
Retrospective data suggest that commonly applied first-line chemotherapy protocols
with cisplatin or carboplatin in combination with etoposide (PE) are less effective in
NET G3 than NEC G3. Therefore current treatment guidelines suggest alternative first-
line treatment with protocols like temozolomide-based (TEM) which have only been
evaluated in second-line so far. The aim of this study was to evaluate treatment out-
comes for NET G3 with a focus on efficacy of different first-line regimens.

Methods: Retrospective analysis of all patients with NET G3 in the NEN database of
our center. All histopathological findings were reviewed by the investigators in order to
comply with the most current WHO classification.

Results: A total of 89 patients could be identified. Primary tumors were mainly located
in the pancreas. Median overall survival (OS) was not reach during a median follow-up
of 18.4 months. 79 patients received palliative first-line therapy: PE 34, FOLFOX 17,
TEM 12, other (including streptozotocin-based regimens, targeted agents, peptide
receptor radionuclide therapy, somatostatin analogues) 16. Overall response (ORR)
and disease control rate (DCR) was 38.2 % and 70.6 % for PE, 64.7 % and 82.4 % for
FOLFOX, 12 % and 58.3 % for TEM, 25 % and 62.5 % for other respectively. Median
progression-free survial for PE was 6.7 months. Compared to PE, the other treatment
groups showed a trend towards a prolonged PFS (FOLFOX 8.6 months, p¼ 0.151;
TEM 10.8 months; p¼ 0.333, other 12.0 months, p¼ 0.085). All non-PE patients com-
bined showed a significantly prolonged PFS vs. PE (10.8 months; p¼ 0.039).

Conclusions: In this first comparative analysis of first-line treatments for NET G3,
patients treated with non-PE regimens show a significantly prolonged PFS. Regarding
ORR, FOLFOX seems to be the most active therapeutic regimen. Further prospective
evaluation of the optimal therapeutic strategy for this newly defined tumor entity is
needed.

Clinical trial identification: The trial was approved by the institutional research ethics
committee (approval S-428/2014).
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Background: Carboplatin-Etoposide is a 1st-line (1L) option for patients (pts) with
advanced EP-PD-NEC. Schedules with oral or IV ET are used in clinical practice. Data
from randomised trials are lacking.

Methods: Records of pts diagnosed with advanced EP-PD-NEC and treated with CB/
oral-ET and CB/IV-ET were reviewed retrospectively (09/96-02/17). First-line survival/
activity/toxicity data are reported.

Results: One-hundred-thirteen pts were identified: median (med) follow-up was 11.5
months (m); med age was 65.8 years (range 24-88); male¼64%; ECOG performance
status 0-1¼81%; no/mild comorbidities¼81%; gastro-entero-pancreatic origin¼54%;
stage IV¼ 90% (53% liver metastases). Median Ki-67¼70% (95%CI 60-80%), Ki-
67>55%¼59%. A total of 123 courses of CB-ET were administered: 106 (86%) 1L, 16
(13%) 2nd-line (2L) and 1 (1%) 3rd-line; med cycles/line¼4; oral-ET 45%, IV-ET 55%.
Median CB-ET dose-intensity (available for 82 courses): 96% (1L), 90% (2L). Median
1L-progression free survival (PFS) was 5.9m (95%CI 5.0-7.1): oral-ET 5.6m, IV-ET
6.2m, hazard ratio (HR)¼0.76 (95%CI 0.51-1.14). Median 1L-overall survival (OS)
was 11.5m (95%CI 8.9-13.6): oral-ET 8.9m, IV-ET 12.1m, HR¼ 0.68 (95%CI 0.45-
1.03), p¼ 0.07. Radiological response (assessed for 95 pts), 1L-disease control rate was
75.8% (95%CI 67.1-84.6): oral-ET 69.8% (95%CI 55.5-84.1), IV-ET 80.8% (95%CI
69.7-91.8). Liver metastases were the only independent factor related to worse 1L-PFS
on multivariable analysis, HR¼ 1.71 (95%CI 1.11-2.63). Commonest 1L-grade 3-4
adverse event (AE) was myelosuppression (47.2%); no significant differences between
oral-ET and IV-ET AEs, except for venous thromboembolism; oral-ET 12.5%, IV-ET
1.7% (p¼ 0.04).

Conclusions: This is one of the largest series of pts with advanced EP-PD-NEC treated
with CB-ET in the current literature. Oral-ET and IV-ET schedules are associated with
comparable 1L-PFS/activity/toxicity data. There is a trend towards better 1L-OS for
IV-ET schedules; this, however, may be driven by differences in patient selection
between the two subgroups.
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Background: Diabetes mellitus (DM) is a risk factor for pancreatic NETs, but its prog-
nostic role in stage IV NETs is less defined. We evaluated the impact of diabetes on PFS
in patients with advanced, non-functioning GEP-NETs.

Methods: Post hoc analysis of data from the phase III double-blind, placebo-controlled
CLARINET study (NCT00353496) to investigate association between DM (any of:
medical history of type 1 or 2; use of antihyperglycemic medication; HbA1c�6.5%,
fasting plasma glucose�7mmol/L; non-fasting plasma glucose�11.11mmol/L [at
baseline or during study]) and PFS (Kaplan-Meier). Multivariate Cox analysis includ-
ing treatment (LAN vs PBO), DM at baseline, previous therapy and progression at
baseline was used to test interaction between DM and LAN efficacy.

Results: The overall population (total, n¼ 204; LAN, n¼ 101; PBO, n¼ 103) had well-
differentiated (Ki-67<10%) foregut (45%), midgut (36%), or hindgut (7%) and
unknown (13%) NET. 79 patients had DM, 125 did not (N-DM); 24 received metfor-
min in combination with LAN (n¼ 14) or PBO (n¼ 10). Median PFS (mPFS) was 96.0
months (mo) [95% CI: 70.4; not reached (NR)] for DM vs 98.0 mo [72.1;NR] for N-
DM (HR 1.20 [0.79;1.82], p¼ 0.38). For DM, mPFS with LAN (n¼ 42) was NR
[95.9;NR] vs 60.0 mo [48.0;74.4] with PBO (n¼ 37) (HR 0.27, [0.13-0.57],
p¼ 0.0002). For N-DM, mPFS with LAN (n¼ 59) was NR [96.0;NR] vs 72.1 mo
[52.0;NA] with PBO (n¼ 66) (HR 0.64 [0.35-1.15], p¼ 0.04). In multivariate analysis,
DM at baseline was not significantly associated with PFS (HR 1.64 [0.95;2.84],
p¼ 0.08). Significant impact of LAN on PFS was confirmed (HR 0.53 [0.31;0.89],
p¼ 0.02), without significant interaction between LAN efficacy and DM (p¼ 0.62).

Conclusions: DM did not emerge as a negative prognostic factor in advanced stage IV
NETs. Efficacy of LAN in DM and N-DM was confirmed. Although LAN–DM interac-
tion was not significant, LAN efficacy seemed particularly favorable in DM compared
to N-DM patients, in terms of HR. These findings, along with a potential favorable
association with hypoglycemic drugs such as metformin, should be evaluated and vali-
dated in prospective biomarker studies.

Clinical trial identification: Post hoc analisys of phase III double-blind, placebo-con-
trolled CLARINET study (NCT00353496).
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Background: GEP NEN are classified according to morphology and proliferation
index. According to the WHO 2010 classification, grade 3 (G3) GEP NEN are defined
as having a Ki67>20%. However, G3 well-differentiated NETs (WD-NETs) and
poorly-differentiated neuroendocrine carcinomas (PD-NECs) may overlap in their
proliferation index leading to prognostic and therapeutic uncertainties. Recently,
WHO 2017, defined a new subgroup of G3 pancreatic NETs (PNET); G3a for WD-
NETs and G3b for PD-NECs.

Methods: We retrospectively identified patients with G3 GEP NEN and divided them
into WD-NETs and PD-NECs according to histological reports. The relationship
between baseline characteristics and OS was analysed using the Kaplan Meier logrank
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