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R FH R IR B & (L2 A DRERF T FEEZE)
SR RREE

HAM/TSP BEXHETAVANARF - BERFORLS RHER TOhkREt
— AT LBIR BRI DI —

SHEMEE FE THHE
HLEFEEE KibE IEE, Amir H. Sabouri, 883 #A, HE A, F+ AR, Reza Farid, #8 3L

WRES:
B4 FERBEOaFR—MIBWTHAM 2RELRTWIEED HTLV-I OV 7247 BNEETHIE,
HAM ZEICBHE T 5B OB EREFNFETIZEEZRELEDN, TNOORFIREME RSR
72 DD REGHIRIZ BV Th T EDNEINERETT 5720, ATV LB DORBYE 1>\, HAM
RIERDPPDIBEERF, VANVARFL2HRTLUBREDT —# LB LT, 450 Oak—TR,
HLA-A*02, Cw*08 ™ HAM ZEEMHIZEMRFRDH SN2V —77, HLA-DRB1*0101 &> HAM FE{R
ESRITER B EEFISROONI, 4780 HTLV-1 Tax OEEESIT. BREOaFR—MCHAM
{2720 UVMREL T LT Tax subgroup A SILBDA DO EBEHR CT7I /BT REM#S) 12,
EHIZ6 oD EER ATIVBEREMAD) 2o TV, YANVARFLE /R F OB RE/ER M
B2 HTLV-1 BEOTFHERETHIEMB R I,

A, HFERE® HTLV-IZav AV AE  EEMHPCRIEID
BRBIEBTI IE A DINETOHEND, RIELE, BRE., A7 OHTLV-1 74
HAMB#E CIZHTLV-UR R EfE FE i vV 7 WARIZRET B0, £ 10 EFAU LD
—(Healthy carriers:HC) 2t~ 7rvoq HAMABE . HCIZE L TWAHTLV- 17 ay
JVAED 10 ZLA EICEMUE RORBIELR ANVADOLTRIB X O\ Tax fBIk O K ER I 2
HFThBHZEN, HAMERIELRLTVEEED ELHEL,
HTLV-1OW T E A7 REFEETHZLE HAM
FIEICEETAEROBE LR EFNEETSD (HERE~DRLRE)
\_2:[3 MR BINC RS TND, ZHHDRERMN A RZFNMEEERSOERREZETTHhh
RS R BRIz BT 2D THY), BEDOEBUZRB W T TS 721
&;Ttii%ﬁfm‘: IMEREL, LRI HAMEE BOBHAOLIZREEZETITOI, BREKE
ZHEREF, iR B HAMBEZ R 4+ LS RICHFRICER L TWS,
[F 2 L CHAMSSIE A =2 MR 0O —Bh b3
BIEE BN R A Tl ATV, vy Ty C. WreEfR
KEEFEIEOKXFHIFEICLY, HTLV-IEE Bx nRELLERBICBIT2HLADENT >
EHIR THBAT AL FEOHTLV-1 B Hix, HLA-A*02, Cw*08 2SHAMZfE Sz
(HAMBFE HC) #XBic. BEREOak— HLA-DRB1*0101, B*5401 23 ZAE{EXEIZRS
T3V THAMSS S & 00 BE AN B BN A2 o BL, HLA-A*02, Cw*08 & omiuf i
72HTLV-1 YA/ A% (Tax subgroup). 53 TR VR E I L U CRE LY S ER o
RFZBITL, 207 — 52 BREDRKRLL TRUANABBRSIRNZENTREII 8
e, RHTL I, HLA-A*02, Cw*08 DHAMIEEMIHIZHEIL
AT DAR—MIBWTIIRD b7
B. BFEHIE (Table 1, 2), £/, HLA- B*5401 (B3
BRERBEATFVIERE VYT (RO AZVNEFIIEREE R0z, —JF,
HTLV-1 EgeE (BRE HAM 222 41, HC HLA-DRB1*0101 FEHEFXEBRE. AF2D
184 %1 A :HAM 58 f5l, HC 74 #) iz BHIZBWTHCEYHAMABF I2BWIUEE
T ERBDOIFR—MIBWTHAMRE I ETHY, 200 HMill THE L - HAME & (2
B4R ERBALHIRomHLATR B {EF H#RFTho7= (Table 3), 45 OHTLV-1
( HLA-A*02 . Cw*08 . B*5401 . TaxDFEEINT, hbivdi LETicHAMIC
DRB1*0101) DIRE # ik L7z, $£7/-, ABI RVRTVWERELTHRELZEIR B D Tax
Prism 7700™ sequence detectorZ T subgroup A *ILFD4 oD EBEW (273
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BERRHD) ERFL, ELIL6ODEEBER (4
TIJBRERZMEI) ZHE-> TN,
HLA-A*02 ##MEOHTLV-I TaxiZx 45
CTL®dominant epitope (Tax 11-19) DER
SR IR Bk (Tax subgroup ABIUB) &A
TR TES 7RI Tholz(Table 4), —75.
LTRBIUNFkBY -t —&— x4+ ATax®D
REIEMHILEED, 17V D TaxiZBEIRED
Tax subgroup A, B LU CRA%E ThoTz,
BLIRRWZ Lo, HAM R EM S /45
HLA-A*02, Cw*08 D&z, BIRED=KR
—MIEBWTiiTax subgroup BORLLE 2
WTOHRREDLI, AT 8kEdE @@41&%%
#azkeoTax subgroup ADRRIYLEIC
biviedyo7z (Table 5),

WLI‘

D. E%£
SBEIDAZEERBICBITAHLARE = #/=
FOfFENT D, FHIRIC RO RZEHR T,
R R BAV 2R F 3BT RN
72o72, HLA-DRB1*0101 3 HTLV-I env
g2 IZHEIRRLT V=&, HTLV-I Taxic
% 3 5 CTL @ dominant epitope ( Tax
11-19) BHLA-A*02H B THHZ &b 4
ERIZBITAVAN R TAEBEHICEEX
N RBEISEDOHESHTLV-IERO T %I
HETOHIIENEZIDN, AT2BWT
HLA-A*02, Cw*08 D EBRE DL V—
5 CHLA-DRB1*0101 0 ERBE IR B EAT
BRSO LNZ 1. HLA-DRB1*0101
ZN T HHTLV- 1% 29 CD4# I OHAM %
FEICBITAEENRERBLTRY, 5% T 0D
7B BERRIT 21T O L IR IBI OB LS
BICED TV UERDD, T, VAV ADR
(Tax subgroup AF/ZIEB) N EDLALRELE
GCEREFSEA(BERB)IIBWVWTELY
HLA (HLA-A*02, Cw*08) OZh RN EARHZ
ERBLNZRY DANARFEEERFOBE
MR EERNRIEHZLHTLV- IR0 F%
BFRETAIEPREEINT,

E. ##%

HAM ZEICBHET S HLA B XEROR LS
RIEMICIIT A5, HTLV-T Biiost
#é%?ﬁ@}t\/ﬁ?)@@%ﬁ HAM ZBIEIZHEE

WBEEL TWAZE R EHESREIN-O 45T,

VANVAR FbEDORIC R E LB RIET
TEWTRIBENT, ORI ERT BEOR
W HAM RE FRICTARIFEORIRE AR
L7z,

F. EREkRiER
7L
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Table 1: HLA-A*02 and HLA-Cw*08 are not associuted with a lower risk of HAMNU/TSP In
Tranian HTLV-1 infected Individuals.

Population

(N: HLA-A®02  HAM/TSP HC I'e P OR C1,95%
HAM/HCs)

Irenien positive 21(36.2%)  20(27.0%) 0.887 0.346 1.53 0.73-3.22
(58774) negative 37(63.8%)  54(73.0%)

Jupunese positive 67(30.2%)  87(47.3%) 11784 00006 0438 0.32.0.72
{222/184) negative 155(69.8%) 97(52.7%%)

HLA-Cw*08  HAM/TSP HCs b P OR Cl,95%
frenian positive 915.5%) 10{13.5%) 0006  0.940 118 0.44-3.11
(58114) negative 49(B4.5%)  64(86.5%)

Jupanese positive 24(10.8%)  36(19.6%) 545 0.0196 0.50 0.29-0.87
(222/184) negative 198(89.29%)  148(80.4%)

Tuble 4: Nucleotide variutions specific to Iranian HTLY-1.

Nucleotide variation, by position and amino acid change in farA*

7622 7811 7855 7897 7959 7991 8208 8313 8314 8344
Subgroup (n) MV 12V N N A?YV N?H S2N G?E N N
ATK-1 (=1axB) A A T

(o} C A G G C A
tax A T T A C
Iranian fax G G C T T o A A G [}

position ponds 1o that of prototypic strain ATK-1.
Amino acid change results from nucleotide substitution. N: no change,

Table 2: HLA-A*02 and HLA-Cw*08 arc not associated with a lower provirus Joad In Iranian
HTLV-1 infected individuals,

Table 5: HLA-A*02 was associated with a lower risk of HAM/TSP only in the fax subgroup B
subjects in Kagoshima.

HLA-A*02 Provirus load Provirus load No. of subjects P
(MeantSE) Medien ) raxsubgroup  HLA-A*02_HAM/TSP___ HC 2 P OR__ CL95%
Ironion positive 26215345 190.0 5 0.071 taxA positive  16(57%)  6(60%) 0047 0829 0.8  0.203.87
negative 209.6£24.9 120.0 91 negative 12(43%)  4(40%)
iti 66.8543.4 . ¥ "
Japonese - pasitive 3 185 156 0.0003 1axB positive  51(26%) 81 (47%) 155  <0.0001 041 026063
negative 52564415 266.0 250 X
HLACw*08  Provirus load Provirus load No. of subjects Pt ncgative 143 (74%) 93 (53%)
{MeoniSE) (Median)
Tsonian positive 198.2442.8 131.0 19 075
nogative 233.6422.9 147.0 13
Jopanese positive 300.7£56.4 1200 60 0.009
negotive 492.0434.5 2340 346

HTLY-1 provirus load: HTLV-1 fax copy number per 1x30% PBMCs for Japancse samples and
1x10% nucleated cells for Iranian samples by quantitative PCR.
* Two-tailed Mann-Whitncy U test.

Table 3: HLA-DRB1*0101 increases the odds of HAM/TSP in Japanese and Iranian A*02
negative but not in A*02 positive HTLV-1 infected individuals.

HAM/TSP (No.) HC (No.)

Subjects DRBI+ DRBI DRBI+ DRBI? 7 P OR ClL,95%

?
lranion Al 18 40 12 62 33 0035 233 1.01-5.34
A*027 13 24 9 45 L1 0038 27t 1.01-7.24
A*02+ 5 16 3 17 01 0376 177 0.36-865
Japenese  All 34 161 20 163 28 0049 172 095312
A*027 27 107 1] 83 29 0044 209 0.964.57
A*02+ 7 54 10 80 0005 047 103  037-2.89
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RAFEHREN RIS (CZADEEEFHEFE)

SHEMEREE

B IRBUE R O ERRRES R HTLV- %) 7 —I2Bi15
HTLV-I BB EBFFEAEHAM/TSP)RREY X 7 5 E R 0OF A0

DEBFEE FE WG BRBREFRERERFRAETHER ERCATLMERS)
E BARZEFHMERRE EREFREELELT)

EEBTFEE

BEZD N, FHE BN, WM BB B AR EEL

(BRERFRFREEERETIER HRAR - EERS)
H RE (BRBRFHER i)
AfRE B, HE AZ BRBRERFRERFRSH R
Bt BEERD ANV AR EHIEB R 7 — S5FHE)

MEEE:

4 XINETIC HAM BEICEET28500 HLA, & HLA BEEEFEEL
HTLV-17ANAY T ZA T DEEBFRFTHD, HAM BIEVAZ 23 E 33 R L
LT3, EREOHEKR COREIAZHEROF AL RE 5%, BREKREHER
HTLV- % U7 —S RIS Be L7 B DR EZFIAL. Odds of HAM 2B HIL | BEER
FER R QSRR DR HLZ, Odds of HAM OFEWEE0.78 LA B)ICBWT, F
RS BTCELTRY, BV SHREE OCE0EE§bEH o7, 2, Fix
B B & BRR O TRV TV HAM ORISR B & Odds (b @B M — 235
bOT, ZORIEVAZEEKXOA BIENFEN DL,

A. BIBLEM

HAM P ELMICERIE TR RETRD
EHEFHFETHLI, HTLV-] BGEEDTL—
ERIZREEL ., K5 DREGE XA TEIC bz > TE
FEEMX YT — (HC) ELTRIB T3, Hx 13z
FVETIZ HAM RIEICBIET 5880 HLA, 3
HLA EEBETLEE HTLV-I YANVAY T F 4
TOEEEMBFTNHL, HAM BIEVAIZEE T2
HERLUIRE L7-(Journal of Infectious Diseases
2002; 186:932), ZDOXRDE AMEOBREI DD, LU
T OREEITo7,

B. HfFEFiE
2004 % 11 B ECICBIR B XEFHR HTLV-1 %
FUT—HRITHEEEL, BHOELNE 181 4%2%

HeUT, KM BRI SS /5 DNA ZHIHL.

HTLV-l 7B A AV AE% EEMPCRIEIZIVEIE
33— T, TNF-a -863A/C. SDF-1 -801A/G.
HLA-A*02, HLA-Cw*08 D& BIEFLE B L
HTLV-l Tax 37 #A7RPELZ, BT
— 2RISR OFHERUCEAL T Odds of
HAM #E ., BERIER IR U, REEE 1L,
TR, BmE, MRERBR VP HAM OFERE, T
i A TUHE, BERE R S DT K, (T m— X
ROYAERIRE). 1 BBEREIER. REREIE, R7E
VosBiIEIR. REERE LU, 7o, BRREX
D.LDH RU'BMEIK, ZDRETHDL) 733K,

BB SER, BEYL/SEK, CD4+, CD8+,
CD4+CD3+, CD8+CD3+, CD16+CD56+CD3-.
CD16+CD56+CD3+ (2B TIdZF D RE K U/ —
T F—IZOVVT, Mann-Whitney’s U test 2 Y,
RETFHIRIT 21T 2 072,

(HREE~DEE)

BERBEERST-H, BEXvoRmicEL TR, +
Bl AL T —bR-arbr by, EFICL D
M AREFEEV, AFFEIER B RS2 GE
ZEBROERHEEB T,

C. WEHFHR

HEBRBEDESIT, 46.512.8 B, BHES 4. &
% 86 & DFF 181 £, HFIHTLV-IHUERMME(H S {E)
1024 &, HTLV-IZ oo A L A B (H R {E):
82Copy/10°PBMC, (Tablel Z:FR)

BFREDOFEFRIL, Table2 [ZRTEBYT, BRI
EEHDOT —H LR REREEZRBD P72,
Table3 IR T EHEREZ AV VT, 0dds of HAM %5
B, ARG BED Odds of HAM(F3{E) 1.
0.359 THh-o7=, Odds of HAM OF R A A7
fE% B8 5~ Receiver Operating Characteristic
curve(ROC BHE#R)ZHEV 7=, ROC B DO T OEH
(Area under the curve of the ROC) Z V>, TDIERE
E (accuracy) Z BT L 724 B | Fig.l 125R$4n<,
HTLV-1 FUAM(EH#R; 0.86), HTLV-1 7oy AL 2 &
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(Ré#; 0.88), Odds of HAM(ZE#M; 0.95)&720,
Odds of HAM O F AL Tho7 (p<
0.001),

REEZRHEATET LT BB SRR k57507
T ARA MR, Odds of HAM 0.78 10T
AyhF 7T, ZOR, BRE 92.1%, FRE
85.6%& &0,

Odds of HAM #3 0.78 LA L DFIZBWT, T
PR R ST S TTHEL TV (OR: 2.18, 95%C.L;
1.11-4.31, p=0.036) . BRERBIZE TR\ T, Odds
of HAM 7% 0.78 LA EDEEZ, BEV L SEKEK
(p=0.01 NERFV L ERDEIE (p=0.010)DEZ T
eS0T,

IHIT 95% LA LR R ERFF-D Odds of HAM3
VA EERBEOBITHT T RETEATRIE, T
BURTCEE(P=0.0059) ., REEE R DE5(P=0.042),
FEME(P=0.008)0> 3 DIZBWT, BEEENRDH
Nz, CD4+KE R CD4+CD3+DEIE(%)48, Odds
FEA3 3 SR (47.09 = 7.24 BTUN43.17 = 7.84)DEEI
EbiR L, 3 LAEDEE(51.64 + 6.70 U 48.14 £ 6.25)
KWREWHEHm AR D 5N & (@=00373 BV
p=0.0029),

D. EZ

TRBE SR TUHE ., IERERUH DR, I F
BREERMRT2EEZILN, FICT RS
TUHEENE, Z<BHIDEREL T, F B TREEER
RBThdeEILNE, Fx BB EBREOF TR
VWTWo HAM OFIEIER IR & Odds of HAM D7
WEEESI R — BT AN ot

BEIAROEMT, RA T HIEA0LRE
(ATL)DRIBBEOBICHLIER SINEHM, HC R
HAM [ZBWTH, 3B & Thb, Hisada HOD
S ERUE, HC 2B W T, BEVVSEROEIS
& HTLV-1 70UV A&, BT ALV, Fiz,
Odds of HAM b, HTLV-I 7’27 A L 2 B DR 8%
FTTEY, Z<OMEHBEORRELL T, 7u—
FVIREETEBN I, RE VL RERBHB 5,
Odds of HAM OFWEHTE BV ERBR S
X, BELRLT, e, BERBRERRBWT, XY
Buyve—i—Lizh55,

IS BORFBLETHLMN, CD4 By
EROEIEOEMLAEFADFHIEICREEL TV
FREMEDHY, B IZET 3,

Frx OFFERIT HTLV- ¥V 7 — DR BE 4,
HAM BE#iZ RICE A Tha,
F. @ERARES
BT RELOR,
G. W3R
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[1] FEHRUEIE, SESVRN . FFIETHTHAR, HER .,
ARAR, M KL,

HAMEIEIZI3ITDHTLV-1 envb gp21 R CD4+
T HBIROBERE

[2] RERN. BEEEIE, FEDHHR, HERZ,
AHAB, M KL
HTLV-1 R #F 128175 Sonic hedgehog, Gli2,
CD44v6 53 F DAt

[3] T | TERRIEIE, FETHRR, SRR,
HERZ., BNAER. M X3k

HAM B3T3 3°5 Lactobacillus casei Shirota £k
RRE

[4] FIETHTIER. TERRUENE, BEBRA. W1 Y654
HAM ZEEB TR FL RA OB TER OIS

[5] BEBBEA N FEFRIEIE ., SFIETITIAR, A2 853,
ARE BRI BE. BN AR W YL
HTLV-1 ¥¥U7—Z8i}% HTLV-1 BEEHREE
(HAM/TSP)RIEY A7 B B RO F AR

[The 12th International Conference on Human
Retrovirology: HTLV 2004, 6, Montego Bay,
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Figuve 1

Odds of HAN= 0.78
Sensitivity: 92.1%
Specificity: 85.6%

[ . N N
a A€ 40 il 8¢ 195G
100-Speciicity

Table 1: Characreaistics of 181 asymplomatic RTLYV-L cartiers partivipated in the
stutdy,

HCs {n=181)

Age 4652127
Sex

Male 95

Female g6

*Serum anti-HTLVL antibody titer {fmwan2 8D)  #2932.6 = 64474
{nwdian) 21024
**JTLVA] provirus lond it PBMCs  {mean £5D)  240.8 23614

(msedinn) 82

" Ant-HTLV-1 antibodies were tirated by the particle agglunnation mizthod.
" HTLV- Tnx copy nuniber per 1x] o' PBMCs.

Table 21 Freguenzies of gesotypes aud allilex for the differens polymorphinns of
HAMTLP iated yeues in 131 asymy te HTLVY earriers pastivipated fu the
study

Gz Allale bz of HCY Crcorype  NuzdarofEC
TNF-a €63 A 8023 AR BES)
< BITH AC 3R
13 1234853}
sotal 182 wtal 181
SDF1 4801 <@ WG (=] {442
A 124G GA NEN
AA 20010
sonal £ k) 18
HLACw28 pesithve Y
THpAEY BIESY
ozl 13
HiAAR posttive SRS
Tagative 11788
o 181
Tx subgrowp hEowp A 1704}
whpreg B 84009
ol 13

“Nuwbers i parenthaze: 3re pucentaga,
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Table 3¢ Best-fit lugistic regressivn equativn for the visk of HAMISP in the
Kagushima HTLV L infected cohort {n=402) (Vine ¢/ al, 2002).

Factos, condition Infodds of HAMTSP) Odds ratio (PY
Constamt ~1.716
Age ~(0.345%nge)+(0.003xngr")
Provinis Joad HO.460xload)H(0.457xkoad®)
TNF-u~863A" +3.057-(2.616lond)+ (1.476xload’)
SDEF-1+801GA -0.808 045 (0.042)
SDF-14801AA -1.689 0.18 (0003)
HLA-A*02™ ~0.638 0.53 (0.043)
HLA-Cw*08" ~0.894 0.41 (0.046)
HTLY-1 subgroup B ~1.587 0.20 0.017)

Worked exanple: an HTLVY - I~infecved individual in Kagoshima, 60 vears old, witha logie
(provirus Jond) of 2.5 with the genotyps TNF-u ~§63A°, SDF-1 +801AA, HLA-A*02
HLA-Cw*08°, HTLV-1 subgroup B has a predicted In odds of HAM/TSP of ~1.716-
(0.145%60) # (0.003%60) + (0.46+2.5) 4 (0.487x2.5%) + 3,057~ (4.616%2.5) + (1476x2.59
—1.089-0.894-1.587=1.14975, That is, this HILV-l-infected individual's odds of

developing HAMITSP =exp(1.14075) =3.157403

Takls &: Casapiasisen bedweon Hev ardeds of AN sl ¢huiral fadingy

Mh oXO0TH  Taw sl GATRL_ PNolar  OR SR L1
ity s ip #5132
Agr o) SLas ey 4534334 owl NA ¥A
$ex Mot Foaler P35 2R L] NA ¥aA
3 HILVS Madodies® HRITANIET  BMIAZNST Al WA RA
WJERYE yencis Boadts Xik) 2 308 01INLE gl N3 A
Beok g Iratom 17 6enrs ey P 006 LW Ll
Aot supeeficial sitenmad seftonrs 19040 e LU I T CA P
Mrmaued ey ey DA Gaa s dav ) 2R3 17193 s 18 95386
ieterstd eawin L2 s S aghe ) 10538 20300 o3 [ETREE T X% )
[ - 4341 s (243 19 eIy
Suprfnsal by vndes cnesiveg 6143 3 993 i eaan
Hpieey 08t aisahaiasi b3 24 S48 DD S8 S35y
Taaidy Yoroev eOUAMT 32 00 ATL TR 2 293 250 943119
NA wotmppimaile  Thrvakes o iy a6 b st S0
"R HEANSE wntdody Ty 22 pat farthind
THTIN T 3 vopy siniciree ot 1210° PUNSCR,
Table §: Comparizon benveen the odds of HAN aud laboratory Sndiugs
0dds of HANITSP 2078 <90.78 Plaive
Couars of Blood Cells =48 =110
5430.9 214904 3560.94 18337 036
Lymplocyte 1840.1 £708.1 1721543370 0.39
[en)] 304293 318486 0.27
Abnormal Lymphocyie” 517590 19.0 5394 0.011
) 088 +1.2 0.36+0.77 0010
Atypical Lymphogyte®™ 32643532 3682652 0.66
S D65+102 065123 109
Clusier of Differendation 3] n=104
CD4" $20.02410.1 $20.1%26837 034
(¢33 49.1%80 23489 028
€Ds” 497322337 332021912 0.42
&n 305£71 30973 a3
€Dy 1.7340.62 165056 82
. =39 w101
<DICD3” F9ET£4288 753022497 0.5¢
& 454479 43377 [1w3]
D8 CD3” HRESD R 427121682 053
& 2333265 252465 0.82
CDis 2132089 1924030 030
CDIETCDSECD3" M2.75107 257.64 1663 0.65
fen 151277 AT243 064
CD16°CDSE™CO3" 358447 4332518 0.56
& 2284283 23033 042
Blood Chemistey 156 =109
LDH 3632%1149 34982924 0.5

* Absonnal Lynphocyte: flower cell {ATL cell)-like busphocytes (Rondo ¢f o, 1985) .

** Atypical Lynphocyte: » reactive hmphocyte due to antiyenic stinmbition with increased
size and presence of active DNA symthesis, L2. Jobulated o1 indented mucleus with slightly
Gner chromntin, and the cytoplasm vary in color being basophilic, dwk bive, phmacytic to
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