COSMIC Mutational Signatures (MuSiCa)

Signature 1: Age
Signature 2 : APOBEC
Signalure 3 : BRCA1 / BRCA? (failure of DNA DSBR / large INDELs) B [ | [ |
Signature 4 : Smoking
Signature 5 : Unknown (all cancer lypes)
Signature 6 : Defective DNA MMR / MSI (small INDELs)
Signature 7 : UV light
Signature 8 : Unknown (breast cancer and medulloblastoma)
Signature 10 : POLE (ultra-hypermutation)
Signature 11 : Alkylating agents
Signature 12 : Unknown {liver cancer)
Signaturc 13 : APOBEC

Signature 14 : Unknown (uterine cancer and glioma / hypermutation)

Signature Contribution
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E Signature 15 : Defeclive DNA MMR (small INDELs) 7= os
: Signature 16 : Unknown (liver cancer) 04
5—? Signature 17 : Unknown (different cancers) 03
Signature 18 : Unknown (different cancers) 02
Signature 19 : Unknown (pilocylic astrocyloma) )
Signature 20 : Defective DNA MMR (small INDELs}) 0.1
Signature 21 : Unknown (stomach cancer / MSl} 0.0

Signature 22 : Aristolochic acid

Signature 23 : Unknown {liver cancer)

Signaturc 24 : Aflatoxin

Signature 25 : Unknown (Hodgkin lymphoma)

Signature 26 : Defective DNA MMR {small INDELs)

Signature 27 : Unknown (kidney clear cell carcinomas / small INDELs)
Signature 28 : Unknown (stomach cancer)

Signature 29 : Tobacco chewing

Signature 30 : Unknown (breast cancer)
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Supplementary Figure S3: Mutational signatures across all samples collected at autopsy

A, Overall mutational burden does not reveal significant mutational signatures (MuSiCa). The signature
contribution is indicated by the degree of shading (key to right). The signature with the highest
contribution was Signature 3, however it was not statistically significant in most samples according to
tool Signal. B, The scarHRD method for quantifying homologous recombination deficiency did not
identify any tumors to be HR-deficient; with all having an HRD-sum score < 20 (known HR-deficient
tumors usually have HRD-sums of > 40)%,

HRDsum



