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MELANOMA/SKIN CANCERS
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Background: A novel vaccine strategy may prevent recurrence in high-risk
melanoma patients (pts). The TLPLDC vaccine uses yeast cell wall particles
(YCWP) to load tumor lysate into autologous dendritic cells (DC). In this phase IIb
trial of TLPLDC vs. placebo in resected stage III/IV pts, TLPLDC increased 24
month (mo) disease free survival (DFS) in the per treatment (PT) population.
Here, we present a 24mo DFS subgroup analysis and estimated overall 36mo
DFS. Methods: Disease-free pts were randomized 2:1 to the TLPLDC vaccine vs.
unloaded YCWP+DC at 0, 1, 2, 6, 12, and 18mo. The protocol was amended to
allow concurrent adjuvant checkpoint inhibitor (CPI) therapy once approved. The
pre-specified PT population included only pts completing the primary
vaccine/placebo series (PVS) at 6 mo. Kaplan-Meier estimates of DFS were used
to compare treatment arms by stage (III or IV) and CPI therapy (yes/no) in the
ITT and PT populations. Results: 144 pts were randomized (103 TLPLDC, 41
placebo); 98 pts (66 TLPLDC, 32 placebo) completed the PVS. There were no
clinicopathologic differences between treatment groups. There was no
difference in 24mo DFS in stage III pts (n = 112), but in stage IV pts (n = 32), the
24mo DFS was 44% vs 0% (TLPLDC vs placebo) (p = 0.41) in ITT and 73.3% vs. 0%
(HR 0.14, p = 0.002) in PT. Stage IV pts were more likely to receive CPI than stage
III pts (50% vs. 30%, p = 0.003). There was no difference in 24mo DFS for pts who
did not receive CPI (n = 102), but in pts who received CPI (n = 42), the 24mo DFS
was 49.3% vs. 31.3% (p = 0.71) in ITT and 68.8% vs. 41.7% (HR 0.46, p = 0.28) in PT,
showing a trend toward improved DFS in pts who completed the PVS and
received CPI (n = 31). Overall, the 36mo estimated DFS was 34.2% vs. 21.6% (p =
0.89) for ITT and 56.9% vs. 27.9% (p = 0.021) for PT. Conclusions: The TLPLDC
vaccine improved DFS in patients completing the PVS at 24 and 36 mos,
particularly in the resected stage IV subset. The apparent synergistic effect with
TLPLDC + CPI will be confirmed in a phase III study evaluating adjuvant TLPLDC +
CPI vs. CPI alone in resected stage IV melanoma pts. Clinical trial information:
NCT02301611.
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