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We analyzed the involvement of CIZ, a BMP-inhibitory factor, in PTH-signaling. The
caPPR mice express constitutively active PTH/PTHrP receptor (caPPR) in osteoblasts and
in odontoblasts, and exhibit increased bone volume. The CIZKO mice also show increased
bone volume. We crossed caPPR mice with CIZKO and caPPR-CIZKO mice exhibited
further increased bone volume in our preliminary experiments.

We had difficulties in expanding the number of caPPR-CIZKO mice, because caPPR mice
are weak and because CIZKO mice have defect in spermatogenesis as reported. However,
we finally got 6-10 mice in each group of 4 genotypes x 2 sex.

In cell culture system, we used MC-3T3E1 cells, a osteoblast-like cell line. In order to
analyze the transcriptional activity of CRE (cAMP response element), we transfected cells



with pCre-Luc vector and performed luciferase assays.
caPPR-induced increase of CRE-activity did not show changes.

When CIZ was overexpressed,
CIZ inhibits BMP signal

and PTH are reported to enhance BMP signals. Therefore we speculate that CIZ does not
directly inhibit PTH-induced bone increase but that CIZ affects PTH-induced bone increase

by way of inhibiting BMP signaling.
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