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Prostaglandin E2 (PGE2), via acting on four G protein-cou-
pled receptors (EP1-EP4), facilitates tumour cell growth, 
invasion and migration, and nurtures inflammation-en-
riched microenvironments to favour tumour angiogenesis 
and immune evasion. However, which EP receptor subtype 
is directly involved in the development and progression of 
neuroblastoma, a common pediatric cancer, remains largely 
unknown. We show the expression of EP2 receptor is highly 
correlated with neuroblastoma aggressiveness and acts as 
a dominant Gαs-coupled receptor mediating PGE2-initiated 
cAMP signalling in human neuroblastoma cells featured with 
high-risk factors. Genetic deletion of EP2 by CRISPR/Cas9 
blocks the development of neuroblastoma. Pharmacological 
inhibition of EP2 by our recently developed small-molecule 
antagonists suppresses the progression of neuroblastoma, 
accompanied by broad anti-inflammatory, antiangiogenic, 
and apoptotic effects. Our proof-of-concept study suggests 
that the PGE2 signalling via EP2 receptor contributes to neu-
roblastoma malignancy and that EP2 inhibition by our drug-
like compounds represents a feasible strategy to treat this 
deadly pediatric cancer.
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