANOVA
	Sum of 
Squares
	df
	Mean 
Square
	F
	Sig.

	
	
	
	Sig.
	P Value
	
	
	
	
	
	

	N770
	6
	1
	0.693
	P>0.0001
	Between
	24.973
	5
	4.995
	1752.86
	0

	
	
	2
	0.002
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0.032
	P>0.0001
	Within
	2.889
	1014
	0.003

	
	

	
	
	4
	0
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0
	P>0.0001
	Total

	27.862

	1019

	
	
	

	
	
	6
	0.837
	
	
	
	
	
	
	

	Q776
	6
	1
	0.252
	P>0.0001
	Between
	22.349
	5
	4.47
	952.47
	0

	
	
	2
	0
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0
	P>0.0001
	Within
	4.759
	1014
	0.005
	
	

	
	
	4
	0.218
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0
	P>0.0001
	Total

	27.108
	1019
	
	
	

	
	
	6
	0.197
	
	
	
	
	
	
	

	R817
	6
	1
	0.007
	P>0.0001
	Between
	43.466
	5
	8.693
	2025.681
	0

	
	
	2
	0.406
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0.041
	P=0.769
	Within
	4.352
	1014
	0.004
	
	

	
	
	4
	0.592
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0.009
	P>0.0001
	Total

	47.817
	1019
	
	
	

	
	
	6
	0.005
	
	
	
	
	
	
	

	M807
	6
	1
	0.001
	P>0.0001
	Between
	6.496
	5
	1.299
	319.877
	0

	
	
	2
	0
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0.003
	P>0.0001
	Within
	4.119
	1014
	0.004
	
	

	
	
	4
	0.023
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0.324
	P>0.0001
	Total

	10.615
	1019
	
	
	

	
	
	6
	0
	
	
	
	
	
	
	

	F829
	6
	1
	0
	P>0.0001
	Between
	42.116
	5
	8.423
	2072.117
	0

	
	
	2
	0.018
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0
	P>0.0001
	Within
	4.122
	1014
	0.004
	
	

	
	
	4
	0.618
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0.355
	P>0.0001
	Total

	46.238
	1019
	
	
	

	
	
	6
	0
	
	
	
	
	
	
	

	M845
	6
	1
	0.001
	P>0.0001
	Between
	20.012
	5
	4.002
	692.944
	0

	
	
	2
	0.01
	P>0.001
	Groups
	
	
	
	
	

	
	
	3
	0.584
	P>0.0001
	Within
	5.857
	1014
	0.006
	
	

	
	
	4
	0
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0
	P>0.0001
	Total

	25.868
	1019
	
	
	

	
	
	6
	0
	
	
	
	
	
	
	



…contd.



	C849
	6
	1
	0
	P>0.0001
	Between
	17.032
	5
	3.406
	984.201
	0

	
	
	2
	0
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0.298
	P>0.0001
	Within
	3.51
	1014
	0.003
	
	

	
	
	4
	0
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0.016
	P>0.0001
	Total
	20.542
	1019
	
	
	

	
	
	6
	0.001
	
	
	
	
	
	
	

	M852
	6
	1
	0.039
	P>0.0001
	Between
	16.858
	5
	3.372
	1362.157
	0

	
	
	2
	0.566
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0.511
	P>0.0001
	Within
	2.51
	1014
	0.002
	
	

	
	
	4
	0
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0.471
	P>0.0001
	Total
	19.368
	1019
	
	
	

	
	
	6
	0
	
	
	
	
	
	
	

	F941
	6
	1
	0.075
	P>0.0001
	Between
	28.012
	5
	5.602
	2551.504
	0

	
	
	2
	0.597
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0.266
	P>0.0001
	Within
	2.226
	1014
	0.002
	
	

	
	
	4
	0.029
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0.355
	P>0.0001
	Total
	30.239
	1019
	
	
	

	
	
	6
	0.382
	
	
	
	
	
	
	

	C942
	6
	1
	0.236
	P>0.0001
	Between
	17.748
	5
	3.55
	1627.018
	0

	
	
	2
	0.023
	P>0.0001
	Groups
	
	
	
	
	

	
	
	3
	0.025
	P>0.0001
	Within
	2.212
	1014
	0.002
	
	

	
	
	4
	0.055
	P>0.0001
	Groups
	
	
	
	
	

	
	
	5
	0.003
	P>0.0001
	Total
	19.96
	1019
	
	
	

	
	
	6
	0.001
	
	
	
	
	
	
	




****************************

Data Availability:  https://doi.org/10.5281/zenodo.10374814


1. Supplementary_statistics.xlsx


Sheet 1: Table SA1. Boolean values indicating the presence or lack of interaction between the spironolactone and crucial residues of MR (0:absence and 1:presence)

Sheet 2: Table SA2. The distance between the key residues of MR complex 1-6 with the spironolactone over the simulation time of 5ns interval of 1μs.

Sheet 3: Table SA3. The input data provided for the ANOVA analysis from the trajectories of simulation studies.
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