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Mixed-type Castleman Disease Can Mimic IgG4-Related Disease
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Immunoglobulin G4 (IgG4)-related disease is an
autoimmune disease with increased serum IgG4
concentrations (>135 mg/dL). Histopathologic
examination shows marked plasmacyte
infiltration with IgG4+/1gG+ plasma cells >40%.!
Castleman disease is a rare lymphoproliferative
disease presenting with lymphadenopathy,
hepatosplenomegaly, hyperglobulinemia and
anemia. It can be pathologically classified
into three types: hyaline-vascular, plasma cell,
and mixed.? Meanwhile, Castleman disease can
also present elevated IgG4 level® and mimic
IgG4-related disease. Here, we report a case
of mixed type Castleman disease initially
misdiagnosed as IgG4-related disease.

A 47-year-old man had fatigue for more than
two years without palpable superficial lymph
nodes or hepatosplenomegaly. Lab results showed
anemia (Hemoglobin 7.1 mg/dL), polyclonal
hyperglobulinemia (85.1 g/L, 1gG 72.10 g/L,
immunoglobulin A [IgA] 5,130.00 mg/L with
negative blood immune fixation electrophoresis
and urinary Bence-Jones protein) and elevated
plasma IgG4 level (>3.56 g/L). Computed
tomography (CT) showed enlarged lymph
nodes in the retroperitoneum with obvious
enhancement on contrast. The lesion was
surrounded by blood vessels and had punctate
calcifications (Figure 1, a, b). Puncture biopsy
of a lymph node showed massive infiltration of
mature plasma cells with CD38(+), CD138(+),

Kappa(+), Lambda(+), IgG(+) and IgG4(+), with
IgG4+/1gG+ plasma cells >40% (Figure 1c-e).
The patient was diagnosed with IgG4-related
disease and administered oral prednisone, but
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Figure 1. (a) Punctate calcification in the lymph nodes.
(b) Blood vessels in the rim of the lesion and the
computed tomography value increased. (c) Infiltration of
CD38(+) plasma cells. (d-e) 1gG4+/IgG+ plasma cells

>40%. (f) Tubular thickened vascular walls (H-Ex10x40).
IgG: Immunoglobulin G.
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lymph node enlargement persisted. Laparoscopic
resection was then performed. Pathological
examination showed an intact lymph node
structure. Tubular thickened vascular walls were
seen among numerous mature plasma cells,
with IgG (+), IgG4 (+), and IgG4+/IgG+ plasma
cells <40% (Figure 1f). The patient was finally
diagnosed with Castleman disease, mixed type.
Oral prednisone was tapered gradually within
three months. The patient returned to our clinic
with a normal immunoglobulin level and no
enlarged lymph nodes two years later.

This patient had abdominal masses,
elevated plasma IgG4 level, obvious plasmacyte
infiltration with IgG4+/1gG+ plasma cells >40%;
all of these met the diagnostic criteria for
IgG4-related disease,! which was the initial
diagnosis. However, CT scan, pathology, and
reaction to treatment led us to suspect the
diagnosis. Lesions of Castleman disease with
hyaline-vascular or mixed type are significantly
enhanced in CT scans due to profuse capillaries
in the lesions or arteries around them; however,
calcification is rare, about 5%.%®> Plasmacyte
infiltration with IgG4+/IgG+ plasma cells >40%
can be seen both in IgG4-related disease and
Castleman disease. The resected lymph nodes
showed massive infiltration by mature plasma
cells and tubular vessels in the follicles, both
signs of Castleman disease, mixed type.? At
this time, IgG4+/IgG+ plasma cells <40% may
be affected by the use of glucocorticoids. Most
patients with IgG4-related disease respond well
and swiftly to glucocorticoids, at least partially*®
while a complete resection of the lesion of
unicentric Castleman disease can cure all
patients, regardless of histologic subtype.” This
patient recovered completely after total resection
of the enlarged abdominal lymph nodes.

Elevated IgG4 levels are reported in
numerous malignancies, such as melanoma,
renal cell carcinoma, lymphoma, and Castleman
disease.®810 Thus, even if a patient meets the
diagnostic criteria for IgG4-related disease, we
should suspect a malignant disease and monitor
regularly. In particular, hematologic malignant
tumors should be suspected if the lymph nodes
are the only involved organ.

Declaration of conflicting interests

The authors declared no conflicts of interest with
respect to the authorship and/or publication of this article.

Funding

The authors received no financial support for the
research and/or authorship of this article.

REFERENCES

1. Khosroshahi A, Wallace ZS, Crowe JL, Akamizu
T, Azumi A, Carruthers MN, et al. International
Consensus Guidance Statement on the Management
and Treatment of IgG4-Related Disease. Arthritis
Rheumatol 2015;67:1688-99.

2. Keller AR, Hochholzer L, Castleman B. Hyaline-
vascular and plasma-cell types of giant lymph node
hyperplasia of the mediastinum and other locations.
Cancer 1972;29:670-83.

3. Zoshima T, Yamada K, Hara S, Mizushima I,
Yamagishi M, Harada K, et al. Multicentric castleman
disease with tubulointerstitial nephritis mimicking
IgG4-related disease: Two case reports. Am J Surg
Pathol 2016;40:495-501.

4. Zhou LP, Zhang B, Peng WJ, Yang WT, Guan YB,
Zhou KR. Imaging findings of Castleman disease of the
abdomen and pelvis. Abdom Imaging 2008;33:482-8.

5. McAdams HP, Rosado-de-Christenson M, Fishback
NF, Templeton PA. Castleman disease of the thorax:
radiologic features with clinical and histopathologic
correlation. Radiology 1998;209:221-8.

6. Khosroshahi A, Stone JH. Treatment approaches to
IgG4-related systemic disease. Curr Opin Rheumatol
2011;23:67-71.

7. Bowne WB, Lewis JJ, Filippa DA, Niesvizky R,
Brooks AD, Burt ME, et al. The management of
unicentric and multicentric Castleman's disease: a
report of 16 cases and a review of the literature.
Cancer 1999;85:706-17.

8. Watanabe R, Yasuno T, Hisano S, Sasatomi Y,
Nakashima H. Distinct cytokine mRNA expression
pattern in immunoglobulin G4-related kidney disease
associated with renal cell carcinoma. Clin Kidney J
2014,7:269-74.

9. Ohno K, Sato Y, Ohshima K, Takata K, Miyata-Takata
T, Takeuchi M, et al. A subset of ocular adnexal
marginal zone lymphomas may arise in association
with IgG4-related disease. Sci Rep 2015;5:13539.

10. Ogoshi T, Kido T, Yatera K, Oda K, Kawanami
T, Ishimoto H, et al. Assessment of pathologically
diagnosed patients with Castleman'’s disease associated
with diffuse parenchymal lung involvement using the
diagnostic criteria for IgG4-related disease. Lung

2013;191:575-83.



