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The Garrett B. Smith Foundation,
 
c/o Camelot Capital
 
3 Pickwick Plaza
 
Greenwich, CT 06830
 

Dear Heidi, Scott and all supporters of the Garrett B. Smith Foundation, 

1'd like to again thank you for continued support of our research to find cures for lethal pediatric
 
cancers. We have made some key discoveries over the past year and the funding provided by the
 
Garrett B. Smith Foundation has been critical to our success.
 

Mutation of a gene called SNF5 leads to aggressive rhabdoid tumors in children. Mutation of
 
this gene is also the basis of an inherited cancer predisposition syndrome in families. We recently
 
published a key mechanism by which this happens, hyper-activation of the residual DNA
 
packaging complex following SNF5 loss. We gratefully acknowledged the Garrett B. Smith
 
Foundation in this publication. This finding now opens the door for therapeutic interventions
 
designed to inhibit the residual complex and we are now actively pursuing this.
 

Also, as I described last year, our recent rhabdoid tumor clinical trial was quite successful as we 
were able to increase the cure rate for children with rhabdoid tumors of the brain from 10% to 
40%. While we are delighted by saving additional young lives, the treatment is toxic, and we still 
fail to cure 60% of children. We need to do better - and we think we can. We have recently 
made significant discoveries identifying key gene signaling pathways that are aberrantly turned 
on in SNF5-deficient cancers. Each of these findings has important therapy implications and we 
currently have three manuscripts submitted for publication describing our work. Support from 
the Garrett B. Smith Foundation has been key in each of these achievements. Our success and 
our future potential to translate our research findings into patients was recently highlighted when 
my laboratory was named by the Stand Up to Cancer program of the American Association of 
Cancer Research as a recipient of one of only thirteen Innovative Research Grants nationwide. 
Again, support from the Garrett B. Smith Foundation was integral to our success. 

While we have already improved the cure rates for children with rhabdoid tumors, we believe that 
our ongoing work will lead to even better outcomes for these children. On behalf of my research 
team and my patients, I would like to express our sincerest appreciation for the support that all of 
you continue to provide. 

Sincerely, 

t/II~ 
Charles W. M. Roberts 
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of Harvard Medical School 


