
Table S1: The results of second refinement step for identification of the most significant substitutions (for 

all 40 variants) 
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1 
E44K 

 

23 

 
Benign 

Decreas

e 
7 Decrease -0.8585552 

No 

structural 

informati
on 

not 
affected 

(0.00) 

not affected (-

0.87) 

not affected 

(0.28) 
2.916 1 

2 
R158P 

 
28 

 
Benign 

Decreas
e 

4 
DECREA

SE 

-

0.8831535

3 

No 

structural 
informati

on 

not 

affected 

(0.00) 

Not affected 

(0.14) 

 

(Not affected) 
-0.28 

2.222 1 

3 
S510P 

 

26.6. 

 
Benign 

Increas

e 
3 

DECREA

SE 

-

0.9877873
4 

No 
structural 

informati

on 

not 

affected 
(0.00) 

not affected 

(0.00) 

Not affected 

(0.01) 
3.607 1 

4 
R617

G 

 

22.9 

 
Benign 

Decreas

e 
7 

DECREA

SE 
-2.2641057 

No 

structural 

informati
on 

not 
affected 

(0.00) 

Not affected 

(0.14) 

Not affected 

(-4.91) 
0.225 1 

5 
L112S 

 
26.1 

 
Benign 

Decreas
e 

9 
DECREA

SE 
-1.5841774 

No 

structural 
informati

on 

not 

affected 

(0.00) 

Not affected 
(0.11) 

not affected 
(0.00) 

3.41 1 

6 
S563P 

 

25.1 

 

Deleterio

us 

Increas

e 
5 

DECREA

SE 
-1.2882062 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(-0.01) 

Not affected 

(1.21) 
1.421 1 

7 
E339

K 
 

28.7 
 

Benign 
Decreas

e 
7 

DECREA
SE 

-1.0780254 

No 

structural 
informati

on 

not 
affected 
(0.00) 

Not affected 
(-0.12) 

Not affected 
(4.09) 

3.621 1 

8 

D111

Y 

 

28.6 

 
Benign 

Increas

e 
2 

DECREA

SE 

-

0.0982206

34 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Increase 

(429.25) 

Increase 

(203.50) 
4.11 1 

9 

L524

P 

 

23.3 

 

Deleterio

us 

Decrea

se 
5 

DECREA

SE 
-1.9531981 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

not affected 

(0.00) 

not affected 

(0.00) 
3.607 1 
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10 

R331

W 
 

26.4 Benign 
Decreas

e 
5 

DECREA

SE 
-1.2872594 

No 
structural 

informati

on 

not 

affected 
(0.00) 

Not affected 

(0.39) 

Not affected (-

0.25) 
0.047 0.669 

11 
E104

A 

 

26.3 Benign 
Decreas

e 
8 

DECREA

SE 
-1.4371507 

No 

structural 

informati
on 

not 
affected 

(0.00) 

Not affected 

(0.03) 

not affected 

(0.00) 
3.487 1 

12 

D106

V 

 

26.8 
Benign 

 
Decrea

se 
2 

DECREA

SE 

-

0.5072736

3 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(-7.51) 

Increase 

(182.93) 
3.487 1 

13 

D106

G 
 

29.6 Benign 
Decreas

e 
3 

DECREA

SE 
-1.6391565 

No 
structural 

informati

on 

not 

affected 
(0.00) 

Not affected 

(-18.91) 

Not affected 

(2.17) 
3.487 1 

14 
V459

G 

 

23.7 Benign 
Decreas

e 
9 

DECREA

SE 
-1.9494483 

No 

structural 

informati
on 

not 
affected 

(0.00) 

not affected 

(0.00) 

not affected 

(0.00) 
2.991 1 

15 
E491

K 

 

31 Benign 
Decreas

e 
8 

DECREA
SE 

-
0.6299549

8 

No 
structural 
informati

on 

not 
affected 

(0.00) 

Not affected 
(-0.14) 

Not affected 
(0.28) 

4.348 1 

16 

E118

G 
 

27.2 Benign 
Decreas

e 
6 

DECREA

SE 
-1.3814404 

No 
structural 

informati

on 

not 

affected 
(0.00) 

not affected 

(0.00) 

not affected 

(0.00) 
3.41 1 

17 
D62Y 

 
24.7 Benign 

Decrea

se 
4 

DECREA

SE 
-1.4666265 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Decreased 

(-76.79) 

Not affected 

(32.39) 
1.918 1 

18 

D278

G 

 

31 Benign 
Decreas

e 
1 

DECREA
SE 

-1.9486713 

No 

structural 
informati

on 

not 

affected 

(0.00) 

Not affected 
(-0.01) 

not affected 
(0.00) 

2.53 1 

19 

D612

Y 
 

29.9 Benign 
Decreas

e 
2 

DECREA

SE 

-

0.9091356
1 

No 
structural 

informati

on 

not 

affected 
(0.00) 

Not affected 

(1.18) 

Not affected 

(0.74) 
4.102 1 

20 
E578

K 

 

29.9 
Deleterio

us 

Decrea

se 
8 

DECREA

SE 
-1.4887437 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(-0.14) 

Not affected 

(0.23) 
4.494 1 
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21 
R45L 

 
25.5 Benign 

Decreas

e 
8 

DECREA

SE 

-

0.6200271
4 

No 
structural 

informati

on 

not 

affected 
(0.00) 

Not affected 

(0.28) 

Not affected 

(-0.28) 
2.815 1 

22 
K270

N 

 

24.9 Benign 
Increas

e 
1 

DECREA

SE 

-
0.3043424

6 

No 

structural 

informati
on 

not 
affected 

(0.00) 

Not affected 

(0.13) 

Not affected 

(-0.27) 
2.815 1 

23 

R330

C 

 

32 Benign 
Decreas

e 
4 

DECREA
SE 

-

0.9759121

6 

No 

structural 
informati

on 

not 

affected 

(0.00) 

Not affected 
(0.41) 

Not affected 
(-0.25) 

1.674 1 

24 

R638

L 

 

29.2 
Deleterio

us 

Decrea

se 
5 

INCREAS

E 

0.2050357

1 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(2.88) 

Not affected 

(-0.28) 
4.102 1 

25 
R638

H 

 

29.2 Benign 
Decreas

e 
8 

DECREA

SE 

-
0.8257237

5 

No 

structural 

informati
on 

not 
affected 

(0.00) 

Not affected 

(0.18) 

Not affected 

(-0.24) 
4.102 1 

26 
R650P 

 
28.9 Benign 

Decreas
e 

3 
DECREA

SE 
-1.4174138 

No 
structural 
informati

on 

not 
affected 

(0.00) 

Not affected 
(0.04) 

Not affected 
(-0.28) 

2.782 1 

27 

R650

H 
 

24.7 Benign 
Decreas

e 
8 

DECREA

SE 
-1.3029415 

No 
structural 

informati

on 

not 

affected 
(0.00) 

Not affected 

(2.54) 

Not affected 

(-0.24) 
2.782 1 

28 
L648

R 

 

27.2 
Deleterio

us 

Decrea

se 
8 

DECREA

SE 
-1.6859857 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(-0.14) 

Not affected 

(0.28) 
3.559 1 

29 
K55Q 

 
25.2 Benign 

Decreas
e 

5 
DECREA

SE 

-

0.3468389

5 

No 

structural 
informati

on 

not 

affected 

(0.00) 

Not affected 
(0.18) 

Not affected 
(-0.27) 

3.618 1 

30 

R649

C 

 

32 
Deleterio

us 

Decrea

se 
2 

DECREA

SE 

-

0.7120215

4 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(0.01) 

Not affected 

(-0.28) 
4.292 1 

31 
R638

C 

 

31 
Deleterio

us 

Decrea

se 
2 

DECREA

SE 

-

0.3555716

9 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(0.14) 

Not affected 

(-0.28) 
2.442 1 
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32 

R638

G 

 

28.7 
Deleterio

us 

Decrea

se 
6 

DECREA

SE 
-1.0760406 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(0.14) 

Not affected 

(-0.28) 
2.442 1 

33 
R638

S 

 

27.2 
Deleterio

us 

Decrea

se 
8 

DECREA

SE 

-

0.6500612

9 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(0.15) 

Not affected 

(-0.28) 
2.442 1 

34 

Q580

P 

 

26.3 
Deleterio

us 

Decrea

se 
7 

DECREA

SE 

-

0.8162622

8 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(-1.24) 

Not affected 

(-0.40) 
3.731 1 

35 
R100P 

 
26.6 Benign 

Decreas

e 
4 

DECREA

SE 
-1.2420111 

No 
structural 

informati

on 

not 

affected 
(0.00) 

Not affected 

(0.14) 

Not affected 

(-0.28) 
2.608 1 

36 
N566

K 

 

24.5 Benign 
Decreas

e 
5 

DECREA

SE 
-1.2100999 

No 

structural 

informati
on 

not 
affected 

(0.00) 

Not affected 

(-0.20) 

Not affected 

(2.15) 
0.831 1 

37 
Q479

H 

 

25.3 Benign 
Decreas

e 
5 

DECREA
SE 

-
0.8977793

3 

No 
structural 
informati

on 

not 
affected 

(0.00) 

Not affected 
(-0.00) 

Not affected 
(0.03) 

2.834 1 

38 

R649

H 

 

26.7 
Deleterio

us 

Decrea

se 
8 

DECREA

SE 
-1.1257388 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Not affected 

(2.06) 

Not affected 

(-0.24) 
2.782 1 

39 
R105

G 

 

25.9 Benign 
Decrea

se 
8 

DECREA

SE 
-1.9637632 

No 

structura

l 

informati

on 

not 

affected 

(0.00) 

Increased 

(260.57) 

Not affected 

(-0.28) 
1.592 1 

40 

R330

L 

 

26.6 Benign 
Decreas

e 
8 

INCREAS
E 

0.0228207
59 

No 

structural 
informati

on 

not 

affected 

(0.00) 

Not affected 
(0.18) 

Not affected 
(-0.28) 

3.621 0.996 
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