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Poorly differentiated early gastric adenocarcinoma of mixed type with “crawling” 
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CASE REPORT

We report a case of a 56-year-old female patient with a gas-
tric ulcer at study with an associated gastroesophageal reflux. 
There was no previous familiar history of interest. Endoscopical-
ly, it was visualized an edematous and ulcerated lesion affecting 
mucosa and submucosa (Fig. 1A). A first biopsy was performed 
showing nearly normal gastric mucosa with scant infiltrating cells 
with vacuolated cytoplasm and polarized hyperchromatic nuclei, 
with signet ring cell morphology, occupying the lamina propria. 
Moreover, some glands were dilated displaying a branching 
pattern with intraluminal neutrophilic abscesses. The diagnosis 
was suspicious for adenocarcinoma. Four months later, a new 
endoscopic study and a biopsy were performed. At this time, the 
lesion showed dilated and branching glands admixed with poorly 
formed glands creating complex shapes (“H”, “X”, “W”, “Y”) 
which were intermingled with cords of vacuolated signet ring 
cells. The diagnosis was adenocarcinoma with signet ring cell 
features. Finally, a partial gastric resection was done. In the gastric 
mucosa of the posterior aspect of the body-antrum union it was 
seen an ulcerated lesion of 1.1 cm with irregular and blurred limits 
(Fig. 1B). Histologically, it was observed a proliferation of poorly 
defined glands with lateral spreading along the mucosa (Fig. 2A, 

arrows) and focally infiltrating the submucosa. The superficial 
glands were distended with intraluminal neutrophilic abscesses 
and were branched delimiting anastomosing and tortuous struc-
tures with focal spiky borders (Fig. 2 B and C). The glands, which 
presented dystrophic goblet cells and hyperchromatic nuclei, were 
intimately admixed with single cells with signet ring features (Fig. 
2D). Several mitotic figures were observed. Immunohistochem-
ically, the neoplastic cells expressed CAM 5.2 (Fig. 3 A and B), 
E-cadherin, Heppar-1, Glypican-3 and CDX2 (Fig. 3C) defining 
an intestinal phenotype. p53 was not overexpressed in tumor cells 
(Fig. 3D). No signs of chronic gastritis, intestinal metaplasia or 
H. pylori were seen. The final diagnosis was poorly differentiated 
early gastric adenocarcinoma of mixed type (Lauren classifica-
tion) with crawling lateral extension (pT1b).

DISCUSSION

Early gastric cancer (EGC) is a type of gastric carcino-
ma (GC) defined as the one that is confined to the mucosa or 
submucosa, irrespective of lymph node status, corresponding 
to pT1a (lamina propria and muscularis mucosae) and pT1b 
(submucosa). This term relates to a gastric cancer in a poten-

Fig. 1. Upper endoscopy. Endoscopically it was visualized a small edematous and depressed lesion affecting mucosa and submucosa (A). Surgical specimen. 
It was seen an ulcer of 1,1 cm with irregular and blurred limits in the gastric mucosa of the body-antrum union (B).
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tially curable stage with an average 5-year survival after sur-
gery of nearly 95% (1). Although the real incidence of EGC 
in Western countries is actually unknown, in the last decades 
several studies have reported incidence rates of 20.8%-37,8% 
of all gastric carcinomas (2). Although this type of cancer has 
been extensively studied in Japanese population the occiden-
tal pathologists have less experience diagnosing such kind of 
lesions. Besides, the recent paper of Ushiku et al. (3) describe 
a new variant of GC: The very-well differentiated gastric car-
cinoma of intestinal type (VWDGC-IT), which accounts only 
for the 1.9% of EGC. This kind of GC actually presents at 
endoscopy as an ill-defined lesion with an indistinct border and 
a slightly depressed or flat appearance without marked mucosal 
tinctorial alteration. It is characterized by a low grade nuclear 
atypia and a morphology mimicking intestinal metaplasia with 
an unique lateral spread of pattern (crawling type) (4). The 
neoplastic glands frequently show architectural changes such 
as branching, anastomosis, dilatation, spiky borders, abortive 

forms, glandular overgrowth and discohesive cells recreating 
the shapes of letters “H”, “X”, “W” and “Y”. This type of GC is 
particularly difficult to diagnose in biopsy specimens being eas-
ily confused with reactive intestinal metaplasia (3), a magnified 
situation given that the treatment of EGC is increasingly done 
by endoscopic biopsy (2). Immunohistochemically it has been 
reported an intestinal phenotype (MUC2, CD10 and CDX2) 
in the 52% of cases and a mixed phenotype, with markers of 
gastric (MUC5AC and MUC6) and intestinal phenotype in the 
48% of VWDGC. Although it is thought that VWDGC-IT rep-
resents a type of EGC with a low malignant potential with slow 
growth and good prognosis, there are cases reported with trans-
formation into diffuse-type morphology resulting in a more 
aggressive behaviour. Moreover, in the review of 58 cases of 
VWDGC owning to previous series done by Ushiku et al. (3) 
no examples of intestinal phenotype had discohesive neoplastic 
cells indicative of a poorly cohesive component, whereas 69% 
of cases with mixed phenotype presented at least a focus of 

Fig. 2. H&E slides revealed a proliferation of poorly defined glands with lateral spreading along the mucosa (H&E, magnification x40 [A]). At low 
power view there were seen poorly formed branching and anastomosing glands (H&E, magnification x100 [B]). The anastomosing neoplastic glands 
showed spiky borders diffusely (H&E, magnification x200 [C]). Dystrophic goblet cells were present as well as single cells with signet ring features (H&E, 
magnification x200 [D]).
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Fig. 3. Neoplastic cells showed immunoexpression of CAM 5.2 cytokeratin cocktail (CAM 5.2, magnification 100x [A]) highlighting tortuous glands 
resembling the shapes of letters “H”, “X”, “W” and “Y” (CAM 5.2, magnification 200x [B]) CDX2 nuclear and diffuse staining was observed in tumoral 
cells (CDX2, magnification 40x [C]) without remarkable p53 protein overexpression (p53, magnification 100x [D]).

poorly cohesive carcinoma. Amongst them, 5 of 58 cases with 
mixed phenotype and a poorly cohesive carcinoma component 
had concurrent lymph node metastases. Due to the endoscopic 
and histological difficulties diagnosing this neoplasms with a 
rate of almost 50% of initial biopsies incorrectly interpreted as 
“indeterminate for neoplasia” or “reactive intestinal metapla-
sia” with a delay in diagnosis of 1 year in nearly 17% of cases, 
it is imperative to become familiar with this rare and peculiar 
type of EGC (3). 
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