
Dr. Timothy W. Nilsen
Case Western Reserve University
Director of the Center for RNA Molecular Biology
Cleveland, OH

Dear Tim, 								July 10, 2015. 


[bookmark: _GoBack]        First of all thank you for taking a look at this manuscript on short notice. As I mentioned we are very motivated to publish these results due to competition and pending grant applications. The manuscript is entitled: “Extracellular vesicle mediated transfer of processed and functional RNY5 RNA” be considered for possible publication by RNA. 
         In this study we describe a novel strategy used by cancer cells to influence at least their immediately surrounding environments by triggering cell death specifically of primary cells. This phenotype is mediated via the release of microvesicles (EVs) from the cancer cells. This is a capability of many types of cancer cells and the cell death phenotype is seen with many types of primary cells of different developmental origin. In this manuscript we identify the agent responsible for this capability. This agent is a novel class of short RNAs (sRNAs) which is made by the processing of a member of the human Y RNA family, RNY5 (83nt) into a 29- 31nt product. This processing occurs in the EVs and not in the cell itself; thus making it the first functional RNA explicitly intended for extracellular export. We also have identified the specific nucleotides in the sRNA that are critical for triggering cell death and we have also identified a means to neutralize the cell death effect of the 29-31 nts fragments. Other characteristics of this system include evidence of the in vivo transfer of EVs carrying the processed RNY5 sRNAs that does not require cell to cell contact. 
         In summary, this study provides evidence for the biological functionality of new class of processed sRNAs produced specifically within EVs intended to have its effect outside of the cell of origin, thus expanding the importance of EV RNAs beyond their potential utility of biomarkers. In addition these results, we believe, contribute to a novel understanding of how multiple types of cancer cells (and perhaps other categories of disease and normal cells) can shape their microevironment to promote their growth over the neighboring including perhaps immune cells. 
	We believe that the subject matter would be of interest to wide scientific audience. Finally, we now have evidence of other processed EV enriched sRNAs whose functionality we are currently investigating. Thus, this sRNA may represent the first member of a novel class of functional EV RNAs. 

           This work is not under consideration by any other journal and submitted with the approval of all the co-authors. 
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