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(# FB) Project promoting clinical trials for development of new drugs.
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(#% FB) Elucidation of the pathology of refractory Cushing’s syndrome and subclinical Cushing’s syndrome
using patient registry and clinical development of 113-HSD inhibitor.
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(# 7B Department of endocrine, metabolism and diabetes, Kyushu University Hospital, Lecturer/\Vise
director, Masatoshi Nomura
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(Z 7B Department of endocrine, metabolism and diabetes, Kyushu University Hospital,
Assistant Professor, Kenji Ashida
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(# FB) Centerfor Clinical and Translational Research, Kyushu University Hospital, ~ Director, Professor,
Yoichi Nakanishi
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(& FB) Center for Clinical and Translational Research, Kyushu University Hospital, Vise director,
Associate Professor, Koji Todaka
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(# 7B Department of Research and Development of Next Generation Medicine, Faculty — of Medical
Sciences, Kyushu University, Associate Professor, Junji Kishimoto
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ArE A% K4 0 (& 5B Center for Clinical and Translational Research, Kyushu University Hospital, ~Lecturer, Makiko
Uchiyama
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e Bk K40 0 (@& §B)  Center for Clinical and Translational Research, Kyushu University Hospital, Assistant Professor,
Satoru Yonekawa
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AT &% K4 0 @& §5 Global Drug Development headquarters, Shionogi Pharmaceutical Co.,Ltd.  Director of Clinical
Development, Takashi Fukunaga
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In August 2015, a preliminary interview with the Pharmaceuticals and Medical Devices Agency (PMDA), face-
to-face advice on December 25 of the same year, revised the clinical trial plan and consent form, and completed
the consultation on the pharmacy strategy. We started the preparation for R & D in April 2016. We established a
clinical trial implementation system including collaboration between the department of endocrine metabolism /
diabetes and Center for clinical and translational research at Kyushu University Hospital. We completed the
clinical trial documents and standard operational procedures in September 2016. These documents were
approved by Kyushu University Clinical Ethics Review Committee on 7 October. We asked Shionogi
Pharmaceutical to manufacture investigational drug that was delivered to Kyushu University Hospital on 25
November. The study plan notification was submitted on October 13 and the start-up meeting was held at Kyushu
University Hospital on December 7, 2016. We started to obtain clinical participation consent from December 8,



2016. The first case of administration of investigational drug was recorded on January 30, 2017. As of March 20,
5 cases of registration have been done and administration of investigational drug was started in these 5 cases.
There have been no adverse events that are considered to be due to the investigational drug, and thus
administration is continued safely in all cases so far.

Regarding the patient registry, as of September 2016, we have extended the participation facilities of the disease
registration system centered on Kyushu University Hospital to 10 facilities, and completed the registration of 93
patients. The conferences on Cushing’ s syndrome were held to promote the expansion of patient registry on
December 17, 2016 and March 11, 2017.
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2. 7 v TIEGREOIRHRIEBICOWT, A8, #kEER, R, BAEGE, 8 35 [l ERK
BRI RS, 2017/3/11, [EN.

(3) TEERE DR « Heffrdahittz ) (x4 20 A

(4) HFErHiRgE
AL L



