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Abstract: Altered glucocorticoid sensitivity is believed to contribute to a number of human diseases,
including inflammatory and autoimmune conditions as well as disorders characterized by abnormal
hypothalamic-pituitary-adrenal axis function. LUMAN, originally identified through its interaction with
a cell cycle regulator HCFC1, is an endoplasmic reticulum membrane-bound transcription factor that is
involved in the unfolded protein response. In characterizing Luman-deficient mice, | found that these mice
are smaller in size, with less visceral fat, had lower fertility and a maternal defect indicated by low pup
survival rate. In addition, LUMAN altered the glucocorticoid response by modulating the expression of
the glucocorticoid receptor and/or glucocorticoid levels. Correspondingly, Luman-deficient mice
exhibited a blunted stress response exemplified by reduced anxiety and depressive-like behaviours. | thus
postulate that LUMAN is a key regulator of GR-mediated signaling and modulates HPA axis reactivity.
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