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ABSTRACT

Immunoglobulin G4-related disease (IgG4-RD) is a systemic fibroinflammatory disease of unknown etiology and pathogenesis,
which can affect all organs. The most commonly involved organs are the pancreas, hepatobiliary system, salivary glands, orbits
and lymph nodes. Rarely, the thyroid, pituitary, aorta, lung and kidney may also be involved; mesenteric involvement is rare. The
association of IgG4-RD with some rheumatological diseases is observed; while there are data in the literature about rheumatoid
arthritis and Sjogren syndrome, but association with ankylosing spondylitis is rare. Anti-tumor necrosis factor alpha (anti-TNFa)
treatment has been tried in refractory IgG4-RD cases; but this case is of great interest in terms of progressive presentation under
treatment with etanercept, an anti-TNFa agent, which is also used for the treatment. But, IgG4-related mesenteritis with anky-
losing spondylitis receiving anti-TNFa therapy, which has also been tried in the treatment of IgG4 disease, has not been reported

in the literature.
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INTRODUCTION

Immunoglobulin G4-related disease (IgG4-RD) is a chronic
inflammatory syndromewithanimprecisely elucidated patho-
genesis. It is characterised by the presence of tumoral mass
lesions, storiform fibrosis, obliterative phlebitis, and 1gG4
producing plasma cells in the affected organs.' The most
commonly involved organs are the pancreas, hepatobiliary
system, salivary glands, orbits and lymph nodes. Mesenteric
involvementisrare.’

Therearedataintheliterature onassociation ofthissyndrome
with rheumatoid arthritis (RA) and Sjégren syndrome (SS), but
association with ankylosing spondylitis (AS) is rare.*” We,
herein, present a patient receiving anti-TNFa for AS, who
progressed under treatment and was diagnosed with IgG4-re-
lated sclerosing mesenteritis.
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CASE REPORT

A 38-year male was diagnosed with HLA B27-positive AS,
according to the Modified New York criteria in 2015; and anti-T-
NF-a agent, etanercept, was started three years earliar, as there
was no response to sulfasalazine 2x2 and non-steroidal anti-
inflammatory therapy. Grade | hydronephrosis was observed in
the right kidney during 15" month of etanercept treatment on
ultrasonography obtained due to swelling in both testicles and
abdominal pain. Abdominal computed tomography (CT)
revealed a mass of 4.5 cm in diameter, with hyperdense soft
tissue density, in the medial aspect of the ascending colon
(Figure 1). The patient's ESR and CRP levels were 85 mm/1*hand
6.7 mg/dl, respectively. Anti-TNFa treatment was discontinued
and the patient was operated with a preliminary diagnosis of
colonmalignancy. Intraoperatively, a hard, fixed massof4x5cm
was observed to extend behind the cecum to the mesentery.
Gonadal structures entered the mass, with which the ureter was
closelyrelated. The massinvolvedtheileocolic mesentery infull-
thickness and extended to the inferior vena cava. Complete
resection of the mass along with right hemicolectomy was
performed. Pathological examination revealed lymphoid folli-
cles, increased plasma cells, obliterative phlebitis and multinu-
clear giant cells, accompanied by pronounced fibrosis in the
mesenteric fattissue. CD20,CD3, andKi-67 were positiveinscat-
tered cellsonimmunohistochemistry.lgG4 positive cells were on
average70/high power field (HPF). The IgG4 (+)/1gG (+) cell ratio
was 64%, and vascular structures were CD34 positive on
immunostaining.
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Figure 1: Abdominal computed tomography (CT) image afterintravenous
contrastreveals anirregular-shaped mass lesion (arrow), occupying the
ileocecal mesentery with minimum contrast enhancement. The lesion
envelopsthebowelwallwithnarrowing oftheintestinal cavity.

Figure 3: Immunostaining shows that many plasma cells are positive for
lgG4. Theratio of the average number of IgG4-positive/lgG-positive cells
aftercounting at10differenthigh-powerfields was 64%. (lgG4 immunos-
taining, x200).

Pathological diagnosis was IgG4-related sclerosing mesen-
teritis (Figures 2 and 3). It was found that plasma IgG4 levels
were increased to 457 mg/dL and IgE, and eosinophil levels

were normal. Postoperatively, obtained PET-CT was normal.
The patient was started on 0.6 mg/kg methylprednisolone,
which was gradually decreased and stopped on an average of
three months. Control CTs of the patient revealed no disease
recurrence. IlgG4 level six months after the treatment was 190
mg/dL, andthe patientremained well on follow-up fortwo years.

DISCUSSION

IgG4-RD is a chronic and autoimmune disease associated with
increased 1gG4 levels in multiple organs and/or tissues. It can
affect many organs. Rate of mesenteritis in IgG4-RD varies
between1.6-7%intheliterature."” The disease may occurinciden-
tally with radiological and pathological findings without clinical
symptoms. In a large series of 235 cases, 71(30%) patients were
asymptomatic and 96 (41%) patients were detected with symp-
tomsrelatedtotheaffectedorgan.’Inthe presentcase, itwasdiag-
nosed with a presentation withfindings related to ureter pressure.
The average age of onset of the disease is in the sixth or seventh
decade, and it is more common in men. In some studies, it was
seeninallagegroups, including children.*

Serum1gG4 level, the most sensitive and specific test forIgG4-RD,
isincreasedinmostcases.SerumlgG4levels>135mg/dlisimpor-
tant in diagnosis. However, in 30% of patients, serum IgG4 level
may be normal.” In this patient, serum IgG4 level was high and
returned to normal after treatment. Allergic symptoms, and
increased serum IgE levels in the blood and peripheral
eosinophilia may also be seen in IgG4-RD.” Eosinophil and IgE
levelswerenormalinthis patient.

Glucocorticoids are the primary treatment option and the
response is generally good. The recommended treatment
includes prednisolone at a dose of 0.6 mg/kg/day for two to four
weeksandadosereductionafterwardsto2.5-5mg/dayformainte-
nance. It is recommended that maintenance therapy should be
continued for at least three months to prevent relapse.*® In the
present case, steroid treatment was continued for three months
after surgery. No recurrence was detected at two years follow-up
after treatment discontinuation. Immunosuppressive therapy,
such as azathioprine or mycophenolate mofetil, may be consid-
eredinsteroid-resistantcases. In patientswithrecurrentorrefrac-
tory disease, rituximab or bortezomib treatments are also recom-
mended. Anti-TNFa treatments have been tried in refractory
cases. >’ This case is of great interest in terms of progressive
presentation under treatment with etanercept, an anti-TNFa
agent, which is also used in the treatment.

The association of IgG4-RD with otherrheumatological diseases is
reported. In the cohort of Ferndndez-Codina et al. including 54
patients, four had RA, one had antineutrophil cytoplasmic anti-
bodies (ANCA)-negative systemic vasculitis, and one had AS.% In
the French cohort, 25 patients had RA and one patient had AS.’ In
the cohort of 235 cases, RA, antiphospholipid antibody syndrome,
and ANCA-related vasculitis were detected in one case each,
respectively.’ This study supports that association with AS is rare.
In the literature, no case was observed to progress under anti-
TNFatreatment.

TheassociationoflgG4-RD with ASisexceedinglyrareinthelitera-
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ture. IgG4-RD has not been observed in any AS patients under
biologicaltreatment. Theauthors presentedthis case becauseitis
of interest that the patient presented with progressive disease
under anti-TNFa treatment, which is also used in the treatment of
thedisease.
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