P IL-8 35 & UYL MCP-1 Uik ofirhuiz
BWTYH, B CTHAIWMIo b 08|
HEDWIZLE - T, iR s> 55
WA Z S kAo 7 (data

not shown) ,

o
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Fig. 5. (A) Inhibitory effect of
AMD3100 on neural cell death. Neural
cells were cultured alone (open columns),
or indirectly cocultured with either
uninfected macrophages (hatched col-
umns) or HIV-l-infected macrophages
(closed columns). In addition, neural cells
were cocultured with infected macro-
phages in the presence of the CXCR4
antagonist AMD3100 at 1 uM (dotted
columns). After a 3- and 5-day coculti-
vation period, the number of viable cells
was determined and expressed as the
percent of the control (open columns).
Results are the mean + the standard
deviation of triplicate determinations; the
statistical significance of viable cell num-
ber between the absence and presence of
AMD3100 (closed and dotted columns,
respectively) was evaluated by Student’s ¢
test. *, P < 0.01. (B) Inhibitory effect of

K-37 on neural cell death. Neural cells
were cultured alone (open and hatched
columns) or indirectly cocultured with
HIV-1-infected macrophages (closed and
dotted columns) in the absence (open and
closed columns) or presence (hatched and
dotted columns) of the HIV-1 tran-
scription inhibitor K-37 at 1 pM. Afier a
3- and 5-day cocultivation period, the
culture supernatants were collected and
assayed for their p24 antigen levels. The
number of viable cells was also deter-
mined and expressed as the percent of the
control (open columns). Results are the
mean + the standard deviation of tri-
plicate determinations for viable cell
number and the mean of duplicate deter-
minations for p24 antigen levels; the
statistical significance of viable cell num-
ber between the absence and presence of
K-37 (closed and dotted columns, respec-
tively) was evaluated by Student’s # test.
* P <00l1.
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5o £ I THILDIIAFRICENT,
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MPOERB®RIFLTWVWA LS ITHZ
Do FHZ K37 3SR ORE B
X A MEMMBE RIS Z &R H
k4" (data not shown), = D Z &1t K-37
O ER MR S LT X AN B R A
B D1 2E LT, Bifge 27
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SEmRRLEE

HIVZL PO I AR KX AHEACHBEREORE S IERICET A
HIV BRI A R4 T 2 A dl B B e e M D 7
SHEFRE ERBBE A KFEEPRYF

BLTWAZEMNRBINS,

AEEE : HIV-] BRRERNER 25 b HHkEEHEME (SK-N-SHD
HHEFERIZ D VWS U7z, #ERENMREX. 71 AHEINE. 4
HEWCHBRI N/, REEEEEZT. ThETHREIN TS gpl20 & CXCR4
DHEEEMVPHFEHBREERO N - R 5BBOMIC. BHOERBESE

A. BFRHB
BHEEZONTWS, HIV-1 BPERTS
fHEEEOHEOTTIVE. HIV-1 iZ&-
TR WyEIGEYro7y—2, %

A7) T7REET A a—ORFI 2,

BEUET7 A OH1 R EEN U MREE
MNEZLENTND, £l2—H T gpl20, gpdl,
tat, nef vpr RE VAN AES ORI RICEK
55410 MRAREEEORBD I-RE
INTNS,

IDEDIEME. HIV BE DI ML
B & L CT. NMDAR blocker. 7 EHh 1 1
TSI — YL AL ESIY-TF
I 2 . MAPK, CASPASE FHE#MI, il
LR ENEBZSNTNS,

L L72Ats, HIV RERED AN =X
AZDWTHHHZERIN TS &IV
AT, HIV AURHE & 735tk IC By
DRFHERRL, AETHILE, €0

ERRM 2 BET S L CHREICHBRHR
BRETHLEEBIONS, XA TH.
HIV-1 BRI NEET D1 IV ADY 1
Lo iz o THN I 15 MR
FEERRELE L Tz,

B. P55k

b AR EMI A SK-N-SHHIIIC 5 uM
@ all trans retinoic acid % LB L 4r{L5# L
THONAFME. &~ T Mk MT4,
KUt b glioblastoma, T98G % EEAYRARE &
LTHERLZ.

CXCR4 2F|FHT 2 HIV-1 X4 (LAV-DAE
P L T3 CEM/LAV-1 RiIROHER
EHEERRLIANAE L. B85
74 ) AL . dextran sulfate, CXCR4
antagonist (Z-8), #i gp120 #ifE (0.5beta) &
£ F. 100,000 x g &.0» L PBS(-) TH¥ES
HE 100,000 x g BMOABE, /i, mEd
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B (60TC. 3041)L ., /+L#MW L 7 SK-N-SH
MARIZHEE (10~1000 /) L=,

TANALEEL 7o MR O viability &
R E RO % MTT assay, BELUT
Ho— A7 N BKEKSEIF I ATOT
1 REEIZED DNA S¥—0i%ick
Bfroi=.

(RBEEANDER)

EHFRIZBNTIR. BHEREZTHT.
HILEEMBREERA L TWBSZ M5, A
BEmOBEIIRWwWEEZ NS,

C. tFFREHR

AV AMENREL 5 A HOREHERO
viability 2 MTT assay =& CTHAE L /=%
R VAN ABERSBEFRNTE L WMl
EFEROETREDOLN, T1IVAH 10
ERRTCEFRNEBLE30%ICTEFLE,

(Figure 1), XHEB®E LT, MY CEM
filao® EEEERLUEER, RAED

Figure 1. VA LA WDSK-N-SHER IR 2 SEW

MTT assay

0.6

0D570/650

CEM/LAV-1 sumn.
= Amourt of p24 antigen (ng/mil)
* Student t test, p<Q01 from control

BELEAFOEERTH >/ (Figure 1),

T AREERICEREL, #38
KRR ZEN LAt DNA Z8H U8
R, BEMBREHFGIC, EEE4EKC
DNA O 55—l X hbhsd 7= (Figure 2).
kt b glioblastoma, T98G 2% L Tik. U
FETUA I AMEEEL THRRER S
AEROETRERINIM - (datanot
shown),

PLEOEENS, 20 HIV Bk
7Y, iR RORIREOE NN, B
"IN, FOMREFERETITEI1IA
WERE, 4 BORERSELIhEZ &
MREAN,

Figre 2 74 A2 BHATMSK-NSHIIRIC 55 (1 8 05K {EDNADIR

+ CEMALAV-1 supn, + CEM stpn.
I | 1
Marker Oh 48h 72h 96h 1Xh 48h 72h 96h 120h

CDRGETHERINIAEMBIEN,
gp120 H S5 WNiL CXCR4 IZHES L HIV-1
BRZE7/ 0y 79514 — (dextran
sulfate, CXCR4 antagonist (Z-8), i gp120 #i
& (0.5beta)) I k> THEEIN AN % MIT
assay CTHMELBSH L2, TORER. h
H5VWThOT 2 EEY—iItk>TH., U1
W ABRERIZ LS5 MBREOEEROET
OHIFZHRIT, BaNicBEDShsice s
Fof (Fgure3d), EROERERITL T,
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AU NABRBRBLOE CREDSHE 1
kS —% MT4 SiigiciB L, 204
FREMATAER, HIVA BRUC K- TH
WINZHBEEDRICID2EFEFLOET
RPN S N (Figure 3),
FEHLETINVAKPIZEFENLSI VIV
2R FLUAORIBEERZ ZRET BT,
DA ABEBBLOAEL, Ao5hRY
v bEEMRICHERELE, FOBR. #
BORLED T A I AW & FC L ARILOB
kit DNA 2 Z 17z (data not shown) .
ZORMBRFERENEI. TV AHEEM
MU T S5 2L THEKEKL M~ (data not

shown) .

Figure 3. #MHN-1E% - SAEREMO VA AL ABN
SK-N-SHMIBIEIC B X S0

MTT assay
& SK-
100 F -I- SK-N-SH
g 80 | b
-
L -
‘;3 60
= | |
= 40
3
> 20 M
0 L L L
Contrd Dextran sufate anti~gp1 20 Ab
50 ug/mb o5p)
MNon tremted CXCR4 antagonist

{Z-& S0 uM)
CEM/LAV-1 supn.

D. #®

HEETIZ. HIV-l DALV ARTFOYA1
L7 F3REC K5 iR e o U
H—& LT, gpl20 & CXCR4 OHEEH
BT AHmENb- EBEN, SEMfHL
T- P MIRICH CXCR4 MEEREL T
&5 (data not shown), ZERRIZTHE
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BWIENEZEZINZIENSG, TA1IIA
BRI E D MR ERPIRIC K SMBRE T
BnWZ EMFmEInk, £k, Y1IAK
ZEBOLEL TEH SNy AR
LTHrERREZBERB L 22 ehs,
ANAEPITEEND TN ABT ORI
WEAMRETH S Z NI ni,
Eir, FERRICBIT5EMRTEOR
BELUT, 71 AEHEE. 4HBICK
IR MRFENERIND L TH S,
BHEF R T, FERRICHT S shid e
FEOHRRBIIFHATH 25, HIV-1 Bl
iR 59 gL LT, IhE
TREBEHOROEEERLTWS, U1
L ARIORRE ) H—-nTFEL T
AL RO—FiICRAENTHAEEHRY
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ERE->THREBLEIETEL O TS
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Shhid, HIV ERRERRICRERR
MELESTHOLHHFFINS,
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Acid-lablle formylation of amino terminal
proline of human immunodeficlency virus
type 1 p24gag was found by proteomics.
Takashi  Fuchigami, Misumi,
Nobutoki Tak e, Ichiro Takahashi,
Michiho Takama, and Shozo Shojl.
submitted.
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2. Proteome analysis: Mass spectr-
ometric characterization of proteins
inside purified HIV-1 particle
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September 20-21, 2001 Abstract 32
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EAR R BRABE (A XXRHFRFE)
PARi=L 'y Bt Rk
HTLV-1 7V ARYX HAM % HEhEfE FEROEEIZ 2T

SEBEWNEE  FEUMNRR
e

BV RO B AR B AR R B
SRR, H)IRE. 2o BB, RERS @ KL B B3NE

Premes, ER - b 8RBT A 2R BHE - oy iR T

HLUTF )T O TP RETH T,

MFRHEE HAM BEICHDLILIE EERO HLAAY 02, Cw*08 % M bl i,
HLA-DRB1*0101, B*5401 BREEREIZIERAL TWDA%, ROC thfgd bk, HTLV-1 v/ L2 &
2%, BREL 80%LL b, SR 80%LLET HAM BELHF ) T7THARN TEDOIEAHLNERY,
HTLV-T 7 A VA RAIVEWFE TR 5K+ (HLA-A*02, DRB1*0101), KO@EEECRA TS
HTF(HLA- B*540) 03 52L& R LTz, HENRSHHHLSRBIOERD 80%i2i T, HAM

A BFEEW

a2 DZNETTORFMS, HAM i HTLV-1
BRE O 1%RIH%ICREL, @&~ HTLV- 1D
ANAZREL HTLV- 1 B REFIEH Gy 7)) D7
~16fFTMLTWBE, OV AR
HAM BEZFEOXF I 7B TLFEKRED
2OF R IT INE & RRE Y A/L AR AR M
V7 SBRD1%LL BT B HAM BAEO MR
PDEEBBAIT FR 322000 TETHS,
INHITME T HAM B JidiE EOEREL
T, HLA-A*02, Cw*08, HLA-DRB1*0101.
B*5401 23O EARY | AT2F (X3RRI, &%
2EIIREREIERAL T2, 40 HTLV-1
DANARE, ZHBRTE HAM #EEOHEIZ S
WTRERITo%, HETHTLVI VA2 &
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A FEE TR E OREEFERIC OV THERHL
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B. #F3EHiE

HAM 224 %, HTLV-1%+¥)7 202 &% %@L
LT, HTLV] 7oAV RE BT, 74N A
ERiL, BE#B O Prism 7700 2 W= B PCR
BT T, EEEREL T, HLA #1
E 7TV, ZRETIIHREEN TS DNA ¥
AU TIETIToT, ZRODIEEER ORI LT

fIL T, AN AROEREL TiE, HTLV-I Tax
D7 ZAT R LT,
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HTIV-1 VAL AR TR THED, HAM &%
¥ V7R EBNTELFAREMEDIH S HTLV-T 7 AL A
Bz oW THINFETICRFTIHENA LN TV
RN, ZOTERBRRT DI 0.5%Z 4T
HAM Z4EH HTLV-1 V7 HEHHL, ROC
BRI, cut off fEZ R L=, FOMET
HAM Bt X v U7 8A & 2 2 BRI, BilsCOE
HD HAM RE~DOBE 52BN, LLEORKT
Iz TZNODEREE -, HEWR 52170,
HAM #£E T-H| O Rl EEME AR L1,

C. /R

ROC g 5it, HTLV-] UA /L AR 2% T,
RRSE 80%LL E, R RIAE80%LL E THAMBEL S+
U7 %X TEDBZENALY L2 o7 (),
HLA-DRB1*0101 X, HAM #§ Tx ) 7H LY
EMREIZ R o7 (x2=4.45, Odds ratio 1.80
95%C.1. 1.04-3.11, p=0.03)7%, Z MR,
HTLV-1 714/ A B 2%LLT D HAM 2T Ao
H(x2=4.18, Odds ratio 2.4 95%C.1. 1.02-5.67.
p=0.04). 2%L) LR CHERY bR -72(F 1a),
HLA-A*02 iX, HAM B CH vV 7RIV E E M



HEAMEL (£2=17.12, Odds ratio 0.44 95%C.1.
0.29-0.65. p=3x10%), Ziit HTLV- I VAL 2A%K
2%LL FEF CHE TH-7-(32=6.73, Odds ratio
0.39 95%C.1.0.19-0.81, p=0.008), 2%LL LB T
T2 OBRITED BNAeho T (E 1b),
HLA-B*54 Ti¥,. HAM B CHEICHEE N EL

(x2=12.46, Odds ratio 2.43 95%C.1. 1.47-2.00,

p=0.0004), =AML, HTLV-I 71/ 2% 2%
Sl B HAM 8F THIK AH11(x2=8.45, Odds
ratio 7.5 95%C.1. 1.74-32.30. p=0.003). 2%%:A
TRTHES LN - 72(F 10), -, HAM %
SED T RIAFTREA AR L 7= ThER, EH
DOF AT I-ERI BB HREWR T 21T
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HAM 1 L<idFx V7 O F RN TREThH o7 (F
2.,

D. B
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ExzLniz,
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1R R
. HTLV-1 7/ i28& ROC i
HTLV-] 7oA/ 28 0.5%8 0 HAM BE THARE R i
LA T,
# la.
HLA-DRB1*0101
HAM B ve ¥ VUTE; x2 Odds ratio 95%C.1. p
Total 4.45 1.80 1.04-3.11 0.03
Viral Load < 2% 41.18 2.4 1.02-5.67 0.04
=2% 0.32 1.34 0.48-3.17 0.74
# 1b.
HLA-A*Q2
HAM 2 vs ¥+ V7 8E; 12 Odds ratio 95%C.1. p
Total 17.12 0.44 0.29-0.65 3x10°
Viral Load < 2% 6.73 0.39 0.19-0.81 0.008
= 2% 2.24 0.58 0.48-3.17 0.13
#* le.
HLA-B*b4
HAM # vs ¥vV 78, x2 Odds ratio 95%C.1. p
Total 12.46 2.43 1.47-4.00 0.0004
Viral Load < 2% 0.012 1.06 0.43-2.64 0.91
= 2% 8.4H 7.6 1.74-32.30 0.003




* 2.

HAM FIEO TR R RED 2T LIz, BROAEAYI-ZBHICBEERZ EERITE1T 7.
TROBERNBBON TS, ZHiZEY, SRIOERD 80%i2BV T, HAMBLLL TV 7O FHERTTEETH

o7 (HAM 75%. carrier 87%),

EMEE | HERx t{l P{l 95% FHB |95 LB
MW -0.70587)| 0.090514| -7.79852| 5.04357E-14| -0.88379| -0.52795
Sex -0.14201| 0.083242| -1.70596] 0.088758672] -0.30563! 0.021618
TaxSquare| 0.043319( 0.003023| 14.32805| 3.67559E-38| 0.037376] 0.049261
DR1 0.26867| 0.110956| 2.421422| 0.015884715| 0.05057| 0.486771
TaxSubtypd 0.352466| 0.136216| 2.587544| 0.010002803[ 0.084712] 0.62022
A2 -0.16283] 0.08441] -1.92808| 0.054397087| -0.32876/| 0.003087
B54 0.146665| 0.099938| 1.467551| 0.142978199| -0.04978! 0.343109
Cw8 -0.05793]| 0.111578] -0.51923| 0.603876524| -0.27726] 0.16139

(TaxSquare:HTLV-1 7oA /L ABOE H 4R, TaxSubtype: HTLV-ltax D% 7 #A7,)
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B 15.6%ICEBINS DT/ WL T HC Tl 200
B 14 £, TRICULMERINT ux A ITLB
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KO HAM BIED ) AV MEBLHEREL /=,
SEBLBITORFXY U T—I2DO0TH tax A
12111 BP 6 &, S4BT IEEINT, ux A
HEY U7 —TRALBRVENEERRIN .
4 E HTLV-1F v ) 7—I2 8B+ 5 HTLV-1 BT
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KESBIHNTUEPEMER. XES ML E
HTLV-1 i E B2 SR ERERDHS S H
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LB ONT ZOEI P=0.021 &EFH T odds
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4, Tax subgroup & Tax DEHEICDWVT (£ 4)

HAM B# KM > /38R % Brefeldin %1 FiZ
12 RIS R R OMBIA Tax R U1 Rh 1 >4
BOREOHEFER 2 KRd. BEAms
Tax RERTHREF N1 A1 OREAEFRT,
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B1. 7Ov 4 A RRange BOIEPH

No. of Cases Distribution of HTLV-I provirus load

50 p

BATL
Non ATL

4_0 -

30 P

20 p

less than 0.01% 0.01-0.1% 0.1-1% 1-10% 10-100%

i3 7o )L A BA00PBMCYF OHTLV- BB O EI&%) &R,
Median Provirus®i30.87%T&H - 7=,

). ATL, HINZZ K DOREBOBIICEL AWM K F—HTLV-1 ¥+ V7 —-OBRFEMI L OME

Family No.of WBC?® lymphocyte® CD4* CD8* CD4/8 anti-HTLV-] median HTLV-1
history cascs (u) {%) (%) (%) ratio* antibody © provirus load ©
ATL 109 6130 = 1844 296 54x11 28x8 2110 2048 307
HAM/TSP 29 5650 =636 29«8 478 38=z6 1.2+04 1280 857
Hematological

Malignancy 7 5057 £ 1196 29+12 4915 32x6 1.6+ 0.5 512 87

No family history 93 5506 = 1710 30=+9 49=x 8 30=8 1808 1024 79

Total 111 5539 + 1689 309 49x8 30zx8 1808 1024 87

a. HBMmERE. V) > /#R%, CD4%, CD8%, CD4/8 L T® mean + SD %779,

b. PUHTLV-1 HifEMiX particle agglutination test THEL ., FREERL TH D,

c. HTLV-1 707 )L ARiIPRETRLA. (copy number of tax in 10,000 PBMC).

d. 1 FIEREMN ATL, B HAM OFREREERF > This,

ATLOFRERO H D8 M FF —HTLV-IERREOHTLV-17 0V 1 L ZREODIILFET E0H X
EZ3EMs o 2t REEOLWEIM F - —HTLV-IEREEOHTLV- IV 0O N A R(THE D iITEE
(p<0.05)ic|Mm o7, THLADOHBE TREEROH D FF—EBVLWRF—TOEEREIE, >
2.



* 2. BKEH - SR EHRERR & OBR

Diagnosis No,of WBC? lymphocyte®  CD4* CcDg* CD4/8 anti-HTLV-I median HTLV-1
or Symptom cases (/pl) (%) (%) (%) ratio* antibody ® provirus load
ATL 10133 + 1206** 43 £ 11* 72+£6%* 15x2** 47x09* 1024 1871
Uvweitis in

past history 4205 £ 1678 32+7 517 3319 1.6z 0.5 1536 206
Hyper reflexia in

The lower limbs 7 5528 £ 1716 22 206" 44 +7 36 = 6 13+02% 1024 467
Urinary frequency

During the night 4966 £ 1553 19 £ 5+ 4523 38=x2 12+01 1024 686
Other carriers 5473 + 1536 319 49+ 7 307 1.7+0.6 512 79

oo

L

HILERE, ) 2 /N8R%, CD4%, CD8%, CD4/8 . T mean + SD #7779,
Bt HTLV-1 HufEff i3 particle agglutination test THIE L. FHREZRL TH 5.

HTLV-1 7071 )L Z Bz RIE TR L, (copy number of tax in 10,000 PBMC).
1ERIIERRR S & HMBEROMEELZ > Tz,

ERERAE#E D72 W) other carrier & HART**T P<0.01, *IX p<0.05 DEEZE%E7RT . (Student’s t-test)

F’3. HTLV-iF + V7 —ICTHIFBHTLV-IBAMPT R & tax subgroup

HTLV-IBERT R, tax A tax B X2 P Odds ratio  95%CI
TREMBE A g 2 5

TSR 1 2

S ESMRR DBETE 1 3

EEFROHLER 3 10

FEERTROES 3 95 5.50 0.021 95 1.69-33.47

a. VEFIT T RESE R A TLEL A MR OBERSY

%2 repoted with Yates's correction; P value, 2-tailed Fisher’s exact test.

B2,

= g
Z 3
— ]
Eﬁ E
i R
i
B 3

".1

1888

Tax-FITC

TaxRINHARR

HIHENTax B L IFN-y, TNF-ai:f

B 0 ANL

. Cutekinre PE.. 1088

\.'11 1Ll

CI, confidence interval

LBl L

Tax-FITC

TaxRIRMERS



F4. tax A, tax BICHBIFTAHTLYV-| TaxBRRELUY A bhHA VEEOZORBRR

tax A (n=10) tax B (n=10) P

median provirus load

(tax copy / 10* PBMC) 575 457 0.23
Tax expressing cell /

HTLV-1 BR¥-#5 (%) 308 £ 125 344 £ 151 0.57
Tax RHMEHO

IFN-yEE A RERE (%) 462 + 1.8 372 26 0.38
Tax REMERFD

TNF-oEEE#ME (%) 1.06 + 0.8 047 £ 0.7 0.10
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