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Introduction

 Heterogeneous expression of tumor
associated antigens represents a serious
obstacle to specific iImmunotherapy.

e Loss of antigen expression Is often the result
of gene regulatory events rather than
mutation and thus is reversible.

o Several different pathways simultaneously
Impact numerous tumor associated antigens
In melanomas.



Immunoselection with Melan-A/MART-1 Therapy
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Chemical and biological agents can
Increase melanocyte gene expression
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Hbaza exposure increases tumor
antigen gene expression
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Haza increases expression in multiple cell lines
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RT-PCR of mRNA - multiple cell lines
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RT-PCR of mRNA - multiple melanoma specific genes
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5aza in combination with IFN- restores
expression to antigen negative cells

L
o

20

— MU89 control __MM96+ control

— MUX control ] __ MM96- control
o] —MUX 5aza ] __MMO96- 5aza
T —MUX IFN-B ] — MM96- IFN-B

~ MUX both 2 ] — MM96- both

10
Counts

Counts
10

5
)

1I:I|:| 1EI1 1I:I2 10 10 10 10

HME-43-FITC HMBE-43-FITC




MART-1 promoter driven reporter
expression
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Haza also increases expression of Class | MHC
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Conclusions

e 5aza treatment increases melanoma antigen
expression for multiple genes including differentiation




Implications for Immunotherapy

Tumor specific antigens are often
coordinately regulated.

Antigen down regulation is often a reversible
gene regulation event.

Specific T cell targeting of tumors cells can be
Improved by combining agents that stimulate
target antigen expression.

As more potent specific Immunotherapies
are utilized, it becomes increasingly important
to address the problem of immune escape via
antigen loss. Therefore, we are developing
strategies to assure the continued (or
renewed) presence of the target antigens.



