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• novel cancer therapies, strategies targeting p53
– replace: gene therapy
– repair using small molecules:

• STI571, example of recent success
• building a “molecular prosthesis” for p53

– target by p53 absence: 
• defective adenoviruses (ONYX-015)
• triggering death using adeno-associated viruses
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gene therapy: intratumoral injection of recombinant 
adenovirus (replication deficient) expressing wt p53

problem with strategy: targeting, especially metastasis
 

using of small molecules to 
inhibit, even repair, proteins

• advanges:
– production, delivery, stability, history

• example: inhibiting “gain of function”
– the Philadelphia chromosome and STI571

 



Alberts, et al.,  Molecular Biology of the Cell, 2nd ed. p 1190

Philadelphia chromosome (observed in chronic myeloid leukemia- CML)

ABL

BCR

BCR-ABL

- predisposing factors

- translocation mechanism

- result

- evidence for significance

 

New England Journal of Medicine, 4-5-01

WBC count in 6 human patients following STI571 therapy

 



New England Journal of Medicine, 4-5-01

 



New England Journal of Medicine, 4-5-01

model for STI (signal transduction inhibitor) 571

 
 

New England Journal of Medicine, 4-5-01

MRI

PET

STI571 in one patient with “gain of 
function” c-kit defect (not Bcr-Abl)

 



small molecule therapy for p53 defects: not inhibit 
“gain of function”, but repair “loss of function”

- common p53 defects

 

targeting absence of p53 function

ONYX-015 (defective adenovirus) strategy
- controversy, and problems (neut Abs)

 



targeting absence of p53 function

adenoassociated virus

- low immunogenicity

- ssDNA

- “damage response”

- results

 


