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BACKGROUND:
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DC = Dendritic cell
Th =T helper cell
Tc =T killer cell
IFNg = Interferon gamma

LN = Lymph node
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Consists of three peptides (15,15 and 30 amino acids) representing
fragments of the human reverse transcriptase subunit of
telomerase (hTERT).

Telomerase activation is the major mechanism implicated in
human cell immortalization and cancer cell pathogenesis [1].
Telomerase is expressed in all cancer cells at every stage of tumor
evolution, from the cancer stem cell to circulating tumor cells.

Thus, telomerase represents a unique cancer antigen as a basis for
immunotherapy[2]. UV1 contains both CD4 and CD8 epitopes and
has been shown to be immunogenic in 78% (40/52) of HLA
unselected patients across three completed phase | studies.

The vaccine mainly induces Th1 reactivity (i.e. secretion of IFN-y,
TNFa, and IL-2), and an immune response against the UV1
peptides is associated with epitope spreading within hTERT and
prolonged survival [3].

Study rationale

CPI therapy rely on spontaneous anti-tumor immune responses for
their efficacy. Thus, strategies aimed at augmenting the anti-tumor
immune response through therapeutic cancer vaccination against
tumor-related antigens may improve outcomes with CPI therapy

This trial explores the synergistic effect of CTLA-4 blockade and
hTERT vaccination, allowing unchecked expansion of hTERT-
specific T cell clones

PROPOSED MECHANISM OF SYNERGY BETWEEN IMMUNE ACTIVATION
AND CHECKPOINT INHIBITION

Anti-CTLA-4 mAb increases
expansion of T cells in the lymph
node including hTERT-specific T cells

TRIAL DESIGN:

RESULTS:

/This was an open-label, single-armed, single-center phase I/lla \
clinical trial investigating UV1 in combination with ipilimumab in

patients with unresectable stage Ill/IV metastatic cutaneous
melanoma. 12 patients were enrolled.

Treatment Schedule
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Patients followed for safety up to 1 year, immune response up to

\5 years, and survival up to 10 years
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