M3 )

%

®HE 13

I a AL VLT — g N & BHEEAE TR S
DFFMT

[1] HEfE
RFHE T Fol
(PR NE2 eI )
KHGE - /INEIR BE
AL FTRT)
S R B
CRAER IRz 5ErT)

WgeE:

T

Dk 196,420
Vs 53,580 M

[2] wigEfalE (LLF10.5781 1)
G AT M K DRBEEOHE IR LIz L )1
—HEOWFETHASND, (1) EFTHDIC NK
iz FEAR & LTz B AR i) SRR 2 55k L
W%, (2) BEAS T TR Siasti 2 2
%o (3) FEHIIARRAI (DC) BRI, (4)
Z O UREN DC © MHC-class I _HlZir (7 a2
ATSVLB o T—vay) Eb, (5) FHUTk-T
CD8* =7 =7 #—T HMlaAFFE s, S BITHEE
ARADBEE R T D, B HAAZORE, JEEmA]
b IZ R A IS0 Z L IC K o TS bITHM
LT &9 &5, Lieo TRIEV AT L& LD
(D Attacked by

. NKCTL |
Tumeor cell
* (2 Dying @Ann -tumor
o CTL induction
. R

: QO
(3Phagocytosed by DC *

@ Tumor Ag
presentation

CDs* DC

BHRANTEI L S5 2 L DNBEOECEETH
Do

ASFZECIE, SIS URD 7 1 2~
l/ﬂz vTr—va RS 5 —BR & LT, DC

\Z L DSBS B A AT L7, 7eds, iR
O DC 7y hofTh, L0t CD8at DC
IO BEREES LN n A LY T — g v
e ZmWO T, 7 2 i CD8ot DC 1T A%
LT LT,

PRISAIEFIIZRIL, IR ORIGE T
D WIS & Sy o LR SCBhE & RERERTF
THTHEDEEITO, WP OV THorins
{Tol= ECETENT-,

[3] B CATF10.58R1 1)

(3—1) WA
Fox IZAHEE £ T2 CD8art DC Hfu/Z dilfnsE
i I BLT 5 T cell mucin immunoglobulin
mucin-3 (Tim-3) L& 7% —% /L CT R b— &
fafilaz it < BT HZ LA R L., 44F
FEVE FR CAEIEEA oO B BEFR Z DU NTR#T L7,
EEANE LT C5TBL6 ~ 7 A Jlia = 5 ) —
YRR, B L CD11lc-microbeads % fv \“C
57 L7 CD11ct DC A L7=, FEIES M
Mouse thymoma EL4 cell line {Z ovalubumin ﬁ{f\‘
S A XH7- EGT cell line % carboxyfluorescein
succinimidyl ester (CFSE) Ca0tiE#% L7-t%. UV
EHZ LD TR =y R EFHE LT,

[l CD11c* DC 27 A h— A EG7 £ 1: 50D
Al C 2 TSR L 7=, CD8art CD11ct 35
JU'CD8o: CD11c+ DC @ CFSE [t 7 m—4-
A FA MRV LTz, ZOfER, CD8r
CD11ctDC iT“J‘ A EGT 23R < EaRT
%, CD8o CD1lct DC 1T EBAEAMENZ &
L7z, ZOBEARIKC Tim-3 23554 5o
WTHI U X Tim-3 FFE /7 v —F L4k
RMT3-23 % U Chiat L7ofE4, CD8a CD1lc*
DCIZ kBT R h— A EGT7 DERIZRMTS-23 T
ARSI SN, 2 oOREE, CD8ar DC I
Tim-3 Z/ U OB n s &1 5 2 & 2med



Do
At%. OREEHEURO MHC class I Eofrr
~D Tim-3 DG ZREIT 2 FETH D, DED .
H-2Kb _EIZH#rs &7z Ovalbumingsroes 7T K&
8k % OTI CD8* T Al 4 HV V= in vitro 27 = A
TR T =g VERAT S, 512 CD8a DC
DIEMIKAEDS CTL DI - {252 D58 %
a7, WERUR « A bl A AETHR L7
CD8u+ DC 2k b7 urTLErT—va 38
1T,

(3—2) HREWRLHEMRE
AILFRIFZEIZ I > T, CD8ot DC DT 7R h— AH
JEEBL N e X 1L 75— 3 12 Tim-3
NG5 Z ENHLIE 5T, BHBIDVAT A
(ZE2HUES; CTL OFFEs L OPlEE s b
HEREL DU TR 2D 72,

(4] gk CITF10.58A 1)
AFEFEWHITEDORIE & 70 BRI DWW CRL IR,

Takeda K, Kojima Y, Uno T, Hayakawa Y, Teng MW,
| Yoshizawa H, Yagita H, Gejyo F, Okumura K, and
Smyth MdJ. Combination therapy of established
tumors by antibodies targeting immune activating
and suppressing molecules. J Immunol. 184,
5493-5501, 2010

Haynes NM, Hawkins ED, Li M, McLaughlin NM,
Hammerling GdJ, Schwendener R, Winoto A,
Wensky A, Yagita H, Takeda K, Kershaw MH, Darcy

PK, and Smyth MdJ. CD11lc+ dendritic cells and B
cells contribute to the tumoricidal activity of
anti-DR5 antibody therapy in established tumors. J
Immunol. 185, 531-841, 2010

Ma J, Usui Y, Takeda K, Harada N, Yagita H,
Okumura K, and Akiba H.TIM-1 signaling in B cells
regulates antibody production. Biochem Biophys Res
Commun. 406, 223-228, 2011

Inami K, Abe M, Takeda K, Hagiwara Y, Maeda M,
Segawa T, Suyama M, Watanabe S, and Hino O.
Antitumor activity of anti-C-ERC/mesothelin
monoclonal antibody in vivo. Cancer Sci. 101,
969-974, 2010

Muraocka D, Kato T, Wang L, Maeda Y, Noguchi T,
Harada N, Takeda K, Yagita H, Guillaume P,
Luescher I, Old LJ, Shiku H, and Nishikawa H.
Peptide vaccine induces enhanced tumor growth
associated with apoptosis induction in CD8+ T cells.
J Immunol. 185, 3768-3776, 2010



