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Kimura’s disease is an angiolymphoid-proliferative disorder that manifests with benign subcutaneous
swelling predominantly in the head and the neck. Kidney involvement, including proteinuria, occurs in 12-
16% of patients with the disease, and 60-78% of such cases is nephrotic syndrome. Reported etiologies
of nephrotic syndrome in Kimura’s disease include membranous glomerulonephritis, mesangial proliferative
glomerulonephritis, minimal-change disease, focal segmental glomerulosclerosis, diffuse proliferative glome-
rulonephritis and immunoglobulin A (IgA) nephropathy. There have been only two case reports of IgA nephr-
opathy in Kimura’s disease, in 1998. In this report, we present a third case of IgA nephropathy associated
with Kimura’s disease.
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INTRODUCTION

Kimura’s disease is a rare granulomatous disease of the
dermis, subcutaneous tissue, and lymph nodes.' It presents
as benign subcutaneous swelling, predominantly involving the
head and neck. Microscopically, the subcutaneous swelling
is characterized by newly developed lymphoid follicles, incre-
ased vascularity, and marked eosinophilic infiltration.” Addi-
tional characteristics include marked peripheral eosinophilia
and elevated immunoglobulin E (IgE) levels.” Kidney involve-
ment occurs in 12-16% of patients with Kimura’s disease,
and 60-78% of kidney involvement is in the form of nephrotic

syndrome.”® Although various types of glomerulonephritis,
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such as membranous glomerulonephritis, mesangial prolifera-
tive glomerulonephritis, minimal-change disease, focal seg-
mental glomerulosclerosis, and diffuse proliferative glomeru-
lonephritis, have been reported to be associated with Kimura’s
disease,’ only 2 cases of Immunoglobulin A (IgA) nephropathy
have been reported in Kimura’s disease to date; thus, the
association between these 2 diseases remains unclear.”® We
report a third case of IgA nephropathy associated with

Kimura’s disease to provide further evidence of an association.

CASE

A 17-year-old, previously healthy Korean male noted 2
nodular, subcutaneous, painless masses, 1 in the region of
his elbow and 1 in his right submandibular area. Peripheral
eosinophilia or proteinuria was not observed. Excision of
both masses was performed in July of 2003. Histopathology
of the masses was consistent with Kimura’s disease (Fig. 1).
After surgical excision, the patient visited our clinic for recu-
rrence of the right submandibular mass in March of 2005.
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Fig. 1. Histopathology of the right submandibular mass. (A) Reac-
tive lymphoid follicles with germinal centers are present (H&E
stain, x40). (B) Eosinophils and lymphoid cells are infiltrated
(H&E stain, %x200).

Computed tomography (CT) scan showed residual localized
subcutaneous infiltration in the right submandibular area and
bilateral reactive neck lymphadenopathy. The patient refused
to undergo biopsy, treatment with oral steroids, or secondary
surgery. Nine years later, the patient returned to our clinic
after proteinuria had been found during a routine health
check at the local clinic in February of 2012. A complete
blood count revealed a hemoglobin level of 18.4 g/dL, white
blood cell count of 10,010/mL (neutrophil 69.2%, lymphocyte
23.5%, eosinophil 0.4%), and a platelet count of 221,000/mL.
Serum creatinine and albumin were within normal limits (0.9
mg/dL and 4.0 g/dL, respectively). Urinalysis showed 3+ pro-
tein, and random urine protein/creatinine ratio was 1.97 g/g.
Renal biopsy revealed mild inflammation and fibrosis. Immu-
nohistochemistry and special stains were positive for IgA and
C3 in the glomerulus. Final diagnosis suggested IgA nephro-
pathy, subclass III (Fig. 2).

(B)

Fig. 2. Histopathology of the kidney biopsy. (A) There are mild
mesangial matrix expansion and mild increase in cellularity
without crescent or sclerosis (PAS stain, x400). (B) It shows
dominant IgA staining in the mesangium by immunofluorescence.

Because the patient did not present with any mass-related
symptoms and had a subnephrotic range of proteinuria, an
aldosterone-receptor blocker (losartan 50 mg daily) was started
in February of 2012. Currently, the level of proteinuria (ran-
dom urine protein/creatinine ratio: 1.30 g/g) and serum crea-
tinine (0.78 mg/dL) is being maintained without worsening
with maintenance taking losartan 50 mg daily in May 2013.

DISCUSSION

Kimura’s disease was first described by Kim and Szeto in
1937, followed by Kimura et al. in 1938." Asian men are
more susceptible to the disease than are men of other races.”
A benign painless swelling of the head and neck, with peri-
pheral eosinophilia and an elevated serum IgE level, should
raise the suspicion of Kimura’s disease. Lymph node biopsy

can confirm the diagnosis. In Kimura’s disease, histopathology
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shows deep involvement in tissues, well-formed germinal cen-
ters, marked eosinophilic infiltration, fibrosis around lym-
phoid follicles, and proliferation of blood vessels. Immunohis-
tologic characteristics include lymphoid follicles (T cells sur-
rounding B-cell germinal centers), many eosinophils with intact
and degranulated granule proteins, mast cells with intact
granule proteins (no degranulation), and neutrophils with intact
granule proteins (no degranulation).” The differential diag-
nosis of Kimura’s disease should include angiolymphoid hy-
perplasia with eosinophilia (AHLE). AHLE has no preference
for gender or race, and lesions are smaller and more superficial
compared to those in Kimura’s disease.

Approximately 12-18% of patients with Kimura’s disease
have renal involvement, and 60-78% of them present with
nephrotic syndrome.*> Renal biopsies from these patients
show various forms of renal pathology, including membranous
glomerulonephritis, mesangial proliferative glomeruloneph-
ritis, minimal-change disease, focal segmental glomerulos-
clerosis, and diffuse proliferative glomerulonephritis.

In Kimura’s disease, there is no gold standard for treat-
ment; surgery and corticosteroids are the most widely used
treatments, followed by corticosteroids alone. Due to intermi-
ttent dependency on corticosteroid, immunoglobulin therapy
was tried for the treatment of Kimura’s disease as a steroid-
sparing therapy.” Recently, a study showed the efficacy of
tacrolimus on Kimura’s disease.'’

The 2 previously reported patients with IgA nephropathy
were treated with corticosteroids and showed significant de-
crease in proteinu1ria.7’8 However, in the Vietnamese patient,
a full-blown nephrotic syndrome rapidly recurred after ste-
roids were tapered.” The proteinuria responded to increa- sed
dose of steroid. Our patient showed no eosinophilia and
proteinuria at the time of the submandibular mass excision
and relapse in 2005. Therefore, he was not treated with ste-
roids or surgery. The proteinuria was found on Feb 2012,
and the renal biopsy at that time revealed IgA nephropathy.
Since then, the patient has shown no symptoms and has had
minimal proteinuria; an aldosterone-receptor blocker (losartan
50 mg daily) was prescribed to minimize the proteinuria.
Currently, proteinuria is being maintained without worsening,

Actually, IgA nephropathy is common glomerulonephritic
disease in Korea. So, it is not surprising that IgA nephropathy

IgA Nephropathy in Kimura’s Disease

is combined with any disease. But there’s rare case with IgA
nephroatphy in Kimura’s disease. And it is not clear why
the IgA nephropathy is combined with the Kimura’s disease
and what the pathologic reason is. So, we thought reporting
this case is useful to urge to further study.

IgA nephropathy is a possible etiology for proteinuria in
Kimura’s disease. Considering the wide variety of nephropa-
thies in Kimura’s disease, management of the nephropathy
should be carefully determined by its clinical and pathologic
manifestations. Although it is safe to use steroids to control
proteinuria in Kimura’s disease, it may be possible to control

milder cases with more conservative treatment strategies.

REFERENCES

1. Kimura T, Yoshimura S, Ishikawa E. On the unusual gran-
ulation combined with hyperplastic changes of lymphatic
tissue. Trans Soc Pathol Jpn 1948;37:179-80.

2. Helander SD, Peters MS, Kuo TT, Su WP. Kimura’s disease
and angiolymphoid hyperplasia with eosinophilia: new ob-
servations from immunohistochemical studies of lymphocyte
markers, endothelial antigens, and granulocyte proteins. J
Cutan Pathol 1995;22:319-26.

3. Hernandez-Bautista V, Yamazaki-Nakashimada MA, Vazquez-
Garcia R, Stamatelos-Albarrdn D, Carrasco-Daza D, Rodriguez-
Lozano AL. Treatment of Kimura disease with intravenous
immunoglobulin. Pediatrics 2011;128:e1633-5.

4. Yamada A, Mitsuhashi K, Miyakawa Y, Kosaka K, Takehara
K, Tijima M, et al. Membranous glomerulonephritis associated
with eosinophilic lymphfolliculosis of the skin (Kimura’s dis-
ease): report of a case and review of the literature. Clin Nephrol
1982;18:211-5.

5. Rajpoot DK, Pahl M, Clark J. Nephrotic syndrome associated
with Kimura disease. Pediatr Nephrol 2000;14:486-8.

6. Matsuda O, Makiguchi K, Ishibashi K, Chida Y, Ida T, Mats-
uda K, et al. Long-term effects of steroid treatment on neph-
rotic syndrome associated with Kimura’s disease and a review
of the literature. Clin Nephrol 1992;37:119-23.

7. Natov SN, Strom JA, Ucci A. Relapsing nephrotic syndrome
in a patient with Kimura’s disease and IgA glomerulonephritis.
Nephrol Dial Transplant 1998;13:2358-63.

8. Kim SH, Ko WS, Park W, Lee HS. A case of IgA nephropathy
associated with Kimura’s disease. Korean ] Med 1998;54:
699-703. Korean.

9. Abuel-Haija M, Hurford MT. Kimura disease. Arch Pathol
Lab Med 2007;131:650-1.

10. Da-Long S, Wei R, Bing G, Yun-Yan Z, Xiang-Zhen L, Xin
L. Tacrolimus on Kimura’s disease: a case report. Oral Surg
Oral Med Oral Pathol Oral Radiol 2012. Available from:
http://doi.org/10.1016/j.0000.2012.04.022.

YUJM VOLUME 30, NUMBER 2, DECEMBER 2013 151



