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To the Editor We read with great interest the report of
IgG4 levels among patients with Basedow’s disease by Tori-
moto et al. (1). They reported that high IgG4 levels were
observed in 6.9% of patients with Basedow’s disease, and
that these patients largely possessed a large thyroid low-echo
area. Related to such features, we previously experienced a
patient with a very-high IgG4 level with diffuse, large, low-
echoic goiter who was ultimately diagnosed with mucosa-
associated lymphoid tissue lymphoma.

A 52-year-old woman was referred to our hospital for an
examination of hypothyroidism and diffuse goiter. Her se-
rum IgG, IgG4, and eosinophil levels were 2,518 mg/dL,
1,090 mg/dL, and 130/mm’, respectively. Thyroperoxidase
and thyroglobulin antibodies were strongly positive. Thyroid
ultrasonography showed diffuse heterogeneous hypoechoic
parenchyma, and there were no other abnormalities on posi-
tron emission tomography. A pathological examination of
the thyroid tissues revealed the presence of CD20-positive
lymphoid follicles and the infiltration of CD79a-positive
plasma cells in both follicles and stroma. In addition, nearly
40% of the CD79a cells were IgG4-positive. An additional
examination revealed an Igk-dominant pattern compared
with IgA (/A light chain restriction). The patient was there-
fore ultimately diagnosed with mucosa-associated lymphoid
tissue lymphoma of the thyroid, according to the World
Health Organization (WHO) 2008 criteria (2). Radiotherapy
improved her thyromegaly and decreased the serum IgG4
level from 1,090 mg/dL to 270 mg/dL.

Miki et al. (3) reported a similar case with thyroid en-
largement, a low-echoic region, and high IgG4 concentra-
tions diagnosed as mucosa-associated lymphoid tissue lym-
phoma. Another study reported that most thyroid lymphoma

show low-echoic regions on ultrasonography and that diffuse
heterogeneous hypoechoic parenchyma was confirmed in
mucosa-associated lymphoid tissue lymphoma (4). Accord-
ing to the diagnostic criteria for IgG4-related disease (5),
both proof of serum IgG4 elevation and histopathological
finding as well as the exclusion of malignancy and other in-
flammatory diseases are important. In both our case and the
previous reports above, the precise causes of IgG4 elevation
could not be clarified without a histopathological examina-
tion. We should therefore explore the clinical courses and
status changes using ultrasonography in patients demonstrat-
ing high IgG4 levels.

It is important to determine the origin of the elevated
IgG4 levels, as therapeutic strategies differ between primary
diseases. To determine whether or not Basedow’s disease pa-
tients with high IgG4 levels are a new subtype, further in-
vestigations including a careful histopathological analysis
are required, especially in patients with low-echoic thyroid
regions.

The authors state that they have no Conflict of Interest (COI).

Hiroshi Nomoto ', Hideaki Miyoshi', Akinobu Nakamura',
So Nagai', Chikara Shimizu? and Tatsuya Atsumi'

References

1. Torimoto K, Okada Y, Kurozumi A, Narisawa M, Arao T, Tanaka
Y. Clinical features of patients with Basedow’s disease and high
serum IgG4 levels. Intern Med 56: 1009-1013, 2017.

2. WHO Classification of Tumours of Haematopoietic and Lymphoid
Tissues. 4th ed. Swerdlow SH, Campo E, Harris NL, et al., Eds.
WHO Classification of Tumours Volume 2, 2008.

3. Miki K, Orita Y, Sato Y, et al. Mucosa-associated lymphoid tissue
lymphoma of the thyroid with abundant IgG4-positive plasma
cells. Auris Nasus Larynx 40: 587-590, 2013.

4. Yang L, Wang A, Zhang Y, Mu Y. 12 cases of primary thyroid
lymphoma in China. J Endocrinol Invest 38: 739-744, 2015.

5. Umehara H, Okazaki K, Masaki Y, et al. Comprehensive diagnos-
tic criteria for IgG4-related disease (IgG4-RD), 2011. Mod Rheu-
matol 22: 21-30, 2012.

The Internal Medicine is an Open Access article distributed under the Creative
Commons Attribution-NonCommercial-NoDerivatives 4.0 International License. To
view the details of this license, please visit (https://creativecommons.org/licenses/
by-nc-nd/4.0/).

'Department of Rheumatology, Endocrinology and Nephrology, Faculty of Medicine and Graduate School of Medicine, Hokkaido University, Ja-
pan and *Division of Laboratory and Transfusion Medicine, Hokkaido University Hospital, Japan
Received: May 14, 2017; Accepted: May 24, 2017; Advance Publication by J-STAGE: November 1, 2017

Correspondence to Dr. Hideaki Miyoshi, hmiyoshi @med.hokudai.ac.jp

© 2018 The Japanese Society of Internal Medicine. Intern Med 57: 453, 2018

453



