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Primary focal hyperhidrosis is a refractory disease of unknown cause. The average age of onset is
12-15 years old. The prevalence of hyperhidrosis of the hands, feet and axillae is 5.3%, 2.7%, and
5.7% of the population, respectively. Among palmoplantar hyperhidrosis patients, approximately
800,000 (0.64%) have the severe form. It is not life-threatening but severely compromises patients’
QOL by causing psychological problems such as depression or becoming reclusive in severe cases.
Therapies for primary focal hyperhidrosis are limited. Although type A botulinum toxin (Botox)
treatment or sympathectomy is performed in severe cases, these treatments do not always result in
improvement and can even cause adverse reactions such as compensatory perspiration. Therefore,
safer and more effective treatment has been desired.

We performed a phase II clinical trial by the topical sirolimus formulation targeting facial
angiofibromas of TSC patients from December 2013 to July 2014, which confirmed its safety and
efficacy. In addition, during the clinical trial period, we found that mMTORC1 has a novel function to
regulate the perspiration and discovered that the topical sirolimus formulation, which is an
inhibitor of mMTORC]1, significantly suppressed perspiration in a dose-dependent manner in mice.
We also confirmed that the topical sirolimus formulation suppressed perspiration in healthy adults
and hyperhidrosis patients. Based on those results, an investigator-initiated clinical trial of topical
sirolimus formulation for hyperhydrosis was designed with the aim of developing a safe, effective
treatment for severe primary hyperhidrosis because no effective therapy has been established for
the disease.

On February 2015, we had a preliminary consultation with the PMDA, and on July 29th, an
interview with the PMDA. Based on the PMDA's suggestion, the number of patients participating
in the clinical trials and the facilities conducting clinical trial were increased. Therefore, initial
schedule was largely changed and clinical trial with 45 participants (placebo group: 15; 0.2% group:
15; 0.4% group: 15) in 3 facilitates (Osaka University, Tokyo Medical and Dental University, Aichi
Medical University) was planned. We obtained the approval from the IRB at Osaka University in
September, at Tokyo Medical and Dental university in December and at Aichi Medical University
on January 15t,2016. Then, we conducted a phase 2, multicenter, randomized, double-blind, placebo-
controlled clinical trial using the 0.1, 0.2, and 0.4% gels of sirolimus in Japanese patients with
hyperhidrosis from February 17th to December 13th 2016. By analyzing the data, we completed the
comprehensive report of the investigator-initiated clinical trial by the end of March in 2017. As
results, no significant difference was found both in the primary endpoint and in the secondary
endpoints except for some secondary endpoints. Therefore, we are now making the future plan by
consulting with the company.

Regarding the patent issue, the international patent has been already filed according to PCT in June

2016.
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