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Duodenal biopsies in a 50-year-old female.

What is your diagnosis?
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Diagnosis:
Celiac disease with thickening of the subepithelial collagen band (suspicious of collagenous sprue).

Comment:
The biopsies are from a patient with previously established diagnosis of celiac disease. Despite gluten-free
diet, the patient is symptomatic and suffers from severe osteoporosis. A systematic endoscopic and
histological re-evaluation is performed.

Endoscopy shows a slightly abnormal mucosal pattern without definitive evidence of villous blunting (Panels A-
B). Upon histology, we see crypt hyperplasia and villous blunting, qualifying for Marsh-Oberhuber category 3C
(Panel C). Intraepithelial lymphocytes are significantly increased (Panels D-E) and show a normal
immunephenotype (equally positive for CD3 and CD8), suggesting refractory disease type I. The surface
enterocytes demonstrate intracytoplasmic lipid accumulation (“lipid hang-over”).

Interestingly, the subepithelial collagen band is thickened, sometimes measuring less, sometimes measuring
more than 10µ (Panel F-G). Trichrome staining is helpful in detecting the thickening of the collagen band
(Panel H). Positivity for tenascin is found in the subepithelial reagion (Panel I).

Celiac disease features duodenal intraepithelial lymphocytosis with or without villous atrophy. Our case
illustrates the problems of persistent symptoms despite gluten-free diet. The histology is clearly abnormal, the
immunephenotype of the intraepithelial T-cells however inconspicuous (refractory celiac disease type I). On a
previous occasion, we had additionally checked biopsy material from the patient for T-cell monoclonality (with
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negative result). The thickening of the collagen band is a new finding in our patient, who had several
endoscopic investigations in the last years. The thickening may be related to the persistence of clinical
symptoms.

Is this bonafide “collagenous sprue”? The reported cut-off value of 10µ is reached here and there (and the
tenascin positivity favours this diagnosis). Still, most cases with collagenous sprue show more severe
histological changes. The significance of minor subepithelial collagen band thickening (which is in fact not so
rare and seems to occur more often in refractory disease) is largely unclear.
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