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BACKGROUND

Activating FGFR3 gene
alterations have been identified
in up to 20% of metastatic
urothelial cancers (MUC)*.
Currently available FGFR
inhibitors in mUC lack isoform
specificity for FGFR3, which can
lead to off-target toxicities
driven by FGFR1

TYRA-300 has been designed to
be more selective for FGFR3
over FGFR1/2/4 to minimize
off-target toxicity and to avoid
interactions with known FGFR3
gatekeeper mutations. TYRA-
300 is in development for the
treatment of FGFR3+ mUC and
other advanced solid tumors.
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KEY INCLUSION

PHASE 1 (PARTS A AND B)
* Adults > 18 years old.
* ECOG performance status 0-1
+ Solid tumor with focus on mUC (Part B)

« Evaluable/measurable disease per RECIST v1.1.

» Documented FGFR3 mutation/fusion (Part B).
* Any # of prior therapies, including FGFRi
« Adequate organ and bone marrow function

PHASE 2

+ Adults > 18 years old.

« ECOG performance status of 0-2.

+ Measurable disease per RECIST v1.1.

+ Histologically confirmed mUC

+ Adequate organ and bone marrow function

« Any number of prior therapies

« Prior FGFRi treatment with documented
FGFR3 gatekeeper mutation (Cohort 1 only)

KEY EXCLUSION

+ Serum phosphate > ULN at screening

+ Ocular conditions that may increase risk of
developing ocular toxicity

* History of or current uncontrolled
cardiovascular disease

« Brain metastasis that is active and/or
symptomatic or untreated

+ Gl disorder that may affect
administration/absorption of TYRA-300.

+ Females who are pregnant, breastfeeding,
or plan to become pregnant, or males who
plan to conceive a child while enrolled
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OBJECTIVES

PRIMARY

« Determine optimal dose, MTD, and
RP2D(s) (Phase 1)

« Evaluate preliminary anti-tumor
activity (Phase 2)

ENDPOINTS

* Incidence of DLTs/AEs
« Overall response rate (ORR)

SECONDARY
« Assess safety and tolerability « Changes in labs, ECG, VS, PE
(Phase 1&2) * PK parameters

« Characterize pharmacokinetic
profile (Phase 1)

+ DOR, DCR>12 weeks, TTR (Phase 1 Part B,
Phase 2) and PFS (Phase 2)

EXPLORATORY
« Identify potential biomarkers + ctDNA, serum proteomics, exosomes
(Phase 1 & 2) - OS

« Estimate overall survival (Phase 2)

TYRA-300
FGFR3 specific inhibitor

CRYSTALLOGRAPHY

Lack of isoform specificity by currently
available FGFR inhibitors limits dosing and
treatment duration. Through a series of high-
resolution crystal structures using Tyra
Biosciences’ SNAP platform, TYRA-300 was
designed to selectively target FGFR3®.
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