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Case Study

Rheumatoid Lymphadenopathy with Abundant
IgG4" Plasma Cells : A Case Mimicking
IgG4-Related Disease

Naoko Asano” and Yasuharu Sato?

Immunoglobulin (Ig) G4-related disease is a recently confirmed clinical entity with several unique clinicopathological
features. Here we report a case of rheumatoid lymphadenopathy mimicking IgG4-related disease. The patient was a 63-year-
old woman who had been treated for rheumatoid arthritis (RA) for six years. The patient noted cervical lymphadenopathy.
Upon radiological examination, systemic lymphadenopathy was detected, and enlarged right brachial lymph node biopsy was
performed. Histologically, the lymph node showed marked follicular hyperplasia and interfollicular plasmacytosis without
eosinophil infiltration. Although the histological findings were compatible with rheumatoid lymphadenopathy, numerous
plasma cells were I[gG4™ (IgG47/I1gG™ plasma cell ratio > 50%). However, laboratory findings revealed elevation of C-reactive
protein level, polyclonal hyper-y-globulinemia, anemia, and hypoalbuminemia. These findings were compatible with hyper-
interleukin (IL)-6 syndrome, namely, RA. It is known that hyper-IL-6 syndromes, such as multicentric Castleman’s disease, RA,
and other autoimmune diseases, fulfill the histological diagnostic criteria for IgG4-related disease. Therefore, hyper-IL-6
syndromes and IgG4-related disease cannot be differentially diagnosed by immunohistochemical staining alone. In conclusion,
rheumatoid lymphadenopathy sometimes occurs with abundant IgG4" plasma cells, which is required for the differential
diagnosis of IgG4-related disease. (J Clin Exp Hematopathol 52(1) : 57-61, 2012)
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IgG4-related disease usually shows a good response to steroid

INTRODUCTION therapy;*® therefore, differential diagnosis must be made from

Rheumatoid arthritis (RA) is a systemic disease character- RA and other autoimmune diseases.
ized by polyarthritis, serum antibodies to rheumatoid factor, Here, we report a case of rheumatoid lymphadenopathy
and extra-articular manifestations including localized or sys- that fulfilled the histological diagnostic criteria for IgG4-

temic lymphadenopathy.! Immunoglobulin (Ig)G4-related  related disease.

disease is a recently recognized syndrome characterized by
autoimmune pancreatitis and related disorders, such as scle-

rosing cholangitis, sialoadenitis, retroperitoneal fibrosis, and CASE REPORT

Mikulicz’s disease. Histological findings are uniform : The patient was a 63-year-old woman who was admitted
marked lymphoplasmacytic infiltration and lymphoid fol- to hospital complaining of cervical lymphadenopathy. The
licles, admixed with dense fibrosis, and infiltration of abun- patient was diagnosed with RA six years ago, and has been
dant I[gG4" plasma cells (IgG4"/IgG" plasma cell ratio > 40%) treated with methotrexate (MTX). Upon radiological exami-
as well as scattered eosinophil infiltration.** Moreover, nation, systemic lymphadenopathy was suspected (Fig. 1).

Laboratory findings on admission revealed that serum rheu-
Received : September 12, 2011 matoid factor was significantly elevated, with anemia, hypoal-
Revised : September 15, 2011 buminemia, elevation of C-reactive protein (CRP), and poly-
fccepted: Sep_te_mber 28, 2011 o _ clonal hyper-y-globulinemia (Table 1). The clinician
D of Gl st Mo Uihnty Homil oo o suspected malignant ymphoma or MTX-related lymphoprol
Dentistry, and Pharmaceutical Sciences, Okayama, Japan iferative disorders. Enlarged right brachial lymph node biop-
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*The authors contributed equally to this work. macytosis, but there was no eosinophil infiltration (Fig. 2).
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Fig. 1.
computed tomography revealed systemic lymphadenopathy ; right brachial lymph node was
biopsied.

The follicles were increased in number and size with hyper-
plastic germinal centers, attenuated mantle zones, and com-
pressed paracortex, containing numerous mature plasma cells
without atypia. Immunohistochemically, the lymphoid fol-
licles were CD10" and Bcl-27, and infiltrated mature plasma
cells showed no immunoglobulin light-chain restriction. /n
situ hybridization with Epstein-Barr virus-encoded small
RNA oligonucleotides was not detected in the affected lymph
node. These histological findings were compatible with rheu-
matoid lymphadenopathy.!> However, the numerous plasma
cells were IgG4"; moreover, [gG4*/IgG" plasma cell ratio
was > 50% (Fig. 1). These immunohistochemical findings
fulfilled the histological diagnostic criteria for IgG4-related
disease.>®° According to previous reports, some cases of
hyper-interleukin (IL)-6 syndromes,!® such as multicentric
Castleman’s disease, RA, and other autoimmune diseases,
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Radiological images. '® F-fluorodeoxy glucose positron emission tomography and

sometimes fulfilled the histologic diagnostic criteria of 1gG4-
related disease.”'""'> Therefore, hyper-IL-6 syndromes and
IgG4-related disease cannot be differentially diagnosed by
immunohistochemical staining alone. Laboratory findings are
important for the differential diagnosis of the two diseases.®’
Our case showed anemia, hypoalbuminemia, elevation of
CRP level, and polyclonal v-globulinemia (elevation of IgG,
IgA, and IgM). These findings were quite different from
IgG4-related disease.®® Therefore, we diagnosed this case as
rheumatoid lymphadenopathy.

DISCUSSION

RA is a systemic, autoimmune disease that can affect
many organ systems, but it is best known for joint disease,
and lymphadenopathy can occur in 50% to 75% of RA



Table 1.

Rheumatoid lymphadenopathy and IgG4

Laboratory data

(normal range)

WBC 5,100/uL (4,000-8,000)
RBC 361 x 103/uL (110-410)
Hb 9.7 g/dL (12.0-16.0)
Hct 31.3% (35.0-48.0)
Plt 245 x 103/uL (31.0-36.0)
AST 22 TU/L (13-34)
ALT 11 IU/L (7-37)
LDH 221 IU/L (119-229)
T-bil 0.4 mg/ dL (0.3-1.2)
D-bil 0.1 mg/dL (0.0-0.6)
ALP 264 IU/L (115-359)
7-GTP 27 1U/L (10-47)
TP 8.6 g/dL (6.7-8.3)
Alb 3.4 g/dL (4.0-5.0)
A/G ratio 0.65 (1.20-2.00)
BUN 17.8 mg/dL (8.0-22.0)
Cr 0.56 mg/dL (0.40-0.70)
Na 138 mEq/L (138-146)
K 3.9 mEqg/L (3.6-4.9)
Cl 102 mEg/L (99-109)
CRP 4.0 mg/dL (0.00-0.30)
IgG 2,782 mg/dL (870-1700)
IgA 603 mg/dL (110-410)
IgM 278 mg/dL (46-260)
RF 713 U/mL (0-10)
ANA 40-fold (0-39.9)
sIL2R 1,140 U/mL (145-519)

Abbreviation : WBC, white blood cell ; RBC, red blood cell ; Hb,
hemoglobin ; Hct, hematocrit ; Plt, platelet; AST, aspartate ami-
notransferase ; ALT, alanine aminotransferase ; LDH, lactate dehy-
drogenase ; T-bil, total bilirubin ; D-bil, direct bilirubin ; ALP, al-
kaline phosphatase ; yGTP, y-glutamyl transpeptidase TP, total
protein ; Alb, albumin ; BUN, blood urea nitrogen ; Cr, creatinine
; Na, natrium ; K, kalium ; Cl, chlorine ; CRP, C-reactive protein
; RF, rheumatoid factor; ANA, antinuclear antibody ; sIL2R,

soluble IL-2 receptor.

patients.!* The histopathological features of theumatoid lym-
phadenopathy are characterized by follicular hyperplasia and
interfollicular plasmacytosis without atypia.* In contrast,
IgG4-related disease is a recently recognized syndrome char-
acterized by lymphoplasmacytic infiltrates and sclerosis, ele-
vation of serum IgG4 level, and abundant IgG4" plasma cell
infiltration (IgG4"/IgG" plasma cell ratio > 40%) in affected
tissues.*® IgG4-related disease sometimes involves regional
and/or systemic lymph nodes, and there is a variety of five
different histological subtypes.**!3

RA is characterized by high serum IL-6 level, *1%!*15 and
showed elevation of CRP level, polyclonal hyper-y-
globulinemia, anemia, hypoalbuminemia, and hypocholester-
olemia. These symptoms are closely related to high IL-6
levels; therefore, RA is considered as a hyper-IL-6
syndrome,®>!'* and IL-6 acts to elevate the serum levels of
IgG4 and other I1gG subclasses.’ In fact, multicentric
Castleman’s disease sometimes occurs with abundant 1gG4*
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plasma cells (IgG4'/IgG" plasma cell ratio > 40%) and ele-
vated serum IgG4 levels.” Moreover, RA also occurs with
abundant IgG4" plasma cells and elevated serum IgG4
levels.!"1® Therefore, hyper-IL-6 syndromes and I1gG4-
related disease cannot be differentially diagnosed by immuno-
histochemical staining alone.

Histologically, although our case is compatible with rheu-
matoid lymphadenopathy, the lymph node showed abundant
IgG4™ plasma cell infiltration and 1gG4"/IgG* plasma cell
ratio > 50%. However, upon laboratory examination, our
case showed elevation of CRP level, polyclonal hyper-y-
globulinemia, anemia, and hypoalbuminemia. These findings
were consistent with those of hyper-IL-6 syndromes, and
quite different from IgG4-related disease.>®’ IgG4-related
disease is not characterized by elevated serum IgA, IgM, and
CRP levels.®® In addition, histologically, our case did not
show eosinophil infiltration.>3*

Unfortunately, this patient was not examined for serum
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Fig. 2. Histological and immunohistochemical features. The lymph node showed marked follicu-
lar hyperplasia and marked interfollicular plasmacytosis, but there was no eosinophil infiltration
(2a-2d, H&E stain ; 2a, x20; 2b, x40 ; 2¢, x100; 2d, x400). Numerous plasma cells showed
IgG4". 1gG4"/1gG" plasma cell ratio was > 50% (bottom, IgG4-immunostain ; left, x40 ; right,
x100).

IgG4 level. However, Yamamoto et al.'® reported that serum
1gG4 level was elevated in patients with RA. Therefore, our
case might have shown elevation of serum IgG4 level.

In conclusion, we have reported a case of rheumatoid
lymphadenopathy with abundant IgG4" plasma cells. RA
sometimes occurs with abundant IgG4" plasma cells and ful-
filled the histological diagnostic criteria for IgG4-related dis-
ease. Therefore, the two diseases cannot be differentially
diagnosed by immunohistochemical staining alone.
Laboratory findings are crucial for the differential diagnosis
of the two diseases.
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