Variant calling

Varscan
Somatic Sniper

Variant filtering

>4 reads variant allele
>20 total reads

Target selection
Driver or

Nonsynonymous

Variant resequencing

Successfu”y resequenced >100 reads in >50% of timepoints

Not detected >100 reads but variant not redetected

Insufficient depth <100 reads in <50% of timepoints

Supplementary Figure 1
Variant calling analysis pipeline for exome sequencing and capture sequencing with PSTS probes.
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Supplementary information 2A.

VAF of somatic mutations over time in PBMC and lymph node (LN) genomic DNA in patient Al.
Mutations were placed into clusters on the basis of VAF at each time point. The inset table indicates
the cluster in which putative driver events were placed. DTD=Days to diagnosis, UIS= Unique

integration site, TD-UIS= Tumor-dominant UIS.
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Supplementary information 2B.
VAF of somatic mutations over time in PBMC and lymph node (LN) genomic DNA in patient A2.
Mutations were placed into clusters on the basis of VAF at each time point. The inset table indicates
the cluster in which putative driver events were placed. DTD=Days to diagnosis, DPD= Days post

diagnosis, UIS= Unique integration site, TD-UIS= Tumor-dominant UIS.
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Supplementary information 2C.

VAF of somatic mutations over time in PBMC and lymph node (LN) genomic DNA in patient L1.
Mutations were placed into clusters on the basis of VAF at each time point. The inset table indicates
the cluster in which putative driver events were placed. DTD=Days to diagnosis, DPD= Days post

diagnosis, UIS= Unique integration site, TD-UIS= Tumor-dominant UIS.



L2 PBMC 764DTD L2 PBMC 363DTD L2 PBMC 181DTD

% 1000 % 1000 Z 1000

o o 8

2 100 2 100 2 100

§ 104 o § 107 o "§ 1090 —e—

2 1 E 1 . . E} 1

g g - * :_‘ 8 —— ‘ ¥ ‘

g o1 —— ’ S o1 - g o1 e © o

=R ’ —— o . ks B .

QY E—— : gl ——— gl s

\% 0\% v x o N % 0\6 v L N Y \5\&) LS % &
>0 ¢ o &° NI &°
~ & ~ £ i S
o & &
Cluster Cluster Cluster
L2 PBMC 13DPD L2 LN 13DPD

% 1000 % 1000

o o

= 100 T 1004 o .

% —— ‘ 53' 6 . %— -~ + hid ? S ——

T 10 o ° g 10 Y

g g

3 1 P

2 ‘g_

g 0.1 g o

w
€ nol—— ' < ND+——T—T—T— T
> R T TR I
L P & [N «©
A S N S
> < &
©
Cluster Cluster

Driver Cluster
HTLV-1 all UIS 0
Tumor-dominant UIS 1
NOTCH1 2
TP53 2
TP53 2
POT1 2
CCR4 2
PIK3CD 2
GATA3 2
PLCG1 Tumor only,

Supplementary information 2D.

VAF of somatic mutations over time in PBMC and lymph node (LN) genomic DNA in patient L2.
Mutations were placed into clusters on the basis of VAF at each time point. The inset table indicates
the cluster in which putative driver events were placed. DTD=Days to diagnosis, DPD= Days post
diagnosis, UIS= Unique integration site, TD-UIS= Tumor-dominant UIS.



VAF (copies/100 diploid cells) VAF (copies/100 diploid cells)

VAF (copies/100 diploid cells)

L3 PBMC 3739DTD

L3 PBMC 2556DTD

L3 PBMC 1541DTD

1000 gluom gluom
° °
o o
1008 S 100+ S 100+
° °
—— o —— = ——
10 S 107 S 104
—— o —— =4 ——
o0 = a L' g °
14 > 14 o > 14 —
%* -‘- L4 3 Y ° K
=y ) _ a
0.1 o 0.14 - o 0.14
— L L
w w
N.D. T T T u u Y Y < ND. T T T T u u <nNoD T T T u u
QAV o\% v 4 > 0(\\* er\ QAV 9\% v 4 & 0¢\~\ QAV 9\% i 0(\\* 0¢\~\
RN SR o N o 4O IO
N oF 2 N - 52 ~ 4
© ° © ° © °
Cluster Cluster Cluster
L3 PBMC 752DTD L3 PBMC 388DTD L3 Bone marrow 9DTD
1000 Ewom Ewom
° °
o o
1008 S 100+ S 100
° ° o
° o ° a —— —0— ...-. *
109 - 104 —— o - 104 ',' °
T e - g v g ® . o
L4 2 (] 2
1 > 19 o0 ¢ > 19
f ° L] @
° =y =y
0.1 o 0.4 o 0.1
A &
w w
N.D. T T T Y u u T < nNo. T T T u Y u < nNo. T T T u T
& Lo » o“d OQ\A & ‘0\9 v & OQ\A & ‘0\9 > 00\* OQ\\\
o RN o RN o &
N oF &3 N % &) N &)
o ° o © o ©
Cluster Cluster Cluster
L3 PBMC 167DPD L3 Skin 177DPD
1000 Ewom
3
o
——
100 E 100 - v P
Rala ol db ¥ 3 s .
104 e S 104 oo
o o
2
1% hd FEEEY
o
%o =y
0.1 —_ o o014
A
w
N.D. T T T T T——— g NoD. T T T T T
¢ & 00\9 v 3 > OQ\A OQ\A ¢ v 09\@ a > ) OQ\;
© & (;&& & ° & &
© ° © °
Cluster Cluster R
Driver Cluster
HTLV-1 all UIS 0
Tumor-dominant UIS 1
CARD11 BM only
PRKCB BM only

Supplementary information 2E.

VAF of somatic mutations over time in PBMC, Skin (Tumor tissue) and Bone Marrow (BM) genomic
DNA in patient L3. Mutations were placed into clusters on the basis of VAF at each time point. The
inset table indicates the cluster in which putative driver events were placed. DTD=Days to diagnosis,
DPD= Days post diagnosis, UIS= Unique integration site, TD-UIS= Tumor-dominant UIS.
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VAF of somatic mutations over time in PBMC and lymph node (LN) genomic DNA in patient L4.
Mutations were placed into clusters on the basis of VAF at each time point. The inset table indicates the
cluster in which putative driver events were placed. DTD=Days to diagnosis, DPD= Days post diagnosis,
UIS= Unique integration site, TD-UIS= Tumor-dominant UIS.
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