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PAST

Checkpoint inhibitor (CPI) and BRAF/MEK inhibitor
therapies have provided new options for patients with
advanced melanoma and have also been applied to the
adjuvant setting. Unfortunately, not all patients respond to
CPIs and their use is often limited by adverse events.
Similarly, the responses to BRAF/MEK inhibitors are
typically short-lived due to tumor evolution." Personalized
cancer vaccination offers a unique approach to activate an
individual’s own immune system and to generate a tumor-
specific response, including against unique neoantigens
specific to the individual’s tumor. However, clinical results
with cancer vaccines in general, have been disappointing,
with most trials conducted in the metastatic setting.”
Conversely, our study investigates the role of vaccination
as adjuvant therapy for resected, advanced-stage
melanoma.

PRESENT

Our randomized, double-blinded, placebo-controlled,
phase IIb trial investigated tumor lysate, particle-loaded,
dendritic cell (TLPLDC) vaccine administration to prevent
recurrence in patients with resected stage III/IV melanoma

© Society of Surgical Oncology 2021

First Received: 11 February 2021
Accepted: 15 February 2021;
Published Online: 26 February 2021

A. M. Adams, MD
e-mail: lexy.adams16@gmail.com

after completion of other standard-of-care (SoC) thera-
pies.? Co-primary endpoints were prespecified as intention-
to-treat (ITT) 2-year disease-free survival (DFS) and per-
treatment (PT) 2-year DFS, with the PT group defined as
patients who completed the primary vaccine series (PVS).
The PT group was included in the primary analysis as the
active specific immunity generated by vaccination takes
time to demonstrate its clinical effect, similar to trends
observed with pembrolizumab,” and patients with early
recurrence did not receive the full treatment course. A total
of 144 patients were enrolled, with 103 patients in the
vaccine group and 41 in the control group. Notably, the
SoC within this group of patients changed significantly
during the conduct of our trial, and our protocol was
amended to allow concurrent CPI therapy. The TLPLDC
vaccine was demonstrated to be safe, with no difference in
the rates of total adverse events between groups (35.9%
vaccine vs. 31.7% control; p = 0.632). No statistical dif-
ference was found in the ITT 2-year DFS (38.5% vs.
27.0%; p = 0.974), but, according to PT analysis, 2-year
DFS improved in the vaccinated patients (62.9% vs.
34.8%; p = 0.041).

FUTURE

Our analysis demonstrated that the TLPLDC vaccine is
safe and well-tolerated and demonstrated statistically sig-
nificant efficacy as adjuvant therapy for patients who
completed the PVS. Meanwhile, indications for CPI have
expanded into adjuvant treatment for stage III disease, but
many patients do not respond to this therapy or cannot
tolerate it. There is increasing evidence for a synergistic
effect between CPIs and cancer vaccination, with a vaccine
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causing an initial T-cell infiltration into tumor, and CPI
activating and protecting those T cells to lead to a more
meaningful antitumor response.” Our planned phase III
trial will evaluate the efficacy of the TLPLDC vaccine plus
CPI versus CPI alone in clinically disease-free patients
with high-risk stage III/IV melanoma, and will better elu-
cidate if this synergy translates to a clinical benefit.
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