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Fig. 1 Clinical course of this case.

Her symptoms rapidly progressed to generalized manifestations including limb and neck weakness, dyspnea, and myalgia within

the following two weeks. The combination immunotherapy including oral prednisolone, intravenous immunoglobulin, and plasma

exchange improved successfully. mPSL: methylprednisolone, IVIg: intravenous injection of immunoglobulin, PE: plasma exchange,

AChR: acetylcholine receptor, Nivo: nivolumab.
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Table 1 Clinical features of patients with MG induced by nivolmab.

Age/Sex 80/male” 81/female” 70s/female"™ 70/male™” 65/male'” 81/female'® Present case
Nivolmab Once Once ND Once Two cycles Three cycles Two cycles
(20 mg, 10 mg)
Duration between the 2 weeks 13 days ND 16 days 10 days ND 5 days
last use and MG onset
Symptoms limb and neck myalgia, ptosis, ptosis, ptosis, ptosis nasal diplopia,
weakness, weakness, diplopia diplopia, diplopia voice weakness  dysphagia,
dyspnea ptosis, dyspnea dyspnea,
diplopia, weakness,
dyspnea myalgia
Autoantibodies AChR + AChR + AChR + AChR + AChR — AChR + AChR +
ANA — TPO + ANA + MuSK — ANA +
ARS — ANA - TG +
ARS - MuSK —
ARS —
SRP —
Anti AChR-antibody 28 nmol/l 12.4 nmol/l ND 1.64 nmol/! 0.40 nmol/l 0.30 nmol/l
Myositis Yes Yes No No Yes? Yes Yes
Creatine kinase 9,536 IU/I 8,729 1U/l 654 1U/I ND ND ND 5,331 10/
Therapy PSL pulse PSL ChEI PSL ChEI PSL PE
1A IVig PSL PP > PSL pulse
Vig IVIg > [VIg
PE ChEI
Outcome improvement death improvement death remission remission improvement

AChR: acetylcholine receptor, ANA: anti-nuclear anbibody, ARS: aminoacyl-tRNA synthetases, TPO: anti-thyroid peroxydase, MG: myasthenia

gravis, MuSK: muscle specific kinase, TG: anti-thyroglobulin, SRP: signal recognition particle, PSL: prednisolone, IA: immunoadsorption, [VIg:

intravenous injection of immunoglobulin, PE: plasma exchange, PP: plasmapheresis, ChEI-: cholinesterase inhibitors, ND: no data
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Abstract

A case of myasthenia gravis and myositis induced by nivolumab

Fumie Konoeda, M.D., Ph.D.", Shigeaki Suzuki, M.D., Ph.D.?, Yoshinori Nishimoto, M.D., Ph.D.",
Haruhiko Hoshino, M.D., Ph.D.” and Makoto Takagi, M.D., Ph.D."”

YDepartment of Neurology, Saiseikai Central Hospital
“Department of Neurology, Keio University School of Medicine

A 74-year-old woman, who developed advanced colon cancer with focal recurrence, received two courses of a low
dose of nivolumab. Five days after the second course she noticed bilateral ptosis. Her symptoms rapidly progressed to
generalized manifestations including limb and neck weakness, dyspnea, and myalgia within the following two weeks.
Neurological and laboratory findings supported the diagnosis of myasthenia gravis and myositis induced by nivolumab.
The combination immunotherapy including oral prednisolone, intravenous immunoglobulin and plasma exchange with
noninvasive positive-pressure ventilation successfully avoid tracheal intubation. Nivolumab, one of the immune
checkpoint inhibitors, is the anti-programmed cell death-1 (PD-1) protein monoclonal antibody, which is effective for
various cancers. Since the immune checkpoint inhibitors are going to be used widely, it is important to recognize the
specific subtype of myasthenia gravis for neurologists.

(Rinsho Shinkeigaku (Clin Neurol) 2017;57:373-377)
Key words: nivolumab, immune checkpoint inhibitors, myasthenia gravis, myositis




