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The overall goal during the development phase of this study is to create and obtain approval for a physician-led
trial (Phase II) protocol and to confirm safety through a Phase I trial. The ultimate goal is regulatory approval for
the use of tissue plasminogen activator (tPA) formulations to evacuate intracranial hematomas. Based on
information from ongoing non-clinical trials and concurrent Phase I trials conducted during the development
phase, the study aim is to seek approval for the creation and implementation of a physician-led trial (Phase II).

Subarachnoid hemorrhage (SAH) has high mortality and morbidity rates, which constitute unmet medical
needs. Treatment for SAH typically involves surgical intervention to prevent re-bleeding during the acute phase
of rupture, immediately followed for 2 to 3 weeks by medical therapy for delayed cerebral ischemia caused by
cerebral vasospasm induced by the inflammatory response to the hematoma. Interventions targeting the
hematoma mainly formed within the cisterns due to bleeding, which results in delayed cerebral ischemia and
neuronal death caused by cerebral vasospasm, are among the major prognostic factors for SAH and are medically
actionable. Therefore, effective removal of the hematoma in the early stages of SAH could be a promising
therapeutic method to improve prognosis after SAH.

Aiming to expand the indication of tPA formulations approved as thrombolytic agents for use in cerebral
aneurysm clipping surgery concurrent with subarachnoid hematoma evacuation, a protocol is being prepared for a
randomized comparative trial to verify the prognostic improvement effect of hematoma removal therapy using
tPA formulations. Compared with craniotomy clipping surgery for hematoma removal without tPA formulations,
the therapy using tPA formulations for subarachnoid hematoma evacuation alongside aneurysm clipping surgery
may safely and efficiently remove more hematoma, thereby improving prognosis by potentially reducing the
incidence and severity of delayed cerebral ischemia and neuronal death. In the overall context of this research and
development with the aim of expanding the indication, a Phase I physician-led trial will then be conducted to
verify the safety of using tPA formulations intracranially, followed by considering the proof of concept for
efficacy using historical controls.

Subsequently, a protocol for a randomized comparative trial (Phase II) to be conducted as a physician-led
trial will be created on the basis of the Phase I trial results, and the necessary intellectual property strategies and
contracts with companies will be established. To create a research implementation plan, we first established the
operational structure necessary for protocol development and integrated the results of the Phase I clinical trials
and discussions with PMDA. Specifically, we initially examined the appropriate dosage of the drug. Ex-vivo
experiments using human blood and drug precipitation tests were conducted in which human blood clots soaked
in gauze were subjected to hematoma removal. We found that at a concentration of 4,800 IU/ml, the hematoma
was removed from all samples, and dose-dependent hematoma liberation and dissolution were observed.

Additionally, we commissioned Shimadzu Techno-Research to dissolve the tPA formulation, Gludopa, in
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Arteceleb, its solvent, and conducted an unnecessary particle test to determine if there were any issues with the
compounding and dilution methods used in this study. As a preliminary study to ensure the reproducibility of
hematoma volume measurement, three radiologists independently measured the hematoma volume to confirm the
inter-rater error and validate the measurement results. We also compared the errors in hematoma volume and
intracranial contents measured by Al-based automatic correction with those measured by human manual
correction and established detailed evaluation criteria and objective evaluation methods. On the basis of the
pre-meetings held as part of the PMDA RS strategy consultations, we provided face-to-face advice in March and
finalized the protocol for the Phase Ila trial implementation. PMDA did not express any fundamental objections

to the conduct of the clinical trial, and we are currently preparing for the Phase Ila trial.



