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The strategies of acute therapy for intercerebral hemorrhage (ICH) have not been established, and their
impact is far behind that for acute ischemic stroke. Hematoma enlargement after ICH onset occurs in nearly
50% for patients who undergo CT scanning within the first few hours of symptom onset, and then rapidly
declines. Factor VIla (FVIIa) activates the process of extrinsic coagulation in conjunction with tissue factor
that exists abundantly in the brain. Recombinant FVIla (rFVIIa) has been in clinical use in Japan for patients
with hemophilia and others. rFVIla reduced hematoma enlargement when injected within 4 hours of ICH
onset in company-initiated phase II and phase III trials in late 2000’s but did not improve clinical outcomes.
A post-hoc analysis indicated that rFVIla was effective for selected patients with onset-to-needle time <120
minutes, <80 years old, and hematoma size <60 mL.

We have planned and performed an investigator-initiated randomized placebo-controlled double-blinded
trial involving Japan, the United States, Canada, Germany, Spain, and the United Kingdom and tested the
hypothesis that treatment with rFVIIa within 2 hours of onset in appropriately selected patients with
spontaneous ICH improves clinical outcome. The maximum 860 patients overall, including those from 14
hospitals in Japan, will be enrolled. Inclusion criteria include age 18-80 years, CT-confirmed ICH, and
enrollment within two hours of last known well. Exclusion criteria include Glasgow Coma Scale <8, a
secondary cause of ICH (e.g., vascular malformation), hematoma volume <2 or >=60 mL, pre-existing
mRS>2, ischemic event (e.g., myocardial infarction) or revascularization within 90 days, acute myocardial
ischemia, brainstem hematoma, thrombocytopenia, other severe illness, heparin use with elevated PTT, low-
molecular weight heparin within 24 hours, refusal to participate, limitations in medical care, pregnancy, or
previous enrollment.

The primary efficacy outcome is the distribution of the ordinal modified Rankin Scale at 180 days. Per
recommendations from the US Food and Drug Administration, the mRS will be categorized as 0-2, 3, or 4-6.
The primary safety outcome is life-threatening thromboembolic complications during the first 4 days (acute
myocardial infarction, cerebral infarction, or pulmonary embolism) and mortality at 90 days.

The present trial drug and placebo are freely provided by the global Headquarter of Novo Nordisk,
although the company will not contribute to the design, management and statistical analysis. We got
approval of the trial protocol in Japan from both the Kyoto University Certified Review Board and
Advanced Medical Care B in the Ministry of Health, Labour and Welfare in 2020. Although we tried to
complete patient randomization within the grant period of AMED (FY 2019 —2022), the global COVID-19
pandemic caused the large delay in the trial preparation especially in the US. The first patient-in was
December 2021 in Canada, and the first patient-in in Japan was July 2022. However, Japanese sites
succeeded in more speedy patient randomization than other participating countries then; 67 patients, 45% of
the global randomization number, were randomized from Japan by the end of FY 2022. For the maintenance
of high registration speed in Japan, the National Cerebral and Cardiovascular Center has played a role in the
domestic central office, the central pharmacy, and the central monitoring center, and supported domestic
participating sites.

Fortunately, we succeeded in receiving another fund for this trial by AMED between FY 2023 and 2026.
The trial, named as the rFVIla for Acute Hemorrhagic Stroke Administered at Earliest Time (FASTEST), is
expected to provide evidence of rFVII use for acute ICH patients and establish emergent pharmacotherapy
for ICH, our national disease. After completing the trial, a petition by relative societies will be submitted to
the Ministry of Health, Labour and Welfare to approve the use of rFVII for ICH and finally it will be
approved by Application Based on Public Knowledge from the pharmaceutical company. Success in the trial
will also facilitates future participation in international stroke studies from Japanese institutes.



