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[ Abstract ]

arthritis, gout, ankylosing spondylitis. It is one of the common symptoms of advanced cancer. At present, local radiotherapy, bisphos-

Cancer induced bone pain is caused by primary or metastatic bone tumors, anti-cancer therapy and complications such as

phonate and three-step analgesia are widely used, but there is no precise targeted therapy. Research suggests that Calcineurin/Nuclear
factor-activated T cell (CaN/NFAT) pathway is closely related to bone resorption, reconstruction and microenvironment. In particular,
NFATcl, as a signaling molecule in the downstream of OPG-RANK-RANKL system, plays an important role in transcriptional regula-
tion of osteoclast differentiation which leads to cancer induced bone pain. In this paper, we review current research on the role of CaN/
NFATec1 pathway in cancer induced bone pain, which may provide new ideas and methods for the treatment of bone cancer pain.
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Figure 1. Signaling Pathway in Cancer Induced Bone Pain
Osteolytic destruction; RANKL binds to RANK and

Tumor necrosis factor receptor associated factor 6 in the

cytoplasm to form a complex, and then targets NFATcl
to initiate osteoclast adhesion and differentiation. When
Ca’" increases, CaN and Ca’* bind to form a complex
which combined with NFATc1 and dephosphorylates it.
NFATecl enters the nucleus and binds to DNA, induces
gene transcription of osteoclasts, and makes osteoclast
precursor cells mature osteoclasts. Osteoblastic destruc-
tion; CaN dephosphorylates NFATcl, translocates the
nucleus and transcripts NFAT. Overexpression of
RCAN in osteoblasts synergizes with Wnt signal to dif-
ferentiate osteoblasts, and induces proliferation and

differentiation of osteoblasts with some factors.
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