
Figure 1. Mechanism of SRC inhibition. NXP900 locks SRC in its native
inactive conformation inhibiting both catalytic and scaffolding functions
(Biorender).
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IntroductionIntroduction

Most kinase inhibitors exert their anticancer
effects by targeting the ATP binding site by
binding and locking an active or inactive
kinase conformation, with targeting inactive
conformation typically leading to a superior
selectivity profile1. NXP900, a highly-potent
SRC/YES1 kinase inhibitor, displays high
selectivity for SRC family kinases (SFK) and is
the first SRC/YES1 inhibitor in clinical
development to lock the native “closed”
conformation of the kinase (type 1.5),
resulting in inhibition of both enzymatic and
scaffolding activities2 (IC50 of 0.47 nM against
YES1). Conversely, multi-kinase inhibitors
dasatinib and bosutinib target the “open”
conformation (type 1), thus promoting SFK
association with signaling partners3. The aim
of this study was to examine the signaling
pathways targeted by NXP900, including the
Hippo pathway, and unravel the application
of NXP900 against NSCLC.

ConclusionsConclusions
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▪ NXP900 prevents YAP1 nuclear localization and inhibits proliferation of 

NSCLC cell lines at low nM concentration.

▪ NXP900 potently inhibits tumor growth in vivo in a YES1-amplified lung 

squamous xenograft model. 

▪ NXP900, currently in a Phase 1a dose escalation study, has single agent 

therapeutic potential in cancers displaying YES1 amplification and 

dysregulated Hippo signalling.

Figure 5. In vivo efficacy study in YES1-gene amplified lung squamous cell carcinoma model: vehicle versus NXP900.
Model: NSCLC YES1HIGH – HCC95 (YES1 CNV=6, no other known driver mutations in addition to TP53 and CDKN2A, DepMap), 
Mouse Clinic for Cancer & Aging (MCCA) Intervention Unit of the Netherlands Cancer Institute, NKI-AVL. A. Analysis of 
tumor volume across 28 days. B. Analysis of mice body weights across the study.

Figure 3. Study of genetic alterations of YES1, YAP1 and FAT1 in different cancer patient
populations. A. Levels of gene amplification of YES1 and YAP1, with FAT1 mutation and deep
deletion, in cervical, ovarian, endometrial, esophagogastric, head and neck, and NSCLC
cohorts. B. NSCLC cohorts subtyped into lung squamous (LUSC) and adenocarcinomas
(LUAD) with mixed tumor stage stratification.

A.

A.

C.

Figure 4. Study of NSCLC proliferation and YAP1 localization after treatment
with NXP900.
A. IncuCyte images of LUAD and LUSC cells (masked in yellow) after treatment
with DMSO (control) or NXP900 at different concentrations. Table displays NSCLC
cell line characteristics (DepMap). B. Immunofluorescent confocal imaging study
of YAP1 localization in A427 cells, NXP900 at 10 nM for 48-hours (x60). C. Left:
Cell cycle analysis of A427 cells after treatment with 10 nM NXP900 for 48-hours.
Right: Quantification of nuclear YAP1 in A427 cells after treatment with NXP900.
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• Inactivating genomic alterations 
in key Hippo genes including 
FAT1, NF2, YAP1 and TAZ lead to 
YAP1 nuclear accumulation.

• YAP1 nuclear accumulation
regulates gene expression 
impacting cell proliferation, 
migration, EMT, differentiation, 
and drug resistance.

• NXP900 inhibits SRC/YES1 
phosphorylation of YAP1-Y357, 
inhibiting its nuclear 
localization.

Figure 2. Hippo pathway inactivating mutations lead 
to YES1/SRC dependent, YAP1 nuclear accumulation 
(Biorender).
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Cell Line YAP1  Copy Number YES1  Copy Number Known Driver Mutations Subtype

A427 7 6 KRAS  and CTNNB1 Adenocarcinoma

SK-MES-1 6 5 TP53  and PIK3CA Squamous Carcinoma

HCC95 5 6 TP53 and CDKN2A Squamous Carcinoma
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