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(I FE) Construction of clinical test of sodium thiosulfate for reducing ototoxicity

by cisplatin in pediatric/ AYA (adolescent and young adult) patients with cancer
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Advances in cancer treatments have improved outcomes of children, adolescent and young adults
(AYAs) with solid malignant tumors, particularly neuroblastoma, hepatoblastoma, osteosarcoma, germ
cell tumor, and brain tumor (medulloblastoma, atypical teratoid rhabdoid tumor) and have achieved
80 % of these cancers cured. Since cisplatin (CDDP) is used as one of the main drug of standard
therapeutic regimens in the majority of these cases, CDDP has contributed significantly to improved
outcomes. On the other hand, a lot of cases suffered ototoxicity caused by CDDP after these
treatments, and there are no preventive methods or therapies for this inability so there is a great
desire for developing therapies that can prevent or reduce ototoxicity by CDDP.

Therefore, we planned to conduct a phase II physician—initiated trial to investigate the efficacy
and safety of sodium thiosulfate (STS) for preventing ototoxicity by CDDP which is commonly used
in pediatric and AYA cancers. For estimate and facilitating of eligible patient’ s recruitment,
the Pediatric Observational Study of Solid Tumors Registry, a registry of pediatric and AYA cancers
that is working with the cancer registry of Japanese Society of Pediatric Hematology and Oncology
was used.

Previous SIOPEL6 study in which a small number of Japanese infants participated, showed STS
treatment significantly reduced ototoxicity in the standard-risk group for hepatoblastoma treated
with cisplatin (CDDP) monotherapy, and the other clinical study, ACCL0431 study, also showed STS
treatment also significantly reduction of ototoxicity in a large number of the patients with solid
tumors treated by CDDP in the United States. Therefore, we concluded a clinical trial to investigate
the efficacy and safety of STS in Japanese patients and this result might deliver STS without drug
lag.

In this clinical trial, subjects were pediatric solid cancer patients who received CDDP
(neuroblastoma, hepatoblastoma, brain tumor, etc.) and AYA-generation cancers (germ cell tumor,
osteosarcoma), and STS is administrated at 6 hours after CDDP administration. The participating
centers are approximately 10 pediatric cancer centers as a framework in which required cases can
be estimated by the registered cases within recent 2 years into the pediatric solid tumor
observational study. In PMDA consultation, the study protocol was approved with using non-—
administration cohort of a ACCL0431 study as a control. Based on the age distribution of this
control group, 26 patients aged 3-18 years were selected as the main cohort for acquirement of
definite determination of audiometry to evaluate ototoxicity. The necessary documents such as
informed consents and appendix were formulated with the protocol and submitted to the Institutional
Review Board of Hiroshima University at the end of October. After IRB approval, it was applied for
AMED research for the clinical research and clinical trial promotion research project for the next
three years. After submission and approval of the clinical trial notification in January 2022, the
guideline s in this clinical trial was discussed as the following sessions: participating
institutions to determine the participating institutions and the target diseases, and discussing
the details of audiometry. In addition, the protocol was partially revised after a contract
including the free provision of the investigational products by the company named FENNNC Pharma.
In the future, after second submission approval to the IRB of Hiroshima University, the clinical
trial will be started in the form of sequential approval of the IRB of the participating facilities
If the efficacy is demonstrated in this study, it will be greatly advanced to the adaptation

expansion for preventing ototoxicity by STS.



