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Elucidation of the role of Sirt6 in the chondrocyte metabolism
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The aim of this study was to investigate the Sirt6 signal pathway in cartilage
metabolism.Sirt6 was expressed in primary chondrocytes and the chondrocyte-like cell line ATDC5. At
birth, the length of the tibia and femur was shorter in Sirt6-/-. In the ?rowth plate (GP), PCNA
expression was reduced in Sirt6-/- mice. The number of TUNEL positive cells was comparable between
Sirt6-/- and littermates. Two weeks after birth, growth retardation was apparent in Sirt6-/-, with
reduced proliferating zone and hypertrophic zone in the growth plate, delayed ossification of secondary
ossification center and decreased primary spongiosa. mRNA and protein expression of Col2al, Coll0al and
Ihh in the growth plate was reduced in Sirt6-/- primary chondrocytes. Functional analysis revealed Sirt6
positively regulates chondrocyte differentiation via the Atf4 -lhh axis.
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