(A4 )

I EAER

WFFERJEARE S

WHIERIZE G &

e ik K4

ESIND i I
Sy RS
PHIEiRE A
WFFEBRSE oy A

AT Bk K4

Sy HAFSE
PHIEiRE S

WHFERASE S A

e ek K4

[FLEEEF% 5] 16gk0110020h0001
SRR 2944 H 18 H

Ok 28 A ZFE P JEOBH B K R WOE &

(FIAHE) PRI LIRSS AR 35 % — BIRTHDAY

Project for Baby and Infant in Research of healTH and Development
to Adolescent and Young adult — BIRTHDAY

IR ML ESE R & B IR R BEA A RO mE BV E Lo, RARY AT
— B 5 HER X X T 7 4 W X DHIRTBLE S IRFEREOBIF
The development of new preventive and therapeutic strategies for

hypertensive disorders of pregnancy and fetal growth restriction.
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Mie University Graduate School of Medicine. Professor. Tomoaki Tkeda
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3E) Analysis of maternal blood samples to identify tadalafil susceptible
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Showa University School of Medicine. Professor. Akihiko Sekizawa.
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Placental analysis by pathology to investigate the mechanisms of
tadalafil in pregnancies complicated by hypertensive disorders of

pregnancy and fetal growth restriction.
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Department of Pathology, Osaka Medical Center and Research Institute
for Maternal and Child Healte. Department manager. Makoto Takeuchi.
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The project team consisting of Professor Tomoaki Ikeda (Department of Obstetrics and Gynecology,
Mie University School of Medicine), Professor Akihiko Sekizawa (Department of Obstetrics and
Gynecology, Showa University School of Medicine), Dr. Masayuki Endo (Department of Obstetrics and
Gynecology, Osaka University School of Medicine), Dr. Tomomi Kotani (Department of Obstetrics and
Gynecology, Nagoya University Graduate School of Medicine), and Dr. Tomomi Tamaru (Clinical
Research and Development Center, Mie University hospital), discussed and described the
protocol of “A multicenter phase II trial of the efficacy and safety of tadalafil in fetus with early-
onset growth Restriction (TADAFER II)” and “A multicenter phase II trial of the efficacy and
safety of tadalafil with pre-eclampsia (MIE II)” on the basis of the results from the previous
clinical trials conducted at Mie University hospital, including the case series (J Med Case Rep.
2016 Nov 8;10(1):317., J Obstet Gynaecol Res. 2017 Feb;43(2):291-297., J Obstet Gynaecol Res.
In press.) and phase I trial (J Obstet Gynaecol Res. In press.). Meanwhile, Professor Tomoaki
Ikeda explained the concept and purpose of the project to medical advisors of Eli Lilly Japan K.K.
in April 25, experts of the Pharmaceuticals and Medical Devices Agency (PMDA) in May 16, and
members in the maternal and child health division of the Ministry of Health, Labor and Welfare
in July 28.

The study protocols of TADAFAER II and MIE II were approved by the institutional review board
of Mie University Hospital in August and September, respectively, and the patient enrollment
was started. Twenty-five facilities participated in the phase II trials as of April 10, 2017 (Showa
University School of Medicine, Nagoya University Graduate School of Medicine, Gifu University
School of Medicine, National Organization Mie Chuo Medical Center, Ise Red Cross Hospital,
University of the Ryukyu School of Medicine, Shiga University of Medical Science, Municipal
Yokkaichi hospital, Shinshu University School of Medicine, Ehime Prefectural Central
Hospital, Akita University Graduate School of Medicine, Tokyo Metropolitan Bokutoh Hospital,
Yokohama City University Medical Center, Kyorin University Faculty of Medicine, Tokyo
Metropolitan Tama Medical Center, Kuwana East Medical Center, Kanazawa University
Graduate School of Medical Sciences, National Hospital Organization Nagasaki Medical
Center, Toho University Omori Medical Center, Hamamatsu University School of Medicine,
Kanagawa Children's Medical Center, University of Toyama, Faculty of Medicine, Yamaguchi
University Graduate School of Medicine, Toyota Memorial Hospital).

Staff members of the bureau of “TADAFER II” and “MIE II” delivered a lecture on the project
at each facility, especially for patient safety during the clinical trials. The bureau of
“TADAFER II” and “MIE II” received feedback from project members at the group member
conference in Osaka and Hiroshima.

To date, 22 patients have enrolled in “TADAFER II” and 10 patients have enrolled in “MIE II”.
The studies regarding “Analysis of maternal blood samples to identify tadalafil susceptible cases”
and “Placental analysis by pathology to investigate the mechanisms of tadalafil in pregnancies
complicated by hypertensive disorders of pregnancy and fetal growth restriction” were also were

approved by the institutional review board, and sample collection was initiated.
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Mito Sakamoto, Kazuhiro Osato, Michiko Kubo, Masafumi Nii, Hiroaki Tanaka, Nao
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tadalafil for fetal growth restriction: Impact on maternal and perinatal outcomes. 7he
Journal of Obstetrics and Gynecology Research. 2017, 43(2), 291-297
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Jun Yoshimats. Management of pulmonary vasodilator therapy in three pregnancies with
pulmonary arterial hypertension. The Journal of Obstetrics and Gynecology Research. In
press.

Hiroaki Tanaka, Michiko Kubo, Masafumi Nii, Shintaro Maki, Takashi Umekawa, Tomoaki
Ikeda. Treatment using tadalafil for severe preeclampsia with fetal growth restriction. 7he
Journal of Obstetrics and Gynecology Research. In press.
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Obstetrics and Gynecology Research. In press.
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