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Extramammary Paget’s disease (EMPD) is a rare skin cancer affecting the genitals and armpit
regions of the elderly, with a prevalence of 0.6 / 100,000. Although the prognosis of advanced
EMPD with distant metastasis is poor, there is no standardized systemic treatment. Currently, in
Japan, chemotherapy such as taxane—based anticancer drugs is tried, but the progression—free
survival time of chemotherapy is unsavory, about several months. Since EMPD mainly affects the
elderly, cytotoxic agents are not well tolerated due to adverse events such as hematological
toxicity. Currently, endocrine therapy is one of the main systemic therapy for hormone—dependent
cancers such as prostate cancer and breast cancer. In EMPD, androgen receptor (AR) is frequently
expressed in tumor cells, and it has been reported as case reports that the combined use of an
antiandrogen drug and an LH-RH agonist was effective for EMPD. Recently, we have succeeded in
establishing an AR-expressing EMPD organoid, indicating that androgens may be directly involved
in cell proliferation of AR-positive EMPD. Since endocrine therapy differs from conventional
cytotoxic agents in terms of mechanism of action and tolerability, it can be expected to meet the

needs of patients who have difficulty in continuing cytotoxic agents. This study is an
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investigator—initiated phase II clinical trial for androgen receptor—-positive advanced stage EMPD.
The study design is multicenter, open—-label, non—comparative study. Cohort 1 is a single agent
of antiandrogenic agent X, and cohort 2 is a combination of X and luteinizing hormone-releasing
hormone (LH-RH) agonist Y. The goal is to enroll 20 cases in each cohort, for a total of 40 cases
(cases with an AR positive rate of 10% or more). In addition, this study aims to develop a
companion diagnostic agent for AR staining in EMPD. Good laboratory practice (GLP)-compliant data
will be accumulated, analytical test validation, and clinical test validation will be performed
at the central laboratory in the clinical trial. Due to the small number of cases of EMPD, it is
difficult to conduct a phase III study. We plan to apply for regulatory affairs based on the

results of this clinical trial.



