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DISCLOSURES



3

WHERE DOES GIST START?

•Stomach (60%).
•Small intestine (30%).
•Rectum (3%).
•Colon (1–2%).
•Esophagus (<1%).
•Omentum/mesentery (rare).
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GIST CATEGORIES

Resectable

Eilber

Unresectable

Chemotherapy
(<5% RR)

Radiation 
Therapy
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AJCC
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GIST MUTATIONS

Y. Blay Discovery Medicine
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mutation

WHAT DOES IT MEAN TO HAVE A MUTATION?
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147 
Patients

400mg

600mg 
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What is the right dose of Gleevec?

§ 1640 pts with advanced GIST



Response by Mutational Status



Response by Genotype



How	does	Gleevec compare	to	
Chemotherapy?



Adjuvant Treatment = After Surgery
How Long?

396 
Patients

1 year 
(198 pts)

3 years 
(198 pts) 

JAMA. 2012;307(12):1265-1272.



JAMA. 2012;307(12):1265-1272

§ 2/1/2012
§ FDA Grants Expanded 

Approval of Gleevec for 36 
months in adjuvant setting



Resistance to Imatinib
• 5% primary resistance
• 14% have early resistance
• Secondary /acquired resistance 

• Median of 2 years



KIT and PDGFRA mutations and correlation to protein structure

Pierotti, M. A. et al. (2011) Targeted therapy in GIST: in silico modeling for prediction of resistance
Nat. Rev. Clin. Oncol. doi:10.1038/nrclinonc.2011.3



312
Patients

207 Sutent

105 
Placebo 

§ Failed Gleevec
§ Intolerant of 

Gleevec



Response to Sutent



Response to Sutent
Response Sutent Placebo

Partial Response 7% 0%

Stable 58% 48%

Progressed 19% 37%



After Failing Gleevec, Sutent

199
Patients

133 
Regorafenib

66 Placebo 



Response to Regorafenib=Stivarga





What about patients who started on placebo and 
switched to regorafenib ?
• Median PFS: 5.0 months
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4 month PFS
45% vs. 17%

MEDIAN PFS
3.4 vs. 2.3 
mo 
(HR: 0.59, 
p=0.03)
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THANK YOU!


