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Dear Scott, Heidi and supporters of the Garrett Smith Foundation, 

On behalf of Weill Cornell Medical College and Dr David Lyden's lab, I would like to express our 
sincere gratitude for your support. 

With your help, we have managed to make significant progress this past year in understanding the 
mechanisms by which cancer inactivates the cells of the immune system. Cells of the immune system are 
vital in our bodies' defense against cancer. It has been demonstrated that dendritic cells in particular, the 
key cells for orchestrating the immune response, are not recruited or activated in human cancers and that 
their function is compromised by the tumors. 

Experiments in our laboratory in the last year have shed light into this crucial mechanism. We have 
found that molecules that are secreted by the primary tumor do not allow the differentiation of dendritic 
cells from bone marrow progenitor cells. This results in a lower number of mature dendritic cells with 
compromised function in cancer patients. We have shown that, in contrast, earlier precursors of dendritic 
cells accumulate in the circulation or in organs where cancer spreads. 

In addition, we have managed to identify a specific pathway behind this process that we think 
might be activated and acting as a barrier in this differentiation process. When we block this pathway, 
dendritic cell precursors can fully differentiate into mature cells and mice with tumors do not develop 
metastatic disease. In other words, cancer does not spread and the primary tumors remain very small in 
size. 

We are currently working towards confirming and dissecting the precise molecules that are 
involved in this pathway and process. We hope that in the future, pharmacological inhibition of these 
molecules used in combination with immunotherapies will be successful in activating our immune system 
and eradicating cancer. 

Once again we would like to thank you for your support, especially through these difficult economic 
times and wish you a wonderful and successful Garrett Golf Outing. 

Sincerely, 

~~
 
Marianna Papaspyridonos, Ph.D. 


