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Colon cancer and immunity
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Increased number of memory T cells in colon
tumor correlates with improved disease free
survival
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ldeal tumor antigen

Expressed in cancer cells (especially cancer initiating stem
cells)

Not expressed in normal cells

Elicits effective immune responses




Cancer/testis antigens
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primarily in germ line
cells in normal tissues
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NY-ESO-1T cell therapy
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NY-ESO-1 expression in CRC

NY-ESQO1 expression only in 9.9% of CRC patients
NY-ESQ1 antibody response in 2275% of CRC patients

Immunohlstochemlstryfor NY-ESQG1 in CRC

Expression induced hj'e(:ltablneln a few CRC lines

WeberJ,Cancer Re$994;Sigalotti L, SeminOncol2005;KarpfAR,Epigenetic2006;Sigalotti L, Blood 2003;SchrumpDS,
ClinCan Re2006




Aberrant methylation in cancer
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Decitabine induction of CT antigens

pre-DAC post-DAC
NY-ESO-1
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Orthotopic glioma xenograft treatment

with decitabine + NY-ESO-1 specific CTL
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Hypothesis

Decitabineinduces colorectal cancer to express
cancer/testis antigens so that they can be
recognized bycytotoxicT cells



DAC induces NY-ESO-1 expression

In CRC lines
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Long-term effects of DAC induction

on NY-ESO-1 expression in SW480

0.9
0.8
07 *
0.6
0.5
0.4
0.3 . *
0.2
0.1 . o .
0 *
0 50 100 150
Day of DAC treatment

Relative expression



NY-ESO-1 immunofluorescence




DAC sensitizes CRC to lysis by NY-

ESO-1 specific CTL
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IFNy improves CTL lysis of DAC-

treated LS174T
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DAC induces CT gene expression In

most CRC lines
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Improved lysis of DAC-treated

SW480 by MAGE specific CTL (28 hr)
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