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Materials and Methods
1 Procedures for spirometry and quality control of pulmonary function tests
i. Apparatus: Chestac (Chest MI Inc, Tokyo, Japan) was used for spirometric measurements and carbon monoxide transfer factor evaluation. Maintenance and calibration were in accordance with the guidelines for PFTs issued by the Japanese Respiratory Society (JRS) (E1).
ii. Quality control: A quality-control protocol was developed on the basis of criteria used in the Lung Health Study (E2) and JRS guidelines (E1) to increase the accuracy and decrease intra-individual variability. 
iii. Maneuver acceptability for spirometry: Acceptable maneuvers for spirometry measurements were defined as those with sufficient peak expiratory flow, rapid start, the absence of major flow fluctuations, and adequate duration of expiration (E1). All measurements of forced expiratory volume in one second (FEV1) or forced vital capacity (FVC) were obtained using rolling seal spirometers. PFTs were performed using calibrated spirometers with the subjects in a seated position.
iv. Predicted values: Predicted values of spirometric measurements were derived from the guidelines for PFTs issued by the JRS (E1).

Procedures and quality control of diffusing capacity for carbon monoxide of the lung (DLco)
i. Apparatus and Quality control: These procedures were performed as described in section 1- i and ii.
ii. Methods: Subjects expired completely to the level of residual volume (RV), rapidly inspired a gas mixture comprised of approximately 0.3% carbon monoxide, 10% helium, 21% oxygen, and 68.7% nitrogen, held their breath for approximately 10 s, and expired rapidly. Alveolar samples were collected after the washout volume was discarded. The washout volume was 750 mL. Data were also collected for hemoglobin concentration using the equation provided by the ATS and ERS guidelines (E3, E4).
iii. Predicted values: The predicted DLco value was derived from the guidelines for PFTs issued by the JRS (E1).

Clinical criteria of TSC
We used the most recent diagnostic criteria of TSC in this study (E5). Briefly, a definite diagnosis of TSC was defined as two major features or one major feature with two or more minor features. A possible diagnosis of TSC was defined as either one major feature or two or more minor features.


Figure legends
Figure E1 Immunohistochemical staining of KL-6 (case 4)
KL-6-positive cells in enlarged type II pneumocytes are observed.
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