@ Ic4
O Ic5
& 1C4/5 overlap

@ o-factor binding
@ Gpalp (Ga) binding
O Gpalp (Ga) IC4/5 overlap

a b c
== system - water
== non-protein == lipid
( PDB7AD3 ) 1500
= ©
Ste2p extraction %) 1000- _g)
, < =
Ste2p 3D protein > T
‘» 500+ c
S 8
l k= 3
/ CHARMM-GUI / 04 ; ; .
0 5 10 15
Lipid Membrane | Protein Insertion into Z - coordinate (nm)
Alignment Lipid Bilayer f
Membrane Aligned — pressure = temperature
Protein-Lipid Complex 400 - 306
l ~ 300 305 @
T 200 3
X} -304 ©
100 - e
GROMACS g T 1303 @
0 M =
MD Simulation with ? 100 1302 @
Lipid Environment o - —
S 500 301 &
Stable 3D conformation
of Ste2p ) -300 1, . . . . 300
0 100 200 300 400 500
time (ps)
h i
;\;5 4000 &
> o
23000 k <
8 2000 : £
S ﬁk E
()] ~ ﬁ ’ o
€ 1000 % >
3 |weamxes® 11
> Odl=m = = =w = =m B B N [ l I
AW OO0 D QO O O NS AL XD AN
POV AN RN O SO N Y
cavity #
k |
@ druggable @ amphibious @ undruggable
6000 —
o ([
S 40004
o
iz [ ]
o 2000 —
©
Of---cccmmmaaaa o __._. @ ---gy e
[
¢ @ 0ge%,
-2000- T T T T T T T T T T T T T T T T T
N » QN Do A
SCEETIOTENC GG OO
cavity #
m n

d
2%10° 1030 — raw == running average
- X - .
-3x10°% 51028 -
-4x10°% g
5x10°- 21026
-6x10°1 2 1024
-7x10° 1
o)
1022
-8x10°- ©
-9x10°4 : ; : 1020 4, r T . . T
0 1000 2000 3000 4000 0 100 200 300 400 500
time (ps) time (ps)
g
04 == pre simulation == post simulation 180 —
V\,/WJV"\MW eg\\ \)
£03- \f
£
N 0.2
0N
=
r 0.1
0 -
0 1 2 3 4 5 180
time (ns)
J
300 |c.14c. o
200 {5$ :MB 1C10 1
4000 - ic15 C16 ) EC2 2 _
100 11m17 T™6 ot 6} 1 S
30004 ot—r-————| © 8 °
140 160 180 200 220 240 * 7 c
>, 8 8 60
2000 OFCs = S0
85 ] ED
i 13 ol
10004 015 ce i £
oo 12 E
0 -Llict . ‘ . : 17
500 1000 1500 2000 2500 EC T™M IC
surface area (A?)
conservation score
HEE .
OSCNMITNON®D DO
[eNeNeNoNeNoNeNolNeNoll o
il png .
()
= Shee 90 T
©6gp  @0®® ®0gp @009 Seop @000  O8ge
Cepp  EOB® Coep  caB® [COT ©0®® Cogg
®oep  EE® ®ge 00 ®opg ©090 ®tep
Wpe @@ gy D ®ogp oCel Osap
-—
IC %0 s ® ©0E0EO!
(o)
IC4 IC5
os PR (1) PR (1)

o

BE (1 PR (0)

BE - binding energy (docking)

BE (1)

PR - probability (Gcoupler)

Supplementary Figure 2



