total norm tRNA reads

total normalized tRA 3' ends

100000 120000 140000

40000 60000 80000
1 | 1

20000
|

0
1

C1 cz2 L1 L2 H1 H2

total normalized reads

800

600

400

200

median C1
median C2
median L1

median L2
median H1
median H2

5_end relative to tRNA start

1500

1000

500
1

4514‘

L1 H2

N

-

Numper o1 new epimutauons

e S IR S
* x &l
B, n
| | a
- = R 1 h
° A ! A
2 6 8 10 12 14 16 18 20

Generation

Lineage
c1

L1

H1
HZ

N
Y

Condition
ES Control
B3 Low dose
ES High dose

Fig. S8: Cisplatin effects on tRNAs. A. Total normalized reads that mapped to tRNAs in each lineage: control 1 (blue, N = 11), control 2 (light blue, N = 10),
cisplatin low dose 1 (green, N = 10), cisplatin low dose 2 (dark green, N = 10), cisplatin high dose 1 (red, N = 10) and cisplatin high dose 2 (dark red, N = 11).
B. Total normalized reads represented according to their mapping positions on the respective tRNA sequence and in each different lineage: control 1 (blue, N =
11), control 2 (light blue, N = 10), cisplatin low dose 1 (green, N = 10), cisplatin low dose 2 (dark green, N = 10), cisplatin high dose 1 (red, N = 10) and cisplatin
high dose 2 (dark red, N = 11). C. Violin plot of total normalized tRNAs mapping specifically to the 3’ half of the tRNAs in the different lineage: control 1 (blue,
N = 11), control 2 (light blue, N = 10), cisplatin low dose 1 (green, N = 10), cisplatin low dose 2 (dark green, N = 10), cisplatin high dose 1 (red, N = 10) and
cisplatin high dose 2 (dark red, N = 11). D. Boxplot of the number of new epimutations affecting tRNAs fragments arising at each generation of the MA lines
compared to the pre-mutation generation FO and for each lineage: control 1 (blue, N = 10), control 2 (light blue, N = 9), cisplatin low dose 1 (green, N = 9),
cisplatin low dose 2 (dark green, N = 9), cisplatin high dose 1 (red, N = 9) and cisplatin high dose 2 (dark red, N = 10).

Supporting data is provided in the excel file: "Additional file 33".
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