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The histological diagnosis of fundic gland-type gastric cancer relies on
identifying the distribution of fundic glands through mucin immunostaining and
assessing their atypia. The challenge in histological diagnosis of fundic gland
adenocarcinoma lies in the absence of definitive criteria for malignancy when atypia is

mild. Immunohistochemical markers Ki67 and p53 are applied to assess atypia and
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proliferative potential. However, many cases showed negative results for both Ki67 and

p53, complicating definitive cancer diagnosis. New pathological diagnostic method is

required.

In MSI-H/dMMR gastric cancer, germline mutations are rare; most cases

exhibit methylation-inactive status, are more common in the elderly, and are associated

with reduced anticancer drug dose. Recently, we established a workflow for MMR

immunohistochemistry using MMR-deficient control cases based on results from the

Niigata University Affiliated Hospitals CGP Expert Panel. In this study we applied this

MMR immunohistochemistry for definitive histological diagnosis of fundic gland

adenocarcinoma. Two cases were a 63-year-old and a 64-year-old diagnosed with fundic

gland adenocarcinoma by HE staining. Endoscopically, they presented as rasberry-like,

elevated, and smooth masses, typical of fundic gland adenocarcinoma. In mucinous

immunohistochemical study, they consisted of mixed glands of both foveolar glands and

gastric fundic glands. However, the proliferation markers for the confirmation of

malignancy by both Ki67 and p53 were negative, making malignant diagnosis difficult.

Additional MMR immunostaining revealed marked reduction of PMS6, somatic pattern

(Fig. 1, 2). While endoscopic diagnosis had been considered more significant than
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histopathological diagnosis for fundic gland adenocarcinoma (well-differentiated
adenocarcinoma), leading to compromising histopathological diagnoses, this case
provided diagnostic rationale as a certified molecular pathologist. We aim to accumulate
more cases and pursue greater molecular pathological validity in diagnosing fundic

gland adenocarcinoma.
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Fig. 1. Normal gastric mucosa, MMR MSH6, immunostain. Diffuse staining,
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Fig. 2. Fundic gland type adenocarcinoma of stomach, MMR MSH6, immunostain.

Sparse staining.
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