—— Mass General Brigham

11} Mass General Cancer Center

=)

\

MAPK Pathway Mutations Emerge in Mutant-IDH1 Inhibitor—Resistant Cholangiocarcinoma and

Attenuate the Interferon Response

Jinkai Wan®* MGH, Hatice Duygu Saatcioglu®* Servier, Haley Ellis* MGH, Elia Aguado-Fraile Agios, Qin Xu MGH, Hiroshi Kondo MGH, Robert Manguso Broad, llaria Gritti MGH, Bryanna Norden
MGH, Carolina Noble MGH, Ryan Corcoran MGH, Adriana Tron# Servier, Nabeel Bardeesy# MGH

Background Results Results
* Ivosidenib (IVO) is a first-in-class oral inhibitor of the isocitrate dehydrogenase 1 (IDH1) Figure 1. ctDNA analysis reveals emergent MAPK and IDH1/2 mutations during ivosidenib resistance Figure 3. Clinically observed acquired IDH1/2 mutations drive ivosidenib resistance in a mouse model
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Figure 1. ctDNA analysis reveals emergent MAPK and IDH1/2 mutations during ivosidenib resistance Figure 2. KRAS activation blunts response to ivosidenib plus IFN-y in mIDH1 ICC cells.
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