TYRA-300 pharmacokinetic and pharmacodynamic analysis

in SURF301 demonstrates PD activity and selectivity over FGFR1
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BACKGROUND METHODS

Activating FGFRJ gene alterations are present Additionally, loss of activity to current Eligible adults with advanced malignancies were performed on available plasma samples
in up to 20% of advanced/metastatic oeneration FGER inhibitors has been with/without FGFR3 alterations received oral collected at Baseline, C1D15 and C2D1.
urothelial cancers (mUC). While FGFR+ demonstrated in the clinic due to development TYRA-300 in continuous 28-day cycles. Dose Changes in plasma proteins were determined
mUC is responsive to treatment with FGFR of on-target resistance mutations (e.g., FGFR3 escalation (10mg -120mg QD) allowed any using the Olink® platform (Waltham, MA).
inhibitors, the lack of FGFR isoform V555M/1 gatekeeper). TYRA-300 was designed FGF/FGFR pathway alteration. Dose On treatment Olink® data was compared to
specificity in current pan-FGFR inhibitors to be more sclective for FGER3 as well as target efpaﬂéiorl (f;(;—%mg QD) rchl}iréd FSZRi ?Sgeliﬁe Wgh a paired T-Tesg using ﬂ; 6(f)-P
leads to on-target FGFR1/2/4 toxicity. In FGFR3 gatekeeper mutations.” TYRA-300 is in alterations. The current analysis include mg QD participants and a cut-off o

. . development for the treatment of FGFR3 gene patients from the QD cohorts. Steady-state PIK < 0.01 and an absolute fold-change of 1.5.
particular, hyperphosphatemia (FGFR1 , o . . . .
inhibition), ocular toxicities (FGFR2 alteration positive mUC and other solid tumors was assessed at C1D15. Phosphate levels were Changes in ctDNA fraction were assessed in
%n 1 1 .O >, OCH N T (SURF301 - NCT05544552). assessed as part of laboratory chemistries. PD a subset of patients with available ctDNA
inhibition), stomatitis (FGFR2 inhibition), and and ctDNA analysis samples (n=19) using a custom deep targeted

skin and nail toxicity (FGFR2 inhibition). sequencing approach.?

Selectivity observed for TYRA-300 vs. approved FGFR inhibitors: in vitro Ba/F3 Cellular IC, Comparative selectivity of approved FGFR
inhibitors vs FGFR3
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