
Veh
icl

e

AZD45
47

TYRA-2
00

0.0

0.5

1.0

1.5

R
el

at
iv

e 
E

xp
re

ss
io

n

DUSP6

TYRA-200: Potent Against FGFR2 Fusions, 
Molecular Brake Mutations and Gatekeeper 
Resistance
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TYRA-200 is currently under development for FGFR2-
altered advanced solid tumors, including ICC. Importantly, 
these data demonstrate that TYRA-200 retains potency 
across multiple resistance mutations which may emerge 
during current FGFR therapies, including gatekeeper and 
molecular brake mutations. 
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Approved pan-FGFR 
(fibroblast growth factor 
receptor) inhibitors 
(pemigatinib, infigratinib, 
and futibatinib) have 
demonstrated a clinical 
benefit in metastatic FGFR2-
fusion or rearranged 
intrahepatic 
cholangiocarcinoma (ICC)1, 2, 

3. However, inhibition of 
emerging polyclonal on-
target acquired resistance 
mutations remains a critical 
unmet need4, 5, 6. 

TYRA-200 is an FGFR1/2/3 
inhibitor that was designed 
to specifically address these 
clinically observed acquired 
resistance mutations within 
the kinase domain of FGFR2. 
A significant therapeutic 
benefit may be achieved from 
this precision approach for 
FGFR2-driven cancers. 

TYRA-200 maintains potency against molecular brake and 
gatekeeper mutants in enzymatic assays.

TYRA-200 maintains potency against FGFR2 amplifications and 
molecular brake mutations in cellular assays while inhibiting 
FGFR2 mediated signaling.

TYRA-200
FGFR2 

selectivity

FGFR2 0.47 1.0x

FGFR3 0.66 1.4x

FGFR1 1.8 3.8x

FGFR4 30.5 65x

GSK3α 35.6 76x

KINOMEscan shows TYRA-200 is highly selectivity for 
FGFR1/2/3 and spares FGFR4

SNU-16 cells were treated with 
vehicle, AZD4547 (100nM), or 
TYRA-200 (100nM) for 24-hours. 
Cells were collected for RNA 
sequencing analysis (heatmap) 
and confirmatory qRT-PCR 
analysis (plots).

futibatinib infigratinib pemigatinib RLY-4008 TYRA-200

Cellular Viability Assays IC50 (nM)

1 3 2 149 4 KG-1
6 34 72 14 14 AN3CA
4 9 8 8 6 SNU-16
12 10 4 7 7 KATO-III
41 15 13 422 16 RT112/84
6 9 15 290 5 UM-UC-14
28 247 129 >3,000 284 MDA-MB-453
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Mice were inoculated with either Ba/F3 FGFR2V565F  (left) or AN3CA (middle & right) cells, then dosed orally 
with vehicle, TYRA-200, or futibatinib.

Cells were plated and allowed to settle overnight (~60%-70% confluent) before the addition of vehicle or 
annotated compound at 50nM for 2 hours. All protein detection was completed via capillary electrophoresis via 
Simple Western Jess. 

Cell viability was assessed by Cell Titer-Glo 2.0 from Promega. Duration of treatment for IC50 generation was cell line dependent and 
varied from 72-120 hours. IC50 values were averaged from three independent experiments.

TYRA-200 was profiled in a scanMAXSM

(KINOMEscan) screen, follow-up IC50 data 
was generated by Reaction Biology Inc.
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TYRA-200 maintains potency for FGFR2 on-target mutations and 
fusions in Ba/F3 cell lines.
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Enzymatic IC50 measurements generated at Reaction Biology Corp using Tyra enzymes. 
All experiments conducted under identical conditions, tested in duplicate.
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FGFR2 Variants Tested: Clinical fusion 1, Clinical fusion 2, N550K, V565F, V565I, K660E, K660N
All experiments tested in identical conditions, tested same day, in duplicate.
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RNA sequencing identified potential biomarkers for TYRA-
200 FGFR activity in vitro7. 

Reversible inhibitor (N=20)  = pemigatinib, infigratinib, derazantinib, Debio1347, ATP-competitive inhibitor NOS
Irreversible inhibitor (N=26) = futibatinib
Adapted from data presented by Lipika Goyal at the 32nd EORTC/AACR/NCI Virtual Symposium (Oct 2020, Abs 49).
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