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B AT HAM BB 124 Bz DWW T VT &
T# DERRIER & f i L7z,

(f B E ~DELE)
BEFRIINEICHZ ) 2TEA LI, £

= B

g =Xk

NUSMIERT 2 DnteEx 2 U T o
KIROME S NITZFEMAD PCIZRFIND, &

U1

. HIFEAEIR
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BEORIEIIRETH D, AFEITEIRE KR
20O IRBIZE » CRAENTWA,

C. HFFERR
1. HREBEER

S 61.8 £ 125
{mean = s.d, range) (15-83)
RIEREER 51.6 +15.9
(mean = s.d., range} (13-78)
ERERHAR 102 £96
{mean = s.d., range} {0-45)

2. BLRIBEE R

{mean % s.d., range)

o 627 %125 615 %126 NS
{mean <& s.d., range)
SAEEH 548137 50.6:£16.5 NS
{mean % s.d, range)
SEM 75488 11.0%98 0.129
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Serum 31,009 = 36,075 28,087 £ 33,599 | 32,019 % 37,039

(mean = s.d., range) (256-131,072) (N=109) (N=28) (N=75) NS
Anti-HTLV-1 titerk
CSF 672 &= 1274 (4-8,192) 601 4= 1,089 - _
(mean = s.d., range) (N=111) (N=28) 696 = 1336 (N=83) NS
Cell count (/mm3) 5.7 % 10.0 (1-82) + _ + _
(mean = s.d. range) (N=109) 8.2 &= 18.4 (N=28) |49 + 53 (N=81) NS
Protein (mg/dl) 425 £+ 19.3 (18-127) + _ + _
CSF test (mean = s.d. range) (N=109) 48.7 = 22.1 (N=28)|40.4 £ 17.8 (N=81)| 0.049
Neopterin (pmol/ml) 38.3 + 56.8 (4-321.7) + _ - _
(mean = s.d. range) (N=35) 38.8 = 20.1 (N=7) | 38.1£ 63.0 (N=28) NS
HTLV-1 Proviral load (copies/ 104 PBMC), 968 = 1746 (3-13,329) 1,000 = 1,202 957 & 1,905 NS
(mean =% s.d, range) (N=101) (N=26) (N=75)

9. Bl Atuﬂ H@M

BOEAEITRE 10 (32.3 %) 25 (26.9%) NS

[} 5.0,5.0 5.4,5.0
SRIZHBTHREETHOEE 35 (28.2%) ORI E R (2-9) (0-11) NS
R Grade 651t 9(29.0%) 29 (31.2%) NS
RENMHEBFETOEY 15+09
( +sd., N=13
mean s range) ( ) A 7.9 % 838 11.0 £ 9.8 0.129
{mean = s.d., range)
* AEETH GR) :2 45/ T OMDS 25 3 BRpE L 11T L7 B, %ﬁﬁ\%ﬁ&:{i‘ém 984 7.9 10.0 £ 11.2 NS

{N=9) {N=29)

{mean = 5.d., range}
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12, RUEEITHI & BRIREITHI O Lk HEFIEE & J D IO L SRR IR AT &
HEVEBIEEIMED HAM % F0E S8 2 A8

HTLV-1H 4R (PATK)

WAPHEE 389036845 I0SBEIMS MhdhD, LNLNS, SEOBMTIEL
e i:so o MRS & BIFCES ORIAEFI RO
PR o 0% ] e gy B (RUEGEIT - BRRIETT) . VORI b Bk

. - . DEIRONIRH T,
lmeng - N= 3] e o
o Rn 5554*33? 2 me oo
e NS A e
1. R
EROFE LD 1. Furukawa Y, Hashiguchi T, Minami R,
® HAM B 124 JEFI O Btz L% 1:3 Yamamoto M, Takashima  H.
ELERE o T, Exacerbation of microcytic anemia
® FBLOREFIIFEENLRILLA associated  with cessation of
BEENEVEBN R ST, anti-retroviral therapy in an
® FERINCHTAER TS LoD LV Sk HIV-1-infected patient with  beta
THRIELZ L TCWAHEAENLR D> T, thalassemia. J Infect Chemother. 2014
® FIEFEENE < 2 DIT DN EIERIZHELT Jun;20(6):387-9.
T HEBE DML, 2. Nozuma S, Matsuura E, Matsuzaki T,
® SHETHIIELELLIZLIE URE Watanabe O, Kubota R, Izumo 8,
Aoh, & LABHIZZWERAIN RO Takashima H.  Familial clusters of
72 HTLV-1-associated myelopathy/tropical
® (Fimhl R SuREITH OREIE 2Bk spastic  paraparesis. PLOS ONE.
BNZHEE LT b et mling s L 0 23 2014;9(5):e86144.
HEITRIN N LT oT, e LAH 3. Ohkawa T, Satake S, Yokoi N, Miyazaki
MBI E DIE 9 DS BEETHI AL ME Y, Ohshita T, Sobue G, Takashima H,
EIVAE NSy gh e Watanabe O, Fukata Y, Fukata
e SEEITERL. BARMEITRE & by M.Identification and characterization of
HTLV-1 FUBMICEI L 72D o 7228, K GABA(A) receptor autoantibodies in
RS, ERREE. $EE T HTLV-1 H1 autoimmune encephalitis. J Neurosci.
RAEASE < . RAYIMH HTLV-1PVL 233812 2014;34(24):8151-63.
1Ko T, 4. Saito M, Tanaka R, Fujii H, Kodama A,
Takahashi Y, Matsuzaki T, Takashima H,
D. fEwm Tanaka Y. The neutralizing function of
HTLV-1 O RGII R RS AR & A 2 the anti-HTLV-1 antibody is essential in
BIVTE M Bk RS K 2 kgD S preventing in vivo transmission of
ERMERIND L9 o>TE T, B HTLV-1 to human T cells in
Yo b | MR TR R G T IR E D 7, NOD-SCID/jcnull ~ (NOG)  mice.
B ERICREREN D D Z LB S Retrovirology. 2014;11(1):74.
D, &Ko THATAREGT K 5 KRG 5. Maeda K, Idehara R, Hashiguchi A,

_41_



Takashima H.
hereditary motor
K141Q mutation of small heat shock
protein  HSPBI. Med.
2014;53(15):1655-8.

A, Takashima H et al.

Neurofilament

A family with distal

neuropathy and a

Intern

Hashiguchi
light mutation causes
hereditary motor and sensory neuropathy
with pyramidal signs J Peripher Nerv
Syst. In press

Eiji Matsuura, Ryuji Kubota, Yuetsu
Tanaka, Hiroshi Takashima and Shuji
Visualization of HTLV-1
Specific Cytotoxic T Lymphocytes in the
Spinal Cords of Patients With HTLV-

1-Associated Myelopathy/Tropical

Izumo.

Spastic Paraparesis. J Neuropathol Exp
Neurol. 2015 ;74(1):2-14.

Faffisers  ENETE HTLV-1 BHF 46
it B BIO Clinica 1&MEZRAE &
3(1), p.29-35, 2014 4F

AR BETR HZEJE — HTLV-1 associated
myelopathy (HTLV-1 B HEIE;
HAM)— H # R IZ BT 5 HTLV-1 O
i L HAMZIio ey b7 4 —/L—
HFHEFHE Y v —TF v 27(8), p.747-
753, 2014 4F

T Y — MRETIC X D HAM B
P 8 s F @ B X Exome sequencing
identifies novel rare variants in HAM/TSP
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Clinical manifestation and disease course
of the patient with HAM/TSP  Eiji
Satoshi Osamu
Watanabe, Hiroshi Takashima 2014 4 7
H 10 H 13th ICNMD, Nice, France (7" A
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»% CCR4X°CADM1 # VU —F& L, £
ELRWRETOME T~ 707 LA
AT SME & B R DT,

E. #&#

A A HTLV-1 YA & R R 5
BT H LT, EETBYMRE R T
EDHLIT T, A7 aT LAY
IR RO R R R 0 &
SMEFEE Lz, UL, FERRESHIRIZ HAK
BEE Ch oo BBERD T, YL
FIEERET Yy FLvA 72T
A FRAT 2TV, AN HTLV-1 Ee AR
WX D REFRMEO S WERE ST O RER
BELEz bz,

G. #rFEFRE
1. MR
1) Nozuma S, Matsuura E, Matsuzaki T,
Watanabe O, Kubota R, Izumo S,
Takashima  H: Familial  clusters
of HTLV-1-associated myelopathy/
tropical ~ spastic  paraparesis. PLoS

One. 9(5):e86144, 2014

2 ) Matsuura E, Kubota R, Tanaka Y,
Takashima H, Izumo S. Visualization of
HTLV-1-specific cytotoxic T lymphocytes
in the spinal cords of patients with
HTLV-1-associated myelopathy/ tropical
spastic paraparesis. J Neuropath Exp

Neurol.74(1): 2-14, 2015

2. FEFEFEK
1) AMREEE IFEE ., Eig
HZERE— : HAM (283 % HTLV-1

HBZ #HEi5 CTL O, % 55 [EA
AAIR AT RE, 2014 55 H 18
]

2) RERS, HEAF, ARBEE .
s S, mE & HEE
HTLV-1 BYME DT A NAT 2T
—I¥ N-72FNTIMFI T oF
-3 Thb, % 55 [A] B ARFRRFR TR
2, 20145 A 1@l

3) AT TG, BFEAR ., REE S E
B, AREEZ., HEA -, BIE
B HAM BEOH KT/ —r Ok
. 8 55 [l B AR EE RN RS,
2014 45 A &M

4) BRI, IHERTE, RIS,
BE, ARHEEZ, HERZ, &IE
=7 Y — LENTIC L5 HAM RE
BB OV, 5 55 [B A A
RIS, 2014 F 5 A &M

B) ARHFEZ, HWEEIEE, =I5 f&,
HIZJE = . HAM (2317 % HTLV-1 1
FEaFERL CTL #5%, % 1 =H
A HTLV-1 FFiEES, 2014 4F 8
H. B,

6) ARHEEZ, IREE ., @i fE,
HIZEJ8 — : HTLV-1 HBZ %21 CTL
DTt h—T7EE HAM 28T 5%
o 2 19 [B] H AMRREE T2 710
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H. JR9R EHE O HIE - B UL (FES)



- RIS
732 Lo

3. Fofh
Fredimze L,

_46%



1. FEREREEES O HAM 3 PBMC O RCGLHMas H

Detection of HTLV-1-infected cells
in PBM Cs after short culture

Intracellular Cell surface
1023 o 1o o
AT}
o g
< 10 IR
:
D
e T e e e T
CD4-PC5 CD4-FITC
CD4 gating

[ 2. Env BRI L OFERG: CD3+CD4+IE D 75 B

Env+CD4+ cell sorting:
Reanalysis after sorting

HAM-3/post-sorting Control-3/post-sorting
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004 10°
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1w g 10 L\
o DI_ E o/
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-y | Ty
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F 1. HaE% HAM B &GS CIEF Ml L 0 2 5L B8 BUTHE L T 5 il -+

Gene Name Systematic Name Fold Change Recital

ADORA2B NM_000676 432.2

TNFRSFS8 NM_001243 86.3

CADM1 NM_014333 73.2 TSLC1;, SYNCAM

TNFRSF4 NM_003327 54.3 0X40;CD134

IL2RA NM_000417 44.9 CD25

DSCAML1

LRP1 NM_002332 37.6 CDho1

IL12RB2 NM_001559 29.7

TNFSF11 NM_003701 17.5 CD254

CD302 NM_014880 12.2 CD302

CD82 NM_002231 9.8 CD82

IL21R NM_181078 7.4 CD360
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CCR4

CXCR7 NM_020311 6.1

CD58 NM_001779 5.4 CD58, LFA3

CD74 NM_001025158 5.0 CD74

IL28RA NM_170743 4.2

FASLG NM_000639 4.0 CD178

' NM_001206866

ADORA2A NM_000675 3.4

NM._006889 CDS86, B70;CD2SLG2

CD38 NM_001775 3.2 CD38

ITGB1 NM_133376 CD29

CD19 NM_001770 3.0 CD19, B4

_49_



KIR3DL1 NM_013289 2.8 CD158E1

IL1R1 NM_000877 2.4 CD121A

CCR10 NM_016602 2.2

CD3EAP 2.1 CD3e

CD182, CD183, CXCL10

CXCR3 NM_001504 2.1 .
ligand
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3. JEEZ3E PBMC TOKFERE /DRI

;Defecktion kof surface m ol’ecu!es onUCD4+
cells from HAM and HC(non—cultured)

70
60
. 0 B #HAMA
S 40
3 B #HAM2
2 = #HAM3
20
B #HC4
10
0 e B #HC5
Sy drae3IosZASRS
L NOOQOO<< =20 v 809k
F2nodo<Ilzmw<+ & Om
- 8 O 0O
[m)

40
s E IL2RA
830
3 B CCR4
=20 @ CADM1

HAM HC




R TR IR A S (AR BRI e H )
aEiLlI e

HAM OFHARBRKRFICBET 2 f#rHfEDE L

LU A
B FALT-
N T
G NIINSS

Wi ) 7 L ER A
T ) 7 R
W~ U7 P IERRE
B Y 7 F R

WA S o 5 —
T B
YEPTTREAI 0 o — Gl
eI

i

RS -

HTLV-1 BhEFHEE (HAM) 1%, HTLV-1 EYLNEIZE K4 2 F i oo 1B Mg w R

BTHY | iR OE

I 0 BRI S = & T RRERE R L

QOL O LWME N & & 727, L7223 > T HAM D& 72165 H R E R 7% ot
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BARNS. N A A== — AR, AHEREZW LML, ThbEFE L

TAGE ORI TH D,

AWFIECIE, RIP& EBEET 2 FPRARRKTFZFET D DIC,

THAM a5 & |

IR GR S -4 E O HAM B8 (297 44) 1I2OW T ORI X BUAHAR 6, T
BT — Z I ZOWTHIHE L7, ZOfEER., HAM 1[2B8 W C T3E R o & O RS E)
PEREERFRARINFTHD ] ZENREINTZ, 2, HAM ORZEIZBWT,

B,

FENE I OPRETEBIE O T, HRETEBYE D & B~ BRI A D

HEMEZRRLTRY, 4%, HAM BHEORMTEEZUEE L T <72DIiciE, RE
TREVEHE ANA A~ —h — DML B D RFZEOHEERS, RHIRZNT - YNGR O EBIC
A TR BRI O R EDNEE TH D,

A BFREW

HTLV-1 BS#EH #iE (HAM) 1%, HTLV-1
G MAEIZ AL R 5 B R O 1B S EME R
BTH ., RO, BN &LEERITR
BN L LD DEHMEREBTHD, £z,
FHER OBIEIZ I 0 ARSI X
5L THEHEREERELZ L, QOL O
FELWET# 7279, X512 HAM 2%
T UL, AR D HEITIZ X B IR
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