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Platinum drugs, including cisplatin (CDDP), are essential in the treatment of solid tumors in
children and adolescents and young adults (AYA). Hearing impairment is an important late—onset
complication in patients treated with platinum—based therapies and, if developed in young children,
can cause language development and learning disabilities. This proposal is based on data from two
clinical trials (SIOPEL6 and ACCL0431) that demonstrated the efficacy of sodium thiosulfate
(STS) as a prophylactic agent against CDDP-induced auditory toxicity in Europe and the United
States. A Phase II clinical trial to evaluate the efficacy and safety of STS in children and AYA with
localized solid tumors who are currently receiving CDDP in Japan was conducted at the National
Cancer Center Hospital and 10 pediatric cancer center hospitals. Subjects were children and
AYAs diagnosed with localized malignant solid tumors (neuroblastoma, hepatoblastoma, germ cell
tumor, osteosarcoma, medulloblastoma, and atypical germ cell-like labroid tumor) and receiving a
treatment regimen including CDDP (total dose > 200 mg/m? ). The primary endpoint was the
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presence or absence of hearing impairment at 4 weeks after the end of treatment. Because all of
these tumors are rare cancers, eligible patients were selected and enrolled from the Japanese
Children’s Oncology Group's Solid Tumor Observational Study Registry. Hearing impairment will be
evaluated according to the American Speech—-Language—Hearing Association (ASHA) criteria
based on the control arm of the preclinical ACCL0431 trial in the United States. The evaluable
primary cohort (n = 25) was 3-18 years of age, and cases younger than 2 years or 19-30 years of
age were evaluated as an exploratory cohort. Secondary endpoints include safety evaluation,
antitumor efficacy of CDDP, pharmacokinetics of CDDP and STS administration, and hearing
evaluation based on Brock classification Preparation began in 2021, and the study was scheduled
to begin in 2022, with completion in March 2025, but patient transfer limitations due to the
COVID-19 pandemic, delays at facilities with underdeveloped hearing test methods, and the
detection of metastases caused some cases to drop out of the study, which delayed case
enrollment. Therefore, to promote case registration, we held monthly meetings of investigators in
charge of clinical trials (group meetings) to encourage registration, and also approached the Japan
Childhood Cancer Group and family associations to promote registration. In response to delays in
enrollment, the enrollment period was extended twice with IRB approval; the target number of
cases was reached in October 2024 and the total therapy was finished at May 2025. In 2006, the
process of collecting post—treatment audiometric data and making a central review of hearing loss
to make a final cochlear toxicity determination, and the trial was completed, including data
cleaning, auditing, monitoring, and analysis. Of the 25 cases available for analysis, only about 6
cases of hearing loss, including at high frequencies, are being analyzed with the expectation that
the incidence will be significantly lower than the 31 of 55 (56.5%) controls in the ACCL0431 trial. In
addition, pharmacokinetic studies have been conducted in 21 cases, and detailed analysis of these
data was also finished. After completion of this clinical trial, the clinical study report was
submitted and pre—PMDA consultation was planned to obtain approval. if STS becomes available,
it is expected to be used in pediatric and AYA solid tumor patients using CDDP to provide post—
treatment. The use of STS is expected to reduce hearing impairment and improve quality of life in

pediatric and AYA patients with solid tumors using CDDP after treatment.
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