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Table 1 Patient characteristics.
Patient MS-1 MS-2 MS-3 NMOsd
Sex (BMI) F (22.7) F (17.8) M (23.9) F (19.1)
Age at present (yo) 31 36 49 30
Disease period (y) 6 4 7 2
Phenotype RR RR PP NMOsd
OCB ) (+) 8 bands (+) 4 bands )
Herpes zoster (HZ)
Age at onset 25 32 42 30
Duration of FTY (0.5 mg daily) Tx 2y 3m 2y 6m 5m + 7 m (interruption TCR 6.5 mg + PSL
for 6 m because hepatic 15 mg for 3m
dysfunction)
at onset of HZ
WBC counts 4,600 NE 4,500 NE
Lym counts/mm® 221 252

Lym counts before HZ mean; range
(months before HZ onset)/mm’®

362; 323-414 (2-9 m)

303; 344-339 (3-8 m) 590; 488-576 (1-5 m) 1,047 2 m before

Distributed dermatoms of rashes
and vesicles

right C3 and 4

left L2 left L2 and 3 C4

Tx for HZ Aciclovir drip Famciclovir orally for 4 Aciclovir drip Famciclovir orally
dz;ys bué gxpande((ii vest- PSL tapered to 5 mg
cles and increased pain 4 m later

Aciclovir drip
Concomitant medication at HZ Ursodeoxy-cholic acid none Ursodeoxy-cholic acid, Famotidine

onset

baclofene, tizanidine
hydro-chloride

Two patients with relapsing-remitting multiple sclerosis (MS) and a patient with primary progressive MS treated by FTY showed rash and vesi-
cles by varicella zoster virus (VZV). The characteristics of VZV infection are similar to that in a patient with centrally-located
spinal cord lesion of one vertebral segment length but without anti-aquaporin 4 antibodies treated by fingolimod and prednisolone. Rate of VZV
infection in 32 MS patients treated by FTY (40/1,000 patient-years) was statistically different from that in 45 patients with neuromyelitis optica
related disorder treated by tacrolimus (6/1,000) (P < 0.0001, odds ratio: 6.90 by Fisher's exact test).

MS: multiple sclerosis, NMOsd: neuromyelitis optica spectrum disorders, BMI: body mass index, F: female, M: male, yo: years old, y: years,
RR: relapsing-remitting, PP: primary progressive, OCB: oligoclonal IgG bands in the cerebrospinal fluid, m: months, TCR: tacrolimus, PSL:
prednisolone, WBC: white blood cells, lym: lymphocytes, NE: not examined, Tx: treatment, C: cervical cord, L: lumbar cord, drip: intravenous

drip infusion, FTY: fingolimod.
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Abstract

The risk of varicella zoster virus infection in multiple sclerosis patients treated with fingolimod

Masami Tanaka, M.D., Ph.D., FAAN”

“Multiple Sclerosis Center, National Hospital Organization, Utano National Hospital

Fingolimod, a sphingosine-1-phosphate receptor modulator, inhibits the egress of CCR7-positive lymphocytes, including
encephalitogenic lymphocytes, from lymph nodes and may sometimes cause lymphopenia. A recent study reported that
varicella zoster virus reactivation occurred in the saliva of 20% of multiple sclerosis (MS) patients treated with
fingolimod. I compared the risk of developing herpes zoster between 32 MS patients treated with fingolimod (FTY-MS)
and 45 patients, including those with neuromyelitis optica spectrum disorder, horizontal hemianopsia without anti-
aquaporin-4 antibodies, and myelitis with anti-myelin oligodendrocyte glycoprotein antibodies, treated with tacrolimus
(TCR-NMO). The risk of developing herpes zoster in FTY-MS (40/1,000 patient-years) was significantly higher than that
in TCR-NMO (6/1,000 patient-years) (P < 0.0001, odds ratio: 6.90). The incidence of herpes zoster of patients with
rheumatoid arthritis treated with Tofacitinib in Asian countries has been shown to be higher than those of patients in the
United States or European countries. It may be better to pay more attention to develop herpes zoster in Japanese MS
patients treated with fingolimod.

(Rinsho Shinkeigaku (Clin Neurol) 2016;56:270-272)
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