Rational Use of Adjuvant Anti-PD-1: Multi-omics Model of Recurrence in Stage Ill Melanoma
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Tumour mutation burden and 12-month recurrence status (TMB)
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Macrophage phenotypes and 12-month recurrence status (TME)
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NK-cell gene expression and 12-month recurrence status (GEP)
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IFNg gene expression and 12-month recurrence status (GEP)
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2: 12-month recurrence status is linked to higher TMB, more CD16" macrophages within

20 um of PD-L1" cells (TME), and elevated NK-cell and IFNg expression in non-recurrent patients.

Multi-omics modeling of 12-month recurrence status following adjuvant immunotherapies in stage Ill melanoma
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Figure 1: Multi-omics machine learning approach to identify patients with o . 1"";peciﬁcit36 v w0 ¢ ¢ y dGI
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stage Il melanoma at high risk of recurrence following adjuvant
immunotherapies.

(.:Iln.'%al Low disease burden High disease burden
Micrometastatic nodal status Macrometastatic nodal disease
% [High mutation burden Low mutation burden J
No disease recurrence
% [High IFN-y and NK signatures Low IFN-y and NK signatures }

RNA

Disease recurrence

78| High ratio of PD-L1°CD16" to PD-
L1*CD16" macrophages in stroma

Low ratio of PD-L1"CD16" to PD-
L1*CD16* macrophages in stroma

Figure 3: Integration of clinical, TMB, TME, and GEP features improves prediction of 12-month recurrence, with the consensus model showing the highest accuracy.

O Multi-omics data accurately predicted risk of recurrence in stage |ll melanoma patients treated in the adjuvant setting.
O Tumour mutation burden, gene expression profiling of NK-cell and IFNg signatures and macrophage populations within the stroma

significantly add to the accuracy of identifying patients that recur within 12 months of receiving adjuvant immunotherapy.

d Findings may improve clinical outcomes by guiding biomarker-informed therapeutic decisions.
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