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Gastroenteropancreatic neuroendocrine neoplasms (NEN) are rare tumors defined by the expression of specific diagnostic biomarkers 1,2 . In the vast majority of tumors the cell differentiation appeared as a major prognostic marker 3 . Particularly in Neuroendocrine tumors it appeared that poorly differentiated tumors, regardless of the stage or the location of the primary tumor, has a worsen prognosis than welldifferentiated lesions.

In 2010, the WHO classification of neuroendocrine neoplasms was reviewed and pinpointed the crucial role of two factors: the cell differentiation and the proliferative rate. The 2010 WHO Classification defined three groups of tumors according to the combination of the morphological characteristics and the mitotic index as well as the Ki-67 index: Grade 1 and 2 corresponded to well differentiated neuroendocrine tumors (NET) whereas grade 3 corresponded to poorly differentiated lesions entitled neuroendocrine carcinomas (NEC). Initially, it was assumed that no neuro endocrine tumors with a mitotic-or a Ki-67-index above 20% could exist. Since 2010, we now identified that well differentiated NET with a Ki-67 above 20% does exist and represent up to 7% of NET. In 2017, the WHO classification was updated to consider

this point. From now one, all NEN should be described following the 2017 WHO classification.

This category appeared as a distinct entity from NEC due to their better overall survival. NET G-3 suffered from a lack of guidelines or consensus-based recommendations [START_REF] Coriat | Gastroenteropancreatic Well-Differentiated Grade 3 Neuroendocrine Tumors: Review and Position Statement[END_REF] . Considering the 2017 WHO classification we shall considered an aggressive NEN as NEN with a Ki67 above 20. It included well-differentiated NET G-3 and poorly differentiated NEC G-3.

The lack of NET G-3 in the current classification could lead to classify tumor as poorly differentiated G-3, mainly due to a high proliferative index, instead of welldifferentiated G-3 [START_REF] Basturk | The high-grade (WHO G3) pancreatic neuroendocrine tumor category is morphologically and biologically heterogenous and includes both well differentiated and poorly differentiated neoplasms[END_REF] .

The incidence of gastroenteropancreatic NENs is rising probably due to the increasing quality and quantity of computed tomography imaging. Epidemiologic data on NEN G-3 (NEC + NET G-3) are scarce. Some of them have only reported NEC with a small-cell morphology, while in contrast with lung NEC, large-cell NEC are more common than small-cell NEC in the gastroenteropancreatic area. Among gastroenteropancreatic NENs, 7-21% are poorly differentiated (NEC), but no data on G-3 tumors were available in these studies. Some studies reported a frequency of 9-16% of gastroenteropancreatic NEN G-3.

The management of NET G-3 and NEC G-3 differed. In non-metastatic NEN, the ENETS and US guidelines recommend a surgical resection for localized tumors irrespective of tumor grading. Based on the treatment paradigm for limited-stage small-cell lung cancer, neo-adjuvant chemotherapy and radiation can be considered in many gastroenteropancreatic NEC patients, particularly when surgical resection is difficult.

In NEC, there are no studies examining adjuvant post-operative treatments.

Nevertheless, their aggressive behavior and high rate of recurrence have led experts to consider adjuvant treatment, using platinum-based combinations as in small-cell lung tumors. Recently, Pellat et al. highlighted that the administration of chemotherapy had a positive prognostic impact on overall survival and disease free in resected NEC with no toxic death. In addition, it has been recently ascertained that a platinum-based therapy was less effective in metastatic NET G-3 than in NEC [START_REF] Velayoudom-Cephise | Are G3 ENETS neuroendocrine neoplasms heterogeneous?[END_REF] .

Experts considered reasonable to manage a NET G-3 and NET G-1/2 patients similarly, without adjuvant therapy albeit a higher risk of recurrence [START_REF] Coriat | Gastroenteropancreatic Well-Differentiated Grade 3 Neuroendocrine Tumors: Review and Position Statement[END_REF] .

In Non-surgical NEN, the efficacy of the chemotherapy varied from the primary tumor.it has been identified that in pancreatic well-differentiated NET, chemotherapy is the benchmark if the main treatment goal is the reduction of the tumor mass whereas no chemotherapy has been validated in non-pancreatic NET despite Interferon and 5f luoro uracile. Strosberg et al proposed an ambulatory association using capecitabine from day 1 to day 14 in addition to temozolomide from day 10 to day 14. We consider that, the chemotherapy regimen in pancreatic NET G-3 should be in line with that implemented in NET G-1/2 rather than in NEC. Further studies on NET G-3 are necessary. In pancreatic NEC, the association of cisplatin to etoposide appeared as the first chemotherapy option. Others chemotherapy regimens have been proposed mainly with a plantinum based chemotherapy.

In non-pancreatic NET, no randomized study identified a standard of care. Interferon is mainly proposed in cases of persistent secretory syndrome despite the somatostatin analogs. Targeted therapies have been validated exclusively in G-1/2 NET (Sunitinib or Everolimus). No data exist in NET G-3 or in NEC.

The identification of an aggressive NEN justified an adapted therapy. So far we suffered from a lack of evaluated therapy and patients experienced a poor prognosis.

Studies focusing on aggressive NEN should be performed.
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