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It has been considered that idiopathic multicentric Castleman disease often involves pulmonary complications
recognized as lymphocytic interstitial pneumonia. On the other hand, recent reports show that the computed
tomography often show diffuse interstitial lung disease inconsistence with lymphocytic interstitial pneumonia.
Pulmonary diseases with idiopathic multicentric Castleman disease are still rare and poorly understood. Here, we
report a case of acute progressive diffuse interstitial lung disease, diagnosed as non-specific interstitial pneu-
monia, preceding idiopathic multicentric Castleman disease.

A 65-year-old male visited our outpatient clinic for dyspnea on exertion. Imaging tests revealed interstitial
lung disease showing non-specific interstitial pneumonia pattern, pulmonary function test proved the decline of
vital capacity and laboratory tests showed increased fibrosis biomarkers; therefore, initially, he had been
diagnosed as non-specific interstitial pneumonia. However, imaging tests also showed mediastinum lymphade-
nopathy, and laboratory tests revealed increased interleukin-6. Idiopathic multicentric Castleman disease was
suspected. The lung and mediastinum lymph node biopsies were performed, and pathological findings of the
lymph nodes were compatible with multicentric Castleman disease. Pathological findings of the lung showed that
the fibrous thickening of interstitium and the collapse of alveoli. We diagnosed this case as idiopathic multi-
centric Castleman disease preceded by diffuse interstitial lung disease. Treatment with prednisolone improved
the dyspnea, and the pulmonary lesions disappeared.

The presented case suggests that interstitial lung disease could precede idiopathic multicentric Castleman
disease. Chest physicians should be aware that idiopathic multicentric Castleman disease is one of the causative
diseases of diffuse interstitial lung disease like non-specific interstitial pneumonia on the chest images.

1. Introduction

Multicentric Castleman disease (MCD) is a systemic inflammatory
disorder caused by interleukin-6 resulting in systemic inflammatory
symptoms, lymphadenopathy and multi-organ involvement, and human
herpesvirus-8-negative MCD is referred to as idiopathic MCD (iMCD) [1,
2]. iMCD often involves pulmonary complications, and typical
computed tomography (CT) findings are classified as lymphocytic
interstitial pneumonia (LIP) [3,4]. On the other hand, recent reports
show that diffuse interstitial lung disease, inconsistence with the typical
LIP pattern on chest CT, is often seen in lung involvement of iMCD [5,6].

It is considered that these pulmonary involvements are caused second-
ary with iMCD and slowly progressive to fibrosis if inadequately treated
for iMCD [2]. However, pulmonary involvements with iMCD are still
rare, and clinical features are poorly understood.

Here, we report a case of iMCD preceded by acute diffuse interstitial
lung disease diagnosed as non-specific interstitial lung pneumonia
(NSIP). This is a rare and valuable case.

2. Case presentation

The case was a 65-year-old Japanese male with no

Abbreviations: MCD, multicentric Castleman disease; iMCD, idiopathic multicentric Castleman disease; CT, computed tomography; LIP, lymphoid interstitial

pneumonia; NSIP, nonspecific interstitial pneumonia.
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Fig. 1. (a) One month before admission. The chest X-ray showed diffuse ground-glass opacity and reticular shadows in the lower area of both lungs. (b) Four weeks
after starting steroid therapy. Lung lesions have improved.
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Fig. 2. (a) One month before admission. The chest CT scan showed diffuse ground-glass opacity and interlobular septal thickening in the inferior lobe, presenting a
nonspecific interstitial pneumonia pattern. (b) Mediastinum lymphadenopathy can also be seen. (c) On admission. Lung lesions have advanced. (d) Four weeks after
starting steroid therapy. Lung lesions have improved.

B

B
At e
Fig. 3. Pathological findings of the mediastinum lymph node. (a) High magnification view. Atrophic germinal center with proliferating sclerotic blood vessels
(hyaline vascular variant). (b) Plasma cells proliferate in interfollicle (plasma cell variant).
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Fig. 4. (a) Pathological findings of the lung revealed plasma cell infiltration in the interlobular septa and interalveolar septum with a thickening. Lymphoid follicles
were shown around the bronchiole. (b) Elastica van Gieson stain showing the fibrous thickening of the interstitium and collapse of alveoli.

immunocompromising diseases or recent medical history. Cigarette
smoking history was one pack/day for 25 years. An abnormality on chest
X-ray was found three months before hospitalization at an annual health
check-up, but he didn’t follow recommendations for further testing. He
first visited Yodogawa Christian Hospital one month ago because of
progressive dyspnea on exertion. The chest X-ray showed diffuse
ground-glass opacity (GGO) (Fig. 1a). The chest CT scan revealed diffuse
interstitial lung disease consisting of GGO, patterned NSIP (Fig. 2a), and
pulmonary function test proved the decline of vital capacity. Laboratory
tests showed that increased Krebs von den Lungen-6 and Surfactant
protein-D, and autoimmune antibodies were negative (Table). He was
diagnosed as NSIP and followed at our outpatient clinic. However, in
one month, his dyspnea had progressed further, and body weight had
decreased by 3 kg, and he was admitted to our hospital. On admission,
vital signs were normal, and oxygen saturation was 96%. Physical ex-
amination showed fine crackles on auscultation of the posterior lung
fields. There was no superficial lymphadenopathy. The chest CT scan
showed that ground-glass opacities had progressed in one month
(Fig. 2¢). Also, multiple mediastinal lymph nodes enlargements were
found (Fig. 2b), and laboratory tests revealed increased interleukin-6
(Table). Therefore, MCD was suspected. Thoracoscopic lung and medi-
astinal lymph node biopsies were performed, and pathologic findings of
the lymph node suggested Castleman disease of mixed hyaline vascular
and plasma cell variant (Fig. 3). Pathological findings of the lung
showed that the fibrous thickening of interstitium with plasma cells
infiltration and the collapse of alveoli (Fig. 4). Human immunodefi-
ciency virus antibody and human herpesvirus-8 antibody were negative,
and two major criteria and two minor criteria (increased erythrocyte
sedimentation rate and immunoglobulin G) were met for diagnosing
iMCD [7]. Tuberculosis, lymphoma, and other mimicking iMCD diseases
were excluded by clinical findings, pathological findings and laboratory
tests. Then, we diagnosed this case as iMCD preceded by acute pro-
gressive diffuse interstitial lung disease. We started treatment with
prednisolone 0.7 mg/kg (50 mg/day), and his dyspnea improved within
two weeks. Chest images one month later showed improvement (Figs. 1b
and 2d). Although prednisolone was tapered by 5-10mg every week and
maintained at 15-20mg/body, he did not relapse.

3. Discussion and conclusion

Previous reports show chest CT findings of the lung involvement of
iMCD are commonly consist of poorly defined centrilobular nodules,
thin-walled cysts, thickening of the bronchovascular bundles, and
interlobular septal thickening. These findings had been recognized as
the typical LIP patterns in iMCD [3,4]. However, the presented case
showed that diffuse interstitial lung disease patterned as NSIP on the
chest CT. Recent reports show that diffuse GGO and consolidation are

often seen in CT findings of lung involvements of iMCD [5,6]. These CT
findings are different from the typical LIP pattern in iMCD and probably
diagnosed as diffuse interstitial lung disease such as NSIP.

In pathological findings of the lung involvements of iMCD, lym-
phoplasmacytic proliferating lesions mainly in the alveolar area adja-
cent to the perilymphatic stromal area and lymphoid follicles are often
seen [8,9] The pathological findings of the lung involvement of the
presented case are compatible with these reports. Otherwise, the pre-
sented case showed the fibrous thickening of interstitium collapsing
alveolar space. Generally, lung involvement of iMCD can progress to
lung fibrosis if inadequately treated [2], therefore, lung fibrosis is
considered as the end-stage of lung involvement of iMCD. However, the
presented case showed acute progressive interstitial lung disease with
pathological lung fibrosis. It is supposed that the presented case was in
the acute progressive phase of lung fibrosis and the collapse of alveoli
caused by fibrous thickening of interstitium was recognized as diffuse
GGO on the chest CT.

The presented case suggests that diffuse interstitial lung disease
precedes iMCD. Chest physicians should be aware that iMCD is one of
the causative diseases of diffuse interstitial lung disease such as in the
NSIP pattern on the chest images. If mediastinum lymphadenopathy is
seen in an interstitial lung disease patterned NSIP on the CT, lymph node
biopsy should be considered.
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