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The Clinical Picture
Unmasking gastric cancer

A 50-year-old male Japanese immigrant 
with a history of smoking and occasional 

untreated heartburn presented with the re-
cent onset of flank pain, weight loss, head-
ache, syncope, and blurred vision. 
 Previously healthy, he began feeling mod-
erate pain in his left flank 1 month ago; it was 
diagnosed as kidney stones and was treated 
conservatively. Two weeks later he had an 
episode of syncope and soon after developed 
blurred vision, mainly in his left eye, along 
with severe bifrontal headache. An eye exam-
ination and magnetic resonance imaging of 
the brain indicated optic neuritis, for which 
he was given glucocorticoids intravenously 
for 3 days, with moderate improvement.
 As his symptoms continued over the next 
2 weeks, he lost 20 lb (9.1 kg) due to the pain, 
loss of appetite, nausea, and occasional vom-
iting.
 Computed tomography (CT) at our clinic 
revealed an extensive heterogeneous ill-de-
fined infiltrative process in the retroperito-
neum extending into the left pelvis, invading 
the left psoas, left hemidiaphragm, and left 
adrenal gland (Figure 1a). Also noted were 
left hydronephrosis, related to compression of 
the left ureter, and stomach-wall thickening, 
most marked near the cardia (Figure 1b).
 Positron emission tomography showed the 
retroperitoneal infiltrative process and the 
thickened gastric cardia to be hypermetabolic 
(Figure 1c).
 The area of retroperitoneal infiltration 
was biopsied under CT guidance, and patho-
logic study showed poorly differentiated car-
cinoma with signet-ring cells, a feature of 
gastric cancer.

 The patient underwent lumbar puncture. 
His cerebrospinal fluid had 206 white blood 
cells/µL (reference range 0–5) and large num-
bers of poorly differentiated malignant cells,  
most consistent with adenocarcinoma on cy-
tologic study.
 Esophagogastroduodenoscopy (EGD) re-
vealed a large, ulcerated, submucosal, nodular 
mass in the cardia of the stomach extending 
to the gastroesophageal junction (Figure 2a). 
Biopsy of the mass again revealed poorly dif-
ferentiated adenocarcinoma with scattered 
signet-ring cells undermining the gastric mu-
cosa, favoring a gastric origin (Figure 2b).

 ■ THREE SUBTYPES OF GaSTRic cancER

Worldwide, gastric cancer is the third most 
common type of cancer and the second most 
common cause of cancer-related deaths.1 In 
the United States, blacks and people of Asian 
ancestry have almost twice the risk of death, 
with the highest incidence and mortality 
rates.2,3 
 Most cases of gastric adenocarcinoma can 
be categorized as either intestinal or diffuse, 
but a new proximal subtype is emerging.4

 Intestinal-type gastric adenocarcinoma is 
the most common subtype and accounts for 
almost all the ethnic and geographic variation 
in incidence.2 The lesions are often ulcerative 
and distal; the pathogenesis is stepwise and is 
initiated by chronic inflammation. Risk fac-
tors include old age, Helicobacter pylori infec-
tion, tobacco smoking, family history, and 
high salt intake, with an observed risk-reduc-
tion with the use of nonsteroidal anti-inflam-
matory drugs and with a high intake of fruits 
and vegetables.3 
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 Diffuse gastric adenocarcinoma, on 
the other hand, has a uniform distribution 
worldwide, and its incidence is increasing. 
It typically carries a poor prognosis. Evi-
dence thus far has shown its pathogenesis 
to be independent of chronic inflammation, 
but it has a strong tendency to be heredi-
tary.3

 Proximal gastric adenocarcinoma is ob-

served in the gastric cardia and near the gas-
troesophageal junction. It is often grouped 
with the distal esophageal adenocarcinomas 
and has similar risk factors, including reflux 
disease, obesity, alcohol abuse, and tobacco 
smoking. Interestingly, however, H pylori in-
fection does not contribute to the pathogen-
esis of this type, and it may even have a pro-
tective role.3

Figure 1. (A) Abdominal computed tomography reveals an extensive, heterogeneous, 
ill-defined infiltrative process in the retroperitoneum extending into the left pelvis and 
invading the left psoas, hemidiaphragm, and adrenal gland (black arrows), with associated 
left hydronephrosis (white arrow) related to compression of the left ureter. (B) Also visu-
alized is stomach-wall thickening, particularly near the cardia (black arrow). (C) Positron 
emission tomography shows a retroperitoneal infiltrative process and shows the thickened 
gastric cardia to be hypermetabolic.
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 ■ diFFicUlT TO dETEcT EaRlY

Gastric cancer is difficult to detect early 
enough in its course to be cured. Understand-
ing its risk factors, recognizing its common 
symptoms, and regarding its uncommon symp-
toms with suspicion may lead to earlier diag-
nosis and more effective treatment.
 Our patient’s proximal gastric cancer was 
diagnosed late even though he had several risk 
factors for it (he was Japanese, he was a smok-
er, and he had gastroesophageal reflux disease) 
because of a late and atypical presentation 
with misleading paraneoplastic symptoms. 
 Early diagnosis is difficult because most 

patients have no symptoms in the early stage; 
weight loss and abdominal pain are often late 
signs of tumor progression. 
 Screening may be justified in high-risk 
groups in the United States, although the issue 
is debatable. Diagnostic imaging is the only ef-
fective method for screening,5 with EGD con-
sidered the first-line targeted evaluation should 
there be suspicion of gastric cancer either from 
the clinical presentation or from barium swal-
low.6 Candidates for screening may include el-
derly patients with atrophic gastritis or perni-
cious anemia, immigrants  from countries with 
high rates of gastric carcinoma, and people with 
a family history of gastrointestinal cancer.7 ■

Figure 2. (A) Esophagogastroduodenoscopy shows a large, ulcerated, submucosal, nodu-
lar mass in the gastric cardia. (B) Biopsy shows poorly differentiated adenocarcinoma with 
scattered signet-ring cells (black arrows).
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