The mechanistic basis of both deep and durable antitumor activity by combinatorial inhibition of MAT2A and PRMT5S in MTAP--tumors
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Fig 5. IDE397 in combination with clinical PRMT5iM™ inhibitors is well Fig 8. Combination therapy intercepts monotherapy acquired resistance
tolerated and delivers deep and durable MTAP/-tumor regressions mechanisms to deliver durable tumor regressions
MTAP is frequently deleted in cancer, causing loss of 1-carbon salvage and the accumulation of the metabolite MTA. o _ _ o o o _
A The combination of PRMT5iM™ and IDE397 produces deep and sustained regression in the NSCLC CDX model A PRMT5 and MAT2A modulation is maintained in tumors that become refractory to monotherapy
MTAP-/-tumors require sufficient MAT2A activity to support the methionine cycle and to ameliorate direct inhibition NCI-H838, regardless of PRMT5iM™ chemotype used PRMT5iMT™ or IDE397 in the NSCLC CDX model NCI-H838
of the essential methyltransferase, PRMT5, by MTA; nominating MAT2A inhibition as a therapeutic opportunity.
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complex and display compound-specific cooperativity profiles

By inference: unique mechanistic effects of IDE397 combine with sustained PRMTS5 inactivation to deliver
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