TEDIERE

56 : 481

M NEBEN EREZ b B,
JC virus granule cell neuronopathy O & HEARIE S 7z
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EE EFIEEBMDLMETHD. BRIMED/NY L INERIEY S /NEICH U, FFEMrituximab EX 5 h, &
FOE/NRHEESRIASRIE L /2. BBE MRI THEAIF/NNHRBE 2B, ETHESEMBAERNAE (progressive
multifocal leukoencephalopathy; PML) % &\, 887 JC virus (JCV)-DNA PCR#&ZE # #EETL, 4 BB
% T JCV-DNA pigH & h, BEIHHETE L /=, /NEEHE£588, granule cell neuronopathy D& A /RIZ S 1L 7=,
Mirtazapine & mefloquine DHFAEIC L V) REAEBFENBE S /. PML T3 mEAIs/ M ORZE TRET 2010
H3. F7-, ROPICIIBERIRET JCV-DNA DBEEDZ &N HY), BIBLRETIVEN H 5.
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FU &I

HEATEL Y INAE (progressive multifocal leukoencepha-
lopathy; PML) 13 F I REALIREICH 2 BHIZHEL, #
FIPECERIER 72 JC 7 A W A (JC virus; JCV) O AKX e
FETH B, MBIy 7Z PML I, WMERMEE, RETHEZ
EORIMEHEIIREDHIET 5. ZIIIENE R+ o JCV
»%° 7 5 DNA % 59 & L 72 JCV-DNA PCRA#GA (K EEH) 80%,
FRER 99% V) BERTH L. ARO [ETHELEEAE
NRREZHR A A FF 4~ 2013/ Cld, PML OZWIZBNT,
ik & FFR L C D JCV-DNA ASBEMED B & 1AM % Z 8§
HEL, BliREZEELZLDLMEIT TS Y. bhb
L, W NS CRE L, BB E £ TITRAERLL,
MR 4 M OREERA 2 YL 72 PML @ 1 Bl 2 #8572, BH
# MRI T EAT 1O /N B B O ZEie & 520, JCV VN A
SR R 2B L CESES A JCV granule cell neuronopathy
(GCN) O&EBEEE 2 72, AREIZ BT 2 WAL ZE O 9%
B BRI S on T 5.
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EIR DI, BHOLLOE, BEAES L, HF

DEZ
BEARIE - /NY o osERME ) v SEE (51 %ER), wilkiEE (64
e

KIGE Fty_&Z e L.

BUIE 12012 4E 3 H (64 1%HF) 12/ oSERIE) o SHEDS
T L, rituximab & fludarabine % & bR EDI8 1 7 )L
JEAT SNz, 49 A 7 OV DI rituximab O RS- C, ik
B GAXF4E7 HTd o7z [A4E 9 HIZ PET-CT A5HifT & 11,
SERBEMNTER S NTAS, FOEN S RS F v &R THE
WABNZRAET A & 9 1I2& U 72, LERIEAAHS CTHEE MRI
FEEFRIER SN o2 FEI1LBICBER TS 2
<Y, MEFHSTATPEZDL L) kot F57H
D5ESDEWPFAIELL, BIBRTORREEE 2o 72720,
M BEAENRNC AR L7z,

ABEREBUE @ B 1% 156 cm, 1AIE 41kg. fRiR 36.2°C, IUE
95/62 mmHg, NR¥M 65 |1/ 45, WPH 12 1/ 55, — St
IR R 2 B0 e h o7z, BElidiEmT, SEIERINR
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filf 2 PR HIRRBE A 77 — V1L 26/30 15 CTd > 72, ANHHBESERE % 72
W72, FOMOBMFRRIEE IA SN o7z WO
BIRORE, WHEM, HIMKT RO o7z, BNALT
iR 2500, MURIIRRETH - 72, SRR ER CHERL DN
TEMAR & A IR % W TR, BEIEERER L BT H A
OMEBKZ WU TRz G, R, BEMRERICIER
WHT R e h o7z

ABERE R AT B, - — A, FIiEkE, 2,600/w, Hb
12.5 g/dl, If/MEEL11.8x10% W TH -7z, 7u—H 4 b 2+
1) —Tld, CD4REEY) >/ XEREAT 180/ & IAHT, CD20 Rl
) Y SERIZ O/ T o 7z — RS I R 1 2 <
WYATEIL-2 Lt 7% — 453 U/ml TH - 72. 1gG 684 mg/dl, 1gA
37 mg/dl, IgM 21 mg/dl & &A% 7R L7z, HBV L5, HCV L
&, HIV ik, HTLV1PUE, bV 75 A<hifk, 4 %
Havw A4 )VAHE, B-D IV IZBRETH o 7. B
T, FEE 100 mmH,0 TEEEER, MIZE VW KRG, &
F131 mg/dl, $562mg/dl T, I =) YHEMEAIZEETSH -
7o, MR, MIREREE, BURRGAE, PURRRESEIIREMET, JOV-
DNA PCR #i7t, VZV-DNA PCR ##: T4 7 1 )L 2 DNA (&
HTHo7.

BHHP MRI T, Wil s/ MBS T, 587 1%, FLAIR [
%8 L OEHEER WG CRESE 505 H 5, T, Ml
TIEREIE T DO RR D 2 WIHEDRRD Hiz. /M
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AR O RO Bk & M D72 B ZE A b L7z
(Fig. 1).

ABEA#EE (Fig. 2) @ /N Y SERME Y o 7S JE O AR A 7
5 L RE IR EEIC B 1 2 HAURURYYE % % 2 72. MRIJHZ
BRI Tl 7 <, F 720 H O A T JCV-DNA (3 i &
N0 72h%, FHIZ, rituximab $55-#12380E3 % PML 347
Wz e, FiTldd 2 D /NI RZ % &> PML B Y
BHHND T Lpb, RIEZEEo 72, BEE & ORI D720,
ABEEE 4 9% B A /IR ZE & BRI AR & AT L 72
S, AL S OIS, BRI T 5 R EsEH o
Bho7z.

AW BRI 5% 00 PML IR e psigsg s n s ?
73, rituximab O XA PR X34 393.6 BRI T D, AES]
T, ABERFIZ rituximab 2MEPIZFRE L T b LI3FE LA SN
9, MAERHEL I T b e holz. —F, PO 2ETH L
mirtazapine D525, FifEF JCV &= % jfd S, PML O
IZERTH o 2B % b £ 12, 451895 H 72> 5 mirtazapine
15mg/ HO¥ G- %G L7z, F/2, WKEEOMEN S 5 2
LA, BT O VZV-DNA X1 TH o 7245, 45 31K H 2
5 aciclovir 10 mg/kg % 1 H 3 [0l 14 HH#EL, fErur
VU ERBPICHRHE L. Zoftic, AT oA ROV AR
(methylprednisolone 1,000 mg/ H % 3 H [ siiiigii) % 45 58 i
H, #8957 H, % 102WHICAF3 7 —Vitifr L7z, 573

Fig. 1 Head MRI at hospitalization.
T,WI (A), FLAIR (B), and DWI (C) showed abnormal signal lesions in the middle cerebellar peduncles bilaterally. T;WI (D) showed low
signal lesions without gadolinium enhancement (E). The cerebellum was atrophic in sagittal view of FLAIR image (F) (arrowheads). A)
T,WI axial view, 3 T; TR, 4,173.2 ms; TE, 90.0 ms. B) FLAIR axial view, 3 T; TR, 11,000.0 ms; TE, 125.0 ms. C) DWI axial view, 3 T;
TR, 5,750.0 ms; TE, 65.0 ms. D) T,WI axial view, 1.5 T; TR, 683.3 ms; TE, 13.0 ms. E) Gd enhanced T,WI, 1.5 T; TR 683.3 ms; TE,
13.0 ms. F) FLAIR sagittal view, 3 T; TR, 11,000.0 ms; TE, 125.0 ms.
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9 H LA PRS2 7 B 70 & —BEREIRASEAL L 7278,
5512199 H I AL IR FEDS B IS %2 B £ T L 72, 201,
BEES MRL CLE A MR Z PR L, 1§D ZEHE, hot cross
bun sign BOFT L% 528, /NIXOZEREATHEST L 7.

AbElke, %18 H, % 79 % H Ol + JCV-DNA PCR ##
AT JCV-DNA (ZETETH - 7228, 2 D% b PML O FeMEADS
B CEwEE 2, BIERAL#YRELIEZ A, H135
5 H (4 B H) OBfEASI2 BT 3,158 copy/ml Td 1), PML
L ERIRZ W 2 e L 72,

% 151 % H % & mirtazapine (21 2 TH~¥ T ) 7T H D
mefloquine 275 mg/ H % 3 0 #E#HE#S L, 0%, HA1E
275 mg/ H OFE 5% s L 72 ©. Hfidfi b JCV-DNA PCR i i2 €
DNA 2 ¥ —HudBin L 7225, % 185 9% H IS B AT A5 HELC
bR e L0, RADOFL TE 237K IZERE L 72,
55 234 9% [ OB T JCV-DNA 7 ¥ — %A% 47,753 copy/ml £ T
HWinL w7272, £ 291 % H |Z mirtazapine % 30 mg/ H |Z
Wi L7z, 2o, B+ JCV-DNA I ¥ — ¥ 5 309 95 H
VAXIEA L7275, 55 428 i HICFRON B L, il A/
L NWEMEDSEIT L, 612 WIS Lz, BlEdceE
UNHEBERE 5722 L0 7 > b FIRZE & RIE T B iR Ry HT LI
B 5T, HHMRIICBWTT ~ b EREGHEL 2o
7o F 7, IERAESLUEERE & BE b b B AR E MR O
AL R°BHHR MRI T L & 5RO 2 0o 7z,

MRI
(FLAIR)

A

Cerebellar ataxia

Aciclovir
IVIG

v
IVMP v vV ¥

Mirtazapine 15mg/day

Mefloquine HCl 275mg/day
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£ =

PML (&, 1958 4£12 Astrom & 712 X O 18P 7 PR L%
ERTF ) UNFEOBRZE TORESMT TH O THE S
N, 1962 4R IIFEES ¥ DAL 1B HE L. HED
AFFD PML BE O SR EIL HIV BB %05 33.3%, #H
Ja RSt R L9, rituximab 7 & O SR & ) 710
IESS B0 39.6% T, £ O B T RIS R I A S il
BERE, REREOERILI D75 Y. W/
FAOHEBEEIIE, ZRMEME, BRNMAMNE, =IF
HEY A a7 4 —, Wilson ¥, FFUEMNGE, (ARIMBERNAE, 5
AVEEEE B EE, AR /NN BIIR SIS 28, posterior reversible
encephalopathy syndrome (PRES), MM g E 72 &2 & % Waller
B, SEEURMLE, SRR EERE%, Behget 7, HIV
fMdE, FEVERESS, fragile X-associated tremor ataxia syndrome
(FXTAS) 7 EDZTF 6N 5 07 PML ORZE TR E W
DixT ¥ b ET, AAFTE, IR0 LR, WHitT
PHTHZERCHIBHEECIFSE L, VW 5 ‘scalloped appearance’ &
252 %. 7, 7 PTHELRET 5 PML O Y
v SRS T, VN, /N E DT
HHENTNS.

REITHE 25 PML % 5t - 72 £ B HIX, /N > oSERE
1) NE & TIRIEIE O BEAEEE & rituximab % & T LA A

CSF 60000
JCV- 40000

——
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Fig. 2 Clinical course of the patient.

The MRI lesions were expanded from the middle cerebellar peduncles to the pons, and cerebellar atrophy progressed. Hot cross
bun sign was observed in the pons at the hospital-days 123 and 234 (arrowheads) (FLAIR axial view; 3 T; TR, 11,000.0 ms; TE,
125.0 ms). Bleeding lesion with biopsy was also shown in the right middle cerebellar peduncle at the hospital-days 123 and 234.

Mirtazapine and mefloquine were given. JCV-DNA in CSF was negative in three times, but positive at the hospital-day 135. IVIG =

intravenous immunoglobulin, IVMP = intravenous methylprednisolone.
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DREIHIREEIZD 5727200 TH 5. AR TIRFEEZ W
Wb, SHEN S 4 7 A% E TICHIAT L 725 3 Mo
1 JCV-DNA PCR #:%2 T JCV-DNA (ZI&1ETH - 7275, HFED
5896 7 BAICHEAT L7z 4 10 H 07 THI© T JCV-DNA B
PEDKERAE S N7z HIV B PML T 38l JCV-DNA
PCR #A % 17 - 72 84 il 49 5 (58.3%) T JCV-DNA 234
THY Y, WERRBREDBEELRZ VW 2R S Tw
L. Fz, B ETIC 2 MM EOREREOKITAWR S
72 PML Q#1561 7 a5 575, 161 7 TIEBERBRE O
TR ORRIEZ <, 3O E LT XTRIETH Y
iR TSN TV A, 361 2 TR ENLS3» HE T
ZRIERRAE DS T DI, FED S 4 7 HUWNIZET > 72 2 [ H
DOFEWEIRAT T JCV-DNA 2351412 7% > T B, RBITIE, 5§
FED HH 6 4 H 228 TREHH JCV-DNA 28B5 k12 7 - ¢
By, FR3BLYRVIIMAZE L2 L1, PMLA2S3HE L
T 5 PR 1L C JCV-DNA 28[& 4 % /R 3 T BETE
Db EERFMET A, —F, Lt 5 G 161 DL IR
ALFER] TIE, natalizumab OfFF FF 12 PML 25384E L, FSIED
5#56 o HOMIZ 3 M OFHEIRAATEAT S 72i2b b 5
3, JCV-DNA 2%t &9, MiEMTHIF Sz, To 14
%, PML 3% 07215 5 C natalizumab % Hrik L, M3EACHR
JELMTH I, JCV-DNA 23l & e 2o 72, Rituximab #%
55125808 L 729F HIV-PML O AR RAEAZ W2 5 2+ H,
FLEA 0BT HoHZ s, HERBIILEMEYOE
TR THo7zb vz b, HERBIZ B CHERIEBE O —FR1 72
DS 1), B A T JCV-DNA DD 72 2 &1k, B
7> & @ mirtazapine DHHIZ X V), JCV OB AHIH] & 7z
Z &, F-BWiEE 2 mefloquine % §FH L, mirtazapine %
MR L7222 L2 X AT REA D 5. PML T TR B OREGRE
TR TH 1, 55 T O BETiR A T JCV-DNA H3& T
HoTH PML O REMIEEETE T, RIUNBHEN A LT
IR E T EETRETH 5.

PML &, HEICTIWELXET2HRETH L. HEPFITIL,
T U/ NIRZE N 2., /MR E D ZEAHEE P> TV R
HHEFR T 72, 2003 4:12 Du Pasuquier & 2 1%, /NINZE#H
&L, NRONERHIEO = 2 — 1 X2 JCV 2N L
W& U % GCN &) Wi 2 i & e L7z, 18 i) GCN
OMRIFTRZ F & 072852 Tld, MNEMTREL, &
TN TN, A8, /NI O B4R 155 X246 O hot cross bun
sign * FRO DB 5 Z L IR L T\ b, BHERGIO MRIFT
FUZ Z OFBUCERIT 555, H/NMEI2 S 5ERE L, HE1TE &
SAZ/NIRZEREDSHZ 2% o T2 AN 72 B GCN 2B 5 v
T B % 0> 72 PR 28 DS/ NBROR 25\ 9 R Y 7 5 M
PML OEPHIZ L 2 b OEH LI E N TR WS, HREE
M2 GCN & e 72BN -E o 7)) 7 #ila i
b JCV DG % 786 5 F%°, HIBHZEIC PMLIRE = 605 %
% %Y, GCN & PML 24 L1825 2 L AVRE L TW»
2. NREIRZE % B3 5 PML O#6 Y OFTEY BT 5
&, HEBITIEHF/NMEHANIERZE TH H Z L2 6, PML O
FAERIZ, GCN ZBPELzZ & 3%Ebh s,
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ATE BN T N 2 #D5E9% 28 & 3% PML C, R
JCV-DNA PCR #:#5C JCV-DNA 23851 & 72 0 BEER S Wi 3 52
SNDFETICEH4 MOBEMRAZZ L, FiEL» S FFEL O
W A2 LT L, REREIREEICSH 2 BE T, mANXE
N & RO 72 A 1, PML & @B BV TR DGR L Bl
ATV, PML O R ZTIC %o, BIHENATRE L
E2D.

RIEOZERIZ, 5 136 | HARMRE L 000 - LR TRk
L, SEHEEEEICZIIN.

BE iR o 2R MVERERTSE - BHs KiF R v Sy -k v —
B BoeH, MR SIS & o 22 ERLRGSENTFERT Y A L A
B — R TIIEEEE SR (JC w7 AV AMGE), SRS kTS 4
TRV R R R B A (AR, B X OFRBEIEAE (E
BV EERER DS AR - BEEREEE SRRt SiAEmEd ()
YOSMEDBIE) 1T .
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Progressive multifocal leukoencephalopathy with bilateral middle cerebellar
peduncle lesions confirmed by repeated CSF-]JC virus tests and coexistence
of JC virus granule cell neuronopathy. Report of a case

Daisuke Ito, M.D."?, Keizo Yasui, M.D.", Yasuhiro Hasegawa, M.D.",
Kazuo Nakamichi, Ph.D.”, Masahisa Katsuno, M.D.? and Akira Takahashi, M.D."

YDepartment of Neurology, Japan Red Cross Nagoya Daini Hospital

“Department of Neurology, Nagoya University Graduate School of Medicine

“National Insititute of Infectious Diseases, Japan

A 65 year-old woman with small lymphocytic leukemia presented with subacute cerebellar ataxia. Six months after
rituximab chemotherapy, a cranial MRI revealed lesions in the bilateral middle cerebellar peduncles. Both cerebrospinal
fluid (CSF) JC virus (JCV)-DNA PCR test on three occasions and brain biopsy were negative. CSF tests were repeated.
The fourth test performed 6 months after the onset showed positive JCV-DNA, and a definite diagnosis of progressive
multifocal leukoencephalopathy (PML) was made. Neuroimaging of cerebellar atrophy was considered to be coexistence
of granule cell neuronopathy. Medication with mirtazapine and mefloquine was temporarily effective for several months.
Little are known solitary bilateral MRI lesions of the middle cerebellar peduncle in PML. JCV-PCR test of CSF may be
negative at an earlier stage of PML. Repeated CSF tests should be essential to confirming the diagnosis in such cases.
(Rinsho Shinkeigaku (Clin Neurol) 2016;56:481-485)
Key words: progressive multifocal leukoencephalopathy, middle cerebellar peduncle, cerebellar atrophy, JC virus,

granule cell neuronopathy




