	
	Mutant
	Predicted (G
	Measured

Activity (%)
	Reference

	
	
	2GEG
	Biskit
	
	

	
	p.P30L
	0.85
	0.92
	60
	[1]

	#
	p.P30Q
	1.48
	1.66
	0 
	[2]

	
	p.I77T
	2.51
	2.49
	3
	[3]  

	*
	p.G90V
	7.71
	2.90
	0 
	[4]

	
	p.P105L
	5.27
	3.59
	60
	[5]  

	
	p.L166P
	3.58
	5.78
	0.3
	[6]

	
	p.I171N
	3.00
	3.45
	0.7
	[7]

	*
	p.I172N
	0.09
	2.10
	1 
	[8]

	
	p.G178A
	3.35
	3.06
	19
	[4]

	
	p.D183E
	-0.24
	0.07
	100
	[9]

	#
	p.I236N
	3.08
	0.81
	1 
	[10]

	
	p.S268C
	-0.02
	-0.31
	93
	[11]  

	
	p.S268M
	-0.54
	-1.74
	107
	[11]

	
	p.S268T
	-0.11
	-0.14
	100
	[11]

	
	p.V281I
	-1.04
	-1.13
	45
	[11]

	
	p.V281L
	-1.18
	-1.23
	50
	[11]

	
	p.V281T
	1.36
	-0.81
	10 
	[11]

	*
	p.G291S
	1.00
	-0.61
	0.8 
	[12]

	
	p.R339H
	0.89
	0.04
	50
	[13]

	*
	p.R341P
	1.68
	2.17
	0.7 
	[7]

	*
	p.E351D
	3.15
	0.16
	3.4 
	[14]

	*
	p.E351I
	6.64
	5.26
	0.9 
	[14]

	*
	p.E351K
	13.42
	11.15
	1.1 
	 [14]

	
	p.R354H
	9.17
	6.43
	0
	[4]

	*
	p.R356P
	0.29
	1.50
	0.2 
	[15]

	*
	p.R356Q
	-1.26
	0.25
	1 
	[15]

	*
	p.R356W
	-0.63
	1.34
	0 
	[16]

	
	p.E380D
	0.38
	-0.71
	30
	[17]

	
	p.A391T
	0.82
	0.49
	38.7
	[6]

	*
	p.R426H
	0.66
	-0.37
	0.5 
	 [7]

	*
	p.C428S
	0.26
	0.84
	0 
	[11]

	*
	p.A434V
	-0.08
	-1.32
	14 
	 [3]

	
	p.L446P
	6.26
	7.60
	0.5
	[7]

	
	p.P453S
	2.71
	2.18
	68
	[5]

	
	p.P463L
	0.45
	0.48
	2.6
	[18]

	
	p.R479L
	0.42
	-0.25
	75.5
	[6]

	
	
	Mutant
	Predicted (G
	Measured

Activity (%)
	Reference

	
	p.P482S
	1.54
	0.37
	72
	[19]

	*
	p.R483P
	5.06
	-0.69
	2 
	[20]

	*
	p.R483Q
	1.85
	0.25
	1.1 
	[6]

	
	p.N493S
	0.2
	-0.22
	100
	[21]


* residues involved in heme, ligand or protein binding; # residues excluded conditionally.

Note: Besides residues directly coordinating heme, we exclude the following:

Residue G90 is next to an Arginine that binds heme. As Glycine allows very flexible dihedral angles with neighboring residues, it is expected that p.G90V would impair heme binding (by R91) rather than the effect on stability itself. Residue E351 has been described to be part of ERR triad and its mutations is not linked to protein destabilization [16]. Residue R356 is surrounded by heme binding residues so we suggest that mutation by P or W residues would disrupt local conformation, thus impairing heme binding. 
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