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TRANSCRIPTOMIC ANALYSIS OF MELANOMA PATIENTS
IN ADJUVANT SETTING TREATED WITH ANTI PD1
THERAPY: REAL LIFE STUDY
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Background Adjuvant treatment of melanoma patients with
immune-checkpoint inhibition (ICI) significantly improved
relapse-free survival (RFS).1 In the phase 3 keynote-054 trial
showed that pembrolizumab (anti-PD1) administration in adjuvant setting provided a longer RFS (59,8%) than the placebo
group (41,4%) at a 3.5-year median follow-up.2 Moreover, 4
years RFS results from the phase 3 checkmate 238 trial,
showed a superior efficacy of nivolumab versus ipilimumab in
patients with resected AJCC-7 stage III or IV melanoma. RFS
rate was of 58% in the nivolumab arm and 45% in the ipilimumab arm.3 Although treatment with ICIs has improved the
RFS of melanoma patients in adjuvant setting, there is still a
large proportion of patients who do not respond to the treatment and then relapse. The aim of this study was to investigate the molecular mechanisms underlying resistance to antiPD1 treatment in the adjuvant setting.
Methods From December 2018 to July 2020, n. 121 melanoma patients in stage III or IV NED were treated with antiPD1s as adjuvant (minimum follow up of 12 months, range
12–30 months). These patients received nivolumab (n=95) or
pembrolizumab (n=26). Distant and local metastases was
observed in 33 (27%) and 7 (6%) patients, respectively
(patients baseline characteristics are listed in table1). Gene
expression profiles, using NanoString IO 360 panel, were performed from peripheral blood mononuclear cell (PBMCs), collected retrospectively, from n.73 patients (of which n.26 had
relapse). All patients have appropriately signed informed consent. Statistical analysis was performed via Bonferroni correction, P< 0.05 was considered statistically significant for
median stratification.
Results At a minimum follow-up of 12 months, the 12-month
rate of Relapse-free survival was 72%, confirming the data
reported by checkmate 238 trial. In the transcriptomic analysis
we observed that in patients with local-regional metastases
there was a higher expression of ITGA2 (p<0.05), a gene
that promotes malignant tumor aggression by up-regulating
PD-L1 expression through STAT3 pathway and the downregulation of DUSP1 (p<0.05) that is linked in promotion of
angiogenesis, invasion and metastasis. Moreover, in male group
we found a higher expression of HLA-DQB1 and HLA-DQA1
which belonged to HLA class II beta chains.
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Conclusions In this preliminary report we found that RFS 1yr rate is similar to checkmate 238 study, and that patients
with local metastasis have a higher expression of genes related
to promote PDL1 levels. Further investigations are needed to
get additional information.
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