Appendix 
Sample size
Based on observed prior treatments composition in previous studies, approximately 80 men and women 18 years of age or older with progressive advanced/metastatic well-differentiated unresectable pancreatic neuroendocrine tumours will be enrolled. That will provide approximately 40 treatment-naïve patients with 28 needed progression-free survival (PFS) events (as needed to detect a hazard ratio of 0.5 with a power of 90% and one-side alpha of 0.05 when combined with the first-line data from study A6181111) and an equal number of 40 previously treated patients. All enrolled patients will contribute to the estimation of median PFS for the overall population. 
The sample size was determined to detect a hazard ratio of 0.5 (or a 50% reduction in the risk of progression or death) of sunitinib versus placebo in treatment-naïve patients based on the assumptions that the median PFS for patients receiving first-line sunitinib and placebo were 11.4 months and 5.7 months, respectively, under an exponential distribution.

Health-Related Quality of Life 
The self-administered health-related quality of life (HRQoL) questionnaires were completed at baseline, every cycle thereafter, at the end of treatment or withdrawal, and 28 days post-treatment. A change ≥10 points from baseline was considered significant [1, 2]. Higher scores for functional scales and global HRQoL represent a high or healthy level of functioning, whereas higher scores on symptom scales/items represent worse symptomatology or problems. Negative changes from baseline indicate deterioration in functioning and global QoL scales, and indicate improvement in symptom scales.

Pharmacokinetic Methods
Plasma samples were analysed using a validated, sensitive, and specific liquid chromatography–tandem mass spectrometric method (Bioanalytical Systems Inc). Calibration standard responses were linear over 1.00–200 ng/mL (sunitinib) and 1.00–100 ng/mL (metabolite) using a quadratic (l/concentration2) linear least squares regression for both analytes. The lower limit of quantification for both analytes was 1.00 ng/mL. 

Analysis Populations
The full analysis set (FAS) included all enrolled patients, regardless of whether they received the study drug. Patient characteristics, efficacy, and patient-reported outcomes were evaluated using FAS. The Ki-67 index biomarker analysis set included all patients who received at least 1 dose of study drug and had a baseline Ki-67 index assessment. The safety analysis set comprised all patients who received at least 1 dose of study drug. The pharmacokinetics population included all patients who received at least 1 dose of study drug and had baseline values and at least 1 post-baseline value for each parameter.
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