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2. Clinical aspects
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Abstract: Mikulicz’s disease has been considered a part of primary Sjogren’s syndrome
since Morgan’s 1953 report. Mikulicz’s disease is a unique condition involving
enlargement of the lacrimal and salivary glands, as is also seen in Sjogren’s syndrome;
however, Mikulicz’s disease is clinically characterized by infrequent autoimmune
reactions and responsiveness to glucocorticoid. Fifty years after Morgan’s study, the
understanding of Mikulicz’s disease has changed considerably. We first found elevated
levels of serum IgG4 and prominent infiltration by plasmacytes bearing IgG4 in the
lacrimal and salivary glands in Mikulicz’s disease. These findings do not occur in
Sjogren’s syndrome. The various extraglandular complications of Mikulicz’s disease,
including autoimmune pancreatitis, tubulointerstitial nephritis, have gradually been
clarified in recent reports. These conditions show similar histopathological findings to
Mikulicz’s disease, indicating that Mikulicz’s disease is a part of a broader entity of
systemic IgG4-related disease. We herein describe the clinical features of Mikulicz’s

disease and its extraglandular lesions.
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INTRODUCTION

In 1888, Johann von Mikulicz-Radecki reported a patient with bilateral,
painless and symmetrical swellings of the lacrimal, parotid, and submandibular glands
[1]. This was the first case of Mikulicz’s disease (MD). Various conditions, including
leukemia, malignant lymphoma, tuberculosis, sarcoidosis and Kimura’s disease, were
subsequently reported as MD. In 1927 Schaffer confirmed that Mikulicz’s syndrome
could be caused by the above-diseases, and that true MD was idiopathic in 1927 [2]. In
1933, Sjogren summarized 19 cases with keratoconjunctivitis sicca, and 2 of which
exhibited swelling of the major salivary glands [3]. The concept of Sjogren’s syndrome
(SS) was established after Hamilton translated Sjogren’s report into English in 1943 [4].
Morgan and Castleman examined specimens from 18 patients diagnosed with MD. They
noted that both MD and SS were histologically similar, and announced in 1953 that
most cases reported as MD could be categorized as SS [5-6]. Since then, the notion that
MD is a subtype of SS has taken hold, and case reports of MD have disappeared.
However, research on the relationship between MD and SS has been performed in Japan
and has renewed discussions regarding whether or not the two diseases should be
considered separate entities [7]. Sugai re-analyzed the 18 cases reported by Morgan and
Castleman; these included many cases without swelling of the lacrimal glands or with
only lateral swelling of the glands. We question whether these were in fact MD patients.
At that time, it was considered that the histological characteristics the following: 1)
degeneration and disappearance of the glands by severe mononuclear cell infiltration, 2)
proliferation of ductal epithelial cells and duct stenosis, 3) formation of myoepithelial
islands, and 4) cystic dilatation of peripheral ducts could not been observed in except SS.
However, Konno reported that these characteristics were seen not only in SS but also in
other persistent and destructive process affecting the glands [7]. At this point in the
pathogenesis, a high frequency of apoptosis is seen in SS because it is an autoimmune
disease; however, Tsubota reported that the frequency of apoptosis in lacrimal gland
cells is much lower in MD [8, 9].

We have encountered many cases of MD since the 1990s. Focusing on the
hypergammaglobulinemia observed in MD, we analyzed immunoglobulin (Ig) G
subclasses and were the first to report elevated serum levels of IgG4 in patients with

MD [10]. Pathological evaluation showed abundant infiltration of IgG4-bearing
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