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Tumor-reactive CD8" T-cell responses after vaccination with
NY-ESO-1 peptide, CpG 7909 and Montanide®™ ISA-51:

association with survival
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Pept;de based vaccmes have led to the mductlon of antige _'_SPECIfIC CDS+ :'.

_cell responses |n'p"_' ién 's_wnh N_Y ESD 1 posmve'-: _.

cancers However, vaccme-mduced T- cell responses d|d not generally correlate W|th 1mprovecE survwal Therefore, _we tested

et__ table ex wv _ and reached frequenmes of: up to 0. 16 %o of all urculatmg CDS T—cells Postvaccme T-cell clones were

“shown’ to recognlze and lyse NY-ESO-1 expressing ‘tumor cell'lines’in vitro. In'6 of 9 patients developing NY-ESO-1-specific -
"_lmmune responses, a favorable clmlcal outcome WIth overall survlval tlmes of 43+ 42+ 42+, 39+, 36+ and 27+ months,

‘ respectwely, was observed

A major goal of active immunotherapy against cancer is the
activation of antigen-specific and tumor-reactive CD8"
T-cells. To prevent tumor progression, high levels of acti-
vated, high affinity T-cells must be induced and maintained
active over an extended period of time, and antigen-specific
T-cells should have the capacity to recognire tumor targets.
Previous clinical studies with NY-ESO-1 peptides indicated
that primary NY-ESO-1 specific CD8" T-cell responses can
be induced by repeated weekly intradermal immunization
and that T-cell responses are associated with disease stabiliza-
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tion and regression of single metastases." Modified protocols
using high-dose and intensive-course immunization schedules
have demonstrated enhanced immune responses leading to
specific recognition of antigen-expressing tumor cells.*™* To
optimize peptide-based immunotherapy, different adjuvants
were mixed with the antigenic peptides to improve their im-
munogenicity.” "° Various studies have demonstrated the de-
pot effect of incomplete Freund’s adjuvant (Montanide® ISA-
51) leading 4o a prolopged antigen exposure at the vaccina-
tion site followed by enhanced activation of the immune sys-
tem.'%"®  Different synthetic CpG  oligodeoxynucleotides
(ODNs) as adjuvants are currently under investigation. They
have been shown to elicit proinflammatory cytokines and to
stimulate DC activation through TLR9 triggering, which leads
to enhanced antigen-specific T-cell responses.'®** A previous
clinical study demonstrated enhanced Melan-A immunity
when CpG 7909, a modified oligodeoxynucleotide for opti-
mized stimulation in humans, was administered concurrently
to the Melan-A plus Montanide ISA-51 vaccine.®

This phase 1 clinical trial tested the coadministration of
CpG 7909 and NY-ESO-1 peptide p157-165 mixed with
Montanide [SA-51 to evaluate the toxicity and immunogenic-
ity of this approach in HLA-A2 positive patients with




