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Abstract

A 48-year-old lorry driver presented with 3 weeks of blurred vision, pain and diplopia. There
was a right upper lid ptosis with some restriction of eye movements. A CT revealed an en-
larged lacrimal gland and lacrimal gland biopsy showed IgG4-positive plasma cells. The pa-
tient responded to oral prednisolone and fully recovered. As a condition which mimics a
number of diseases, an IgG4-related disease presents a diagnostic challenge and ought to be

considered in both acute and chronic presentations. © 2016 The Author(s)
Published by S. Karger AG, Basel

Introduction

IgG4 dacryoadenitis forms a subcategory of conditions previously diagnosed as idio-
pathic orbital inflammation. The course of the disease is often insidious and a histological
diagnosis is therefore often delayed. We report a case of IgG4 dacryoadenitis presenting
atypically in the acute setting, where prompt diagnosis and treatment had a beneficial out-
come.

Case Presentation

A 48-year-old lorry driver presented with a 3-week history of blurred vision, eye pain
and binocular vertical diplopia associated with mild headache but was otherwise well. His
medical history includes controlled hypertension.

On examination, visual acuity was logMAR 0.0 in both eyes, ocular examination was
normal with no evidence of redness or inflammation. There was a right 2-mm upper lid pto-
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sis with suspected mild anisocoria (fig. 1a), with a slightly larger right pupil and restriction
of the right eye in upgaze. There was no evidence of lymphadenopathy. A CT angiogram of
the head and neck did not reveal any intracranial abnormality nor any signs of lymphade-
nopathy or salivary gland involvement; however, it demonstrated right lacrimal gland en-
largement (fig. 1b). There was also evidence of nasal sinus congestion.

Blood tests for inflammatory, infectious and autoimmune markers as well as serum IgG4
did not reveal any abnormality. A lacrimal gland biopsy was performed the following week;
the gland was noted to be firm and sclerosed. Immunohistochemistry showed IgG4-positive
plasma cells and marked collagen sclerosis (fig. 1c-e). The patient was initiated on a taper-
ing dose of 80 mg oral prednisolone over 4 months with rapid resolution of symptoms and
signs. At the 24-month follow-up, there were no signs of relapse or evidence of systemic
organ involvement.

Discussion

IgG4 dacryoadenitis comprises a subgroup of patients previously diagnosed with idio-
pathic orbital inflammation. The disease is often chronic and indolent in nature with a histo-
ry of eyelid swelling or proptosis, the majority occurring in male patients aged 21-79 years
[1].

Although first described affecting the pancreas, the list of organs involved has rapidly
expanded [2], predominantly causing pancreatitis, sclerosing cholangitis, retroperitoneal
fibrosis and chronic sclerosing sialadenitis [3, 4]. Other head and neck structures reported
by IgG4 to be affected are thyroid gland, nasal sinuses, lymph nodes and larynx with similar
infiltrative processes and the formation of mass-like lesions [5]. The organs affected by IgG4
are often observed sequentially, sometimes over several years, making full recognition of
this disorder challenging. However, the disease may remain localized to one site [2], as in
our patient with sole involvement of the lacrimal gland.

Although serum IgG4 levels may be utilised in the initial assessment of these cases, the
results are variable; lower serum IgG4 levels have been suggested to be associated with re-
duced risk of bilateral or systemic disease [1], and lower rates of relapse following treatment
[6].

The diagnosis is therefore based on histological analysis; however, biopsy often occurs
late in typical patients with indolent symptoms. Histology characteristically comprises dense
lymphoplasmic infiltration and storiform fibrosis and marked infiltration with 1gG4-positive
plasma cells (>10/high power field and/or a ratio of IgG4-/IgG-positive cells >40%); obliter-
ative phlebitis is infrequent in lacrimal gland specimens differentiating it from extranodal
lymphoma.

The mainstay of IgG4-related disease treatment remains tapering doses of glucocorti-
coids; orbit-involving disease has been treated with corticosteroids; however, a meta-
analysis suggests an unsustained response with relapse after treatment cessation [7]. There
is no consensus as to whether pulsed steroids result in better outcomes than oral glucocorti-
coids alone [2, 8].

Some patients seem to remain stable without treatment [9], which may be related to
normal baseline serum IgG4 levels [10]. Immunosuppressive agents such as azathioprine
and mycophenolate mofetil [11], as well as biologic agents such as rituximab [12], and radio-
therapy have been utilised in systemic disease as well as orbit-isolated disease unresponsive
to initial therapy [9, 13]. It has been postulated that sustained IgG4-related inflammation
may evolve from an autoimmune to a chronic process resulting in expansive fibrosis and
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cumulative organ damage; early treatment has therefore been proposed to prevent relapse
following cessation of therapy [14]. Long-term observation is also warranted as there is
emerging evidence of increased risk of lymphoma development [2, 15].

The current case presented atypically in the acute setting with features initially mimick-
ing a neurological defect; prompt imaging, biopsy and treatment enabled a rapid-sustained
and complete recovery. The double vision resolved as the inflammatory process settled,
suggesting that the defects in extraocular movements were due to mechanical restriction,
although concurrent myositis may be responsible (not evident on CT). The normal serum
[gG4 level suggests that this is unreliable for diagnostic exclusion and therefore a histological
sample is required. However, the continued absence of systemic disease on follow-up sug-
gests that normal serum IgG4 may be a good prognostic sign.
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Fig. 1. a Acute presentation with a right partial ptosis. b Axial CT scan image showing an enlarged right
lacrimal gland with no bony changes. ¢, d Haematoxylin and eosin staining of right lacrimal gland biopsy
(x20 and x40 magnification, respectively) showing destruction of lacrimal gland tissue with some duct
preservation, extensive fibrosis and lymphoplasmocytic infiltration. e Immunoperoxidase staining (x40
magnification) showing IgG4-positive plasma cells.
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