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In the present study, we aim at creation of a network for skeletal dysplasia research and
care to develop clinical guidelines, because many new drugs have been developed for patients
with skeletal dysplasia. Among skeletal dysplasias, we focus on achondroplasia (ACH),
osteogenesis imperfect (0I), hypophosphatasia (HPP) and type II collagenopaty. First, we
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have built a web site to provide information on skeletal dysplasia, and consultation
service is available via the site for ©patients with skeletal dysplasia
(http://www2. med. osaka—u. ac. jp/skeltal dysplasia/index. html). Statin has become a
candidate drug for achondroplasia based on the effect in a mouse model. The additive effect
of IGF-1 with statin is now investigated. CNP/NPR-B signal is another target of drug
development for achondroplasia. The analysis of CNP/NPR-B signal revealed the
phosphorylation of CREB is involved in the effect in differentiation of chondrocytes. As
one of Japan designated intractable diseases, OI has diagnostic criteria. According to our
investigation, 255 patients with OI out of 406 were compatible with definite diagnosis,
suggesting that the criteria are valid. Dermal fibroblasts were obtained from 6 patients
with OI. ER retention of type I procollagen was analyzed by immunofluorescent staining.
As a result, excessive amount of type I procollagen in ER by over 2 times more in OI
fibroblasts than normal was revealed. We found the drug X which decreased the retention
in a dose—dependent manner. OI-specific iPS cells were obtained from 5 patients with OI.
The culture condition in which osteoblasts are differentiated from iPS cell through neural
crest cells or mesenchymal stem cells was established. Enzyme replacement therapy is
approved for HPP. Data from the physician—conducting clinical trial was summarized and the
manuscript was submitted. The prevalence of type II collagenopathy is estimated one of
20,000 births based on the study of fetal and neonatal cases in designated area. We set

up clinical questions to develop clinical guidelines.
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