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SHORT COMMUNICATION
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Association of different autoimmune diseases, such as
pemphigus vulgaris (PV) and rheumatoid arthritis or type
1 diabetes, is well known. However, the development of
PV during significant immunosuppressive treatment for
another autoimmune disease, as in the case described
here, is uncommon (1).

CASE REPORT

A 32-year-old Caucasian man was admitted to our department
for evaluation of oesophageal erosions that had persisted for one
year (Fig. 1A and 1B). On admission a small erosion was obser-
ved on his soft palate. The patient had a history of recalcitrant
Crohn’s disease, with colon manifestation at 17 years of age. An
early colectomy was performed as the patient’s condition was
unresponsive to systemic immunosuppression. However, the
small bowel subsequently became involved, requiring various
immunosuppressive therapies including systemic prednisolone,
azathioprine, mercaptopurine, adalimumab, and certolizumab.
On admission, the patient’s Crohn’s disease was stable on treat-
ment with 400 mg certolizumab monotherapy s.c. bi-weekly.
The patient was also on prednisolone 60 mg/day orally (0.82
mg/kg body weight) due to oesophageal lesions.
Oesophageal Crohn’s disease, PV, and persistent erosive
infection were taken into consideration. The prednisolone
dose was tapered below 10 mg, resulting in a severe relapse.
Yeast, human herpes virus 1-5, HIV, hepatitis B+C, and sy-
philis infections were excluded. Indirect immunofluorescence
revealed linear intercellular epithelial staining on monkey oe-
sophagus (titre 1:40). Both desmoglein 1 and 3 enzyme-linked

immunoassays (ELISAs) were positive (titres 44.1 and 47.4
AU/ml, respectively; cut-off: 20 AU/ml). However, direct im-
munofluorescence on repeated, multiple (7 oesophageal and 2
oral) perilesional biopsies were negative, although acantholysis
could be observed. To prove that the circulating autoantibodies
are indeed pathogenic, an in vitro keratinocyte dissociation
assay was performed confirming pathogenicity (Fig. 1C). In
addition to 60 mg oral prednisolone daily, the patient received
2 g/kg body weight intravenous immunoglobulins monthly and
azathioprine up to 3 mg/kg body weight daily, but the dose
of prednisolone could not be tapered below 20 mg daily, and
azathioprine was hepatotoxic. Thus, azathioprine was replaced
by methotrexate in increasing doses up to 30 mg weekly. The
prednisolone dose could be reduced to 10 mg daily, but further
reduction led to relapse, requiring a long-term maintenance dose
of 10 mg daily. At the 2-year follow-up, the patient was free of
signs or symptoms of PV on a combination of prednisolone (10
mg daily), methotrexate (30 mg weekly) and immunoglobulins.

DISCUSSION

Isolated oesophageal PV is very rare (2), while in-
volvement of the oesophagus as part of widespread
mucocutaneous PV is reported more frequently (3).
Oesophageal manifestation of PV occurs rarely under
immunosuppression, but has already been described
several times (2, 4). Although the association of PV
with inflammatory bowel disease has been reported pre-
viously in 4 patients, none showed oesophageal invol-
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Fig. 1.(A,B)Endoscopy of oesophageal erosions (arrows) partially covered by fibrin. (C) Keratinocyte (KC) dissociation assay using primary keratinocytes
from a healthy donor and total serum immunoglobulin G (IgG) of the patient purified by a GraviTrap protein A/G column (GE Healthcare, Freiburg,
Germany). The number of fragments is given as a ratio of the mean number of fragments of the samples and negative controls in 8§ independent experiments.
A monoclonal antibody against desmoglein 3 (AK23) was used as positive control (Pos. Ctrl.); phosphate buffered saline was used as negative control
(Neg. Ctrl.). Upper and lower whiskers indicate the maximum and minimum values, respectively. The top and bottom of the boxes show the 75" and 25™
percentiles, respectively. The median is shown by a line through each box. ***p<0.001 using Mann-Whitney’s non-parametric, 2-tailed test.
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vement (1). The inflammatory bowel disease affected
the colon in all patients, as in our patient, before the
colectomy (1). PV occurred both before and after the
diagnosis of inflammatory bowel disease, and in 2 pa-
tients it appeared during immunosuppressive therapy.

PV has been reported to occur due to treatment with
TNFa-inhibitor (etanercept) (5). Thus, we cannot ex-
clude the unlikely possibility of a drug-induced PV.
However, we decided not to stop certolizumab because
this was the only drug in the patient’s history that could
efficiently stabilize the Crohn’s disease.

The diagnostic situation in our patient was difficult
because, despite serological evidence for desmoglein
autoantibodies and acantholysis in the histological
specimen, direct immunofluorescence could not prove
oesophageal pathogenicity of these circulating auto-
antibodies; therefore, we suspected false serological
positivity. Hence, keratinocyte dissociation assay was
also performed. This is a non-standard and commerci-
ally unavailable test, but it is an established assay for
analysis of the pathogenicity of pemphigus autoantibo-
dies, which is used routinely by our research group (6).

In conclusion, immunosuppressive therapy is not
always sufficient to prevent a second autoimmune
disease. If false-positive serological results for PV are
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suspected, the keratinocyte dissociation assay can help
to make the correct diagnosis. Methotrexate was useful
for treatment of mucosal PV in this case.
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