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Abstract Objective: To investigate the regulatory ability of nobiletin (NOB) on bone density and bone metabolism in os-
teoporotic rats.and its effect on Hippo/YAP signaling pathway. Methods: A rat model of osteoporosis was constructed and
randomly separated into model group,low, medium,and high dose nobiletin groups (NOB-L., NOB-M, NOB-H groups) ,
and high-dose nobiletin + pathway inhibitor group (NOB-H + VTPF group). with 12 rats in each group. Another 12
healthy rats were selected as the control group. Bone density (BMD) testing and serum bone metabolism index testing
were performed on rats. Micro-CT was used to detect changes in the microstructure of femoral tissue. TRAP staining was
used to observe the number of osteoclasts. HE staining was applied to observe the pathological morphology of femoral tis-
sue. Western Blot was applied to detect protein expression related to the Hippo/YAP signaling pathway. Results: Com-
pared with the control group,the model group had severe femoral tissue damage and an increase in the number of osteo-

clasts,the BMD index, Th. Th,Th. N,BV/TV indexes,and serum BALP,PINP,and CTX- [ levels unusually decreased,

the Th. Sp index and serum I1.-183 level obviously increased,

DA TR BB (P4 T ,810006) and the YAP, p-YAP, and TAZ protein expression levels
T A — AR BERE unusually decreased (P<C0. 05). Compared with the model



Chinese ] Trad Med Traum &. Orthop.Jan. 2025, Vol. 33, No. 1

group,with the increase of NOB dose, the degree of femoral tissue damage and the number of osteoclasts in the NOB-L,
NOB-M,and NOB-H groups were unusually reduced,the BMD index, Th. Th, Th. N,BV/TV indexes,and serum BALP,
PINP,and CTX- | levels obviously increased,the Th. Sp index and serum IL-18 level obviously reduced,and the YAP, p-

YAP.and TAZ protein expression levels were unusually upregulated (P<C0. 05). Compared with the NOB-H group. the

NOB-H-+ VTPF group had severe damage to the femoral tissue and an increase in the number of osteoclasts, the BMD
index, Th. Th, Th. N, BV/TV indexes, serum BALP, PINP, and CTX-1 levels, and YAP, p-YAP, and TAZ protein

expression levels obviously decreased,the Th. Sp index and serum IL-183 level unusually increased (P<Z0. 05). Conclusion:

Nobiletin can alleviate the degree of femoral tissue damage,regulate bone metabolism,and improve osteoporosis symptoms

in rats. Its effect may be related to the activation of the Hippo/YAP signaling pathway.
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