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IT Outline of Research and Development

Research and development results and their significance

(1) Manufacturing and quality

The investigational drug (small molecule compound X) was brought in during 2018. No problems were
observed in the ongoing stability studies, and the expiration date was extended sequentially based
on the results of the stability studies. As for the applicators, applicators for clinical trials were
originally manufactured and delivered to the investigational sites, and they were used without any

problems.

(2) Human pharmacokinetics

Plasma X concentrations were measured in blood samples from the first cohort of subjects collected
in the physician—initiated Phase 1/2 study. Results showed that plasma concentrations of both low and
high doses peaked between 6 and 22 hours after administration, and were still slightly detectable at
48 hours, although there was a large inter—individual variability. Furthermore, at 12.5 and 20 hours
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after vaginal administration, the mean plasma concentration of the high dose was higher than that of
the low dose, suggesting that the drug may be more likely to remain in the body at higher doses.
These results indicate that X is taken up into the blood via the vaginal wall and that repeated daily
dosing in the second cohort (14-day repeated dosing of the high dose) is justified

(3) Physician—Initiated Phase 1/2 Study.

IRB review received in FY 2018, clinical trial plan submitted, clinical trial initiated in FY 2019,
first cohort completed, Efficacy and Safety Committee confirmed safety and made recommendation on
cohort transition, second cohort initiated in October 2019, safety of 2-week repeat dosing confirmed,
FY 2020 The goal was to have completed enrollment of the second cohort by the first half of FY2020,
but due to the impact of the spread of COVID-19 infection, the number of patients seen at medical
institutions declined, requiring more time than expected to enroll patients for the trial and forcing
us to change our plans. The goal was to complete enrollment of the cohort. As a result, enrollment
was completed on December 9, 2020, and the last subject observation including follow—up was completed

on February 24, 2021.

(4) Correspondence for Regulatory authority

RS strategy pre—consultation on June 25, 2018 and face to face advice on September 28, 2018, and the
study protocol was prepared based on the results of the discussion on the study design; approved on
January 30, 2019 by Kyoto University Hospital IRB deliberation on January 31, 2019, and then on
February 4, 2019 by the clinical trial plan notification was submitted to PMDA.

In addition, a clinical trial in South Korea will start in June 2020, and safety information for this
clinical trial and the South Korean clinical trial is being confirmed by both parties; for the annual
safety report to be submitted to PMDA, information will be compiled and submitted by Kyodai until the

start of the company clinical trial in Japan.

(5) Development in a company
The investigational drug provider has initiated a company clinical trial in South Korea for X, which

is being developed for cervical dysplasia based on the data from this clinical trial.

(6) Additional study
Bacterial flora analysis of vaginal secretions from subjects collected in a physician—initiated phase

1/2 study showed no significant correlation with treatment response
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