
0

2000

4000

6000

A
bs

ol
ut

e 
co

nt
rib

ut
io

n
(n

o.
 m

ut
at

io
ns

)

Clock−1

Clock−2

POLE

17−like

MMR−1

MMR−2

MMR−3

SNP

0

2500

5000

7500

A
bs

ol
ut

e 
co

nt
rib

ut
io

n
(n

o.
 m

ut
at

io
ns

)

Clock−1

Clock−2

POLE

17−like

MMR−1

MMR−2

MMR−3

SNP

0.00

0.25

0.50

0.75

1.00

0.00

0.25

0.50

0.75

1.00

R
el

at
iv

e 
co

nt
rib

ut
io

n
R

el
at

iv
e 

co
nt

rib
ut

io
n

●●● ●
●● ●●● ●●

●

●

●

●●●

●

●
●

●

●
● ●

●
●
●
●●

●● ●● ●●●●● ● ● ●
●
●●

●
●●● ●● ●● ●●●● ●●● ● ●● ● ●●●● ● ●●●●●●●●●● ●

●
●

● ● ●

●●

●

●

●

●

●

●

●
●

●
●

●● ● ●●●●● ●●● ●●●● ● ●●●●● ●●●● ●● ●●●●●●● ●●● ●● ● ● ● ●●● ●
●●●●●

●●

●

●

●●●● ●●●● ● ●●●●
●●

●

●●
●●

●

●●●●

● ●

●●●

●

●●

●
●●

●

●
●
●
●

●
●
●●●●

● ●
●●

●● ●● ●●● ●●●
●

●●
●

●●
●
●●

●●●●●●●●●●●●●●●
●●●● ● ●●

●●●●●●●●●●●●● ● ●●
●

●

●

●●● ●●●

●

●

●
●

●

C>A C>G C>T T>A T>C T>G DEL INS

0.0

0.1

0.2

0.3

0.4

Sequence context

M
ut

at
io

n 
co

un
ts

●● ●●
●●●●●

●
●

●

●● ●
●● ●●●

●●● ●●● ●●●●●● ●●●●
●●● ●● ●●● ●●● ●●●●● ●● ●●● ●●●●● ●●● ●●

●●●● ●

●
●

●

●
●

●●●

●

●
●

●

●

●

●

●

●

●

●

●
●●

●
●●

●

●●●
● ● ●

●●

●
●●● ● ●● ●●●●● ●

●● ●●● ●●●
●
● ●●● ●●●● ●

●●
●

●

●●

●

●●
●

●

●●

●● ● ●●
●

●
●

●● ● ●
●● ●●

●●● ● ● ●● ●●
●●● ●

●●● ●● ●●●

●
● ●

●●
●

C>A C>G C>T T>A T>C T>G DEL INS

A C G TACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
C GA

ACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
A C G C G C G C G C G

A C G T

0.0

0.1

0.2

Sequence context

M
ut

at
io

n 
co

un
ts

A C G TACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
A

ACGT
T

ACGTACGTACGT
C GA C G C G C G C G C G

A C G T

A

B

C

Signature decomposition for all samples in COAD cohort

Signature decomposition for all samples in COAD cohort

Aggregated mutational profiles of MSI samples in COAD (top) and STAD (bottom) cohorts

MMR-deficient samples decomposition

MMR-deficient samples decomposition

Supplemental_Fig_S5




