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N T I L 2569 2 TR I il i A L1 L 2 S8 hE L 72
FERE P A4 EIE & 2 AR A D 1 Bl

FHF BEY HEEREY  BE A
fHiE Y ME 0 JE 3D

EE EGIE 54matt 2015 F 11 BIC2MERA THEAMIA (adult T cell leukemia, LI ATL &R&ED)
EREL, EIAICARENHMARBEELS /- 2019 F5 BIC2BICRAEERES P HIE L, B\BEEMRI T
ANEBREEDRO . BRBEECREADER#BO . NEKRTIICDSBMD TMia% AR e § 32 KM
PREAERBELTWE - BEOEERERNTEER (graft versus host disease, T GVHD & BEEE) DEEE
EREFFR b 5184 GVHD O X ##RRZE (central nervous system involvement of GVHD, LI CNS-GVHD
EREED) CRMTLA. XTOMKREITT T/ —IBET 1 FUICL 3 REFEEEIT, BAEEEEE & 8RR
RoOBEEB%2. ANEFIE ATLICH 33 CNS-GVHD OFDIMETH V), MNERICLZBMOEEN & RERE

DEEERL .
(BRFR+442 2022;62:33-38)
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TV B GVHD 12 & % AR #iI#ESHZ (central nervous system
involvement of GVHD, LLF CNS-GVHD & B&GE) 1 Tl
H2LO0, EBERBARNMELTIZRISIL2HD. 4
A1k % ASEEER L 724w B 1 R A s AR e il 4 3 4F & R
ERCIIEL TOL AN TH o7, T2 hEFTHRA
T AL IMAE (adult T cell leukemia, PUF ATL &B&FE) (2x)
3% [F) R 3 A RS A2 12 CNS-GVHD % 848 L 7 ERI1Z
W LR 2 <, BEAELEZ LN 720MET 5.
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FFF  RRAIBERERE

BEARRE @ A ATL 12t L C I i sl fa fe hl 7
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BUREE 2015 4 11 A28 MR ATL % 3898 L 72, L3
% 2016 4 3 HIC A i esAifafent (Eai N> 27, HLA I
BRI —3, DNA & A B—EAR—3) %5iF72. 2016 44 A
IR LA XY ZALETRTCNF =514 T ThHo7:. Bl
% 2 BB TREMEOZMN GVHD 23807, F4E7 H L) TR
WMHL, BEORME GVHD LZirs /. 722018411 H
WIS CT CHIERER 2300, i GVHD & 2l Sz,
BRRICH A F AT Ty A4 VAREINE, —2—€EYAF R
figex D RLTBY, REHHFORSGETL F=vur
25mg, #7001 AR02mg LAREIZEET o TWnz 2019
58 L) 2R RMERET 2SS (MMSES 55), 6 AT
AICLBERBAZH & ko Tz,

ABEREBUAE @ AR 36.2°C, HR¥A 112/47, 1ML 98/52 mmHg,
WP 15/45. — M B AR S C I IR G A6 S L2 B it % 3200 2 il
IR T R E BB R R 2o 7. MR T R NS
%3, MMSE 13 5 i, FAB 3 & &I T LTz,
B AR I X R F RO e hr o 7o, DUBGEBLR CIESERD - DU
THI b= X ADTLER BTz, BEEAR - FERI R 7% <
R ST TR > L Mo — B B - W A ST - = EEE
S5 - RS A 23T L T8 Y, Hoffmann X4} - Babinski
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Fig. 1
High-signal lesions are seen in the deep white matter on FLAIR imaging (A, 1.5 T; TR 9,000 msec; TE 100.0 msec). The same lesions also

Brain MRI.

show faint high signal on diffusion-weighted imaging (B, 1.5 T; TR 4,710 msec; TE 55.0 msec). T;-weighted Gd-enhanced imaging shows an

area of faint enhancement in the right corona radiata (C, 1.5 T; TR 21 msec; TE 6.5 msec). FLAIR imaging obtained on the Day 10 of

hospitalization shows progression of the white matter lesion (D, 3 T; TR 10,000 msec; TE 115.0 msec).

4} - Chaddock AT ASE CTRatE T - 72, THIHE, Kernig
W o 72,

MBI R - MEMAETIZ Hb 115 g/dl EBED A &,
D FFHEBEREE (AST 35 U/, ALT 50 U/l) %GR 7-%%, B
RE, BAE, BE - BIERIZER TH o7z CRP IIHFE LA
(1.32mg/dl) LTw7z2s, gy v ~FRF, vigbifk, it
SS-A Hufk, U SS-B #fifk, MPO-ANCA, PR3-ANCA 7 & H T
GER~ = — LB TH o 72, RYE R EARAE TId HSV #1
K, VZV Pifk, CMV Pk b BE&ge s 5 — >, i
PRP &, HIVHUEHUE, 7AUVEVAHE, 7)) S hay
HAPUR, B TIVA IEMETH Y, R R R A INF-y I
DB TH 57z, HTLV-1 Jiffid PA T 256 5L ETH -
7z. ACE, SIL-2R ZIEF#HHANTH o7z, LEE, K XM
TIIRET R 2RO R h o 72, FEHER MR CLEIEER ~
M, REIERE~ MR R, ARG, T SE
T, WERPA~RBER, BRI 2 T, MERRZ
2ROz FRZZIEFERAE ST LRV EES Th 57225,
W57 7% ADC DR T I3 % 0o 72, #EHBITAATINZE AT A
JE B~ A5 BRGSO AR\ e\ S BRB SR & 300 72 (Fig. 1).

IR B AR A TIERIE - MR LA e h o 7208 (0/u),
EHIX 8 mg/d & LA ZFED 7z, p2 MG 7.19 pg/mi, IgG
10.9 mg/dl & BEfN L T 7278, MBP, NSE (ZIEH &R CTF
)Ty a—F )N FIZEWTH - 72 SIS IC CRE
1) 2 XERO MBI 225 72, B HTLV-1 DNA (3 2 x 102
i, JCVHUEIL 2 x 102 K TH - 7.

AbEffid AL ) 3FELEMBEEL TwEb o
O, FEEoZM% GVHD R - 1% OEM GVHD OREED S
CNS-GVHD OW R A% 2, ABitE 16 H BICHZREIEL Y
BAAR A AT o 72, BRAERCIERBN B /M IS B I /N ED)
YOSERAEHELTEY, WMEBRICZERKOLELEDT. K
G 2T/ Y oSERIE CD3 Bk, CD8(+) > CDA(+) T
&Y, CD20, EBER, CMV FiAIfiZ VI N b BD 0o
72. CDes i~ u 77—V b mEfBdi. 7)) 2 —
IN— - NL T Geft TRRBIIZER® 7 2o 72, CCR4 B tEAlAE 28
DEPICR SNz, NEIpORINIZ LW &, ko
BB EE bR WS 25 ATL AR E Tld v 2 )
Wi L7z, BRI RS L CH S 2 2 MRS & A9
ORI 2 &, CD8 Btk % kL 5 % T Mgz



ATL \Zx) 9 % & I s Mg f A 72 12 48 U 72 CNS-GVHD 0 1 1

62 : 35

Fig. 2 Brain biopsy specimens obtained from the right occipital lobe.

There is infiltration of small lymphocytes around small blood vessels in the cerebral white matter, and the brain parenchyma shows vacuolated

degeneration (A). Kliiver- Barrera staining reveals no speckled staining or no clear demyelination (B). The infiltrating lymphocytes were CD8

(+) > CD4 (+) (C and D). The histological image was suspicious for encephalitis and consistent with autoimmune encephalitis-type graft

versus host disease. (A, hematoxylin and eosin staining, scale bar = 50 um; B, Kliiver-Barrera staining, scale bar = 100 pm; C, CD8

immunostaining, scale bar = 100 um; D, CD4 immunostaining, scale bar = 100 pm).

ARENLZEHE, CNS-GVHD & LTFELEVHDTH-
72 (Fig. 2). F7-RKMIMEZAIRE 7270 —% A M A MY —
JEHTCIE, CD4 B+ o TSLC1 Byt A2 CD7 Ktk o
ATL fIRBOBINIE RO Ao 72 (Fig. 3). Bk X ) AB:4s 28
HASATOA ROV AL & B REIflEE LG L7z A
FUTLF=vary1gHx3 HMIZL A AT U A K79V R
Fx 2 AT, B LT L F=va ¥ 30 mg/H DMk
FRMG L. TGANIRL TV 7 1) & A GEEFIMERNE
FOlEERITUEER R A, ATOA POV LBIEL
= EEBAMGERR 120 H T MMSE A5 525 15 & 724N
PR EOWE % Bz, F /2R b EHRMEHRS 1 2
H CT&H 86 mg/dl 7 5 44 mg/dl, B2MG 7.19 pg/ml 2> 5
3.74 ug/ml, IgG 10.9 mg/dl 7*5 3.3 mg/dl ~E WFn b L
7z, B - BRECIEME GVHD 2 5E L T b 2k, BREIC T
JERAI R e s, M4 %7 & OFT R % #2673, CD3 - CDS8
Btk oMl S T MBOEEE RO TWE 2 &, Bl
THERETMMAEASHE CH o722 &, WEATRL LU A
F A FNOEESSEA S Openshaw D2 k2 (28 &

L& CNS-GVHD & iRkl L7z, iGHMGH% D MRI
FTROWENZ L o722 L 55 THIFL - BRI L%
HES 2 HWTABREIOHE LD I T 7 ) —VEEE T =
FIV 1,000 mg #EBIMLA. FBHHEICTL F=vur%
30 mg 7> 5 EREAYIC 20 mg F TR L 72 H MMSE 1323 L
ToRBEMRCETBY, BEEARRIIIEMAREZ IR T
H ot SEEMLHITIREOLFZ Y BDO. RIS
MMSE (& 22 5% T3 L, % 106 H B IZ#/7T Ok 128z
BeL7- (Fig. 4).

Z =

T LR LR % O O RE & BEAE 1L 9~14% 12 LY,
JEYUIE, BRIMEREE, $EYh#, Epstein-Barr 7 A U A B #
) vosHEGEPE R B (Epstein—Barr virus associated lympho-
proliferative disease, LT EBV-LPD & W&it), fR#fEE %L
VELRENTH 5. 8% GVHD 1FT & A L DRI EEEZT]
ERI TR D B 25, ARSI RME LD b2
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Fig. 3 Flow-cytometric analysis of cell populations in peripheral
blood.
Plots of the expression patterns of CD7 and TSLC1 in CD4 (+) cells
show that most of the cells in the peripheral blood were positive for
CD7 but negative for TSLC1. The CD4 (+) cells do not conform to
an apparently advanced adult T cell leukemia profile.

Cognitive function

25

62% 1% (2022:1)

, FHEEINTVRIEMEHL T TH 52, CNS-GVHD (38
AT REHED L, WERE THRET 2 7% SEEICEIT
BENH D, EBELH) GVHD &% 2 517 DD EBV-LPD
ERAEW S NIREBI R, AT IS B T RUMAE & CNS-
GVHD & OEi{GIFEBIEIZ DWW T L 72 05dh 55, KIE
BITIEARBESS 16 H BIZBAMR ATV, BRRHT R & R BT
XD BWIIZE 572, CNS-GVHD DRl a4 #0E, 2010 4
@:/h/ﬁxﬁm TS R, B, B OnE:
AT DOZ2IZ 0 STV B9 H SN T s
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HiZ, HLA-DR 3 %4E) I 7 02 7 OIRHE R MAL,
DFAMOHELEE 2 EPRE SN TV, F-2HT
%) YSERIZOWTCIT SO IR A K —Hko CD4
Btk T MIFB AR L7z b 0% R, /NI B L2 M s <4
CD8 [tk T MIEASRE L 72 b DG STV BYY, ASERF]
TI3/NIE B BIC CD8 gt T Ml FE & 35 /81) v o3
KoRE» S, BOLREERERICERT L0 TH o7,
PEFRIC & % & iR Al A & CNS-GVHD D 5HE £ T
OO W THREIL 385 HTH o7z D) b HFfkE
FRZ 18 GVHD O BRI O 7 W TIZ A 5 CNS-GVHD
DFIEF TS HTHoodizxt L, flifiEes 2184 GVHD
H T HHTIE 549 H & PRAHEIN B GVHD OB S
% BE DN HHRAEIR D MBS > o 7210 F 7z Ak s b
12121 GVHD D72 WERI Tl B SRl KEIHA S 7o 72012

22
18 2l

9 /~

MMSE score
=

5 -

T 1

IVMP
(m-PSL, 1g/day, Sdays)

| MMF 1000mg/day |

D PSL 30mg/day 25mg/day 20mg/day
a
Y4 A A
Admission Brain biopsy Transfer
(Day 1)  (Day 16) (Day 106)
(Day 2) (Day 57) (Day 86)
CSF CSF CSF
Cells 0/ul Cells 1/ul Cells 0/ul
Protein 86mg/dl Protein 44mg/dl Protein 5Img/dl
IgG 10.9mg/dl IgG 3.3mg/dl IgG 3.2mg/dl
B2-MG 7.19pg/ml B2-MG 3.74pg/ml B2-MG 3.11pg/ml

Fig. 4 Clinical course.

Abbreviations:
prednisolone; MME mycophenolate mofetil.

MMSE, Mini-Mental State Examination; IVMP, intravenous methylprednisolone; m-PSL, methyl-prednisolone; PSL,

The patient presented with rapid cognitive impairment. Brain MRI showed diffuse cerebral white matter lesions. Brain biopsy performed on

Day 16 showed infiltration of cytotoxic T cells around small blood vessels in the cerebral white matter, and chronic central nervous system

involvement of graft versus host disease was diagnosed. Steroid pulse therapy with methylprednisolone was performed twice. The cognitive

dysfunction and CSF inflammatory findings gradually improved after initiation of prednisolone and mycophenolate mofetil.
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Abstract

Central nervous system involvement of graft versus host disease after allogeneic hematopoietic stem
cell transplantation for adult T cell leukemia

Toshihiro Ide, M.D.V, Kotaro Iida, M.D.”, Hiroo Katsuya, M.D., Ph.D.?,
Hiroshi Ito, M.D., Ph.D.?, Shinichi Aishima, M.D., Ph.D.* and Hideo Hara, M.D., Ph.D.?
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A 54-year-old woman was diagnosed with acute adult T-cell leukemia (ATL) in November 2015 and underwent
allogeneic hematopoietic stem cell transplantation in March 2016. Cognitive impairment appeared suddenly around May
2019, and MRI of the brain showed cerebral white matter lesions. Cerebrospinal fluid examination showed no significant
findings other than elevated protein. Brain biopsy showed inflammatory cells, (mainly CD8-positive T lymphocytes),
infiltrating the white matter. Based on the pathological findings and the history of chronic graft versus host disease
(GVHD) in the lungs and intestines, we diagnosed central nervous system involvement of GVHD (CNS-GVHD).
Immunotherapy with steroids and mycophenolate mofetil resulted in improvement of the cognitive dysfunction and
inflammatory findings in the spinal fluid. This case is the first report of CNS-GVHD in ATL, suggesting the importance
of diagnosis by brain biopsy and the efficacy of immunotherapy.

(Rinsho Shinkeigaku (Clin Neurol) 2022;62:33-38)
Key words: adult T cell leukemia, allogeneic hematopoietic stem cell transplantation, graft versus host disease,

cognitive impairment




