BxXc—19

HPrHARBEMAER (RrHRERER) HRARRSE
P 24 455 1 30 [ BIE

HEEES 13701

HEiEE - EBEE (0)

FRZSHARS - 2009~2011

EREE S - 21590415

MREEL (X)) BEAT YO 77 —JXHBERROBHERINFMEZHEKETEHN?

HEEER (EX) Are tumor-infiltrating macrophages derived from monocyte-|ineage
belonging to the myeloid-derived suppressor cel|?
MERERSE
=R @l (TAKAMI TSUYOSHI)
R XE - EERMER - HiT
HEEHES : 70136943

WFZEE R OB (F130) : FEENRE~ 27 a7 77— (TIM) OHKEEH ST <<, Mg
D~—Hh—TFa7 4, EEVA S IAVBIOTEIA 2T L, ZOHRIEREEZ st
Lic, TR, TIM ZERL VBB EIN WD EENGME~I/ a7 7y—Y Ml~2Znun7 7
— V) EEHE~ s n 7y = (M2~ 87 7 =) DWTNMNIDT DI ENTER,
W OV Z P REOMRER TH D Z E NP LN o72, —J7. M-CSFR siRNA +
GM-CSF LE X TIM O~ —h—7 1 7 4 WIIEbE & - & eino o, FuR S shIRH I~
DI LB 2RI N S 7 F G5 F  STAT-1, STAT-5, STAT-6 O H E /2 3Bl 4 5HKE LT~
L2226, OVA fiFERANSBAR N T v AV 2=y 7w 22 AWK, M-CSFR
siRNA +GM-CSF L F4/80 Bt TIM 3 L USRALEE TIM O Wi s A HURIERER = L,
W N BRI REED ZIIBE SN o2, 2O DOFEENS, TIM 132 L7~ EgE
N OBRBEICEEINTML HAWEIM2 v/ 07y —VR EORBZREZTFTHLOTHY
HERROEREHE Y 7L v —filg (MDSC) & MEFR S5 & REEOMIRERN T, B
BICRIG U THKEEZ S D, nEEEZRELIZHIETHD Z ERBH NIRRTz,

WFZER R OMEE (K 3C) : The marker profile, production of cytokine and chemokine, and
antigen-presenting capability were studied to clarify the origin of tumor-infiltrating
macrophages (TIM). Our results clearly showed that TIM was the hetrogeneous cell
population having both capabilities of tumor-suppressing (M1) macrophage and
tumor-promoting (M2) macrophages. On the other hand, the treatment of TIM with
GM-CSF and siRNA for M-CSF induced the intra-cellular signal transducing molecules
such as STAT-1, STAT-5, and STAT-6 of which are necessary for maturation toward
antigen-presenting dendritic cells, nevertheless the maker-profiles of treated TIM did not
change significantly. However both of the GM-CSF and siRNA for M-CSFR treated and
non-treated TIM revealed similar antigen presenting capabilities in the system using
OVA-specific TCR transgenic mice. Altogether it was clarified that the phenotype of TIM
was reflecting the invading tumor microenvironment, and not certain cell type such as
myeloid-derived suppressor cells, but was the cell that still keeped plasticity and could be
changed by surrounding microenvironment.
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