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The Reversible and Selective FGFR2/3 inhibitor CGT4859 has Superior Target Coverage of 
Resistance Mutations Missed by Leading FGFR Inhibitors 
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•The family of fibroblast growth factor receptors (FGFRs) consists of four transmembrane receptor 
tyrosine kinases, FGFR1-FGFR41  

•FGFR2/3 alterations account for 4.1% of all cancers2

•Approved pan-FGFR inhibitors show on-target , dose-limiting toxicities with >75% of patients 
experiencing FGFR1-mediated hyperphosphatemia3-8

CGT4859 is an FGFR2/3 inhibitor that addresses an unmet medical need 
in the FGFR inhibitor class
• CGT4859 spares FGFR1 to avoid hyperphosphatemia-related dose modifications
• CGT4859 retains potency on clinically relevant FGFR2 and FGFR3 acquired resistance 

mutations
• CGT4859 has robust efficacy at tolerated exposures in nonclinical models

•CGT4859 was profiled at a concentration of 
10x the FGFR2 IC50 value against a panel of 
400+ kinases at 1mM ATP conducted by 
Assay Quant

•Only FGFR2, FGFR3, and ROS showed ≥ 50% 
inhibition

•Upon follow up the IC50 for ROS1 was 6-fold 
higher than that for FGFR2
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Activating and Resistance Mutations in FGFR2-Driven Cholangiocarcinoma

Activating and Resistance Mutations in FGFR3-Driven Urothelial Cancer

Figure 1 | Prevalence of FGFR2 Primary and Resistance Mutations 

Figure 2 | Prevalence of FGFR3 Primary and Resistance Mutations

Figure 3 | Selective Kinase Inhibition Profile of CGT4859

•CGT4859 retains potency against primary mutations as well as acquired resistance mutations in 
FGFR2 and FGFR3 including the gatekeeper and molecular brake mutations – key clinical 
vulnerabilities of other FGFR inhibitors

•Patients can develop multiple FGFR2 or FGFR3 mutations, CGT4859 retains potency against 
theoretical in cis FGFR2 double mutants in biochemical assays

Figure 4 | CGT4859 Maintains Potent Inhibition Against Mutations in Biochemical and Cellular Assays for FGFR2/3 Figure 6 | CGT4859 Inhibits Tumor Growth in FGFR2 and FGFR3 Altered TGI Models
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Clinically relevant mutations were tested in biochemical or cellular assays and heatmaps show fold change of IC50 values over FGFR2 WT or FGFR3 WT. A. 
FGFR1, FGFR2, or FGFR3 phosphorylation was measured by HTRF in biochemical assays. B. FGFR1 or FGFR2 phosphorylation was measured by HTRF in KG-1 
cells or KATOIII cells, respectively,  for WT. Mutations were generated in a HEK293 system and  FGFR2 or FGFR3 phosphorylation was measured by ELISA. 
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Figure 5 | CGT4859 Shows Robust In Vivo Activity in Both FGFR2 
and FGFR3 PD Models

•Pharmacokinetic and 
pharmacodynamic relationships were 
assessed in AN3 CA (FGFR2-N549K) 
and RT112/84 (FGFR3-TACC3 fusion) 
xenograft models 

•Inhibition of ERK phosphorylation and 
total plasma concentration results 
were compiled to generate in vivo 
EC50 values

•Consistent with in vitro results, 
FGFR2 and FGFR3 EC50 values were 
similar

Tumor volume is expressed as mean ± sem in mm3 

A. B. C.

•Tumor growth inhibition was assessed in xenograft models with FGFR2/3 alterations including 
FGFR2-N549K mutation, FGFR3-TACC3 fusion, and FGFR2 amplification. CGT4859 was orally 
administered either BID or QD for 14-21 days in tumors staged  to ~200 mm3. 

•CGT4859 demonstrated complete tumor regression at a dose of 2.5 mg/kg BID with durable tumor 
response in the AN3CA TGI model, where animals were treated for 14 days and subsequently 
monitored for outgrowth (Panel A).

•Maximal activity was observed across all models at ≥2.5 mg/kg QD or BID and there were no drug-
related deaths or early terminations.

ERK phosphorylation was measured by Western Blot and shown as percent of control (POC).

BACKGROUND

RESULTS

RESULTS, continued

CONCLUSIONS

A multicenter Phase 1/2 trial 
of CGT4859 has been initiated 
in the United States and will 
enroll patients with 
intrahepatic 
cholangiocarcinoma or other 
advanced solid tumors 
harboring FGFR2 and/or 
FGFR3 genetic alterations 
(NCT06777316)

of patients on FGFR inhibitors for FGFR2-
driven cholangiocarcinoma develop resistance 
mutations in FGFR29-14

of patients on FGFR inhibitors for FGFR3-
driven urothelial cancers develop resistance 
mutations in FGFR3 kinase domain 
mutations15

Approved FGFR inhibitors and those in 
development show reduced potency 
against key resistance mutations
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