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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 
thank you for your continuous support. 

This past year we have managed to make further significant progress in understanding the 
mechanisms by which cancer inactivates the cells of the immune system. It is widely accepted 
that one of the main reasons behind tumor progression and metastasis -the spread of tumors- is 

the inactivation of the immune system by tumor-derived molecules. We have now identified a 
novel pathway that is activated in the presence of tumor-derived factors that is responsible for 
blocking and redirecting the differentiation of progenitor cells in the bone marrow towards an 
accumulation of dysfunctional semi-differentiated immune cells. 

This phenomenon has detrimental consequences for the entire immune system, as not only 
there are not enough mature immune cells to protect us from the growing tumor but, in addition, 

these semi-differentiated cells act as negative regulators by secreting toxic substances that 
inactivate other immune effector cells. We are confident that this pathway and downstream 
molecules can serve as promising novel targets in future immune-mediated therapies and 
eradicate cancer by activating our own immune system. 



This work is currently under review in the high impact peer-reviewed journal Cancer Cell 
and we are hoping to have it in press in the next few months acknowledging the significant 

contribution of the Garrett foundation in making this possible. Once again we would like to 

thank you for your support and wish you a wonderful and successful Garrett Golf Outing. 

Sincerely, 

Marianna Papaspyridonos, Ph.D. 


