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TYRA-300 demonstrates significant increases in bone length and foramen magnum area
in a mouse model of FGFR3-related skeletal dysplasia
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BACKGROUND

Achondroplasia (ACH) is the most common human skeletal dysplasia and cause of disproportionate short stature, affecting ~1 in 25,000 births. Infants with ACH can face serious complications
related to critical foramen magnum stenosis leading to cervicomedullary compression and requiring surgical intervention?. A specific mutation in FGFR3, G380R, causes approximately 99% of

pediatric ACH!34°. FGFR3 is expressed in growth plate chondrocytes and osteoblasts where it functions to regulate endochondral bone formation®. The G380R mutation, as well as other mutations,
results in increased FGFR3 activity, which impairs chondrogenesis in the growth plate, disturbing long bone elongation®.

TREATMENT

There is currently only one approved treatment option for ACH. Vosoritide, a C-naturetic peptide analogue, acting exclusively on the MAP kinase pathway, was approved in 2021 as a daily injection
to increase annual growth velocity in children with open growth plates. To provide an orally bioavailable therapy that acts specifically on the bone development pathway, infigratinib, a pan-
FGFR1/2/3 inhibitor, was investigated in an Fgfr3Y3¢7C/* mouse model®” and is currently in clinical trials for ACH. TYRA-300 is an oral, highly selective FGFR3 inhibitor currently undergoing a Phasel
clinical trial, SURF301 (Study in Untreated and Resistant FEGFR3+ Advanced Solid Tumors), which may provide a favorable therapeutic window with respect to anticipated toxicities compared to pan-
FGFR inhibitors based on its specificity profile. To assess the potential of TYRA-300 pre-clinically, we used a mouse model recapitulating most of the hallmarks of ACH. This Fg¢fr3¥367C/+ driven mouse
model is characterized by a disproportionate short stature and a growth deficit affecting both endochondral and membranous ossification®”8%10,

RESULTS

TYRA-300 increased bone growth in the Fgfr3¥367C/* mouse model of FGFR3-related skeletal dysplasia
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TYRA-300 increased bone length of the appendicular skeleton in the F¢fr3Y3¢“/* mouse model. Improvements in the foramen magnum area
and synchondroses were observed with TYRA-300. Histological staining indicated that TYRA-300 restored the architecture of the growth
plate by improving proliferation and differentiation of chondrocytes. The length and architecture of the lumbar vertebrae improved after

treatment with TYRA-300. The FDA granted TYRA-300 Orphan Drug Designation for the treatment of ACH. Using the data from SURF-
301 and additional preclinical data, TYRA expects to submit an IND in 2024 to initiate a Phase 2 clinical study in pediatric achondroplasia.
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