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A Multicenter, Phase 2, Dose-Escalation/Dose-Expansion Study of Dabogratinib (Formerly TYRA-300)
in Children With Achondroplasia With Open Growth Plates: BEACH301

Klane White,* Ricki S. Carroll,? Michael Stalvey,® Carl Decker,® Andrew Barrett,® Will Charlton,* Ravi Savarirayan

BACKGROUND Figure 2. Study Design of BEACH301

L . . . Cohorts 1 and 2*
 Achondroplasia is the most common form of heritable skeletal dysplasia, affecting

approximately 250,000 people worldwidel?

N=* DOSE (mg/kg) ;
» Achondroplasia is caused by a gain of function mutation in the FGFR3 gene (most —— mO)Q ? 1|2 B EAB H
. L . i I I
commonly G380R) leading to overactivation of FGFR3 signaling Sentinel Safety Cohort 6 0.50 _ S I E LI S

« Aberrant FGFR3 signaling inhibits chondrocyte proliferation and differentiation, ACH age 5-10

resulting In Impaired endochondral ossification and abnormal skeletal . _—
g P N6 run-in 6 0.375

development (Figure 1)#°>

» Individuals with achondroplasia can experience lifelong morbidity, with early-life - 6 0.25 _—
N> DOS!

complications including foramen magnum stenosis, recurrent otitis media, Z E (mg/kg)

months on treatment

CANADA

sleep-disordered breathing, and ongoing impact across childhood and adulthood /3 0 50 6 0125 —
iIncluding obesity, skeletal complications, chronic pain, surgeries, and effects on | | » loronto
function and psychosocial well-being!*¢/ v 35 0.375 « Edmonton
» Inhibiting FGFR3 may benefit children with achondroplasia. Approved CNP v/ 3 0.25 *Cohort 1 (6-mo run-in) *Cohort 2 (6-mo run-in) « Ottowa
analogs indirectly modulate this pathway,>®® while pan-FGFR inhibition has Treatment Nailve; Received prior growth-accelerating
demonstrated encouraging safety and efficacy, supporting direct FGFR inhibition'® /3 0.125
' ACH age 3-10 therapy;, ACH age 3-10
- D.abogratlnlb. >l Oral' Figure 1 Aberra Nt FGFR3 S|g naling v Indicates that the dose level has been cleared by an independent Data Safety Monitoring Committee.*Dose decisions based on 6 participants. Additional participants may be assigned at discretion of Sponsor.
qIghly SeleCtIVG FGFR3 . A h d l. . Schematic representation of the study design, illustrating cohort structure and weight-based dabogratinib dosing. AUSTRALIA
inhibitor designed to directly In Achondropiasia
target the underlying driver Participant Criteria®?
of achondroplasia while GERMLINE FGFR3 FGFR3 « Westmead
minimizing off-target effects™ ALTERATIONS Key Inclusion Criteria Key Exclusion Criteria UNITED STATES | » Parkville

— By avoiding the toxicities |

assoclated with inhibition of G380R CFGF « Children aged 3 to 10 years of age « Presence or history of any concurrent disease or condition » Torrance, CA » St. Louis, MO

FGFR1, FGFR2, and FGFRA4, . S - that would interfere with study participation, safety e Aurora CO « Nashville. TN

- . e Molecularly confirmed achondroplasia with FGFR3 G380R mutation , :

dabogratinib may provide RRRRRRRRARRARR ol RRRRRRRRARRRARARR | y. | P S evaluations, or any uncontrolled or untreated condition that Wilmington DE Dallas. TX

greater efficacy with a larger vivivivivvvviviviviviviviv) (Vi1 mvivVVIVIVivivivivivivivivY » Radiographically confirmed open growth plates by bone age X-ray could impact pediatric growth s EmMIngIon. e EUROPE

;k;e;aip;i?gfmwslgldei\é\i/vtehan . O} GRN o * Ability to stand and ambulate independently » Endocrine condition that alters calcium/phosphate * Baltimore, MD * Madison, WI

- : ver-acCllvale : . : :
FGER inhibitors®? CNP inhibits some olc FGFR3 signaling « Sentinel Safety Cohort only: aged 5 to 10 years old (inclusive) homeostasis » Chevy Chase, MD * Houston, TX » Vitoria, Spain
j 1 hond L . .

~ Dabogratinib is being evaluated E;‘,t?gﬁgé e ;foﬁe‘;aﬁgnﬂ?bcgfel) o Cohort 1 only: aged 3 to 10 years old (inclusive) and are naive to * Prior l!mb lengthen!ng surgery or planned Or gxpected to » Columbia, MO

.n Children Wlth achondroplasia prior grOWth_accelerating therapy have |.|mb lengtheﬂlﬂg Surgery Wh|le eﬂI’Olled 18 the StUdy

in the phase 2 BEACH301 study  Gain-of-function FGFR3 mutations (eg, G380R) lead to overactivation . Cohort 2 only: aged 3 to 10 years old (inclusive) and have received « History or current evidence of corneal or retinal disorder/ ol e g e o une s 20

of FGFR3 signaling (via an increase in steady-state levels of receptor),*
(NCTO6842355)13 inhibiting ch%ndro%;fte proliferation and Ji[mpaﬁrintgtendochondral bg:we z;rowth. prior grcwth—accelerating thera PY keratOpathy
« Ability to take oral medication * Presence of guided growth hardware (eg, 8 plates). Planned
or anticipated orthopedic surgeries

METHODS
Study Endpoints?s

« BEACH301 (NCT06842355) is a phase 2, multicenter, open-label, dose-escalation/ Abbreviations Author Affiliations

ACH, achondroplasia; AE, adverse event; AGV, annualized growth velocity; AUC area under the curve 1. Children’s Hospital Colorado, Denver, CO; 2. Nemours Children’s Hospital, Wilmington, DE; 3. Tyra Biosciences, Inc.,

dose—expa nsion StUdy to evaluate the Safety, tolerability, and potentially effective Prima ry End p0| Nnts Secondary End po| Nnts from time zero to the last measurable concentration; AUC,_, area under the curve from time zero to tau; Carlsbad, CA; 4. Work completed while an employee of Tyra Biosciences, Inc., Carlsbad, CA; 5. Murdoch Children’s
. : : : : AUC,_, area under the curve from time zero to infinity; CL/F, apparent clearance; C__ . maximum plasma Research Institute, Royal Children’s Hospital, Melbourne, VIC, Australia.
dose(s) of oral dabogratinib QD in children aged 3 to 10 years with achondroplasia concentration; CNP, C-type natriuretic peptide; FGFR, fibroblast growth factor receptor: Hx, history; mo,
' 13 _ _ _ _ month; QD, once daily; t,, half-life; T __ . time to maximum concentration; Vd/F, apparent volume
with open growth plates * Incidence of treatment-emergent AEs « Change from baseline in height z-score of distribution. Acknowledgments
iNnith i Tay ' _ _ _ _ , _ _ _ _ _ _ The authors would like to thank the patients, caregivers, and the BEACH301 investigators and study personnel at study sites.
» Dabogratinib is administered at weight-based dose levels (0.125-0.50 mg/kg), » Change from baseline in AGV « Comparison of single- and multiple-dose sparse pharmacokinetic parameters, including Medical writing assistance was provided by Federica Rinaldi, PhD, of MEDISTRAVA (Yardley).
with dose escalation per prOtOCOl-deﬁﬂed criteria but not limited to C T AUC AUC AUC Vd/E CL/FE and t References This study is funded by Tyra Biosciences.
' fudv UG 2 Cort (F 2) max’  max’ 0-last’ Tau’ 0-oo ' ' Y2 1. Pauli RM. Orphanet J Rare Dis. 2019;14(1):1. 2. Ornitz DM and Legeai-Mallet L. Dev Dyn. 2017;246(4):
© hestudy inctudes > cOnorts trigure » Change from baseline in anthropometric measurements, including but not limited to Mo o ol B 2000 300 16 5 e o T e Sponsor Contact Information
— Sentinel Safety Cohort Sta nding he|ght, S|tt|ng he|ght, upper arm length, lower arm le "]gth, tibial leﬂgth, femur presentation. December 2025. 6. Hoover-Fong J, et al. Pediatrics. 2020;145(6):e20201010. 7. Hecht JT, TyraClinicalTrials@tyra.bio | Tyra Biosciences, Inc. | Carlsbad, CA, USA
: : : : et al. Am J Med Genet. 1989;32(4):528-535. 8. Savarirayan R, et al. Lancet. 2020;396(10252):684-692.
~ Coh 1- T o length, arm sSpan prOpOrtlonallty (arm SPa n/helght ratio), and L PPEr Seg ment/lower 9. Savarirayan R, et al. JAMA Pediatr. 2026;180(1):18-25. 10. Savarirayan R, et al. N Engl J Med. 2025;392(9): Presented at ENDO 2026: June 13-16, 2026; Chicago, IL, USA
ohort 1. freatment-naive seament ratio with daboaratinib 865-874. 11. Starrett JH, et al. Mol Cancer Ther. 2026;25(3):408-415. 12. Hudkins RL, et al. J Med Chem.
_ _ _ 9 9 2024,67(18):16737-16756. 13. National Library of Medicine. NCT06842355. Accessed March 26, 2026. Content of thi tor ahted by Tvra Biosci Ine. Permission | red f
— Cohort 2: Received orior growth-acceleratlng therapy https.//clinicaltrials.gov/study/NCT06842355. ontent of this poster is copyrighted by Tyra Biosciences, Inc. Permission is required for reuse.



