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Molecular pharmacological analyses of a potential drug target regulating the

3,600,000

al

Promoter-Binding Protein Nfil3/E4BP4

NTi13/E4BP4
Nfil3/E4BP4 Rev-erb

Nuclear Factor, Interleukin 3 Regulated/E4
Nfil3/E4BP4

NTi13/E4BP4

Bmall, Rev-erb

Recent studies demonstrated that the bone metabolic functions are closely
related to an intrinsic biological rhythm, named the circadian clock. Previous reports have
demonstrated that adrenergic receptor (AR) signaling in osteoblasts up-regulated the basic leucine
zipper transcriptional factor nuclear factor IL-3 (Nfil3)/e4 promoter binding protein 4 (E4BP4).

In the present study, we determined whether Nfil3/E4BP4 contributed to regulating the cellular
function of osteoblasts. To evaluate the functionality of Nfil3/E4BP4 on bone metabolism, we
compared the bone phenotype of Nfil3 null mice with that of WT littermates. The results suggest that
Nfil3/E4BP4 plays a key role in bone formation. Since the circadian clock regulates key molecules
in the cellular functions in osteoblasts, this system may be closely involved in the cellular
functions associated with bone remodeling, indicating the potential of this clock system in the

treatment of bone disorders.
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