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Fig. 1 Magnetic resonance imaging findings on day 1.

(A) Diffusion-weighted imaging and (B) fluid-attenuated inversion recovery imaging (3.0 Tesla scanner) revealing a high-intensity white matter

lesion in the left frontal, and parietal lobe and bilateral temporal and occipital lobes. (C) Gadolinium-enhanced T,-weighted imaging indicating

no changes in the brain lesion with a low-intensity white matter lesion in the left frontal and pariental lobes, and bilateral temporal and occipital

lobes.
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Fig. 2 Clinical course and blood lymphocyte counts over time.

The upper part of the figure presents medication and clinical manifestations, whereas the lower part presents blood lymphocyte counts (per p/)

over time.
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Table 1 Clinical findings of cases with daratumumab-associated PML*-® compared to our presented case.
Case Monge et al® Steinhardt et al” Seko et al? Present case
Age 63 59 69 83
Type of MM IgA lambda Unknown IgG kappa IgG kappa
Duration of 10 months 1.5 year 10 months 1 month
Daratumumab (20 cycles) (7 cycles) (2 cycles)
CD4+ T
lymphocytes N/A N/A 190 132
(/mi)
PBSCT
Previ Melphalan Allo-HSCT Melphalan
evious Thalidomide Pomalidomide . . Lenalidomide
treatment . . . Carfilzomib .
for MM Lenalidomide Bortezomib Bortezomib
Bortezomib Cyclophosphamide Pomalidomide
Doxorubicin
Time of PML
from MM 7 years 11 years 10 months 5 years
diagnosis
CSF JCV-DNA
Pre/Post treatment 98/95 560/Negative 1137/Negative 85/111
for PML (copies/m/)
JCV DNA
mutation N/A N/A Prototype Prototype
Discontinuation of . . .
treatment for MM Discontinuation of
Treatment Discontinuation of Transfer of JC Discontinuation of treatment for MM
for PML treatment for MM . oo treatment for MM Mirtazapine
Virus-Specific T Mefloquine
Lymphocytes q
Treatment Alive Alive Alive Dead
outcome (8 weeks) (12 months) (13 months) (5 months)

CSE cerebrospinal fluid; HSCT, hematopoietic stem cell transplantation; JCV, JC virus; MM, multiple myeloma; N/A, not available; PBSCT,
peripheral blood stem cell transplantation; PML, progressive multifocal leukoencephalopathy.
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A case of progressive multifocal leukoencephalopathy associated with daratumumab,
bortezomib, and dexamethasone for multiple myeloma

Kojiro Usui, M.D.?, Yuki Kitazaki, M.D.", Soichi Enomoto, M.D.", Mihoko Morita, M.D., Ph.D.?,
Kazuo Nakamichi, Ph.D.? and Tadanori Hamano, M.D., Ph.D.V

U Department of Neurology, University of Fukui Hospital

2 Department of Hematology and Oncology, University of Fukui Hospital

9 Department of Virology 1, National Institute of Infectious Diseases

An 83-year-old man presented with visual disturbance and right hemiparalysis, one month after daratumumab,

bortezomib, and dexamethasone administration for multiple myeloma (MM). Blood screens revealed a CD4+ T-

lymphocyte count of 132/ul. Diffusion weighted and fluid-attenuated inversion-recovery MR imaging showed high

intensity signals in the both occipital lobes and left precentral area. The patient had no history of human

immunodeficiency virus infection. Cerebrospinal fluid (CSF) JC virus (JCV) was positive (83 copies/ml), as indicated by

PCR. The patient was diagnosed with progressive multifocal leukoencephalopathy (PML). MM treatment was
discontinued, and mefloquine and mirtazapine therapy was started. However, the CSF JCV-DNA PCR count did not
improve (111 copies/m/) after 30 days from starting mefloquine and mirtazapine therapy. The patient died six months

after symptom onset. Conclusively, patients with decreased CD4+ T lymphocyte counts following DBd therapy for MM,
the possibility of PML should be considered.

(Rinsho Shinkeigaku (Clin Neurol) 2023;63:513-517)
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