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ABSTRACT RESULTS

FGFR2 fusions, amplifications, and mutations are oncogenic drivers that occur across multiple tumor In vivo, RLY-4008 demonstrates dose-dependent FGFR2 inhibition and induces regression in multiple f , ,
types. Clinical efficacy observed with pan-FGFR inhibitors has validated the driver status of FGFR2 in human xenograft tumor models, including FGFR2 fusion-positive ICC, gastric, and lung cancers, . . . o . . . - . . - - - - - -
FGFR2 fusion-positive intrahepatic cholangiocarcinoma (ICC); however, FGFR1-mediated toxicities FGFR2-amplified gastric cancer, and FGFR2-mutant endometrial cancer. Strikingly, RLY-4008 induces Flgure 3. RLY-4008 is a novel precision therapy thatis hlghly selective for FGFR2. Flgure 5. RLY-4008 spares FGFR1 in vivo. Flgure 7. First-in-human StUdy of RLY-4008 in patlents with ICC and other
(hyper.phos!oh.atemia, ’Fissue mineralizatign) .ar.md the emergence of on-target FGFR2 resistance regression in an FGFR2 fusion-positive ICC model harboring the FGFR2V>*>" gatekeeper mutation and advanced SOIid tumors (NCT04526106).
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— B 400 A, Heat map displaying fold-change in potency (ICs;) for the indicated inhibitors against FGFR2 WT and the indicated FGFR2 mutant. Numbering of mutant residues refers to the FGFR2 lllb isoform. Fold-change of 1 indicates equivalent potency on FGFR2 WT and the indicated FGFR2 mutant. B, Antitumor activity of RLY-4008 and L ) ) ) ) ) )
“ “ “ = 100 - & _ pan-FGFR inhibitors in the ICC13-7-FGFR2"°%*f xenograft model (n=8/group). Data are mean + SEM. C, Waterfall plot of tumors in (B) on day 28. D and E, Tumor volume (D) and body weight (E) from the study shown in (B). Following 28 days of treatment on the indicated inhibitors, animals were changed to treatment with RLY-4008 Editorial and graphics support was provided by Bio Connections (Vaniam Group LLC) and funded by Relay Therapeutics.
g = -@- Vehicle 10 mpk once daily. Data are mean + SEM. F, Antitumor activity of RLY-4008 and pan-FGFR inhibitors the AN3CA (FGFR2"31/N>43K) yenograft model (n=7/group). Data are mean + SEM. G, RLY-4008 overcomes acquired resistance to pemigatinib in vivo. Antitumor activity of pemigatinib followed by RLY-4008 in an FGFR2-TTC28 ICC
| | | | | | | | | | o = 200 PDX model. Animals were dosed with pemigatinib for 40 days followed by treatment with RLY-4008 from days 42-98. Each line represents one animal. The boxed legend corresponds to Panels B-E. PDX, patient-derived xenograft; SEM, standard error of the mean; WT, wild type.
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