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FA~DBIHAZ DWW T L 0 FERNZ T Z2 8D TV E T2y,

WHFER R OMEEL (JE3C) : We aimed to clarify the role of innate immunity during acute and
chronic hepatitis C by a novel non—human primate model. First of all, we established a
quantification system of NK cell activity of tamarins. We then found that the intravenous
administration of an anti—CD16 monoclonal antibody 3G8 at a dose of 50mg/kg to tamarins
successfully depleted CD16+ NK cells, which was consistent with the reduction of NK
cell-mediated cytotoxicity. It is notable that lowered but detectable levels of NK
activity were observed in the blood obtained from the CD16+ NK cell-depleted tamarins,
indicating the presence of a minor CD16— NK subpopulation. By using these assay systems
we established, analyses of the roles of the CD16+ NK cells on dynamics of the replication
of GBV-B, which is closely related to hepatitis C virus and is classified in genus
hepachivirus, and antiviral acquired immune responses in the virus—infected tamarins are
now ongoing. On the basis of the results obtained, we would like to examine in detail
regarding the roles of NK cells on the control of persistency of the hepatitis virus in

near future.
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1. WFERHMA YWD R

C WAFHK 7 A /L & (Hepatitis C Virus:
HCV) &0 ¢ R A %2 £ L T 5B MR GYE
DR T A NVATEH D, BITEENIZET 55K
YT 200 TN ESNTWD, C RIFFREE
IZBW T, BARGEH Y TH S DC M
fa<° NK Flfa OMSEEMIFE E LR Hiv, 2O
T LA HOV RGBT R I A 5 LT
WHZ ENTFIBEINTWD (Kanto K,
Frontier in Bioscience 2008) ., —J5. HCV
TG D 30%FE I BMEACIZ X R & AR
Bo ZOBRMACBITERET HERE LT,
AP M T AR gk & v o oS
HIEISEDOBREENRZEFT SN TV E 2, B
FEH YO EZRICOWVWTITIEFE AR
BHTHD,

—fREYIZ HCOV JRYeA B CITBEE 7 e
DO BT, BIERIEZ ORRERTUILE D
HERICE D ZDRBENHLNE 2D, I HIT
H RG0S IR A E I B B IEH IS
BWEFECTHOLND, 2RbH0Z Enb | HCV
RN B 1 D B IR GIE IS E O T 1L IE
FICREETH D, T IH LEFERIZEB W T,
FEBRIE YL N AT RE 7 B £ T VIR I
R — LT D, HOV (ZEZMZ2 R L, AP
W) 72 S0 B e AT AT RE 7R SEBR BN & L T
INFEFTFUoNRVU—RHAVLNTEZ, L
NUMIBRGERETH D Z LB mE Lo
RIS, BAETIIAAREZ S04 < Ot R4
EIZBWTZEOREHBFIE~OfEH 2 25 1k
EhTna,

2. MFREOHEB
Yrs— NEmET AMEREREL, ZhE
TARHCIHE THITE At T % 1o, GBV-B

IS b HOV IZIEBO A NVATHY
R L TCHEA~Y v v —Fy b~
DBBBPEFEIZ L0 v AV AMIEITEE S Btk
2245, £7-HOV FEEIZY v RRED
FFAMRR I DI 2 BT 5, FFETRE 2
Lz, v—Fty h~DGBV-B KLYk 3
L EDO RIS Y MK 72 7 A Vv A ffE
SOV ALT ED E5-A£F 5 18 ¢ TR %
BT tEiRTHO TR L, /5T,
RKEF AT LD HCV OAMEHIZDO B TR L
BT 2 IR RECRE IR OfRAT IR
WTCTIERIZEMTH D, &2 TR T,
Fx NFHRICHBELEZEEE Y Y — b
FLEHANT, UA L ARYIBRICBITAH
IRGIE IS B D ENZ SOV T, R IT NK L
EREYTHHT 5, NK B K&
WHEELTEY, 0OV st oy br—/d
5 BRI E DOEEN 7R mediator & LT
HETHD, NK fMXiESE L%, fiUs
FERHIE T H A RBEIRAIIE O maturation (2%
HLTWADZ e, NK Lo EER F X
BIZH S B ~DRIETH D L HEH SN
%o —J7HCV D E2 23 NK S L T
% CD81 IZfEATHZ LT NK Hilia B Ak
BAEZENICHELTWS, LrLZo L
in vitro (28T HHFZEN, Ri- L TEKN
WCBITA2EAETZE LTOARBEIGE % X
ML CTWBONAELMMTITRW, £2t b
HOV JE& e 2 M IS 38 1 2 R IF O AR AT 13 B Ik
BICRE#ETH D, F 2 TAFETIL, Fxar R
FHUCERZ L= grit AL ¢ BFRYy e s
— FET BT, NK i ds BT 2 #%
H L NK #ifgz N TMickE+d52 L8 (in
vivo depletion) 12XV . AMEYEE IO
BHEHNCRBIT 5P 7 A L AGEICBIT D NK
MO BEREMHAT LI EEHMNET D,



3. MoKk

CD16 X NK MifaEm~—F—& L TH
HILTWD, TP ITEBWTH CD16 T
1A (3G8) &2 HVNTNK#f % in vivodepletion
ICREEI L TWA, FxIZRBIENRZ < U T
RAEFEE TR 2 & B HEREA TH D, ©
ZCEREMEO T haick s, A=
VIZRITH NK MR in vivo depletion D=
OOEMGEMHERFTT H, NK MO
cytotoxic assay #{T 9 7%, Carboxy-
fluorescein Succinimidyl Ester (CFSE) T
Yuth L7 K562 Ml & %~ U o PBMC & K562
MO ILEERIT 5, £ DI Annexin V 4t
AW, Z~1U 2 PBMC 12815 K562 HHla
R HEEEEEZWET D, T ORI
SN, v hba— AP EREE CD16
PUAZ A2 NK fllfi depletion SefREICE
5 NK a0 EEIEEERIET 5, NK Al
Z CFSE THefa L7z K562 fifn s <1V o
PBMC & K562 Mifad LR IT S, £ DHKIC
Annexin V YefB % fHu, Z~ VU PBMC 128
F % K562 HElIZxt 3 2 EEEEEIET D,
ZDRDBFELSNT-%, 2 b e — iR
H#E L CD16 Hifk%E V7= NK #ifd depletion
SLUFRRIZBI D NK e oG ELEE HIE T
5, TNHLOREREEE X, NK Migo
depletion 12XV v A L RARRYLERIZ R A I
A NVAEEGTLAERNT A VABRE, I
RIFHE R OGS IE IS BN RIFE T B % R
RERSE

4. WFFERRE:
FIFHMR AL THDLI X~V iIZBWT
CFSE Z# MW= fi{E 2> E &M 72 NK Mg of%
MR R 2L Lo, RICH <Y 28BN T
L CD16 (368) HUARIZ X Y NKHIMED in vivo
depletion M AHEENNE D MITDWTHIET L 7=,
Z DfER .50 mg/kg DEETHLCDI6 (3G8) i
HWEREIRIC THREGTHZ 212X NK
DFEERBL DA S N o T-, FE-AEERN
\Z8B1T D NK M OB HES T NK G
DK TR TE 7z, BIREWZ L2, D16
Btk NK HERE AN ZIEMR I SRV RET S |
A NK JEVEITRD 235 b H HFEERm I &
5D EDH, NK ML CD16 BoiE K O
WEMIISEIND Z ERRENnT, BTE,
INHOHEERNT, IV oY a s —
TITHD GBV-B ey~ VETMIZT,
YLAMERIC BT 5 NK filao s 2 mE L
TW5, 775 CD16 B NK #ia 2 —iE
WCEBRELEZ~ ) S CHRFRY A LR L
U~y A VAIZIET % GBV-B &8 L,
M AV ABEOEEL IO Y A LA

RFEREL 2 b — LR L TV D,
INLOREERE 2. 4%IL NK fifEiz &
DR T A VA TR & O RRGE R G E -~ D B
HAZ oW T X 0 EEMiciisr z o T & 2
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