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 15 submissions total 
 

Protocols Not Selected:  
 7 for cancer 
 1 for hemophilia 
 1 for peripheral artery disease 
 1 for wound healing 
 1 for HIV-uninfected volunteers 

 
Vectors: 
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  
 

ovirus 
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asmid and adenovirus 
 

 1 AAV 
 

 
  

 
 

 

 1 vaccinia virus 
 1 retrovirus 
 1 VEE replicon 
 

 



 
   21 serious adverse events were reviewed 

by the GTSAB from 12 protocols, including 
initial and follow-up reports.  No events 
reviewed this quarter will be discussed 
today.   
 

 



 15 Protocols notified OBA of enrollment 
(MIC1 submission).  

 

 Eight of the 15 were reviewed at a public 
meeting. 
 
 

 
 



 Preclinical biodistribution, toxicity, shedding, and neutralizing 
antibody studies were conducted, as requested, in Cynomolgus 
macaques.  A manuscript is in preparation to publish these 
results. 
 

 In response to a concern that pre-existing antibodies against 
poliovirus might inhibit the ability of this virus to replicate in glial 
tumor cells, additional preclinical studies were done in rodents 
and these studies demonstrate that pre-existing poliovirus 
immunity enhanced rather than decreased poliovirus-mediated 
oncolysis. 
 

 
 

 



 
 

 In response to RAC recommendations, concurrent preclinical 
studies will be done to identify the cells that are transduced 
by this adenoviral vector and to determine whether this viral 
vector has the ability to replicate in leukemic or other cell 
types present in a lymph node.  
 
 

 
 
 



 Since the number of cells modified by the vector may be as 
few as 1:10,000, the RAC noted that cell-to-cell interactions 
are unlikely to lead to changes in the expression of cell 
signals on the surface of unmodified chronic lymphocytic 
leukemia (CLL) cells. To help elucidate the mechanism 
underlying the change in expression of cell signals on the 
surface of unmodified CLL cells, cytokine profiles and anti- 
and pro- apoptotic gene expression profiles will be 
measured.  
 
 

 
 



 In response to a concern that the spacer domain could 
potentially bind to IgG Fc receptors on innate immune cells, the 
PI acknowledged the preclinical data that led to this 
recommendation but noted that they have employed this 
endodomain in other CARs that express CD19 and have 
administered them to a total of eight individuals. Toxicity was 
not observed either immediately following administration or 
upon a 2-10 fold expansion in vivo. 
 

 The protocol will now only enroll subjects with active disease 
who have failed standard therapy. 
 

 
 



 
 This is one of the few trials that will enroll both EBV+ and 

EBV- patients in a trial that uses EBV specific T-cells 
expressing a CAR.  Therefore, EBV seropositivity will be 
documented and correlated with T-cell activity. 
 

 Changes made to the informed consent in response to RAC 
recommendations. 
 

 
 
 



 

 RECENT NOTABLE 
PUBLICATIONS AND 

 AWARDS 



N Engl J Med 2011; 365:1673-1683 



Jerry Mendell, M.D., Director of the Center for Gene Therapy in 
the Research Institute at Nationwide Children’s Hospital and his 
fellow researchers received the Annals of Neurology prize for 
outstanding contribution to clinical neuroscience for their 
publication: 

Ann. Neurol. 2010, 
68(5): 629-38 



 The vector used in this protocol, OBA Protocol #815, 
was an adeno-associated virus with a muscle specific 
promoter and was administered into the extensor 
digitorum brevis muscle. 
 

 Dr. Mendell has received an NIH grant to test regional 
vascular delivery to the lower limbs.   
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