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Development of a new therapy for immune related dry eye disease using senolytic
reagents
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Aging in immune system is thought to be a factor in the development of
chronic ocular GVHD, which is currently treated primarily with immunosuppressive therapies. Our
findings suggest a potential association between chronic ocular GVHD pathogenesis and stress-induced

cellular senescence through the senescence-associated secretory phenotype (SASP). Senescent cells
produce cytokines and chemokines, such as IL-6 and CXCL9 a major components of SASP. Senescent cell
accumulation was presumably associated with cGVHD development in lacrimal glands(LGs), as evidenced
by the improvement in LGs after the selective elimination of senescent cells (senolysis) with
ABT-263. Results in the sclerodermatous cGVHD mouse model suggest that inhibiting the SASP,
{gcluding IL-6 and CXCL9, with senolytics is a potential novel strategy for treating cGVHD-affected
S.
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vehicle 12.5 mg/kg 25 mg/kg 50 mg/kg
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