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Figure 2. TRIM7 expression in TCGA. (A) TRIM7 is highly expressed in many cancers (including lung, pancreatic, and colorectal cancers) and
is enriched in the tumor as compared to normal adjacent tissue. (B) In many cancers, TRIM7 expression is significantly higher in patients with
mutations in the RTK-KRAS pathway. 01 ! T T T 1 o : ’ T T i
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addition, TRIM7 inhibition reduced ubiquitination of MAVS, resulting in MAVS accumulation, and transcriptional
changes in interferon responsiveness genes. In vivo, KT-300 monotherapy delayed the growth of aggressive
CT26/AR tumors (KRASG'2D) and KRAS mutant human NSCLC and CRC tumor xenografts. TRIM7 over-
expression in NCI-H1299 lung cancer cells resulted in the downregulation of previously defined ‘good’ interferon
stimulatory genes (ISGs), including IDO1, IFIT2, and ISG20, and upregulation of ‘bad’ ISGs, including STAT1,
CXCL1, and OAS3. TRIM7 inhibition reversed these transcriptional patterns and downregulated genes
associated with KRAS pathway activation, including RACO-1(RNF187), MAP2K2, and RASA1.
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Figure 1. Identification of TRIM7. (A) Mice bearing CT26 CRC KRASS'2° tumors were conditioned to develop ' PC///,/—] and reversed the expression of genes

acquired resistance to CPI therapy. (B) Through a series of in vitro and in vivo transcriptomic studies using CT26- RIMT Exorosel associated with KRAS signaling and the AR _
AR cells and tumors, TRIM7 was identified as a potential driver of the AR phenotype (Memon D, Fromm G, pression phenotype. Contact: gfromm@kayaktherapeutics.com
Hellmann MD. 2024. Cancer Cell).

« KT-300 is expected to enter IND-enabling activities in 2026
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