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WH7ER R O (Fns0) : HTLV-1 bZIP factor (HBZ) &fx+IX HTLV-1 7 a7 A L AD~ A
F 2 a— FEh, &2ToO ATL fEf], HTLV-1 Y THRBE L TWnWb, HBZ F v AV =
=y 7~ AT, T VU BN T, RIEMKRBARRICAHT D, ZOREOFRKNE L
TA v E =Tz or~OBRELEZRE L, ZDORKEIZHBZIZ L - TihE X115 Foxp3
HUNRLZETHY, Foxpd ZMEMIE~EEHT 5 2 L 2R S vz, HTLV-1 &Y T,
PR IEEE N EET 08, F DR E LT HBZ 78 CD4 [ T U > 735k T NFAT, AP-1 #&
BEIME L, Ao F—Tza L Ho~vDEERBETI I EERIE L,

WFZE R S O EE (3530) : HTLV-1 bZIP factor (HBZ) is encoded by the minus strand of HTLV-1
provirus, and expressed in all ATL cases and HTLV-1 carriers. HBZ transgenic mice
develop not only T-cell lymphomas but also inflammatory diseases. We found that
overproduction of interferon-y (IFN-y) caused these inflammation. As a mechanism, Foxp3
expression that is induced by HBZ is unstable, which converts Foxp3+ T cells to Foxp3- T
cells with IFN-y overproduction. HTLV-1 infected individuals have impaired cell-mediated
immunity. As a mechanism of this immunodeficiency, we found that HBZ inhibited NFAT
and AP-1, which leads to suppressed production of IFN-y in CD4+ T cells.
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METHNTE L, Tax TV A NV AEIGF D
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fE LT NF-xB. AP-1, CREB ##§ DIE Ak,

p53 OIERERIINIHI 2 =3, b DIERIC
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MWREBAZR T EEZBNTE, LML,
#9 60% @ ATL JEF] Tlid Tax 235 H L T 7
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B R 2) tax B FEIO S mE—X
— T % 5 LTR ® DNA A F/{k. 3) 5
il LTR DK %12 X » T Tax FEENHIE S
HZ EREBH OGN L T (Matsuoka M
and Jeang KT. Nat Rev Can, 2007) (X 1),
Z OfiffT &2 U C 5 LTR 1A F ks
TELFRELRDRNZ D 3 LTR
7o e—H—L LTI AN
#5511 % HTLV-1 bZIP factor (HBZ) &
GFNEETHDLZ EIRB I, Fexit
HBZ 342 ToO ATLEF THRIL TEBY,
AT D E AL L7z (Satou Y,
et al, PNAS, 2006), HBZ # %84 2% 7 >
AV =y I ARER U 21T - 72
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HLTED (Saito M, et al, Retrovirology,
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HTLV-1 bZIP factor (HBZ) &In 103505 A
DRI LT RIEMEBICLEERBHEAL L
TWAHZEeE R LI HBZ h 7 VAV ==

v 7 =7 ATIXERICTHIN Y o S E % FEIE
T AN, ZDFETIL Foxpd DIETL & FR O
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(2) Foxp3 #HiEHE

YUAFA =T T ERIZL Fr A LA
Ry K —% T HBZ % 8l S, Foxp3 %
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HBZ F 7V AV =y /v A a3 fha—
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(4) A BRI R

His # 7" HBZ & FLAG # 2 Smad % iV T
Hela fifld ~5 8l X, 2 O JR{E 2 R B
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(1)HBZ I X % Foxp3 BEin 1 DR FHE
HBZ BB L ha A VAR X —|Z LD ~
U AFA—T7 T VU \5kIC HBZ 3B &+
% & Foxp3 FBLNFHE S 4172, Foxp3 % HLX
TGFBIZLVFEIND Z LB SN T
W=, HBZ 1% TGF-B & W FHA9IZ Foxps %
BAFE L, ZOHF L LT HBZ M
TGF-B /Smad f&# Z i < i35 2 L &2 R
H L7, ZOEMEILIE p300 KFHITH D |
vkl L v HBZ 7% Smad2/3, p300 &
AT Dz Ltk o T, TGF-B /Smad #%# %
AT 5 Z L 2L LT, HBZ 1. b
FT U RERICEALTYH FoxP3 RE %25
HSAHZ LD, B MIBWTYH, Z O
BIFET D Z ERRENT-,
(2)HBZ |2 & % thy s
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A (HBZ-Tg) \Z¥lifk (HSV-2, Listeria
monocytogenes) % &GS ARBPIEE S
ZfiEHT L7z, HBZ-Tg I non-Tg (2t~ Tl
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V. O T IR I (GBS 0008) I Bl &
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BHMHE T OEZERFR EE 2 bz, 5
% fECo IFN-yREAML & LC CD4 T fifa
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a2 eR L=, HBZ 12 X 5 IFN-ypEAK T o
BT 2 T+ 5 729012 IFN-y 7/ m & — & —(C
%9 7% HBZ OB L, 7 a~vTF %
EILeE CIR BN O S E R Lz, =i
HEBROE RIS HBZ X NFAT(nuclear
factor of activateed T cells) &
AP-1(activating protein 1) IFN-y~”" 1 & —
A —fHi ~DOFE A 2 BLE T 5 H T IFN-yiz 5
EEIT A LB LML, £ ATL
BAEHFED CD4 Btk T U v Bk TH IFN-y
FEADIKRTRRD LN, LEDOFEENS,
HBZ i NFAT, AP-1 &2 MHl3 5 Z &2
XV IFNwy%Z&Te Thl1 ¥+ M A > OFEE %
PEdE L, Ml eE AR~z s 22 LTnd
ZEBHLMNE ST,

(3)HBZ \Z L B RIEMY A b A U PEATSE
A

HBZ RV AV =7~ ATILIMEF O
IFN-y» E5- LT e, Z O REAEMIR A iRt
Liz& Z A, FoxP3 T @iz IFN-y
DOEATUENHER INTZ, TNETORET
FoxP3 Gy FoxP3 38 A%k H & .

IFN-yZ RN EAT A RIEME L 725 =
EHE STV, Fxid, HBZ 7 &
Ty w7 AND FoxP3 [ iiE A 4y
HE L. FoxP3 #BLZENE % gt L 7=, HBZ
NG AT = 7<= 25450 LT
T U 2RERD FoxP3 BEUIALZE TH
V. %< OHIKEA FoxP3 &tk & 720 . IFN-y
DOBFIPEENFER I NI, L EDORERNG .
HBZ "7V AV 2= I~ AORIEICH
L CiL, Foxpd BEDOAREZEMENS, IFN-y
PEAEME A~ BT D ENERIFK EE
Z b,
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