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SUPPLEMENTARY INFORMATION

SUPPLEMENTARY FIGURE LEGENDS
Supplementary Figure 1:

Illustration of the hotspot region definition process. For different distance
thresholds d, mutations were iteratively grouped into clusters that
determined hotspot regions. In the example, the blue and yellow mutations
are 13 base pairs apart and there is no reported mutation between them.
Using at threshold d=10, these mutations are thus in two different hot spot
regions. Increasing d to 20, all 4 mutations will be clustered together in a
single hotspot region. Even if the green and red mutations are 21 base pairs
apart, all 4 mutations are within 20 base pairs of at least one other
mutation in the hotspot region. Any mutation less than 20 base pairs
upstream of the red mutation or downstream of the green mutation would
be included in the hotspot region.

Supplementary Figure2:

Computationally estimated sensitivity of targeted sequencing screen for
the detection of specific tumor types using specific candidate genes. Left
panels: percentage of tumors for each tumor type in each cohort that have
at least one mutation in a gene included in panels defined by combining
the best 1 to 25 specific candidate genes. Right panels: percentage of
tumors for each tumor type that have at least one mutation in a gene
included in the best panel of specific genes defined for a maximum length
varying from 100 to 60,000 nucleotides.

Supplementary Figure 3:

Proportion of in-frame mutations that are detectable and not detectable by
hotspot region targeting approaches in each cohort. Each panel represents
a different distance threshold d used to define the hotspot regions. P-
values are given by two-tailed Fisher’s exact tests.

Supplementary Figure 4:

Computationally estimated sensitivity of targeted SNV sequencing screen
for the detection of specific tumour types using pan-cancer candidate
SNVs. Percentage of tumours for each tumour type in each cohort that
have at least one mutation in panels defined by iteratively combining the
best 1,000 pan-cancer single nucleotide variants.



Martinez et al. Supplementary Figure 1

hotspot regions d=20 [ |

hotspot regions d=10 | | |

mutations * *




Martinez et al. Supplementary Figure 2

Discovery (TCGA early)

o o
SH SH
)
> g 8
C
<
o _| o ]
> © ©
-
2 °
-"i)v_ <
C —e— Breast —A—  Colorectal
(O] 8 — Head & Neck Kidney clear cell 8 -
(7p] —©— Lung Ade. —%— Lung Sq.
—8— Ovarian —¥— Melanoma
o - —&— Thyroid Uterus o -
rFrrrrr T T T T T T T T T T T T T T T T TTTTTTTTT T T T T I T T T T I T T I T T I T T T T T I T T T T T T T T TTTT
5 10 15 20 25 0 10 20 30 40 50 60
Validation (TCGA late)
o o
‘9— A A A A A A A A A AN 8—
)
X 8-
=
N o _|
> ©
=
>
= 97
(]
& o
<
w
o - OO 9 LW P
FrT T T T T T T T T T T T T T T T T T T T T T T TTTTITTITT T T I T T T T IO T T I T T T I T T I T I T T I T T T I T 70T
5 10 15 20 25 0 10 20 30 40 50 60
Validation (non-TCGA)
o o
e Sha
—~~ AAAAAAAAAAAAAAAAAAAAA
X 8 A 8
A=
< 8 g
=
= < 7 < 7]
n
< o o
$ S IS
o - o
FrT T T T T T T T T T T T T T T T T T T T T T T TTTTITTITT T T I T T T T IO T T I T T T I T T I T I T T I T T T I T 70T
5 10 15 20 25 0 10 20 30 40 50 60

Gene panel length (number of genes) Gene panel length (kbp)



Martinez et al. Supplementary Figure 3

a|qejoaleq

9]qe1099p JON

a|qejoaleq

20bp

2Iqeio0lop 10N

dist

a|qejosieq

a[qe}sIep JoN

suonenw swels-ui jo sbejussiad

a|qejosteq

a[qe}8Iep 10N

a|qejoareq

dist = 10bp

8|qejoeleq

8|qejoslep JoN

suonenw swel-ui jo abejusdied

4.96e-61

p=

0.103

p=

1.85e-59

p=

0.882  p=1.33e-35

p=

1.46e-89

p=

aigejoaleq

21qe108}op 0N

s|qesieg

81qe108}0p 0N

dist = 100bp

s|qesied

a1qe108}op 0N

suonenw swels-ul jo abejusdlad

a|qejosleq

8|qe}O8)ep 10N

a|qejosleq

dist = 50bp

eigejosleq

2|qejos)ep JON

suopeINw swel-ul Jo abejusdied

8.22e-11 p=1.19e-105

6.19e-16 p

p=

3.07e-05 p=1.6e-89

1.99e-28 p

p=

a|qejeleq

81qE10810p 10N

s|qesieg

8|qeo8)ep JON

dist = 500bp

a|qejosteq

21qe108}9p 10N

100
80
0

0

0

0

© < «

suonejnw awely-ul jo abejussiad

a|qejosleq

8IGeo8}ep 10N

s|qejoareq

200bp

r

9IGe103}8p JON

dist

a|ged8leq

e|qejoelep 10N

o O o
< N

100
80
6

0

suopenw swel-ul jo sbejusciad

3.48e-129

8.85e-15 p

2.17e-07 p

p=

4.98e-119

=6.77e-12 p=

2.69e-12 p

p=

B Validation (TCGA late) Validation (non-TCGA)

B Discovery (TCGA early)



Martinez et al. Supplementary Figure 4

Discovery (TCGA early)

Sensitivity (in %)
60

20

T T T T T T
0 200 400 600 800 1000

Validation (TCGA late)

100
1

b
P>
P>
P>
P>
P>

>

A
At

80

60

Sensitivity (in %)
40

20
1

0 200 400 600 800 1000

80 100
1

60
1

Sensitivity (in %)
40

20

T T T T T T
0 200 400 600 800 1000

Number of single nucleotide substitutions

—6— Breast —£— Colorectal Head & Neck Kidney clear cell —©— Lung Ade.
—%— Lung Sq. —&— Ovarian —%¥— Melanoma ——— Thyroid Uterus



	Supplementary Information.pdf
	Supplementary Information
	Supplementary figure legends

	SuppFig1
	SuppFig2
	SuppFig3
	SuppFig4

