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MRI obtained 6 weeks (A) and 2 weeks (B) before discontinuation of salazosulfapyridine (SASP), on the day of discontinuation of SASP (C), as
well as 7 weeks (D), 4 months (E) and 7 months (F) after discontinuation of SASP. Axial T, WI and FLAIR showed high intensity lesions only in
the white matter of the right frontal lobe around the precentral gyrus and the parietal lobe. The lesions became enlarged during treatment with
SASP(A-C). After discontinuation of SASP, the lesions gradually became smaller (D-F).

Fig. 2 Brain MRI obtained the day before brain biopsy in March.
DWI (A) showed low intensity lesions in the core and high intensity lesions in the rim. ADC (B) and FLAIR (C) showed high intensity lesions

in the white matter. T,WI with Gd enhancement (D) showed partially enhancing rims of the white matter lesions.
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Fig. 3 Pathologic findings of the brain biopsy.

(A) The white matter with severe gliosis showed glial cells (arrows) with enlarged nuclei, filled with homogeneous material

(Hematoxylin-eosin staining, Bar = 50 pm).

(B) These glial cells (brown) were immunopositive for antibody recognizing JC virus capsid protein (VP-1) (Immunohistochemistry,

Bar = 100 pm).
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Fig. 4 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 ul) over time.
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Mo fefeed, MEMEM I % PSL UAHIBINGH# IE1TH
Nipdrodz. BN O 2 FFGE L 2KERT, BRAREREE
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fEfRG SN TB oY, BORERERIL 2009 FFTHRE SN

TWipo 723, DIEEHIERIZH 5 ¢, PML ZEREREIC
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% PML 3&4E ) A 7 2 3 #EIC 7 v — 7ML L, Class 1 (high
risk) 1% natalizumab & efalizumab @ 2 %, Class 2 (low risk)
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Table 1 Changes in the ratio of the underlying diseases which induced progressive multifocal leukoencephalopathy (PML).

Hematologic

Period Country HIV/AIDS (%) mali( %;Uljmcy SOh((l O/tblimor ﬁll;?;;ner;?; § scll\::[ ruolggl(e% ) Reference
1998-2005 USA 82.00 8.40 2.83 0.95 — 1)
1988-1992 Sweden 43 36 21* 07 — 3)
1993-1997 Sweden 64 27 0 57 — 3)
1998-2002 Sweden 38 31 15% 157 — 3)
2003-2007 Sweden 20 27 20* 207 — 3)
2008-2013 Sweden 11 34 7* 397 — 3)
2007.4.-2011.3. Japan 33.3 39.5¢ 0 6.2 0 5)
2016.12.-2019.11. Japan 11.6 35¢ 35 23 5 6)

The table shows changes in the ratio of underlying diseases which induced PML in different countries during the stated time period. * includes
organ transplants, " includes multiple sclerosis, whereas * includes hematologic disorders.
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# tocilizumab % EHEIF LN T WS 10,

—7%, SLE &#f PML @ SCEIORRET TlE, 35 B 3 Bl
PML SR | SRIEIHIEE A 5- ST B 59, 56T 15 mg/H
UTORERETL F=varypii~7 ) 7ELIHEGEINT
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KWFgeO—iBiL, EAEFER-AIIEE B4 HE MR BECETZE
HE T F VR ORI A )V A RRGE (2B 2 AR ZE8E (B
RREE EHRER) | OB X > TiTbhrz.

R LOF R L4 115 [0l H A MRRE s s 4 (KR 10 CHE

L7.
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Abstract

Progressive multifocal leukoencephalopathy in a patient
with rheumatoid arthritis under salazosulfapyridine treatment

Tomoko Okazaki, M.D.?, Daichi Kodama, M.D.?, Misaki Yamadera, M.D., Ph.D.?,
Yasuko Sugiyama, M.D.", Hiromi Tsuji, M.D.?, Fukuko Nishida, M.D.", Yoko Ooka, M.D.",
Kazuo Nakamichi, Ph.D.?, Kazuo Hashikawa, M.D., Ph.D.? and Takehiko Yanagihara, M.D."%

b Department of Neurology, Osaka Police Hospital
2 Department of Pathology, Osaka Police Hospital
9 Department of Virology 1, National Institute of Infectious Diseases
4 Osaka Neurological Research Institute

Progressive multifocal leukoencephalopathy (PML) is a rare opportunistic infection caused by JC virus (JCV)
activation. We report an 85-years old man who had been diagnosed to have rheumatoid arthritis (RA) 1.5 years prior to
diagnosis of PML, and had been treated with salazosulfapyridine (SASP). He developed weakness of the left upper limb,
which progressed gradually for two months. A neurological examination on admission revealed severe palsy of the left
upper limb without sensory disturbance, cognitive decline or gait disturbance. Brain MRI revealed white matter lesions
in the right frontal lobe around the precentral gyrus. Cerebrospinal fluid (CSF) examination and peripheral lymphocyte
counts were normal. HIV was ruled out serologically. There were no findings suggestive of malignancy. We suspected
PML and stopped SASP. JCV-DNA was detected in CSE There were enlarged nuclei positive with VP-1 immunostaining
in the brain biopsy materials. Thus, the diagnosis of PML was definitive. Paralysis of the left upper limb began to
improve one week after discontinuing SASP. Treatment with mefloquine and mirtazapine was initiated, but he developed
severe interstitial pneumonia, which might be caused by mefloquine. Therefore, he underwent rehabilitation without
medication. JCV-DNA became undetectable and white matter lesions decreased 6 months later. Paralysis improved and
he had no problem with activities of daily living a year later. The risk factor for PML has changed over the last decade,
and drugs such as biologics became significant risk factors for patients with autoimmune diseases. There are reports
suggesting that systemic lupus erythematosus (SLE) and RA themselves might be independent risk factors for PML.
Although there is no previous report of SASP inducing PML, SASP might be the culprit in our case. However, there is
another possibility that SAPS and RA worked synergistically for the onset of PML.

(Rinsho Shinkeigaku (Clin Neurol) 2021;61:833-838)
Key words: progressive multifocal leukoencephalopathy, rheumatoid arthritis, salazosulfapyridine




