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Tumor volume assessment
The intra-observer variability of the blinded central reader has been assessed independently by a third-party organization with experience in radiological measurement, repeatability and reproducibility. The central reader measured pituitary tumor volumes in patients undergoing treatment, then re-read images of 10 randomly selected patients from 29 time points in total, in a blinded manner, and not earlier than 3 weeks after the original reading. Variability analysis was performed on a time-point-by-time-point and case basis. For the time-point-by-time-point analysis, the absolute and percentage differences between the volumes rendered at the first and secondary reviews were determined at each time point. For the case analysis, the volume percentage change at each post-baseline time point in comparison with baseline was calculated for the first and secondary reviews and compared against each other. The results of the analysis were consistent, reproducible and, in most cases, unaffected by complex tumor anatomy, small absolute tumor size and/or poor image quality. The results of the case analysis showed percentage change differences in excess of 10% in 26% of the cases, reflecting a reasonable level of reading consistency. The variability in central reader measurements falls well within the 20% volume change threshold specified in the study as indicating a significant change in tumor volume.

GH and IGF-1 measurement and assays
Serum GH and IGF-1 were measured using validated chemiluminescent immunometric assays (Immulite® 2000/1000; Diagnostic Products Corp [Siemens], Los Angeles, CA, USA; GH International Reference Preparation [IRP] WHO NIBSC 2nd IS 98/574; IGF-1 IRP WHO NIBSC 1st IRR 87/518). The lower limit of detection for GH was 0.1μg/L, with intra- and inter-assay coefficients of variation ≤6.6%. For IGF-1, the lower limit of detection was 20μg/L, with intra- and inter-assay coefficients of variation ≤6.7%. IGF-1 values were compared with age- and sex-standardized normal values. All samples except for those from China were analyzed using the Immulite® 2000 assay by Quest Diagnostics Nichols Institute Laboratory, San Juan Capistrano, CA, USA between March 2008 and March 2010, then by Quest Diagnostics Clinical Trials Laboratory, Valencia, CA, USA from March 2010 onwards. Samples from China were analyzed using the Immulite® 1000 assay by Kingmed Diagnostics, Guangzhou, China. Subsequent to receiving a notification from Siemens regarding the Immulite® IGF-1 assay, Quest Diagnostics reviewed all quality control data collected from the three laboratories and verified that all IGF-1 data are valid.

Pasireotide C2305 Study Group
Members of the Pasireotide C2305 Study Group include: G Akcay, A Arafat, S Arellano, A Barkan, J Bertherat, M Bex, C Boguszewski, J Bollerslev, F Borson-Chazot,
M Bronstein, T Brue, O Bruno, F Casanueva, C-N Chang, T-C Chang, P Chanson,
A Chervin, C Chik, A Colao, B Corvilain, L De Marinis, E Degli Uberti, L Duan,
B Edén Engstrom, T Erbas, AJ Farrall, M Faria, M Fleseriu, P Freda, M Gadelha,
E Ghigo, B Glaser, M Gordon, E Grineva, F Gu, M Guitelman, A Heaney, G Houde,
L Katznelson, Y Khalimov, K-W Kim, M-S Kim, S-W Kim, P Laurberg, E-J Lee,
W Ludlam, J Marek, E Martino, M McPhaul, M Mercado, F Minuto, R Montenegro,
L Naves, G Ning, G Piaditis, A Pico Alfonso, V Pronin, S Quinn, K Racz, W Rojas,
L Rozhinskaya, R Salvatori, S Samson, D Sandeman, J Schopohl, O Serri, C-C Shen,
I Shimon, J Soler Ramon, A Tabarin, G T’Sjoen, N Unger, AJ van der Lely, E Venegas Moreno, S Waguespack, and W Zgliczyński.
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