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Gastric Neuroendocrine Tumors in Our
Institutions According to the WHO
2010 Classification
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In 2010, World Health Organization classified gastric neuroendocrine tumor (NET) as
follows: NET grade (G) 1, NET G2, neuroendocrine carcinoma (NEC). We reviewed 22
gastric NETs that were encountered in our institutions. Nine, 6, and 4 were NET G1, G2,
and NEC, respectively. We also encountered 3 NET G3. NET G1 was treated with
observation in 2 patients, endoscopic mucosal resection (EMR) in 3, and gastrectomy in 4
patients. No recurrence was experienced during a median of 53 months of follow-up. All
NET G2 was treated with gastrectomy. No patient experienced recurrence during a
median of 25 months of follow-up. NET G3 was treated with gastrectomy. One patient
died of liver metastasis 52 months after gastrectomy. For NEC, gastrectomy was
performed in 3 cases and no patients died of tumor-related death. We conclude that
the prognoses of NET G1 and G2 were good. We also experienced long-term survivors of
NEC. An accumulation of more patients is needed for further investigation.
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G astric (neuro)endocrine tumor (NET) is a rare classification and terms have been often confused.
neoplasm that includes carcinoid, neuroendo- In 2010, the World Health Organization (WHO)
crine carcinoma, and small cell carcinoma. The revised these classifications.! As such, most NETs
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Prognosis

Chemo-
therapy

Mitosis Ki-67
(/10 HPF)  index (%) Rindi type Treatment

Stage

M

T

Size (cm)

Sex

Table 1 Continued
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NEC

Died of complication

1 mo
24 mo

Gastrectomy

14 30

v

1

4a (SE)

63

+

Gastrectomy

13 63

1B

3a

1b (SM)

67

Alive without recurrence

87 mo

Gastrectomy

20 59

1B

2 (MP) 2

3.8

70

Died of other disease

4 mo

BSC

40

1B

0

4a (SE)

72

Died of NEC bleeding

T, N, M, and Stage are written according to the TNM classification by the uIcc.?

®NET G3 is not advised to be used in the World Health Organization 2010 classification.’

(BSC) best supportive care; EMR; (M) mucosa; (MP) muscularis propria; (SE) perforate serosa; SS subserosa; SM submucosa.

ENDO

are classified into NET grade (G)1, NET G2, and
neuroendocrine carcinoma (NEC). G stands for
grading according to mitotic count and Ki-67 index.
NET G1 is usually benign, whereas NET G2 and
NEC are malignant. However, their clinical behav-
iors have not been fully characterized. We reviewed
cases of gastric NETs that were encountered in our
institutions and analyzed their clinical behaviors.

Materials and Methods

We encountered 1303 gastric cancers between 1998
and 2011 at Higashiosaka City General Hospital and
1447 gastric cancers between 2000 and 2009 at National
Hospital ~Organization Kure Medical Center/
Chugoku Cancer Center. Among these 2750 cases, 22
(0.8%) were histopathologically diagnosed as NETs.

The WHO 2010 classification was used to classify
NETs. According to the classification, NETs are
classified into 5 categories: NET G1 (carcinoid), NET
G2, NEC (large cell or small cell type), mixed
adenoneuroendocrine carcinoma, and hyperplastic
and preneoplastic lesions. Most cases belong to the
former three tiers.

NET G1 and G2 are well-differentiated neuroen-
docrine neoplasms that are composed of cells with
features similar to those of normal gut endocrine
cells expressing general markers of neuroendocrine
differentiation with mild-to-moderate nuclear atypia
and a low number of mitoses. This definition
encompasses neoplasms termed carcinoid tumor in
the WHO 2000 classification.” G stands for grading
based on proliferation with the following definitions
of mitotic count and Ki-67 index: G1, mitotic count
<2 per 10 high power fields (HPF) and Ki-67 index
=2%; G2, mitotic count 2 to 20 per 10 HPF or 3% to
20% Ki-67 index; and G3, mitotic count >20 per 10
HPF or >20% Ki-67 index." HPF is 2 mm” and is
evaluated in at least 50 fields in areas of the highest
mitotic density. The Ki-67 index is expressed with
the use of the MIB1 antibody as a percentage of 500
to 2000 tumors cells in areas with the strongest
nuclear labeling. If grade differs for mitotic count
compared with the Ki-67 index, it is suggested that
the higher grade be assumed.

NEC is a poorly differentiated, high-grade malig-
nant neoplasm that is composed of small cells or
large-to-intermediate cells with marked nuclear atyp-
ia, multifocal necrosis, and a high number of mitoses
(>20 per 10 HPF). This definition refers to neoplasms
that were previously classified as small cell carcino-
ma, large cell (neuro)endocrine carcinoma, or poorly
differentiated (neuro)endocrine carcinoma.
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Fig. 1 Cause-specific survivals of gastric neuroendocrine tumor
grade 1 (NET G1), NET G2, NET G3, and neuroendocrine carcinoma
(NEC) were shown on Kaplan-Meier curve. For NET G1 and G2, the
3-year and 5-year survival rates were 100% and 100%, respectively.
For NET G3, the 3-year and 5-year survival rates were 100% and 67%,
respectively. For NEC, the 3-year and 5-year survival rates were 67%
and 67%, respectively, containing a best supportive care case.

The 22 patients with NET were staged according to
the WHO 2010 classification. Their clinical character-
istics, treatment, and prognoses were retrospectively
reviewed. The TNM classification by the Internation-
al Union Against Cancer (UICC)®> was used to
describe tumor features. In addition, Rindi’s type
was used to classify gastric carcinoid tumors.* Type I
was the most common and was associated with
chronic atrophic gastritis, known as type A gastritis.
Type II was associated with multiple endocrine
neoplasia type 1 and Zollinger-Ellison syndrome.
Type IIl was a biologically more aggressive, sporadic
lesion. Cause-specific survival was shown on Kaplan-
Meier survival curve.

Results

Nine patients were classified as having NET G1, 6
were NET G2, 3 were NET G3, and the remaining 4
patients were NEC (Table 1). The WHO 2010
classification does not define NET G3; however,
the clinical behaviors of the three cases we experi-
enced were obviously different from those of NET
G1 and G2. Although they were well-differentiated
tumors, their Ki-67 indices were as high as 32% to
58%. In addition, all patients had invasion into the
subserosa and had metastases to the lymph nodes or
liver.

As for patients staged at NET GI1, the tumor
invaded within the submucosa in all patients. No
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case showed metastases. Two patients were ob-
served without treatment. Endoscopic mucosal
resection (EMR) was performed in 3 cases and
gastrectomy in 4 cases. Regardless of type or
treatment, no patient showed recurrence or tumor-
related death during the median 53-month follow-
up (range, 3-89 months) (Fig. 1).

As for patients staged at NET G2, all tumors
invaded the submucosa. No patient showed metas-
tases. All patients were treated with gastrectomy.
Antrectomy was also effective for a patient with
multiple tumors of the fundus, hypergastrinemia,
and type A atrophic gastritis. Including this case, we
experienced no recurrence for the median 25-month
follow-up (range, 3-48 months) (Fig. 1).

As for patients staged at NET G3, tumor sizes
were more than those of G1 and G2. The tumor
invaded the subserosa in all patients. Two patients
had lymph node metastases and 1 had liver
metastasis. Mitotic counts were 8 to 13 per 10 HPF
and Ki-67 indices were as high as 32% to 58%. These
were thought to be Rindi’s type III. All patients
underwent radical surgical resection and adjuvant
chemotherapy. One patient with stage IIIB died of
liver metastasis 52 months after a total gastrectomy;
however, the other 2 patients lived without recur-
rence for 62 and 122 months, respectively (Fig. 1).

As for NEC, three patients showed lymph node
metastases and 1 showed peritoneal metastases and
liver metastases. Treatment included gastrectomy in
3 patients, and best supportive care in 1 patient. Two
gastectomized patients died from other diseases, and
1 lived for 24 months without recurrence (Fig. 1).

Discussion

There have been many classifications and terms to
define the clinical aspects of NET. In 2000, WHO
classified endocrine tumors of the gastrointestinal
tract as follows: well-differentiated endocrine tu-
mor, carcinoid; well-differentiated endocrine carci-
noid, malignant carcinoid; and poorly differentiated
endocrine carcinoma, small cell carcinoma. The
WHO 2010 classification, the latest classification, is
based on the grading of neuroendocrine neoplasms
of the digestive system. Mitotic count and the Ki-67
index are thought to be an indicator of malignancy.
In this classification, “NET G3” is not advised to be
used because G3 cases were supposed to be NEC.
However, we experienced 3 cases of NET G3 that
were not poorly differentiated.

Few reports in the literature are based on the
WHO 2010 classification or grading. Rindi et al®
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investigated 102 cases of gastric NET. In that article,
81 cases were NET G1, 5 were NET G2, and 16 were
NEC. All NET G2 and NEC cases had metastases
and 3-year survival rates were 20% and 7%,
respectively, whereas NET G1 showed a 3-year
100% survival. However, in our series, the progno-
ses of NET G2 were rather good. Our NET G3 cases
were thought to be highly malignant considering
their high mitotic counts and Ki-67 indices; how-
ever, we actually experienced a 10-year survival
case. Although the number of NEC cases was
limited to 4, their prognoses seemed to be better
than reported.

The North American Neuroendocrine Tumor
Society published guidelines in 2010%” and the
National Comprehensive Cancer Network (NCCN)
did so in 2011.% These guidelines were based on
Rindi’s type and tumor size; however, they were not
based on the WHO 2010 classification. According to
the latest NCCN guidelines, for carcinoid tumors,
which seemed to correspond to NET G1 and G2,
management is described as follows. For hypergas-
trinemic patients, which indicates that the tumors
are Rindi’s type I or II, if the tumors are =2 cm,
options include endoscopic resection, observation, or
octreotide. For hypergastrinemic patients, with tumors
>2 cm, endoscopic resection or surgical resection is
indicated. Patients with locoregional Rindi’s type III
tumor, they are usually treated with radical resection
of the tumor and removal of the perigastric lymph
nodes. For resectable poorly differentiated neuroen-
docrine tumors, which seemed to correspond to NEC,
surgical resection and chemotherapy with a small cell
lung cancer regimen is advised.

In conclusion, we reviewed 22 cases of gastric
NETs that were encountered in our institutions. In
the current study, we experienced 3 NET G3 cases.
The prognoses of NET G2 and NEC were found to
be better than those in previous reports; therefore,
we could not clarify whether the WHO 2010
classifications were useful in predicting their clinical
behaviors nor in deciding treatment strategy. An
accumulation of more cases from several institutions
is needed to establish a common classification of
malignancy and effective guidelines.
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