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Dr. Douglas Ball, endocrinologist (Johns Hopkins) Current status of targeted molecular therapies:...notes contributed by 

Bill Prentice ... Typical Sites of MTC disease: Neck Mediastinum Bones Liver Lungs At What level of progression do I seek 

intervention? Much info needed for this decision: Understand current state of disease. Understand growth rate and 

burden. Understand risk of non-treatment Understand limits of scanning technology Define the symptoms being 

experienced Understand the effectiveness and toxicity of options available. Kinase inhibitors What are kinase inhibitors 

and what do they do. They are drugs that compete with ATP, the energy source of kinases. They effectively replace a 

'good battery' with a 'dead battery' making the kinase non-functional. Kinases are part of the signaling pathways within 

cells that cause them to find a blood supply, grow, and multiply. kinase inhibitors attempt to stop these actions in the 

MTC cells. There are a number of important communication pathways that can be disrupted: RET, RAS, MEF, VEG-F are 

all signal pathways that tell the cell to do one or more of these things. Drugs that interrupt these pathways are 

potentially beneficial, if the drug can be targeted to just MTC cells. Can we limit RET exclusively? There are so many 

kinases, and they are very similar, that the current agents 'fit' more than one. This causes unwanted side effects. 

Multikinase inhibitors (those that target more than one kinase) are considered 'dirty' or 'too promiscuous' in that they 

are not discrete in blocking just one kinase. The research goal is to get a set of kinase inhibitors that only address one 

kindle each, and then to prescribe the appropriate kinase inhibitors for the disease based on specific mutations. These 

would be clean, non- overlapping therapies. (Note: there was a lot of overlap between this presentation and Dr. Hu's. I 

will capture new info from here on down). Ponatinib trial is underway, first patient enrolled. Drug looks promising. 

Understanding resistance to kinase inhibitors: Clinical evidence - varied patterns of resistance are being documented 

Often one body site will begin progressing while other areas are stable In the lab, Researchers are culturing cells in 

vandetanib and they do show some resistance to drug, requiring up to 4x as much vandetanib to kill the cell. How do 

patients stay up to date: ThyCa site Cancer.gov Get an endo and an oncologist that can work together - consider a 

comprehensive cancer center 
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