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7R oS (3530) : Presenilin-1 (PS1) is a transmembrane protein that is in many
cases responsible for the development of early-onset familial Alzheimer’s disease. PS1
is essential for neurogenesis, somitogenesis, angiogenesis, and cardiac morphogenesis.
We report here that PS1 is also required for maturation and/or maintenance of the
pituitary gland. We generated PS1-conditional knockout (PS1-cKO) mice by crossing
floxed PS1 and Wntl-cre mice, in which PS1 was lacking in the neural crest-derived
cell lineage. Although the PS1-cKO mice exhibited no obvious phenotypic
abnormalities for several days after birth, reduced body weight in the mutant was
evident by the age of 3 to 5 weeks. Pituitary weight and serum insulin-like growth
factor (IGF)-1 level were also reduced in the mutant. Histologic analysis revealed
severe atrophy of the cytosol in the anterior and intermediate pituitary lobes of the
mutant. Immunohistochemistry did not reveal clear differences in the expression levels
of thyroid-stimulating hormone, adrenocorticotropic hormone, or prolactin in the
mutant pituitary. In contrast, growth hormone expression levels were reduced in the
anterior lobe of the mutant. PS1 was defective in the posterior lobe, but not the anterior
or intermediate lobes, in the mutant pituitary. These findings suggest that PS1
indirectly mediates the development and/or maintenance of the anterior and
intermediate lobes in the pituitary gland via actions in other regions, such as the
posterior lobe.
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