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In the present study, the possible involvement of a prominent environmental chemical,
tributyltin, in the exacerbation of colon inflammation and promotion colitis associated
colorectal cancer was examined. Using a mouse model of azoxymethane and dexstran
sodium salt induced colitis and colitis associated cancer, we found that exposure of an
environmentally relevant dose of tributyltin exacerbated colon inflammation and promoted
induction of colon cancer. We also found that the expression Th2 cytokines and
downstream activation-induced cytidine deaminase that is know as natural mutator were
significantly enhanced by tributyltin exposure before tumor emergence. On the other
hand, mouse overexpressing intrinsic anti-oxidant, thioredoxin, was protected from the
induction of colon cancer. Previously, we have shown that tributyltin promote Th2 cell
differentiation that results in the enhancement of Th2 immunity through oxidative stress.
Collectively, these results suggest that modulation of Th immunity by tributyltin that leads
to the enhancement of AID expression is involved in the exacerbation of colon inflammation
and promotion of colitis associated colorectal cancer.
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2008, 75:552-561), F7-. in vitro Th Hi&
< Th2 /b %#E 9% TBT Z#k 085 Lz
<~ 7 AT, MBI Y o Eioks i 5
Rl A b L RARAE L Th2 HUG0 IR O HE5R
WS> TT LAF — g B EEI N D &
L IHIEINLORE(FMEIZL D in
vivo, in vitro 18] Th2 So 2 I HiEe kA
Lo T TEEZZEEHLMNIT L
(Eur. J. Immunol. 2006, 36:1199-1209, —
AR YEE ), BICEZ et L e LT, TBT
BHIZL 0 7 L — g B E S
~ U ZADMFEFRITHEHE D TBT &0k
BEMORREIX 7T aM Atk TH Y, b M
e ESNDEE (—120 nM) (ZHf L
THEWZ EZRWELTWDS Ok, 5
57 MIAART LILF -2 VR Y T A,
2007), ZNHOFERMNL, HEESITE b
~OBEBEACFEWE O THERIBEEIC X
ST, FURTRAGEEL Y Bk A kL A
REEIZIB Y . 7 LV R B Th2 43k i

& Treg BEREINH] 2 /1 L T Th2 BUfaE O
EZOHENRBELTVWAE, 7L X—Ik
BIZBITSETWAHZ ENIEEDT LILX
— RO EE & EMLIZBE S LTV D AT RE
MEEEE L TE T\,

Z OWFFEE FEIC, ITHEEEIMEIC B D S
SEMEIEBIZB W T, BRE(LFEWEIZL D
Th2 AlSe e /ER BB 5 LT\ 5 Al gEME
ERE LT\ 5, BIEE CICRESEAE
TN AEZHWT, TBT OFO&EEIZLD
KREBLOKBOE S OB, KIGHTEE D%
SEMEAIE ORI 2 FEA T, SRIE MG B3 1Y
MEINTWDZ & ZNDITHE- TRIGHAR
e B ONTHFEIE Y i IL-4 mRNA
TN, EEFEEZHICAEICHBL TV
ZEERWEL TV,

2. MFEOBB

AWFEIL, BREALTFWEGEE T L D RIEVER
PEAROFIE - HED A = X LOERZ H
ET D, 7 a— OB E R R RITAFER
SNDIEMEBITERETH Y . KigEs
EFT2Z2LDZWERTH D, TORHREIL
AHTH DN, BERERFTICHE TS Thl,
Th2, Th17 I L Hug e S& 25 LT
WD ZERPH LN DOHDH, ZNET
HEEE L, EROREFWE LA b v
Z{EM % LT Th2 bz {eEd 5 &3k
0 % It B A B A T B A T R i
(Treg) IZT7 R M=V RAEFHETHZ LT,
T LT AT DR Th2 #05% BOG Ik
K327 LAX—HEEOFEH & HEICHEE
LTWbZ xR LTE 7 (Eur J.
Immunol. 2004, 34:1312-1321; Eur. J.
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SEMER R B 381T D Th17 OFENZDON
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