
The Evolving Therapeutic
Landscape of Gastric Cancer

Clinically Useful Pathology Biomarkers

OS rates are 
low 

Surgical resection and 
chemotherapy are the most 

preferred management strategies

New strategies are being developed 
for the accurate detection and 

optimised treatment of GC 

GC is the fifth most common 
cancer and a leading cause 
of cancer-related mortality

Biomarkers in gastric cancer (GC)1

Biomarkers are an important consideration in GC

Play a key role in 
personalised GC treatment 

Help determine treatment 
strategies 

Predict clinical outcomes 

EconomicalReduced toxicity Better patient selection 
for trials 

High success rates of 
clinical trials 

Advantages
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Established biomarkers in GC

Overexpressed in most GC cells1

ToGA trial2

Trastuzumab + chemotherapy
PFS↑
OS↑

KEYNOTE 8113

Pembrolizumab + chemotherapy
and trastuzumab

Overall
response
rate↑

HER2 intra-tumoural heterogeneity
and trastuzumab efficacy 

Homogenous HER2 Survival4↑

Loss of HER2
positivity 

Rastuzumab
resistance 

Need for
rebiopsy5

HER2

PD-L1

PD-L1 CPS is an effective 
biomarker in cancer

PD-L1 and TMB show significant 
spatial and temporal heterogeneities 
in GEA > Multiple biopsies needed to 
decide if ICI therapy is appropriate6

Assay platforms need to 
be standardised and 
validated before use  

Abbreviations 
CPS – combined positive score | GEA – gastroesophageal adenocarcinoma | HER2 – human epidermal growth factor receptor 2 

ICI – immune checkpoint inhibitor | MMRd – mismatch repair deficiency | MSI – microsatellite instability
OS – overall survival | PD-L1 – programmed cell death ligand 1 | PFS – progression free survival 

TMB – tumour mutation burden

MMRd/MSI

Prognostic and predictive 
biomarkers in GCs7

MSI is a marker for MMRd 
that indicates a 

hypermutable state7

MSI and PD-L1 are robust 
markers for predicting 

chemotherapy benefit in 
resectable GCs7,8
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* Abbreviations 
CLDN – claudin | CTC – circulating tumour cell | ctDNA – circulating tumour DNA 

EBV – Epstein-Barr virus | FGFR2 – fibroblast growth factor receptor 2 | miRNA – microRNA | circRNA – circular RNA

Emerging biomarkers for GC

EBV9

EBV-positive
GCs 

↑Response to ICIs
after tumour resection

Could play a key role in
predicting sensitivity
to platinum drugs 

FGFR2 alterations
present widely

in GCs 

Co-expressed with HER2 and PD-L1
in 25% of GCs10

CLDN 18.2-
positive
status10

Treatment
outcomes 

OS

Zolbetuximab +
mFOLFOX6 in
CLDN 18.2 +/
HER2- GCs
targeted therapy11

↑PFS 

↑OS

FGFR heterogeneity 1/α 

Treatment efficiency

Sensitivity to therapy

CLDN 18.2 

FGFR212

Challenges13

Genomic alterations differ within the 
primary tumour and between the 
primary and metastatic tumours

Current tissue sampling techniques 
for biomarker testing do not 
effectively guide precision medicine 

Solution14

Liquid biopsy in GC displays higher sensitivity 
and specificity in cancer diagnosis and prognosis 

Improved biomarker testing

CTCs ctDNA Exosomes and non-coding 
RNAs (miRNAs, circRNAs)

Components of liquid biopsy
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ctDNA in advanced GC to counteract heterogeneity15

Identifies FGFR2 amplification which may
be missed during tissue testing

Minimally invasive

May assess concurrent genomic alterations
to guide treatments

Future trials that will provide more
validation and evidence are underway

Understanding the pathogenesis of GCs and their correlations 
with available biomarkers will enable the development of new 
treatment strategies with improved patient outcomes
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