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Supporting Figures
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Figure S1. Time series of solute temperature index along the selected replicas (1, 4, 8, and 12) in

Holo (a) and Apo (b) gREST_SSCR simulations.
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Figure S2. Probability distributions of modified potential energies in gREST_SSCR simulations.
Those at 12 solute temperatures in Holo (a) and Apo (b) gREST_SSCR simulations are shown.
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Figure S3. (a) Probability distributions of the Ca atoms RMSD of NTD and CTD in cMD (dashed
line) and gREST_SSCR Apo simulation (solid line) both at 300.00 K. RMSD of NTD and CTD are
shown in blue and red, respectively. (b) Probability distributions of H-bonds in the Apo state
between the 22 selected residues in the solute region of gREST_SSCR simulation at 300.00, 400.11,
and 550.00 K (solute temperatures). As a reference, the same distribution obtained in cMD at
300.00 K is shown as a dotted line.



275 T T T T T T T T T T ; T T T
» ¢ 'O .y | 'Gj B
a . P44 Y > b .s @
20 =78 .o ek B | O T L Eraikaso E221K266 3 |
225 t s o .,y o
D215ROEO ., ¢+ ! "“? . D215ROQ L, ¢ ! ""‘p LA
200 t ; 1t . 1

_ DIGIRN® | * A DIOIRN® |, * e s W 14

3 o175 | 1t ;

E DIBSRIVE@ o W o = DI65RAE  *a W o = o

= 150 Ed6R134 > 1t .o ]

S s | X e e I *| | oerapsy® ¢ ¢r %ot 0 " |

7 De7aDey &0 .t T f R1348R139 w.r t ¢

& 100 | R1348R139 ~*** « o ] | o 0 P

. st 2 47 pe - = . s . OB v P . » . s
L _' s T w " . i _' :. s o " . | .
50 :t" - . 1T :‘ :'- . - 1
‘ e - ) - 6
A . =1 F @ . e -
0 s ¢ = g 4 v o = 0 TR 4
27— —_—
c » . 3 d H o] 2
260 ke 2 * e @ h‘ 1k # - L @ ‘h ]
b . E140/K260 “ o » E140/K260 -
225 i s o F ts o]
D215R0 O ., + ! "-:? A L.t ‘-:’? -
200 I L ] L. e N 8 - L -e T

5 D191/R90 © . . @ & e - L] . . & & .

= 175 1 B

E *a W T o . ‘e B e =

= 150 L -e B - -e 4

[4] . = 3 » . - i ™ s » - . »

= g

= 125 * A . . 4 L . .0 .. - ]

2 Wt O ’ D69R134 5. . ° .

o 100 F » - e | L . - -

| S A ™ ™ . 5 T BT . e = » . .
75 L3 -. . I . . . ]
* ] - * ) -
5 | :n'.n - 1 T :t.-' . 1
- e L
5 [+ g8 g | @ w1
(| . G R - S . S S
e L e @ o] [T . )
20 e % .+ E140/K260 - N LA R
- - L - 3] - -
= psR0Q - ' W . o TR
200 f ’ o et Bl s ¢ ;

5 D191/R90 & ' e & we . M P

S 175 * 1t :

% e % Ce ™ s T Be s

Z 45 E140/R90 &« {1 L E140/R90 & J

) P . » s = - s - »

g 125 ® 3 '-.‘& L E D6Y/ &‘% &' . » E

2 P . . RI348R138 28 :

o - Sl - oo - > 3 . %
1001 e B BT & . . . .._ I R E » . . |
nBor v e a 17 s ‘v m " 1

* . - - ] P ™
0 L. R |
R S w | b o® o
0 &+ = | L . L L L L & 4 B 4 R L L ) . L M
0 25 50 75 100 125 150 175 200 225 250 275 O 25 50 75 100 125 150 175 200 225 250 275
Residue Number Residue Number

Figure S4. Residue-residue average salt-bridge distances of six metastable forms, (a) Hc, (b) Hct,
(c) Ho, (d) Hor, (e) Ao, and (f) Aor. Circled interactions are inter-domain salt-bridges listed in
Table 1.
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Figure S5. Structural clustering of gREST_SSCR Holo (a) and Apo (b) simulation trajectories in
the Hinge and Twist angle conformational space. In a, Hc, Her, Hor and Ho conformations are
shown in blue, green, yellow and red, respectively. Inb. Ao and Aot are shown in red and orange,
respectively.
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