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(IE FE) DVC1-0101 : Development of the new gene therapy medicine base on a
nontransmissible recombinant Semdai virus expressing the human FGF-2
gene for pheripheral arterial disease
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We developed a new innovative gene product, namely DVC1-0101, which is based on a
non-transmissible recombinant Sendai virus (SeV) vector expressing the human fibroblast growth
factor gene (SeV/dF-hFGF2). DVC1-0101 induces ‘functional’ angiogenesis as well as
lymphangiogenesis and thereby expects the effectiveness for peripheral arterial disease (PAD).
The first-in-men phase I/I1a, open-label, four-dose-escalation clinical trial for PAD patients using
the DVC1-0101 was completed and demonstrated that this new RNA drug was safe, well-tolerated,
and significantly improved walking performance. Subsequently, a phase IIb, multi-centers,
randomized, double-blinded, placebo-controlled clinical trial with intermittent claudication
patients began in 2014 after IND submission to PMDA. The primary objective of the study is to
investigate the clinical efficacy of DVC1-0101 in patients with severe intermitted claudication
(absolute claudication distance < 200 m) and to examine the dose-response relationship (1 x 10?
ciu/leg and 5 X 109 ciu/leg) using improvement rate in walking function as an indicator.

The overall control for the clinical trial was directed by professor Yonemitsu at the department
of Pharmaceutical Sciences, Kyushu University, and was performed by the department of
vascular surgery at Kyushu University Hospital and Matsuyama Red cross Hospital. The trial
steering committee supports all over the trial, and the Center for Clinical and Translational
Research at Kyushu University manages compliance with GCP. Data management, audit, and
drug safety management are outsourced to an external contract research organization.

During 4 years study pried, we prepared clinical trial by applying IRB and Law Concerning the
Conservation and Sustainable Use of Biological Diversity through Regulations on the Use of
Living Modified Organisms (so called Cartagena Protocol), undertaking regulatory strategy
consultations by PMDA, setting up for the notification of the clinical trial, developing clinical trial
team in and outside of the clinical sits, and creating SOP documents. The second year, we
submitted the notification of the clinical trial after receiving approval from the Cartagena
Protocol and IRB, and started registration of the subjects after a kick off meeting and a start up
meeting with the entire clinical team. Afterward, the high quality of investigator initiated clinical
trial have been promoted safely, and to achieve informed consent for 54 subjects, registration for
21 subjects, and administration of the trial product (DVC1-0101) for 14 times up to end of the
study period.

PAD registry, which we developed previously, was contributed for subject recruitment. The
database of registry was modified to set the trial. A total of 5,000 subjects in 13 institutes were

input to the database and extracted adapted subjects for the trial. Also, Endpoint Quality
4



Intervention Program (EQuIP) was introduced to quality assurance for the endpoint of the trial.

The program supports to eliminate data variability by training measurement skills, supply

certifications, set rigorous SOPs, and immediate feedback from an expert at a core lab after

submitting the endpoint data.
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