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Sirolimus has been shown to stabilize lung function in patients with lymphangioleiomyomatosis (LAM)
treated for a 12-month duration (MILES trial, NEJM 2011). Following the MILES trial, we conducted a single
arm, open-label, investigator-initiated safety and efficacy study of sirolimus in 63 women with LAM at nine
sites in Japan (MLSTS trial, AnnalsATS 2016). Sirolimus was then approved for LAM in Japan July, 2016.
However, efficacy and safety of long-term sirolimus treatment remains unclear. We started a study of annual
clinical checkup for the patients participated in MLSTS trial who gave consent to the study for three years
since 2015. The checkup includes characteristics in MLSTS trial as well as those in the clinical research
format for intractable diseases by the Ministry of Health, Labour, and Welfare. Protocol Data Center, Niigata
University Medical and Dental Hospital, collects, cleans and statistically analyses data from the checkup.

Fifty-four cases were enrolled in the study in total; 19 cases at National Hospital Organization
Kinki-Chuo Chest Medical Center by Executive Director, Dr. Yoshikazu Inoue, 23 at Juntendo University
Faculty of Medicine and Graduate School of Medicine by Associate Prof. Kuniaki Seyama, two at Niigata
University Medical and Dental Hospital by Dr. Katsuaki Asakawa, three at Hokkaido University School of
Medicine, Sapporo by Assistant Prof. Masaru Suzuki, one at Tohoku University Graduate School of Medicine
by Lecturer, Dr. Tsutomu Tamada, two at Shinshu University School of Medicine by Project Researcher, Dr.
Mie Hayashida supervised by Prof. Masayuki Hanaoka, two at Kyoto University by Prof. Toyohiro Hirai, one
at Hiroshima University by Associate Prof. Noboru Hattori, and one at Fukuoka University School of
Medicine by Prof. Kentaro Watanabe. Out of 54 patients, 48 underwent pulmonary function tests at the
enrollment.

We constructed graphs showing changes in pulmonary function tests with fixed data for two
years, 2015 and 2016. Descriptive statistics values for FEV1, FVC, %FEV1, and %FVC were
shown. The average %FEV: and %FVC were 67.9% and 93.1%, respectively. The average %FEV:
and %FVC in the 19 patients with %FEV1>70% were 93.3% and 101.8%, respectively. The average %FEV;
and %FVC in the 29 patients with %FEV1<70% were 46.3% and 86.6%, respectively. Slopes (differences in
each value per year) of FEV, and FVC from 2015 to 2016 were -6.96 mL/year and +4.11 mL/year,
respectively. Slopes of FEV: and FVC were -63.11 mL/year and -37.68 mL/year in the patients
with %FEV:1>70% and +28.16 mL/year and +31.02 mL/year in the patients with %FEV1<70%. We are
planning to delete some of the characteristics in the annual checkup because of too low filling rates during this
period.
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