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Hepatic veno-occlusive disease (VOD) is a potentially life-threatening complication observed after
hematopoietic stem cell transplantation (HSCT). Defibrotide has shown promising efficacy treatment
and prevention of VOD. Defibrotide has been granted orphan drug status by EU and US, but has not
yet approved by the EMA and the FDA on July, 2012. Aims of this study is to acquire insurance
approval for hepatic VOD in Japan.

# Phase 1 study (FMU-DF-001)

Phase 1 study of defibrotide to evaluate pharmacokinetics (PK) and safety was conducted in healthy
subjects in Japan from March, 2013 to May. Twenty healthy male volunteers who were enrolled in
the phase 1 study received single dose of 3mg/kg, 6.25mg/kg defibrotide, or placebo, in consecutive
dose escalation cohort. Defibrotide was safe and well tolerated at both doses. This PK study
demonstrated that PK properties of defibrotide were similar to the reports of overseas literature.

# Phase 2 study

According to unauthorized for prevention of VOD in EU, we divided the phase 2 study in Japan into
two studies, treatment study (FMU-DF-002) and prevention study (FMU-DF-003), to ensure
insurance approval in the treatment for VOD in Japan.

In our phase 2 open-label, randomized controlled trial, we enrolled patients at 9 institutes in Japan.
Patient eligibility is pediatric and adult, myeloabrative conditioning before allogeneic HSCT, with one
or more risk factor for VOD. Randomization is defibrotide group 50 cases, control group 25 cases, total
75 cases. Defibrotide administer 6.25mg/kg intravenously in 2 hours every 6 hours, until day 30.
Primary endpoint is incidence of VOD until day 30. Because of unauthorized for prevention of VOD
in EU and US, registration of study has stopped in October, 2015. Between March, 2014 and October,
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2015, we enrolled 50 eligible patients to the intention-to-treat population.

In our phase 2 open-label, non-randomized, single arm trial, we enrolled patients at 9 institutes in
Japan. This phase 2 study investigated safety and efficacy of defibrotide in patients with established
VOD and advanced MOF (severe VOD). Defibrotide administer 25mg/kg per day at least 21 days or
until achievement of complete remission or 100 days after HSCT. Diagnosis of VOD is modified
Baltimore criteria, plus by day35 post HSCT are eligible. Primary endpoint is survival rate at day100
in all VOD patients. Secondary endpoint is survival rate at day100 in severe VOD and include CR
rate of VOD, survival at day180 post-HSCT, safety profile and PK study. Sample size is 20 cases,
including 10 cases of severe VOD. Between March, 2014 and July, 2016, we enrolled 19 VOD patients,
including more than 10 severe VOD patients. Survival rate at day100 post-HSCT was approximately

equivalent to the report of overseas literature.
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