Supplementary Figure 1
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H Bond Dynamics of Human CDKS, H Bond Dynamics of Drosophila CDKS,
and P154L and AQKAA Mutants and P154L and AQKAA Mutants
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Supplementary Figure 2

Dynamics of H Bonds between L312 and L315 of
LxXLL(AXXAA) Motif of Human and Drosophila CDK8

N
o

w
et .

Percent of H Bond Occupation
=R -

o

1 2 3 4 5 6 7 8 9 10
No. of Consecutive 5-ns Increments in the 50-ns Simulations



Supplementary Figure 3

Percent of H Bond Occupation

Dynamics of H Bonds between L312 and L316 in LxxLL

Motif of Human CDKS8, and P154L and AQKAA Mutants

80

60+

404

201

- hCDK8
- hCDK8-P154L
- hCDK8-AQKAA

0 T T T T T T T T 1
1 2 3 4 5 6 7 8 9 10

No. of Consecutive 5-ns Increments in the 50-ns Simulations

Percent of H Bond Occupation

Dynamics of H Bonds between L312 and L316 in LxxLL
Motif of Drosophila CDK8, and P154L and AQKAA Mutants

1 - dCDK8
- dCDK8-P154L
- dCDK8-AQKAA

O T T T T T T T T 1
1 2 3 4 5 6 7 8 9 10
No. of Consecutive 5-ns Increments in the 50-ns Simulations



Supplementary Figure 4

Pairwise van der Waals Intercations of

LXXLL(AXXAA) Motif of Human and Drosophila

Pairwise Electrostatic Intercations of

LXXLL(AXXAA) Motif of Human and Drosophila

CDKS8, and P154L and AQKAA Mutants

CDK8, and P154L and AQKAA Mutants

- |
23 3
-3 <—0a
og a<g
00 0O o 00 O O
¥ XY ¥ X XY
[agalalaiala)
(ONONONONONS]
L C C T T O
BNZ B
|a©\
%
w,\
(Y
@»
|%\
(Y
@V
W\no
@V
B
<
@»
w»\%
o)
Ty
(Jowy[eoy) suonoetsul M\\AA
| |
MW Mw
<3 ~0J
o og
00 00 od 00 O O
¥ ¥ ¥ X X X
[ayalaialala)
[ONONONONON®)
L C C T T T
BENZ OB
H
|b\
£
@v
@\%
@v
|b\
£
@v
m\%
WT @»
U |/Wu\nmJ
@ %,
, <
Tl Y 0 = %
N o P N

(jowy/jeoy) suonoelau| 21B}S0I}09|g



Supplementary Figure 5

Electrostatic and van der Waals
Interactions of
Human and Drosophila CDK8
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Supplementary Figure 6

in the 50-ns Simulations

Dynamics of Electrostatic Interactions of
Drosophila CDK8, and P154L and AQKAA Mutants
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Supplementary Figure 7
a

van der Waals Interactions (kcal/mol)

van der Waals Interactions (kcal/mol)

Dynamics of van der Waals Interactions of

Human CDKS, and P154L and AQKAA Mutants
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Supplementary Figure 8

Dynamics of H Bonds between D151 and N156 of
Drosophila CDK8, and P154L and AQKAA Mutants

Dynamics of H Bonds between H149 and D151 of
Drosophila CDK8, and P154L and AQKAA Mutants
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Supplementary Figure 9
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Supplementary Figure 10




