Metabolite analysis

Material and methods
Analysis of unchanged [68Ga]-DOTANOC and its radioactive metabolites in plasma of six patients was carried out with radio-high-performance liquid chromatography (radio-HPLC). Venous blood samples were collected at 15, 45 and 90 min after i.v. injection of [68Ga]-DOTANOC and processed for radio-HPLC analysis with a Luna C18 (2) column (5 µm, 100 Å, 250 × 10 mm, Phenomenex, USA). A gradient with water (A) and acetonitrile (B), both containing 0.1 % trifluoroacetic acid (TFA) was used as follows: 100 % A at 0–8 min and 10–12 min, 30 % A and 70 % B at 8–9 min, at a flow rate of 5.0 ml/min.

Results
Two HPLC peaks were detected representing unchanged [68Ga]-DOTANOC and its radioactive metabolite. The retention time of [68Ga]-DOTANOC was 12.31±0.04 min (12.31±0.03 min in the reference sample) (mean±SD) and that of its metabolite was 3.50±0.05 min. The proportions of unchanged [68Ga]-DOTANOC in relation to total radioactivity of the sample were 94.4±1.6 %, 94.3±0.6 % and 93.0±2.8 % at 15, 45 and 90 min after injection, respectively. The proportions of the metabolite were 5.6±1.6 %, 5.7±0.6 % and 7.0±2.8 %, respectively. Two HPLC peaks were detected also in the reference sample representing parent [68Ga]-DOTANOC (97.1±2.5 %), and its metabolite (2.9±2.5 %).
[bookmark: _GoBack]The proportion of unchanged [68Ga]-DOTANOC in venous plasma was almost constant at 15, 45 and 90 min reflecting good in vivo stability of the tracer (Fig. 1). One metabolite was detected both in patient and reference samples, which indicates spontaneous degradation of [68Ga]-DOTANOC. The structure of the metabolite was not elucidated.
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Figure 1. Representative high-performance liquid chromatography (HPLC) of the 68Ga-DOTANOC reference (a) and plasma samples at 15 min (b), 45 min (c) and 90 min (d) post injection of 68Ga-DOTANOC. The radioactivity peaks of an unknown radiolabelled impurity present in the reference and plasma samples are marked by arrows.
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