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Cerebral ischemia-reperfusion (I/R) injury in stroke

Lago et al., Biomedicines, 2025

Silva et al., Cerebrovasc Dis 2022
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Wigerblad & Kaplan, Nat Rev Immunol, 2023

Created in BioRender

I/R-induced citrullination of histone H3 (CitH3) drives NETosis



Ouyang et al., Nat Commun, 2025

Development of a humanized antibody (hCitH3-mAb) against CitH3-driven pro-inflammation



Hypothesis

hCitH3-mAb modulates immune 
cell polarization and inflammation, 
contributing to neuroprotection 
against I/R injury
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Chen et al., Pharmaceutics, 2025

Targeting CitH3 suppresses multi-organ and immune dysfunctions 



Sokolowski et al., Front Neurol, 2023
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Intraluminal filament model of transient middle cerebral artery occlusion
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Acute treatment paradigm after experimental ischemic stroke



Intravenous delivery of hCitH3-mAb limits cerebral infarct growth 
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hCitH3-mAb reduces microglia activation and neutrophil infiltration
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a   

hCitH3-mAb protects against brain injury by mitigating pro-inflammatory cytokine release

b   



a   
Saline hCitH3-mAb MW 

(kDa)

37

170CD206

GAPDH

hCitH3-mAb shifts immune response toward an M2-like phenotype
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Key summary

CitH3-driven 
post-stroke 

inflammation

Therapeutic 
targeting of 

CitH3

Immune 
modulation by 
hCitH3-mAb

Future work

CitH3 exacerbates NET-

mediated neuroinflammatory 

response after stroke

hCitH3-mAb confers protection to 

the ischemic brain via attenuation 

of tissue damage 

Immune cells are reprogrammed 

to exhibit reparative phenotypes 

following treatment

IHC characterization,

longitudinal profiling, 

snRNA-seq analysis
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