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Abschnte count Froguency Absolute count

Framuensy Nowoate Fracemney W itKOVEr AW, Furukawa Y, Izumo S, Arimura

K, Marshall SE, Usuku K, Bangham CR, Osame

osu Polymorphism in the interleukin-10 promoter
affects both provirus load and the risk of human
oo T lymphotropic virus type I-associated

myelopathy/tropical spastic paraparesis.
wre J Infect Dis. 190(7):1279-85. 2004 Oct 1

oea- Kodama D, Saito M, Matsumoto W, Sabouri
AH, Izumo S, Arimura X, Usuku K, Bangham

cell type cells x 107/p9? X, celis x 10%/en b count

cD4* 579454 26381271 596315 27.13:11.09 0.674 0575
cDg K 3882161 2047:2:692 4722202 2260001 0208 0327 M'
nalve jn COB ¥ev 1131 524711 091106 4252408 1000

memory in CDB B+ 4842260 24052644 525213 24472737 0401 0.888
effoctor in CDB M 7582446 37.35::10.81 757256 36.10%5.93  1.000 0674
offector/memory 599:£2.36 3336k 14.54 7212347 340741378 0.263

in CDB Wt

CXCRI" 4383238 21075428 3532108 18782657 0735 0.388
CXCR3*In CD4* 203213 8.26:5.08 160075 TAGE328 0.86E

raT+ 040025 228146 0472034 235+1.83 0.208 0674
NKG2A™ 0.72::043 J.68:1.84 0.74:£0.37 384:£230 0674

cD56* 314132 18.63:£11.33 3382173 16.13:8.81 0575

NK ool astivity (%) 28.54:16.13 38431548 0.015
HTLV-] provirus losd 867.38::874.82 641.75£34332 0401

CR, Osame M.

P: Wilcoxon signed rank test

3 2 LcS4 BEEHR B-aiE O KR M)A EROHI
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PRIRADIC R HE(EREE ., SR, 5 g5
BT, EDHEEG/10R VN FREZEZaT O
WEQ0/10EFRD ., FFICNKIEELE B0
&R Tz, FRIENKIEME MRV EFNE L oz
bz RED o7, SEIOFRERIZLSHNKIE S
EMXEBEARDDZEETEL TS, LeSic
IR E TR e~ 7 u T 7 — 9% 1
{LL72Y, B ARG A2 Ty
FOANZN T BMEIZ R BTV,
HAMIZ%H 3 BALcSOVER AH = X LI RERTE 23,
LcSONKIEHEHEMASHIIREEM HF 2 R L
ATREMED D, LeSAHAMICRT LIRS RN -
b, 4%, BMEROLRWIBRIELL T, 18
HE OHAM TEZ A FREM N H D, 4E], A —
TURRORED, 5%, CEERARRTREIZY
BEEZREIL, AW =X L= 2 DWW TORSNME
ThdEEZILNT,

Longer dinucleotide repeat polymorphism in
matrix metalloproteinase-9 (MMP-9) gene
promoter which correlates with higher HTLV-]
Tax mediated transcriptional activity influences
the risk of HTLV-1 associated
myelopathy/tropical spastic paraparesis
(HAM/TSP).

J Neuroimmunol. 156(1-2):188-94. 2004 Nov

4. Umehara F, Nagatomo S, Yoshishige K, Saito
M, Furukawa Y, Usuku K, Osame M.
Chronic progressive cervical myelopathy with
HTLV-Iinfection: Variant form of HAM/TSP?
Neurology. 63(7):1276-80. 2004 Oct 12

5. Furukawa Y, Usuku X, Izumo S, Osame M.
Human T cell lymphotropic virus type I
(HTLV-I) p121 is dispensable for HTLV-I
transmission and maintenance of infection in
vivo.

AIDS Res Hum Retroviruses. 20(10):1092-9.
2004 Oct
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WERERE, 55 45 B B AR ESHBE 2004, 5.
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ADLZEM, 5 45 B B AR ZEBS 2004, 6. EFEESE, THEEE, Amir H. Sabouri, HE

5. BN B, AFAR, FEIHHER, #1 354, HAM
\Z8iT% VEGF promoter 634C/G £HIDi&
3. AN 5, RERIERE, B 1T, M1 AL, . 45 B B AMRZESHRS 2004. 5. IR

Xing Huigin, FHEITHER, HER Z, HAM
BB EB VANV AD BT EMERF R DR H. R9FT A HEDHRE - BRI
B, F 45 B H AMRESRS 2004, 5. BHIK (FEZETr, )
4, FREEENE, FETOTER, ARBIEZ, HERA 1. B
—, BRAR, ¥ Y65L, HAM/TSP @ IFN-« 2L,
BRI R M THE Y72y b HTLV-1 ¥
ANABOEBCERER, 6 45 mAAME 2. FRAFEES
SELE 2004 5. R 2L,

5. REKRS, BHEGHE, Mk, M, O TP

HER T, FEWER, # L, HAM mE Pl
128175 MMP-9 (Matrix metalloproteinase—9)
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A FMHRER R & (L ADMERER 2R E )
SRR R &

HAM/TSP BIEZHETDVANARF 78 EEF& HTLV-1 I3+ 2 585K

EEEE W L BRBRFEHE

IERIBFIEE : FFRRIENE, fEBH /A, Amir H. Sabouri, SEIEThTHER. ARAR. HER -

MREE: BATERBEOIHR—MIIBWT HAM 2 RAE L3S ED HTLV-1 37
FAT7 L HAM BIEWBE T2 OBE TREFHAFEETIZEE RV L, Zhab i
HAM ZIEVA S EREERL TE0F A2 |EL TS, 4 ik, ZhFho HAM
RIERERFREDLIAN =X A TRIEICEETA00M22WT, HF AW -
EERBRFNET o/, TORK R, HTLV-1 LTR BLW NFkB 7RE—F—|Z5453
HTLV-1Tax 7 747 OEEBRELEICEELRERBDONLVC L, HAM BE TR
TayANAERFELC HTLV-1 B EEEES Y 7 — L LR MY 5k o
HTLV-1 env %R CD4+ T MIRBSEHEEICRBENDZL, CDS B THIlE Flz 55
T DB S FEOFKRN HTLV-1 B TR TLTRY. $512 CD8+CD28-#ilai:
HAM B3 T HC JVABIZEWIEEZBHOLNIC L,

A. WFERER

BxILINETIZ, BIRED HAM BE T
HTLV-1 & 3 % JE & £ % %+ U 7 — (Healthy
carriers :HC) 12k~ 7 a A )L AR 10 f£L1
LRHEBMURKOREGLKRRAFTHHIL,
HAM ZFFE LT VVEFED HTLV-1 Tax 37 %
AT INTEFET DL, HAM RIEICEE A5
DEEEBTFBFETIZLZRWEL, 2y
HElZ HAM RBIEVAZEEREERLTEOH
AEZHEL TE7=, —J . HLA-DRB1*0101 23
IR AT LEEIC @45 HAM BiER
ZHERF THEZEERE L, Z0XHI12, HAM
FHEBEESETIRFIZ O TR BTSN
RoTERELD D BN HAMEIEINFEEEIZV
BRI DWW TR OR ETha, &
B, ZNE0 HAM HBEBERFRED LS
A= AL TIHREBIZEE T 500250\ T, 4
FEMFERN - RIS IR 21T o T2,

B. 3k

BIRBDR—MIBUWT HAM 2RELT
VN HTLV-1Tax %7 %A A(TaxA) . FHELITL
W Tax 7 #A47 B(TaxB) . A5 Tax 7%
AT (BT EA71: Taxl) D, HTLV-1 LTR &
U NFkB 70— &— |51 Bl BEiEME(LEES
N T 25— BT oAV U, $7=. B
RE., 473812 HAM BIERESENTED S
i1 7= HLA-DRBI*0101 12 -5 W T i .
HLA-DRB1*0101 3R env gp2l 45 E Y
CD44T HIBZEEE ex vivo TR T 372512,
DRB1*0101/env tetramer Z{ERZL. HAM, HC &

R M BEZERPIZ BT DB MAOEE, 7=
JEATHFENT LTz, —F, FDEIEFHTH M,
HAMBIELHCIZ BT A7 a7 ANV ZBDONHIZ
B2 IL-10 12 X> TRELS1T5, THK LI
BT DB F T OWT, ERFEIERT
STcHAMBE | HC, FER 2 A (NC) % 20
BlORAY I A ER > CD28, CD80, CD86,
CD152 [BMHIaDBEEE, 7= /) FAT 2T a—3%
ARAN =z IR LT,

(R ~DEE)
AHFFEICAVW SN T RTOBRER AL, T
CETICEARELETERRANS, 2. B
SN T —MMEENEE S EVIES I,
ER SN IRE RSN,

C. WrgeikE

AT BROD HTLV-1 Tax OHEEERSIL. HAM
WZR2DRTVEREL THRELIZBERED Tax ¥
TEAT A LIBEDOLAODEEBR (27 /LTS
REMEFDL, SOIT6 YD EBR UTFTI)
B BRA D) B> TV AN, HTLV-1 LTR &
LU NFKB 70 —4&—{Z%4 % HTLV-1Tax ¥
TEAT ABIRBER TaxA) . V7247 B (FE
REB#R:TaxB), ¥ 7ZA47 1 (AT 8: Taxl)
DIREEMCREICHE BERZIRD N 2o,
—77, HAM BE T3, v/ L2818 RFC HC
LU T, KA MY /SR D DRB1*0101 /env
tetramer [t CD4+ T AN EEEZBRE IR
7oo E7o HTLV-1 [ TIT CD8 B T #1j8
WRBITHHFE S FORANMETL TR, &
2 CD8+CD28-#Hifa DEIE 1T HAM BREIZ B\
THC IVEEBEILE -7 (p=0.037),
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HTLV-1 LTR 3L NFkB 7 2E—&—{Z%t
95 Tax DIREIEMEILEEIZEIL T, 478k Tax
(7 HAT 1) k)ﬁﬁﬂ Bk Tax (37447 A,
B) (OMICENRRO LN Mk, Tax

_;51%’3@{5%@@ MEAL AR D ZEAS, M AL D
HAM BEOTay A VABRBIORERICER
B L COBFIEEME BV EE X bz, BRIE
WZEZ, KV ER OB EERFIO RED b, A7
Ik Rex 7L —2Ab DfEIaR AL 7811 D A B3

WERTHILITEY, &lbaky (TGA) 23
Trp 23 —R$B5TGG LY, U7 —a03Fh
TCRIZ20 TI/EREV Rex o —F 1320
BASINIAo77, Rex DHEREDENFHEEICE 5
TARREMEEREHT A7 BEAT 8k Rex &
BB IR B HE Rex DEREDFREIZ DWW TRITH CTH
3,

TR MY 2 8k > DRB1*0101/env tetramer
BB CD4+ T HIRE2S, HAM BFIZBWTHC X
P EHEERREBIREZENE .,
HLA-DRB1*0101 {Z HTLV-1 ANV ZEZHREL
FBEL, HTLV-1 £ 29 CD4+T MiiaZ5E 45
Z&T HAM OFIEIRENITERT3hb0LE
Z 515, EAERNOD 22X mlifesF RME &
FERBET MAZIVYT, Thl BRESCHRBEDR
HEWCEE T, T Th2 28H & Sl 2R,
active 72 RIEMN B OB DO HAM O FEE AR
FTR T, Zhbo@iipes WV EREEIZ CD4+ T #l
fat<wrnryr—U% B REUHIIREFENR
BNAZEIRENL, A% HTLV-1 BENE SR
JRIZH T 250 BRI E X IR 22 THAM B
VBT AREEMEIC DV THIBSRL TV &L,

HTLV-1 &% & CIICDSB M THI I lc BT 5

HPBHSFOFRRABETLTEY, Hic
CD8+CD28-némﬂf2@iu/—\mHAMa@«%Tchﬁ
BATRD o TeZ &b, SEHIES F ORI
TAHZE, FDOLS e MIEDpopulation 3 EEMN T
:arﬁ CDS+THRIED S 7 F NMRESSCTLIE

WCEERE 2 HAMBIEIZR 5 3R 8N R

iz,

E. &

HTLV-URBI R T2 BEMICRESh B E
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LEOHFICEBE RITTAIREENREIN
7

F. {RERERIE#R
BRIz,

G. WrEsxR

1. AR

{1] Mori S, et al. Bronchoalveolar lymphocytosis correlates
with human T lymphotropic virus type I (HTLV-I) proviral
DNA load in HTLV-l carriers. Thorax. 2005 60(2):
138-43.

[2] Sabouri AH, et al. Differences in viral and host
genetics risk factors for development of HTLV-1
associated  myelopathy/tropical spastic  papaparesis
(HAM/TSP) between Iranian and Japanese HTLV-1
infected individuals. J Gen. Virel. 2005 86: 773-781.

[3] Saito M, et al. Apal polymorphism of vitamin D
receptor gene is associated with susceptibility to HTLV-1
associated  myelopathy/tropical  spastic  paraparesis
(HAM/TSP) in HTLV-1 infected individuals. J Neurol Sci.
2005 232(1-2): 29-35.

[4] Matsuzaki T, et al. A prospective uncontrolled trial of
fermented milk drink containing viable Lactobacillus casei
strain Shirota in the treatment of HTLV-1 associated
myelopathy/tropical spastic paraparesis.

J Neurol Sci. 2005 237(1-2): 75-81.

[5] Matsuda T, et al. Human T cell leukemia virus type
I-infected patients with Hashimoto's thyroiditis and Graves'
disease.

J Clin Endocrinol Metab. 2005 90(10): 5704-10.

[6] Bangham CR and Osame M. Cellular immune response
to HTLV-1. Oncogene. 2006 24(39): 6035-46.

[7] Umehara F, et al. Relapsing cervical cord lesions on
MRI in patients with HTL V-I-associated myelopathy.
Neurology. 2006 66(2): 289.

[8] Furukawa Y, et al. HTLV-I viral escape and host
genetic changes in the development of adult T cell
leukemia. Int J Cancer, 118(2): 381-7.

[9] Nobuhara Y, et al. Genetic variability in the
extracellular matrix protein as a determinant of risk for
developing HTLV-I-associated neurological disease.
Immunogenetics. 57(12): 944-52,

[10] Saito M, et al. Flow cytometry evaluation of the T-cell
receptor VP repertoire among human T-cell lymphotropic
virus type-1 (HTLV-1) infected individuals: effect of
interferon  alpha therapy in  HTLV-l-associated
myelopathy/tropical spastic paraparesis (HAM/TSP).

J Neurol Sci.  in press,

FRRR
[5 46 [H A AR ERRE 2005, 5. EIES]
[1] FEHEIEIE, RES A, PHEDITHER, HER -, B
AR ¥ B4,
HAM BJEIZISITS HTLV-1 envb gp21 528 CD4+ T
MIEORENEZE

2] RERS, FBEEERE,
7NN BTN

HTLV-1 B#E 123175 Sonic hedgehog, Gli2, CD44v6
SFORENT

FEDWR, HERZ, B4

[3] FRAFCER | TERRIENE, TR ThTTRR, A
BZ.BERHAB. M KL

HAM BF 23195 Lactobacillus casei Shirota #kD 155
E

B HE

_1 5_



[4] FETHTER, TERREIE, S8 ) 3L
HAM #4EBEEERTF & RA OB TER OB

(5] REBMHE N TEHRIEIE, FHETHTHES, 2% BB . A
fRE BEZ. ) BM, AR AR M R
HTLV-1 ¥ U7 —|23517% HILV-l1 BETHE
(HAM/TSPYRIEVAZ S E R OF BEOBRE

[The 12th International Conference on Human
Retrovirology: HTLV 2004, 6, Montego Bay, Jamaica]

[1] Mineki Saito, Hirohisa Nose, Koichiro Usuku, Amir H.
Sabouri, Shuji Izumo, Peter K. Goon, Nilufer P. Seth, Kai
W. Wucherpfennig, Charles R.M. Bangham and Mitsuhiro
Osame

Ex vivo analysis of human T cell lymphotropic virus
type-1 (HTLV-1) env gp2l-specific CD4+ T cells using
MHC class II tetramers.

[2] Hirohisa Nose, Mineki Saito, Koichiro Usuku, Toshio
Matsuzaki, Shuji Izumo, Ryuji Kubota, Yoshitaka
Furukawa, Kimiyoshi Arimura and Mitsuhiro Osame
Comparison of clinical symptoms and the odds for
predicting HTLV-1 associated myelopathy/tropical spastic
paraparesis (HAM/TSP) in healthy virus carriers:
application of best-fit logistic regression equation based on
the genotype, age, and provirus load.

[3] Koichiro Usuku, Mineki Saito, Amir H. Sabouri,
Hirohisa Nose, Yoshitaka Furukawa, Shuji Tzumo, Reza
Farid, Charles R.M. Bangham and Mitsuhiro Osame

Viral and host genetic factors that determine the
development of HAM/TSP.

[4] Fujio Umehara, Mineki Saito, Yoshitaka Furukawa,
Koichiro Usuku and Mitsuhiro Osame
Chronic progressive cervical myelopathy with HTLV-1
infection: Variant form of HAM/TSP?

H.  F89FT A HED HiFE - B &RtRin
(FEEZETS, )

1. FFErE

BRI,

2. ERPrERE
Frizizuy,

3. FDf
Brizrpuy,

_16_



REFZUHFRFZMERMNE (2 Z 5 OREREMEFE)
SRR E

HTLV-T £/ CTL OREIC & 5 HAM F8 D bystander damage
EENEE M KEL BRBKRSEE
HRTFIEAE « IR ARERET 2, RS, IS, REMAY, ANAR, HER 2

VBREBRFIENF BERE, CEREREER Y A VAR,
PEREFRFARBREDS Y, B SRR R R

WHEEE HAM OREIZ HTLV-1 8258 CTL A5 L TWA L <hho Tz,
HAM BE OFHEIC HTLV-1 45885 CTL N BE LTV 3 2 st L7z, HLA-A2 BB
O HAM BEOFIRFRE 2 #1% Tax11-19/HLA-A*02 EEEZ AV CRIERE 21T
Zo FREFICEE L TV 2HIIaikEIC CD8 NBHETH D . ZDE< 2 Tax11-19 R
B CTL Thol, TH MY AR EREMROZ IEREB O, TioiEiBms
IR b, A IEBEIC HAM FHio HTLV-T BHMIgiE8E CD4A+IaTH 3 =
EEBELTEY, AFEORER L Ho¥ T, HTLV-I Y CD4+ja L HTLV-] 4
£p) CD8+CTL DHBHER~OBREICLZREL ., ZhiciE< MR ZMIa D

bystander damage 23 HAM DORIEEF & E 2 S,

A. BEER

HAM BERMEM S iz HTLV-I 7o &
NAE HTLV- I BEOHBEEE T Y 35k

(CTL) 283U, HTLV-I #2489 CTL 13t
FREFEMIZ IFN-O° TNF-02 E 0% A b b
AVEEETHZENHEEZNRTWS, ¥k
FRER TITHTLV-1 &Y CD4 BB T fifa &
RHNTIE D B8 UKt 2 CD8 Bt T Hia 7358
Do T3, ZhbDZEnsb HAM o
AR RIZB VT, HTLV-1 B CD4+Hija &
HTLV-14# £/ CD8+CTL 0 &K ms HAM
FRIERELBEE L TWA LE# SN TWVWS,
AT T TITPRHBRRICBIT D HTLV-T &%
Guflla i LiEE CDA+HIIETH D 2 & 2L L
TWB 2, HAM 86l HTLV-I 28 CTL
BRBELTHWIONIRETFHTH S, 4FH
B R RAR R T O HTLV-1 888 CTL ©
HAM HIE~DOEESZ2HE LM T B30I,
HAM#FHEZ b bW CHRERSAIC HTLV-1
R CTL oRIEZR BT,

B. BFgEHE

HLA-A2 BBt HAM BEIZRBWTH, =
BEhoA4A VLAY M~ 7T Taxll-19

(LLFGYPVYV) THBZ EBRESNL TN
S, Bl 9OPInEFERE L Y DNA ZH#iH L. PCR
T HLA-A2 #[RE L7z, HLA-A2 Bi:TH
o7 2 PIOHERFREEHVTHRS L,
Tax11-19 ~<X7°F R/HLA-A*02 HEEZHu
THRBGAEZITV, HTLV-I Tax11-19 28y
CTL #[RE U7, BEi:fiaid CD8 & Z & vé,

Z1T>7c, CD4+#fa, CD8+H{IfE, Tax11-19
A CTL OFBARE L2 LR L, &
HETHREEESFThH D perforin,
granzyme B %, HJEBEST THD Ki-67
FREALE, SHIZFHANOTHR M— 248
M % FEPETY caspase 3 TRIE L. R BHIa~
— - TEYAE L,

C. Wreeis

faBEC SUEMIRRENE L, FHNOME
A Z B0 E LT CD4 BEE#fads L Ot CDS
BEa DR @AY, THAICEBELT
WDHIIEIEEIC CD8 BB Th v . CD4 M
Al & CD8BBMEMIADLLIZR L2 1 : 6 Th
27z, FHMAIKREI N Tax11-19 R
CTL |, ZEHET CD8 BHE<Thy .. CDS
BEARIRAD 5 B Tax11-19 #EH CTL 1340
20% Th o7z, BELTWS HTLV-T &R
CTL iZ granzyme B #%H L., —¥ix Ki-67
ZRALTWE, 7R M= AT HAE
ERZERL2OLERBICR O, FICHFERE
MRThoT,

D. &%

HAM BEFIZBVWTHERML o HTLV-I
FrEP CTL OfEITIZ L Y CTL ANREEIC B b
DTWNHTENEZLLNTE MR, HTLV-I
R CTL AR RNICEE T 2 Moo
TW2hote, SEIOPIRIC LY ERIC IR
MRERICEELTEY, M2 TE0aE4 33k
FIZEWI BB LN L o, HAM 2B\
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THTLV-1 %26 CTL A3 i 33
FEEIH%THY . SEOFERIT, HTLV-I
KRR CTL 23 HAM B3 O PR R ICER
LTWAHZ EZERBEL, ZoMias HAM o
FREICEL BboTWa ¢EX b, £/-
TR M= A, HEE O R 0 E
O, FIHERBHABICB I > T, Fx
BRI IR R T HTLV-T Biaitiz
# CD4 BN THDZ L 2WMELTEY,
AFROFER L b T, HAM 0OFMTIZ
HTLV-I ¥ CD4+#If & HTLV-I B EH
CTL oE#E P MERBICBZ Y, ZTOEHD
TR RMIZD bystander damage BB Z 5=
CTCHBREERREI - TWAEEZ LNE,

E. #&@#

HAM BEHFFENIC HTLV-1 528 CTL 28
ZHEFE L TVWD Z & 2RSSR Lz,
HTLV-I &% CD4+ffs & HTLV-I ¥ 28
CD8+CTL @ iRk ~DEEIC X 5 RiE
L. TRk HMRAMILO bystander
damage 7% HAM OFREHFF & E 2 bhi,
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R4 S R DTSRRI B & (DT ADRETR E T JEE )
DR EE

BEHEBIRET o/ bLTTu7zm )V VAZF g DHTLV-I T 7 — IR EFI DO R

DEFTEE KREERA REERAEER

KNI-10455% RV N2 Z &8 TET.

MREE B4 IIHTLV-IOBEHEAEEL BEL T, HTLV-IBE 07 a7 7 —E Dl
EHAIR AR TND, A IFEEICHTLV-17 07 7 — YO BE 073 BRE S|z &3
WTTF A BERUEEERZES FILTIZEICINTIIRTF B EEH
KNI-10252% B 2L T35, 4[EP3, P2, P2°, P3’ DOF X DI OGRS 1T -7~
BE, FFSRTFRBAELTKNI-10252 50 5 F BER/NSLEEOBMEES Y

A. TFEEM

4 ITHAMB RO D WIIRIETFH2 BrYE
U7z, HTLV-1IDO#EFEMBI RN R A2 H T DK
EHORREBRT. LFEREOS—F v
UCHTLV-IA B HELELZ DWW IZ LA
HTLV-IZ' a5 7 —F 2B B L, FOMREXIE]
HERL TS, REEIHTLV-I 0T 7 —
CTOEEOTI/BEINCESINTT VA
AR LZEERZEOIES FILLIZT T2
ZFRRIE EHIKNI-10252% ) —R{LAMmEL
T, ELRBESTIEBIOVERTFN DK
FFEITV, EHEOEMERY LU CE Y 2itE
EHETHLEYORIREDE T,
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