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Description
We are honor to be invited by editorial team to comment on the 

article we published in Histopathology 2023. In this article, we aimed 
to characterize the clinicopathologic and genetic characteristics of 
gastric neuroendocrine tumor G3 (gNET G3) and compare with 
gastric neuroendocrine carcinoma (gNEC) and gNET G2 [1]. One 
hundred and fifteen cases of gastric neuroendocrine neoplasms 
(gNENs) were reviewed and reclassified according to the 5th WHO 
classification of digestive system tumors, and the clinicopathological 
and survival analyses were performed. Then, we conducted genome-
wide Copy Number Variation (CNV) and Whole Exome Sequencing 
(WES) analyses for 7 cases of gNET G3, 8 gNEC and 5 gNET G2 to 
examine the common and different genetic alterations. We confirmed 
that gNET G3 was a unique type of gNENs and different from gNEC 
and gNET G2, demonstrated for the first time that DLL3 gain/
overexpression was frequent in gNET G3, and indicated that DLL3-
targeted drugs might be used for gastric high-grade NENs with high 
DLL3 levels. Although TP53 mutation indicated NEC rather than 
NET G3, we detected a nonsense mutation of TP53 and negative 
expression for p53 in one NET G3.

NET G3 was separated from NEC in the 5th WHO classification of 
digestive system tumors in 2019 [2]. Due to the rarity of incidence and 
difficulty in diagnosis, the clinical and genetic characteristics of NET 
G3 remain unclear, especially for gastric NET G3 (gNET G3). 
Although this article offered insight into the decision that gNET G3 is 
a distinct entity with unique genetic characteristics and provided some 
molecular alterations that might contribute to the development and 
progression of gNET G3 and serve as potential therapeutic targets, the 
conclusion is restricted. First, we only analyzed a small number of 
gNET G3 and gNET G2 samples due to the limited number of cases in 
our tumor cancer center. While even in the literature, gNET G3 was 
very few [3,4]. Although, there some studies performed on 
gastroenteropancreatic neuroendocrine neoplasms, most of them 
focused on pancreatic or small intestinal NENs. However, site 
specificity of NETs is universal consensus. Thus, more multiple-center 
studies with large-scale samples are needed to clarify its 
clinicopathological features and biological behaviors of gNET G3. 
Second, no in vitro or in vivo experiments were performed for the key 
molecular alterations. Considering the rarity of gNET G3 and 
diagnostic difficulties in distinguishing from large cell gNEC, the 
gNET G3 cell lines were not easy to establish and there existed 
difficulty in achieving basic research to clinical practice effectively.

Third, as previously study, NETs G3 was proposed to originate from 
NETs G1/2 as carrying similar genetic alterations, while obviously 
different from those of NECs, in which TP53 mutations was more 
frequent [5,6]. Thus, TP53 mutations was often used to distinguish 
NET G3 from NEC [7]. In this study, we found abnormal TP53/p53 in 
one gNET G3 which was diagnosed basing on the well-differentiation 
morphology. However, the degree of differentiation is a relatively 
subjective feeling of pathologists. In fact, there was no objectively 
decisive evidence to supporting this case as gNET or not. In addition, 
there was inconsistency of TP53 mutation and p53 expression in some 
gNET G3 and gNEC samples. Therefore, the further studies are 
needed to reveal the molecular mechanism underlying the 
development and progression of NET and NEC and supply the 
potential biomarkers to distinguish them.
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