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LETTER TO THE EDITOR

Immunoglobulin G4-related disease presenting as a mass in the lung
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Immunoglobulin G4-related disease (IgG4-RD) 
is a fibroinflammatory disease which can involve 
any organ in the body1 Lung involvement of 
IgG4-RD is not uncommon.

A 25-year-old female patient was admitted to 
our hospital for the tests requested during the job 
application. She had no complaints and no known 
systemic disease. Computed tomography revealed 
a localized subpleural mass in the left lung upper 
lobe (Figure 1). Positron emission tomography was 
performed to assess the spread, as malignancy 
was suspected clinically. The mass was 1.5 cm in 
diameter and increased 18F-fluorodeoxyglucose 
uptake with a maximum standardized uptake 
value of 3. Lung wedge resection was performed 
for diagnostic purposes. A gray-yellow colored, 
relatively well-circumscribed lesion was observed 
on the lung wedge resection material (Figure 2). 
Microscopic examination revealed a nodular lesion 
in the lung parenchyma characterized by intense 
lymphoplasmacytic infiltration, lymphoid follicles, 
and fibrosis. In immunohistochemical studies, 
approximately 150 to 200 plasma cells showed 
positive staining with the IgG4 antibody in a 
high-power field (HPF) (Figure 3). The ratio of 
IgG4/immunoglobulin G (IgG)-positive plasma 

cells was over 50%. When the patient's serum 
immunoglobulin levels were analyzed after the 
operation, the level of serum IgG4 was found 
to be 141 mg/dL (range, 0 to 125 mg/dL). As 
a result of clinical, laboratory, morphological, 
and immunohistochemical staining, the patient 
was found to be compatible with IgG4-RD. The 
patient was followed postoperatively and no 
additional treatment was given.
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Figure 1. T1-weighted axial magnetic resonance images 
of the lung showing a localized subpleural mass in the left 
lung upper lobe.
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Immunoglobulin G4-related disease may 
present with symptoms resulting from damage of 
the affected organ, as well as with the incidental 

radiological findings without any clinical 
symptoms. The first pulmonary involvement 
cases were reported in 2004 and they were 
found to be associated with autoimmune 
pancreatitis.2,3 Our patient had no complaints 
and no known systemic diseases. She had 
asymptomatic IgG4-RD detected by incidental 
radiological findings.

Furthermore, IgG4-RD may occur 
radiologically as hilar or mediastinal 
lymphadenopathy, bronchovascular bundle 
thickening, nodules, pleural involvement, 
ground-glass opacity, and alveolar interstitial 
involvement.4 It is most commonly seen as 
lymphadenopathy and solitary nodule, 
respectively. When encountered as a nodule, 
lung cancer should be considered in the 
differential diagnosis.1 In our case, the lesion 
was radiologically in the form of a solid nodule 
which suggested a suspicion of malignancy.

The diagnosis of IgG4-RD is based on three 
criteria: clinical, laboratory, and histopathological 

Figure 2. A macroscopic view of lesion on cross-sectional 
surface of lung wedge resection material.

Figure 3. (a) Lymphoplasmacytic inflammatory cell infiltration accompanied by pronounced 
lymphoid follicles (H-E, ¥100). (b) Fibrosis (H-E, ¥100). (c) Accumulation of plasma cells in 
perivascular areas of lesion (H-E, ¥100). (d) Immunoglobulin G4-positive plasma cells ranging 
from 150 to 200 in a HPF (IHC, ¥400).
H-E: Hematoxylin-eosin; HPF: High-power field; IHC: Immunohistochemistry.
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features. If these three criteria exist, the diagnosis 
of IgG4-RD is definitive. If only one of the 
laboratory or histopathological criteria is present 
in the patient along with clinical findings, the 
patient is likely to have IgG4-RD.5 In our case, all 
these three criteria were present.

The serum IgG4 level in IgG4-RD is expected 
to be above 135 mg/dL; however, only 50% of 
those who have IgG4-RD have high serum levels 
of IgG4.6 On the other hand, serum IgG4 levels 
can be high in other diseases, such as pancreatic 
cancer, atopic diseases, and infections.

Immunoglobulin G4-related disease is 
characterized by histopathologically storiform 
fibrosis, lymphoplasmacytic infiltration, and 
obliterative phlebitis.7 Inflammatory infiltration 
is rich in IgG4-positive plasma cells and 
may be accompanied by eosinophils.8 In 
immunohistochemical studies, more than 50 
IgG4-positive plasma cells are present in the HPF. 
The ratio of IgG4-positive cells/IgG-positive cells 
should be more than 40%.7

The differential diagnosis of IgG4-RD 
includes multiple myeloma, lymphoproliferative 
diseases, inflammatory myofibroblastic tumor, 
nodular lymphoid hyperplasia, multicentric 
Castleman disease. Accurate diagnosis is of 
utmost importance in patient management, as 
IgG4-RD responds well to prednisone treatment. 
If histopathologically compatible findings are 
present, IgG4-RD should be considered in the 
differential diagnosis.

In conclusion, we presented a case of 
immunoglobulin G4-related disease presenting as 
a mass. In this disease, it may be possible to prevent 
organ damage with early diagnosis and treatment. 
Clinical, laboratory and histopathological findings 

should be evaluated together for an early and 
accurate diagnosis.
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