
CLINICAL IMAGE  Gastric signet ring cell carcinoma and late‑onset hemochromatosis 1

The primary result of gastric biopsy sampling 
did not confirm any cancer or lymphoma. Due 
to the presence of a single ulcer scar without 
a known origin, negative H. pylori test results, 
no history of nonsteroidal anti‑inflammatory 
drug (NSAID) administration, and the notable de‑
crease of the ferritin level (no phlebotomy so far), 
an additional histopathological examination was 
performed. Finally, the biopsy sampling revealed 
signet ring cell carcinoma (SRCC), both in hema‑
toxylin and eosinophil staining (FIGURE 1B) and im‑
munohistochemistry cytokeratin A1/A3 staining 
(FIGURE 1C). The patient was referred to a gastroin‑
testinal surgical oncology unit.

There is strong evidence that C282Y is associ‑
ated with hepatocellular carcinoma,2 but a caus‑
al relationship between HFE mutations and oth‑
er tumors is still debated. H. pylori and NSAIDs 
are considered to be the cause of a large number 
of peptic ulcers (70%–90%).3 Despite a decrease 
in the overall incidence of gastric cancer in recent 

Primary hemochromatosis is the most common 
inherited autosomal recessive disorder affecting 
northern Europeans, with a prevalence of 1:200 to 
1:250. It is characterized by silent progression, and 
its main feature is increased intestinal iron absorp‑
tion, leading to iron overload, which causes dys‑
function of multiple organs, particularly the liver, 
pancreas, heart, joints, and skin.1

A 70‑year‑old woman with a history of hyper‑
tension, hypercholesterolemia, episodes of heart 
palpitation, headaches, heavy depression, lack of 
appetite, with a loss of 8 kg of body weight over 
the previous 10 months, as well as arthralgia of 
the knee, was admitted to our hospital for a de‑
tailed diagnostic workup due to her deteriorat‑
ing condition.

Clinical examination revealed the  bronze 
skin tone and confirmed depression, without 
other abnormal findings. The levels of the fol‑
lowing biochemical markers were out of range: 
γ‑glutamyltransferase, 93 U/l (reference range 
<55 U/l); α‑amylase, 121 U/l (25–115 U/l); iron, 
34.8 µmol/l (9.0–31.0  µmol/l); and ferritin, 
666.1 ng/ml (10.0–291.0 ng/ml). Hemoglobin 
and erythrocyte sedimentation rate (ESR) levels 
were within the reference ranges. An ambulato‑
ry laboratory test conducted 10 months before 
the admission revealed the γ‑glutamyltransferase 
levels of 190 U/l; of iron, 26.1 µmol/l; and of fer‑
ritin, 1262.4 ng/ml. No anemia or ESR abnormal‑
ities were found.

The patient underwent abdominal magnetic 
resonance imaging, which showed hepatic iron 
overload without other abnormalities. Hemo‑
chromatosis was confirmed by genetic testing for 
the C282Y mutation of the HFE gene. Gastrosco‑
py revealed submucosal pigment depositions and 
a small ulcer scar on the posterior wall of the stom‑
ach, with a negative test results for Helicobacter 
pylori (H. pylori) infection (FIGURE 1A).
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FIGURE 1�  A – a gastroscopy image showing 
the submucosal presence of pigment depositions in 
the stomach (short arrows) and an ulcer scar on 
the posterior wall (long arrow) 
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decades, the incidence of SRCC has increased 
10‑fold between 1970 and 2000.4 SRCC is more 
likely to be found in women and in the distal 
stomach. Moreover, a higher incidence of de‑
pression was reported among patients suffering 
from the somatic disease compared with the gen‑
eral population.5

The aim of our paper was to present the clin‑
ical images of the late‑diagnosis hereditary dis‑
ease, which emphasizes the importance of test‑
ing for genetic abnormalities in elderly patients. 
A careful interpretation of the present and previ‑
ous results of any supplementary examinations 
is also important. To our knowledge, this report 
is the first to present a rare case of 2 concomi‑
tant diseases in which iron overload induced by 
hemochromatosis might have masked anemia 
typical of gastric cancer.
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FIGURE 1�   
B – gastric biopsy 
sampling showing signet 
ring cell carcinoma; 
hematoxylin and 
eosinophil staining;  
C – 
immunohistochemistry 
cytokeratin A1/
A3 staining
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