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Fig. 1 Active multiple sclerosis (MS) lesions appeared after switching treatment from fingolimod to natalizumab.
(A) Axial FLAIR image (3 T; TR 10,000 ms/TE 120 ms) performed in March 2012 shows multifocal hyperintense lesions around the ventricle
and juxtacortical lesions. (B) FLAIR image (3 T; TR 11,000 ms/TE 125 ms) performed in May 2016 shows no marked changes before starting
natalizumab. (C-G) These images show the results of the MRI conducted at the time of admission in July 2017. (C) FLAIR image (3 T; TR
10,000 ms/TE 125 ms) shows increased multifocal lesions especially around the ventricle. (D) Gadolinium-enhanced T,-weighted image (3 T;

TR 501 ms/TE 8 ms) shows open-ring enhancement around the right lateral ventricle and slight enhancement of the juxtacortical lesions in
the left frontal lobe. (E) T,-weighted image (3 T; TR 4,000 ms/TE 90 ms) and (F) T,-weighted image (3 T; TR 501 ms/TE 8 ms) show multifocal
lesions nearly identical to those in the FLAIR image. (G) FLAIR image (3 T; TR 10,000 ms/TE 125 ms) with parasagittal projections shows the

callosal-septal interface lesion.
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Fig. 2 The clinical course with increased disease activity after the start of the natalizumab treatment.

The patient developed visual impairment, and right hemiplegia and loss of deep sensation persisted after the first relapse (2.0 points on the

EDSS). The treatment was initiated with IFN-fla as a DMD, and it continued for 4 years. The frequency of relapse increased after switching

from fingolimod to natalizumab. IVMP therapy was administered as acute treatment each time. Plasma exchange was performed at the latest

relapse. Truncal ataxia and fatigue gradually aggravated along with the EDSS score (5.0 points), and the number of T, lesions on
the MRI increased. EDSS: Expanded Disability Status Scale, DMD: disease-modifying drug, IFN-Bla: intramuscular interferon beta-1a, FTY:
fingolimod, N'TZ: natalizumab, DMF: dimethyl fumarate, IVMP: intravenous methylprednisolone.
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Increased disease activity in a case of multiple sclerosis after switching treatment
from fingolimod to natalizumab

Ritsu Akatani, M.D.”, Norio Chihara, M.D., Ph.D.”, Kimitaka Katanazaka, M.D.",
Takehiro Ueda, M.D., Ph.D.”, Kenji Sekiguchi, M.D., Ph.D."” and Riki Matsumoto, M.D., Ph.D.”

"Division of Neurology, Kobe University Graduate School of Medicine

A 42-year-old woman diagnosed with multiple sclerosis (MS) at the age of 37 was initially treated with interferon-f
IM. The frequency of clinical relapses was twice in 4 years. At the age of 41, due to difficulty in administering muscle
injections, an oral medication fingolimod was started. However, it was discontinued after a month due to decreased

lymphocyte count, following which natalizumab was administered. The number of relapses increased 3 times in eleven

months, and the number of T, lesions on the MRI increased from 12 to 23. Natalizumab was discontinued because the
test for the anti-natalizumab antibody was positive. It was suspected that both, the rebound syndrome caused by
fingolimod cessation and the drug neutralization by anti-natalizumab antibodies, were associated with the exacerbation of

disease activity. Thus, careful attention should be paid to potential occurrence of these events post switching between

disease-modifying drugs for treating MS with high activity.

(Rinsho Shinkeigaku (Clin Neurol) 2019;59:536-540)
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