ADAPT-M: A tool to predict individualised benefit from adjuvant anti-PD1 (PD1) in resected high-risk melanoma
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1 Resected stage |IB/C and microscopic stage IlIA/B/C/D melanoma present

a significant risk of recurrence risk (from 37% to 62%) at 5 years'2:34, Table 1. Model to predict recurrence for untreated patients Table 2. Model to predict recurrence for treated patients
- While one ylea; ?}f aﬁlu‘_’ar‘_t _a”t';Pm_ (PD1) thel_rapy_rid“_cﬁs this risk by Variables Age, gender, primary site, histological subtype, Breslow Variables Age, gender, Breslow thickness, site of regional LN, and
approximately half, the individual patient's baseline risk without treatment thickness, ulceration, mitosis, number and site of regional mutation status
and their specific benefit from adjuvant PD1 remain unknown. . L _ o
lymph nodes (LN), mutation status, and LDH AUC 0.69 in discovery, 0.61 in validation
AUC 0.70 in discovery, 0.69 in validation
We aimed to generate two separate predictive models for recurrence: one for
untreated and one for treated patients, to calculate the individualised benefit
of adjuvant PD1. Patient A, a woman <45 years old with a primary head & neck melanoma | ||| Patient B, a man <45 years old with a primary melanoma in the lower limb
(superficial spreading, thickness >1-2 mm, no ulceration, 1 mitosis/mm?), 2 |||| (nodular, thickness >1-2 mm, no ulceration, 1 mitosis/mm?), 2 clinically occult
clinically occult LN metastases in the neck, NRAS mutant, and normal LDH. LN metastases in the groin, BRAF V600 mutant, and normal LDH.
O Patients with resected stage [IB/C or microscopic stage [IIA/B/C/D
melanoma, either treated with adjuvant PD1 or untreated from 13 o MODELIBASED SURVIVAL CURVES o Lo TIOPELERSED SURTIVAD CURTES o
melanoma centres (Australia, Europe, United States and Israel), and with 100% | 100% | S = R J— 100% | 100% |
at least 2 years of follow-up from surgery were included. s - s - S0 - oo -
d We analysed patients’ demographics, disease characteristics, blood 5 £ | | 2 aon 2 o
parameters, pathological and imaging data at baseline, and clinical g ] g . .
outcomes. - - £ £ |
Q Stabilised inverse-probability-of-treatment weights were derived from a ] ] o o T
logistic propensity model (covariates with univariate p<0.05); balance " - - - - - = - - - - - T - - - - - T - - - - -
COnﬁI’med by Standardised mean diﬁerences <O_1O Follow-up time (months) Follow-up time (months) Follow-up time (months) Follow-up time (months)
D TWO We|ghted pena”sed COX proportional hazards models (elastic net) RECURRENCE PROBABILITIES (MODEL-BASED) RECURRENCE PROBABILITIES (MODEL-BASED)
were f|tted Separate|y for treated and untreated patients W|th|n Stratified Model Recurrence_12m Recurrence_24m Survival_12m Survival_24m Model Recurrence_12m Recurrence_24m Survival_12m Survival_24m
discovery/validation Sp|itS; tuning by repeated 10-fold cross-validation (10 Untreated 21.9% 41.1% 78.1% 58.9% Untreated 14.2% 28.0% 85.8% 72.0%
I’epeatS) W|th 280% Stablllty SeleCtion. Treated 2.3% 6.4% 97.7% 93.6% Treated 11.8% 30.1% 88.2% 69.9%
Q Individualised absolute benefit was computed as S treated(t) - BENEFIT SUMMARY BENEFIT SUMMARY
S—untreated(t) at 12 and 24 months Wlth 1,000'b00t$trap 95% CIS’ and Benefit at 12 months Benefit at 24 months Interpretation Benefit at 12 months Benefit at 24 months Interpretation
deployed as the ADAPT-M clinical tool. +19.6% +34.7% Likely to benefit +2.5% -2.1% Uncertain benefit
Discovery Validation e T
B Untreated o - = = _ =
[] Treated Figure 2. Absolute recurrence-free survival benefit of adjuvant treatment for a Figure 3. Absolute recurrence-free survival benefit of adjuvant treatment for a
representative clinical example Patient A. representative clinical example Patient B.
Total=2788 Total=772 ini i individuali i i i ' i 1.E AMM et al. NEJM Evidence 2022 ChhAe
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F_igure 1 A totall of .3560 oatients were included in this study, divided into ]’Ehe_rl_a}(p%{,n quar;hﬂssl_thil actl)_solur’:?ﬂt])erneflt dof .tr_eantment for patients with high-risk resected melanoma, 3 Kirkwood . of al. Nat Med 2023, E
discovery and validation cohorts. acilitating personailized adjuva erapy decisions. 4. Luke JJ et al. European Journal of Cancer 2025
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