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Elucidation and Prevention of Progressive Multifocal Leukoencephalopathy Induced
by Disease-Modifying Drugs in Japanese Patients with Multiple Sclerosis

Kawano, Yuji
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Progressive multifocal leukoencephalopathy (PML) is a major problem in
multiple sclerosis (MS) due to the immunosuppressive state caused by disease-modifying drugs. In
this study, we aimed to elucidate the reasons why PML is frequently caused by disease-modifying
drugs in Japanese MS and to identify risk factors for PML. We found that patients with one HLA had
lower anti-JCV antibody positivity and antibody titer, while those with another HLA had higher
antibody titer, and that antibody titer was higher in fingolimod users with a longer treatment
history, and that age and HLA were related to antibody positivity by multivariate logistic analysis.
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MS patients under treatment Table 4 Multivariate logistic regression analysis of factors
b with fingolimod at sampling contributing to anti-JCV antibody positivity in patients with MS
57 All participants (n=128) OR (95% CI) p value
X Age 1.06 (1.02-1.10) 0.006
E HLA-DRB1*15 0.37 (0.16-0.90) 0.028
2 Sex (male) 1.59 (0.63-4.00) 0321
§ Fingolimod usage at sampling 1.76 (0.52-5.89) 0361
'.5.. Lymphocyte count (x 1000/pL) 1.14 (0.47-2.79) 0.771
é . HLA-DRB1*04 0.92 (0.39-2.19) 0850
0 "".-O * .o'.-. 0.. L C! confidence interval, HLA human leukocyte antigen, JCV JC virus, MS multiple
0 2'0 4'0 6'0 8'0 160 1é0 sclerosis, OR odds ratio
Duration of treatment Table 5 Multivariate logistic regression analysis of factors
with fingolimod (mo) contributing to anti-JCV antibody positivity in patients with MS
excluding carriers of HLA-DRB1*15
HLA Patients without HLA-DRBT*15 (n=63) OR (95% Cl) p value
HLA-DRB1*04 550 (1.26-23.54) 0023
(Table 4’5) Age 1.04 (0.98-1.11) 0.149
(2) Jev Fingolimod usage at sampling 240 (033-1732) 0.384
Jev T Sex (male) 1.78 (0.38-8.46) 0467
Jcv T
Lymphocyte count (x 1000/pL) 0.85 (0.20-3.66) 0832
Jev T C! confidence interval, HLA human leukocyte antigen, JCV JC virus, MS multiple
sclerosis, OR odds ratio
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