Pan-RAS IMM-1-104 Activity in Humanized 3D Tumor Models is Independent of Specific Amino Acid Substitution
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Introduction

IMM-1-104, a novel dual-MEK inhibitor, is under clinical investigation for use in patients with advanced,

Figure 2. Mutation Profiles Across Indications in GENIE (v13.0) Patient Database®
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Table 2. Humanized 3D-TGA Response: Tumor Tissue and RAS Mutation Status
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Figure 3: Representative Subset of IMM-1-104 Dose Responses (132 3D-TGAS)
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Cell lines tested in 3D-TGA were assigned response of sensitive (IC50 < 1TuM), intermediate (IC50 > 1 and >25% reduction at 10uM), and resistant otherwise (3D-TGA).

intermediate) or non-responsive (i.e., resistant) to IMM-1-104. The distribution of responses was then

assessed across RAS paralogs, mutation position and specific amino acid substitutions.
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KRAS G12C lines, 6 showed intermediate response, 1 showed resistance, and 1 showed sensitivity.
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Examining these distributions together, no significant statistical relationship was seen between the Fisher's exact p-value 0.0004

Fisher's exact p-value 0.0430

Subset (N = 107) of 132 models, where ‘RAS Mutant’ includes H/N/K isoforms; ‘MAPK Normal’ additionally excludes models with BRAF (class I/ll) & GNAQ/GNA11 mutations
‘Patient-aligned Tumor Models’ represent models where mutational profile mapped to most frequent 95% of GENIE v13.0 patients of the same indication

amino acid substitution and response categories by Fisher’s exact test (p-value = 0.434).
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