Supplementary Figure 1. Mutational signatures in each tumor pair. The figure presents fractions of each

signature explaining the mutations within tumors.

5894
100%
90%
% 80%
c
s 70%
" 60%
5 50%
E 40%
° 30%
® 20%
10%
0% — |
s894-1 s894-2
® patient-specific 32% 92%
m MSI 0% 0%
misl 52% 3%
Wts2 15% 5%
sync_1
80%
70%
Z 60%
o
'ﬁ 50%
E 40%
E
fy 30%
o
® 20%
10% .
0%
sync_1-1 sync_1-2
M patient-specific 74% 59%
= MSI 0% 0%
Hisl 19% 31%
Wis2 7% 11%
sync_3
80%
70%
2 60%
o
E 50%
5 40%
£
ey 30%
s}
= 20%
o -
0%
sync_3-1 sync_3-2
M patient-specific 64% 71%
mMSI 0% 0%
misl 30% 18%
W52 6% 11%
s1268
70%
60%
w
5 50%
5] 40%
3
£ 30%
w
; 20%
10%
0%
51268-1 51268-2
M patient-specific 36% 59%
= MSI 0% 0%
misl 48% 22%

Wis2? 16% 19%

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mtuations

M patient-specific

= MSI
misl
Wis2

90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

uMSI|
Hisl
Wis2

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

m MS|
mtsl
W ts2

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mutaitons

M patient-specific

uMSI
misl
Wis2

c440
c440-1 c440-2
67% 8%
0% 89%
28% 2%
5% 1%
sync_2
sync_2-1 sync_2-2
53% 19%
0% 0%
42% 3%
5% 79%
s75

III-- -

s75-1 s75-2
75% 90%
0% 0%
19% 8%
6% 3%

5882
—

s882-1 s882-2
93% 51%
0% 0%
4% 32%
3% 17%



100%
90%
80%
10%
60%
50%
40%
30%
20%
10%

0%

% of mutaitons

M patient-specific
= MSI
misl
Wis2

80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific
m MSI|
mtsl
W ts2

80%
10%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

u MSI
Hisl
W is2

80%
10%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

= MSI
misl
mts2

sync_4
sync_4-1 sync_4-2
7% 8%
88% 86%
2% 3%
3% 4%
sync_6
sync_6-1 sync_6-2
71% 67%
0% 0%
27% 22%
2% 11%
s956
s956-1 s956-2
32% 69%
0% 0%
3% 25%
65% 6%
sync_7
sync_7-1 sync_7-2
21% 35%
0% 0%
69% 51%
9% 14%

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific
uMSI
W isl
W ts2

100%
90%
80%
10%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

u MSI
Htsl
M ts2

80%
10%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

u MSI
Hisl
W is2

80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

u MSI
W tsl
W ts2

s387

IEE—
s387-1 s387-2
73% 90%
0% 0%
23% 5%
4% 5%
s483
s483-1 s483-2
11% 7%
78% 88%
7% 3%
3% 2%
5404
s404-1 s404-2
61% 74%
0% 0%
31% 24%
8% 2%
sync_9
sync_9-1 sync_9-2
68% 51%
0% 0%
28% 45%
5% 4%



sync_10
80%
70%
2 60%
(=]
'g 50%
5 40%
£
) 30%
)
® 20%
e '
0%
sync_10-1 sync_10-2
M patient-specific 38% 76%
m MSI 0% 0%
misl 58% 10%
mis2 4% 14%
1283
90%
80%
2 70%
2 60%
=}
g 50%
£ 40%
] 30%
ES 20%
10%
0%
51283-1 51283-2
M patient-specific 8% 67%
m MSI 83% 0%
misl 5% 26%
W is2 4% 7%
cl10
80%
70%
Z 60%
o
'g 50%
5 40%
E
fy 30%
o
) o .
10%
w 1R
c110-1 c110-2
M patient-specific 11% 23%
= MSI 0% 0%
misl 71% 67%
Wis2 18% 10%
s934
80%
70%
Z 60%
o
'g 50%
E 40%
E
e 30%
o
® 20%

0%

s934-1
M patient-specific 32%
uMSI 0%
mtsl 62%

Wis2 6%

s934-2
19%
0%
68%
13%

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

% of mutations

M patient-specific

uMS|
mtsl
mis2
70%
60%
w
5 50%
& 40%
3
£ 30%
-
a?\’ 20%
10%

0%

M patient-specific

mMSI
misl
mis2
70%
60%
w
5 50%
=
® 40%
3
£ 30%
-
; 20%
10%

0%

M patient-specific

| MSI
misl
Wis2

sync_11

11

sync_11-1 sync_11-2 sync_11-3
7% 11% 51%
91% 87% 47%
2% 1% 1%
1% 1% 1%
s1036
s1036-1 51036-2
57% 64%
0% 0%
34% 30%
9% 6%
cl17
c117-1 cl17-2
65% 40%
0% 0%
30% 6%

6%

14%



