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Cell biological study on the stimulation of tissue stem cells of lacrimal glands
of aged mammals.
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In this project, we have Eerformed following studies. (1) Histopathological
observations of lacrimal gland tissues from aged humans and mice. In aged lacrimal gland tissues,
mild chronic inflammatory changes with lymphocytes infiltration in both humans and mice and tissue
destruction/remodeling by so-called “ Harderinization” in mice were observed. (2) Cell culture
study using Meibomian gland epithelial cells with a PPARy agonist rosiglitazone (RSG). Lipid
synthesis was stimulated by RSG. (3) Analyses of phenotypes of lacrimal gland in PD-1 knockout mice.

PD-1 is an immune checkpoint molecule and this mutant mouse shows various autoimmune-related
phenotypes such as nephritis and arthritis. We showed that severe inflammatory changes and
Harderinization in lacrimal gland in this mouse as they aged. However, tissue regeneration of
functional lacrimal gland was not observed.
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