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Background Methods and Study Objectives

The development of immune checkpoint inhibitors (ICl) and targeted therapy with BRAF and MEK inhibitors, has improved the treatment of unresectable and Adult (age 218 years) patients with non-resectable stage Il or stage IV melanoma who were treated with non-adjuvant pembrolizumab after failure from
metastatic melanoma dramatically in recent years. Postoperative treatment of patients with either anti-PD1 antibodies or BRAF and MEK inhibitors in the adjuvant anti-PD1 treatment were selected from the EUMelaReg database. Patients treated with non-adjuvant pembrolizumab at 1% line or later line were
adjuvant setting results in better recurrence free survival rates and has therefore become the standard of care for the majority of resected stage Il stratified by timing of recurrence (early recurrence [recurrence occurred under treatment or within 12 weeks after end of treatment] and late recurrence
melanoma, particularly stage IlIB/IID. Currently, there is insufficient evidence regarding efficacy of anti-PD1 antibodies in patients who need systemic [recurrence within >12 weeks after end of treatment]) and by reason for end of treatment in the adjuvant setting.

treatment after failure of adjuvant ICI. Primary outcomes of interest were (1) to describe the demographic features, clinical characteristics, and treatment history, (2) to describe time on treatment
From the European Melanoma Treatment Registry (EUMelaReg) we have identified 74 patients, who were eligible for this analysis and evaluated the clinical (TOT), objective response rate (ORR), progression-free survival (PFS), and overall survival (OS), among patients treated with pembrolizumab under real-world
characteristics outcome of patients who underwent non-adjuvant anti-PD1 treatment with pembrolizumab after failure of adjuvant anti-PD1 therapy. conditions after adjuvant anti-PD1 therapy, (3) to describe TOT, recurrence free interval, reasons for discontinuation of adjuvant treatment, and location of

recurrence with anti-PD1 adjuvant therapy. Secondary objectives included TOT, ORR, PFS, and OS for included patients by reason for discontinuation in the
adjuvant setting.

Results

We could analyze 74 cases with a pembrolizumab retreatment after failure from adjuvant anti-PD1 treatment, 51 of whom were treated in the 1% line setting after recurrence. Stratification by timing of recurrence show that patients with early recurrence (n=22) more often had an elevated serum LDH level (31.8% vs.
20.7%) and a higher metastatic stage M1c/d (40.9% vs. 24.1%) as compared to those with a late recurrence (n=29). Still, the overall response rates were not significantly different and accordingly, PFS and OS were similar in these groups (Fig.1)

Stratification by reason for end of adjuvant treatment showed that patients who ended treatment due to toxicity presented with lower melanoma stage IV M1c/d (29.4%) at recurrence than patients with regular treatment end (37.5%) or patients with disease progression (38.5%). Outcome stratified by reason for end of
adjuvant treatment showed lower PFS for patients who progressed on adjuvant treatment (2.57 [1.94-9.11] months) compared to patients who ended treatment regularly (10.1 [2.93-NR] months) or due to toxicity (8.32 [3.78-15.4] months). Also, overall survival after recurrence was better in patients who had stopped
adjuvant treatment regularly or due to side effects than in patients who had stopped for recurrence.

Patients treated with pembrolizumab in later line were younger (median age: 59 years) and had a higher metastatic stage M1c/d (73.9%) compared to patients who received pembrolizumab in 1%t line (31.4% M1c/d). These patients showed a lower ORR (17.4%), lower PFS (5.53 [2.3-7.63] months) and lower ToT (1.89 [1.15-
3.0] months) compared to patients treated with pembrolizumab in 1st line (ORR: 37.3%; PFS: early recurrence: 7.43 months, late recurrence: 6.12 months; ToT: early recurrence: 8.62 months, late recurrence: 5.56 months). Looking for the type of intermittent non-adjuvant treatments, patients pretreated with combined
anti PD1/CTLA-4 (n=15) and/or BRAF-/MEK inhibitors (n=7) show no meaningful responses to pembrolizumab in a later line (Tab.3).
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