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The development of novel therapeutic strategy for pediatric heart failure patients
using ventricular assist devices and cardiac regnerative therapy.
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To establish novel therapeutic strategy for pediatric severe heart failure, we
have completed pre-clinical studies regarding cardiac regenerative therapy. We have proved the safety and
feasibility of novel synthetic prostacyclin agonist therapy for DCM rat and ﬂuvenile autologous skeletal
muscle stem cell therapy for young ICM animal model. Those results implied the stem cell therapy for
youn? patients will have greater therapeutic potentials than adult patients. We experienced a case of
myoblast sheet implantation for DCM pediatric patient. No severe adverse events were found and her
cardiac_function and performance status improved during follow up ﬁeriod. Now we have been preparing for

Pl initiated clinical trial for approval to expand indication of the therapeutic strategy to pediatric
heart failure patients.




2010

DCM

DCM

Wistar

ONO1301

ONO1301

ONO1301

ONO1301

ON01301

in vitro

1 18
3 NYHA
35

2

GCTP

informed consent



PMDA

DCM

ON01301

ONO1301

*
#
012 4 8 (weeks)
Pralue
Trealment (0 vs. Nvs. S group}  <0.0001
Time (weeks) <0,0001
“Treatment  Time 00001
Treatment(O vs.Nvs. S group)  <0.0001
“Time (weeks) <0.0001
Troatment  Time <0.0001
‘Treatment (0 vs. Nvs. S group)  <0.0001
Time (weeks) <0.0001
Treatment x Time «0.0001

ON01301

ONO1301

ONO1301

In vitro

HGF VEGF

Sirtuinl

M CRMEN RO T S RS —MziE

T BRREL I EHEGS AR EEN

= CRRIZEIIDRESERICIE T £ -5 2Em
KT SIRTIRET. FONTEITHR

24
11

25

HM1401

NYHA

26 3
27 PMDA

26 6 16
CRO
IRB



Von Kossa

Cell-sheet therapy with omentopexy
promotes arteriogenesis and improves
coronary circulation physiology in
failing heart.
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Safety and Efficacy of Autologous
Skeletal Myoblast Sheets (TCD-51073)
for the Treatment of Severe Chronic
Heart Failure due to Ischemic Heart
Disease.

Yoshiki Sawa, MD, PhD1, Yasushi
Yoshikawa, MD, Koichi Toda, MD,
PhD1; Satsuki Fukushima MD, PhD1,
Kenji Yamazaki, MD, PhD2; Minoru
Ono, MD, PhD3; Yasushi Sakata, MD,
PhD4; Nobuhisa Hagiwara, MD,
PhD5; Koichirou Kinugawa, MD,
PhD6; Shigeru Miyagawa, MD, PhD1
Circ J. vol.79(2015)No.5 991-999

doi.org/10.1253/circj.CJ-15-0243

Targeted delivery of adipocytokines
into the heart by induced adipocyte
cell-sheet  transplantation  yields
immune tolerance and functional
recovery in autoimmune-associated
myocarditis in rats.
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Synthetic prostacyclin agonist,
ONO1301, enhances endogenous
myocardial repair in a hamster model
of dilated cardiomyopathy: a
promising regenerative therapy for
the failing heart.
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Surgical management for secondary
pulmonary hypertension in a pediatric
restrictive cardiomyopathy patient.
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Juvenile Skeletal Myoblast Has
Greater Therapeutic Potentials of
Regenerative Therapy than Adult
Sheet for Treating Chronic Myocardial
Infarction in Infarct Porcine
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Novel Synthetic Prostacyclin Agonist
ONO1301, Inhibits Proliferation of



Pulmonary Arterial Smooth Muscle
Cells by Suppressing Raf signal
pathway
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