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Fig. 1
Abdominal CT image (A) shows an enhanced tumor in the inferior pole of the right kidney (arrow). This tumor develops towards the right renal

Abdominal and chest CT findings.

vein. In chest CT image (B), there is no finding showing mediastinal tumor.
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Fig. 2 Clinical course of the patient.

Day 1 indicates a first administration day of nivolumab. At 15 days after the first administration of nivolumab, she

showed blepharoptosis and diplopia. Then, she showed bulbar palsy and weakness of proximal limbs. IVIg and steroid

pulse therapy were performed. Although elevation of serum CK levels improved to the normal range, her respiratory

function deteriorated gradually. She died at 56 days after the first administration of nivolumab. IVIg and PE show

intravenous immunoglobulin and plasma exchange, respectively.
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Fig. 3 Pathological findings of skeletal and cardiac muscles.
Tissues were formalin-fixed and paraffin-embedded, and the sections were used for the pathological analysis. Photomicrographs show the
myocardium (A), iliopsoas muscle (B) and diaphragm (C) on hematoxylin and eosin staining. Sections of the iliopsoas muscle are
immunostained with anti-major histocompatibility complex class II (D), anti-CD8 (E), anti-CD4 (F), anti-CD68 (G) and anti-CD20 antibodies
(H). Section of the diaphragm is immunostained with anti-CD8 antibody (I). Scale bar = 3 pm.
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Abstract

An autopsy case of nivolumab-induced myasthenia gravis and myositis

Taiki Sawai, M.D.", Takafumi Hosokawa, M.D., Ph.D.", Taro Shigekiyo, M.D.",
Shoji Ogawa, M.D."”, Eri Sano, M.D." and Shigeki Arawaka, M.D., Ph.D."”

"Department of Internal Medicine IV, Division of Neurology, Osaka Medical College

An 84-year-old woman developed blepharoptosis, diplopia, weakness of extremities, and dysphagia with elevation of
serum CK levels after treatment with nivolumab against renal cell carcinoma. 3 Hz repetitive stimulation showed waning
in the trapezius muscle, leading to the diagnosis of myasthenia gravis. Laboratory examination showed that anti-
acetylcholine receptor antibody was negative. We performed IVIg and steroid therapy. However, her symptoms did not
improve, and she died of respiratory failure, although serum CK levels ameliorated to the normal range. The results of
autopsy showed atrophy of muscle fibers and massive infiltration of inflammatory cells in the endomysium of the
iliopsoas muscle and diaphragm, indicating occurrence of myositis. Immunohistochemical analysis showed that CD8-
positive T cells mainly infiltrates in the endomysium with a small number of CD4-potive T cells. Here, we report an
autopsy case of nivolumab-induced myasthenia gravis and myositis.

(Rinsho Shinkeigaku (Clin Neurol) 2019;59:360-364)
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