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Background: Everolimus demonstrated significantly improved median progression-free survival
(PFS) compared with placebo (11.0 vs 4.6 months; HR=0.35; P<0.0001) in patients with
pancreatic neuroendocrine tumors (pPNET) in the phase 3 RADIANT-3 trial. Results of the planned
exploratory analysis by prior chemotherapy use are reported.

Methods: Patients with progressive low- or intermediate-grade pNET were prospectively stratified
by prior chemotherapy use and randomized (1:1) to everolimus 10 mg/d (n=207) or placebo
(n=203) plus best supportive care.

Results: Of 410 patients, 206 (50%) received prior chemotherapy and 204 (50%) were
chemotherapy naive. Baseline characteristics (age, sex, race, tumor type, histologic grade) and
baseline tumor biomarker levels were similar for patients with/without prior chemotherapy. More
chemotherapy-naive patients were newly diagnosed (time since initial diagnosis <6 months; 50
[259%] vs 7 [3%] patients with prior chemotherapy). A lower proportion of chemotherapy-naive
patients received prior somatostatin therapy (45% vs 54% with prior chemotherapy). Everolimus
significantly prolonged median PFS versus placebo, regardless of prior chemotherapy use (with
prior chemotherapy: 11.0 vs 3.2 months; HR=0.34; 95% CI, 0.25-0.48; P<0.001; chemotherapy
naive: 11.4 vs 5.4 months; HR=0.42; 95% CI, 0.29-0.60; P<0.001). Irrespective of prior
chemotherapy use, stable disease was the best overall response in 73% of everolimus-treated
patients. The benefit from everolimus, irrespective of prior chemotherapy, was further
demonstrated by disease stabilization or minor tumor shrinkage and the lower incidence of
progressive disease in waterfall plots. The safety of everolimus was consistent regardless of prior
chemotherapy use. The most common drug-related adverse events (prior chemotherapy vs
chemotherapy naive) included rash (53% vs 52%), stomatitis (52% vs 56%), diarrhea (41% vs
52%), and fatigue (37% vs 51%).



Conclusions: This planned subgroup analysis demonstrated the beneficial effects of everolimus in

patients with pNET, regardless of prior chemotherapy use. These findings support the possible first-
line use of everolimus for patients with pNET.
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