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Dear Editor,

Multicentric Castleman’s disease (MCD) is a lympho-
proliferative disorder accompanying systemic symptoms
and multi-organ dysfunction by excessive interleukin
(IL)-6 [1]. Focal segmental glomerulosclerosis (FSGS) is
an uncommon complication of MCD and no consensus has
been achieved on its treatment [2]. Although pharmacolog-
ical IL-6 blockade by tocilizumab is highly effective for
MCD [1], its effect against FSGS secondary to MCD is
unknown. Herein, we report a first case of FSGS secondary
to MCD successfully treated by tocilizumab.

A 41-year-old Japanese man diagnosed with MCD by in-
guinal lymph node biopsy had been observed without therapy
because of mild symptoms. He was negative for HIV. HHV-8
status was not evaluated because of the extreme rarity of
HHV-8-associated MCD in Japan [3].

Anemia had progressed slowly from year to year, and
23 years later, when he was 63 years old, his hemoglobin
level decreased to 5.3 g/dl. At this time, urinary protein to
creatinine ratio (UPCR) had increased to 5.4 g/gCr. Oral
prednisolone at 1 mg/kg was administered and proteinuria
was controlled at 0.5-1 g/gCr thereafter. Hemoglobin
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levels were maintained at 9—10 g/dl. However, his eGFR
decreased to below 40 ml/min/1.73 m?. To achieve better
control of proteinuria, tocilizumab at a dose of 8 mg/kg
was administered every 2 weeks. His residual symptoms
had disappeared and UPCR diminished to 0.15 g/gCr.
CRP levels decreased from 10—12 to 1-3 mg/dl and dete-
rioration of renal function was stopped.

Three years later, proteinuria recurred and UPCR
reached 3.6 g/gCr, while other markers such as CRP and
hemoglobin levels remained unchanged. Renal biopsy
was performed for further evaluation. The histological ex-
amination of the kidney demonstrated segmental sclerosis
in 1 of 22 glomeruli and basement membrane adhesion in
2 of 22 glomeruli (Fig. 1). Immunofluorescence staining
demonstrated mild deposition of IgM. The electron micro-
scopic examination showed diffuse foot process efface-
ment but no electron dense deposits. No amyloid fibril
was observed. Based on these findings, he was diagnosed
with FSGS.

Just before renal biopsy, we increased the frequency of
tocilizumab from twice to three times a month, which gradu-
ally lowered his UPCR levels. His CRP levels were also
lowered from 1-2 mg/dl to below 1 mg/dl. Accordingly,
UPCR levels continued to decrease to reach 0.8 g/gCr
4 months after intensification of tocilizumab therapy and have
been stable thereafter.

Recently, activation of the JAK2/STAT3 pathway by
IL-6 was identified as a potential injurious factor in pri-
mary FSGS [4] and could be a potential therapeutic target
[5]. In this case, tocilizumab in every 2 weeks seems to
suppress IL-6 signaling pathway enough to alleviate
symptoms, but insufficient to completely normalize in-
flammatory state, represented by sustained elevated levels
of CRP, given that CRP is a sensitive biomarker reflecting
IL-6 levels. We speculate that this insufficient IL-6 inhi-
bition exposed his kidneys to residual pathologically ac-
tivated IL-6/JAK2/STAT3 signaling for those long pe-
riods, which might contribute to the development of
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Fig. 1 Findings of renal biopsy. a—¢ Light microscope: glomeruli with
segmental sclerosing lesion and epithelial hyperplasia, mesangial
proliferation without spike formation, and extracapillary proliferation
accompanied by rupture of glomerular basement membrane were

FSGS. Considering that intensification of tocilizumab
treatment lowered UPCR levels in concordance with
CRP levels, tocilizumab could be a potential therapeutic
agent against FSGS secondary to MCD.
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observed. Periodic acid-Schiff (PAS) stain, x 100 (a) and x 200 (b)
magnification. ¢ Periodic acid-silver methenamine (PAM) stain, x 200

magnification. d Electron microscope: diffuse foot process effacement
was observed but electron dense deposits were absent
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