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In cancers harboring mutations in three splicing factors—SF3B1, SRSF2, and U2AF1 (hereafter



referred to as SF-mutant cancers)—our prior fundamental studies have shown that these tumors
exhibit high sensitivity to PARP (poly ADP-ribose polymerase) inhibitors. Therefore, the aim
of this research was to propose and design a clinical trial for expanding the indication of
PARP inhibitors across cancer types within the framework of “cancers with SF mutations.”
Although SF-mutant cancers—those with mutations in SF3B1, SRSF2, or U2AFl-constitute a rare
fraction representing only a few percent of all cancers and are observed across various tumor
types, they are generally associated with poor prognosis and represent a high unmet medical
need. Molecular targeted therapies for SF-mutant cancers are currently focused on the
development of splicing inhibitors; however, clinical trials have shown only limited efficacy,
highlighting the need for new therapeutic approaches

Our previous investigations have recently demonstrated that cells with SF mutations are highly
sensitive to PARP inhibitors. This sensitivity arises because these cells accumulate R—loops
due to global splicing abnormalities, leading to genomic instability and replication stress,
which in turn renders them susceptible to PARP inhibition.

Accordingly, this development project aims to evaluate the efficacy and safety of PARP
inhibitors in patients with advanced SF-mutant cancers through a multi-center, investigator-—
initiated basket trial. To achieve this, we will leverage our existing clinical trial network
and Academic Research Organization (ARO) infrastructure to draft the protocol and engage in
negotiations with pharmaceutical companies

If the efficacy of PARP inhibitors in SF-mutant cancers can be demonstrated, it could lead
to an expansion of their indications across different cancer types with SF mutations. This
would potentially allow more patients to benefit from PARP inhibitor therapy, thereby
contributing significantly to public health and addressing a crucial medical need. Given the
generally poor prognosis of patients with SF-mutant cancers, this project holds substantial
clinical and scientific significance in addressing an unmet need

In preparing the clinical trial proposal, we undertook the following activities:

(1) Securing the investigational drug through negotiations with pharmaceutical companies, and
(2) Protocol writing.

Regarding (1), we initiated negotiations with pharmaceutical companies developing PARP
inhibitors, based on our non—clinical findings and clinical trial infrastructure. We are
currently in discussions regarding the provision of the investigational drug and trial funding.
The companies have shown interest in new applications for PARP inhibitors and aim to realize
collaborative academia—industry development. We submitted a detailed synopsis of the study
to a pharmaceutical company A, but eventually informed us that they currently do not plan to
pursue the development of PARP inhibitors for SF mutations, making drug provision difficult
Thus, we began discussions with Company B next, which is developing a PARP1 inhibitor currently
in Phase I. During our discussions, they expressed interest in SF mutations and the possibility
of future collaborative research. Although we were unable to secure the investigational drug
in this fiscal year, we intend to continue exploring joint development opportunities with

pharmaceutical partners, and then finish our protocol writing (2).
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