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Inflammation

Asthma Programmed cell death 
1 ligand 2 (PDCD1LG2; 
B7-DC; PD-L2); repulsive 
guidance molecule family 
member b (RGMB)

In vitro and mouse studies suggest promoting the 
PD-L2-RGMB co-inhibitory interaction could 
help treat asthma. In vitro and in cellular assays, 
RGMB bound to PD-L2 but not PD-L1 (CD274; 
B7-H1) or other related ligands. In a mouse 
model of intranasal antigen–induced respiratory 
tolerance, Pd-l2 knockout or intranasal 
administration of an anti-Pd-l2 mAb or anti-
Rgmb mAb prevented respiratory tolerance and 
expansion of CD4+ T cell numbers. In a mouse 
model of intranasal antigen–induced asthma, 
both antibodies prevented the development 
of respiratory tolerance, resulting in severe 
airway hyperactivity and lung inflammation 
upon rechallenge with antigen. Next steps 
could include determining whether the PD-L2-
RGMB interaction can be targeted for cancer 
immunotherapy. 
AstraZeneca plc has AMP-224, a fusion protein 
containing the extracellular domain of PD-L2 
and the Fc portion of IgG, in Phase I trials to 
treat cancer.
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