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BACKGROUND

The rationale to use immune checkpoint blockade in neuroendocrine neoplasms (NENs) has
been scarce, due to the low tumor mutational burden, PD-L1 expression, and lymphocyte
infiltration of these tumors. To date, PD-1 inhibitors in monotherapy have demonstrated a
limited activity. 1> Combination of anti-PD-1 and anti-CTLA-4 recently suggested promising
activity in high-grade NENs with an ORR: 44% vs 0% in low/intermediate grades. ’

In line with these, treatment with durvalumab (D) plus tremelimumab (T) showed limited
activity in patients (pts) with well differentiated neuroendocrine tumors (NETs) but surpased
the primary endpoint in grade 3 (G3) neuroendocrine neoplasms (NENs) suggesting a
promising overall survival (OS) rate in a heavily pretreated population. *

Here we update the results of the G3 NENs cohort with central pathological review.

OBIJECTIVES

The aim of this trial is to assess the efficacy of durvalumab and tremelimumab in
neuroendocrine neoplasms of different origins.

¢ The primary objective for C1-3 is the efficacy of DT by means of clinical benefit rate (CBR).

** Primary objective for C4 was the 9 months (m) OS, expected to be over 23%.

¢ Secondary objectives included efficacy by means of objective response rate (ORR), duration
of response (DoR), progression-free survival (PFS), overall survival (OS), safety, and a
traslational molecular substudy to explore prognostic role of tumor and blood biomarkers
within the trial population.
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Figure 1. Study Scheme.

DUNE was a prospective open-label trial that recruited pts with advanced NENs after
progression to standard therapies in four cohorts (C1-4): typical/atypical lung carcinoids (C1),
G1/2 gastrointestinal (C2), G1/2 pancreatic (C3), and G3 NENs of gastroenteropancreatic origin
after progression to first-line platinum-based chemotherapy (C4) (Fig.1). Pts received 1500 mg
durvalumab (up to 13 cycles) plus 75 mg tremelimumab (up to 4 cycles) once every 4 weeks.

platinum-based regimen. P
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level or PD-L1 expression, confirmed by central

pathological review.
* Immunotherapy deserves further evaluation in G3 NENs.

Corresponding author: Dr. Jaume Capdevila jcapdevila@vhio.net Medical Oncology. Vall Hebron University Hospital, Vall Hebron Institute of Oncology (VHIO), Barcelona, Spain. The presenter declares to participate as speaker for Amgen, Bayer, Eisai, AAA, Pfizer,

Merk, Sanofi, Novartis, Lilly, ITM, Hudchinson pharma, Exelixis; be grant recipient from Eisai, AstraZeneca, AAA, Insen, Pfizer and Novartis. // Funding: Grupo Espainol de Tumores Neuroendocrinos y Endocrinos (GETNE) / Industry partner AstraZeneca




