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O WX 4 IL-6 Amplifier, NF-xB-Triggered Positive Feedback for IL-6
Signaling, in Grafts Is Involved in Allogeneic Rejection
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The IL-6-amplifier first was discovered as a synergistic activation mechanism for NF-x B/STAT3 in type 1
collagen® cells. This process is marked by the hyperinduction of chemokines and subsequent local inflammation
that leads to autoimmune diseases. In this study, we show that [L-6 amplifier activation in grafts plays
important roles in allogeneic graft rejection by using a tracheal heterotopic transplantafion model that

includes bronchiolitis obliterans, a pathological marker for chronic'rejection. IL-6, epidermal growth factor,

and IFN~vy all stimulate IL-6 amplifier activation, whereas CCL2, a chemotactic factor for Thl cells, was
one of the amplifier’ s main targets. Interestingly, IFN-vy hyperinduced CCL2 in type 1 collagen® cells via
the IL-6 amplifier at least in vitro. In addition, we detected IL-6, CCL2, phospho—STAT3, and phospho-NF-« B
in epithelial type 1 collagen® cells of allogeneic tracheal grafts. These results show that IL-6 amplifier
activation in grafts plays a critical role for graft rejection responses after allogeneic transplantation,
including chronic rejection. From these results, we consider whether the IL-6 amplifier in grafts might be

a valuable therapeutic target for the prevention of transplant rejection, including chronic rejection.
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MRS ORMEIEHE RS & T VB OB HRRE IT X, BRAEAIC X B IR 8 4 (bronchiolitis obliterans,
BO) AU TR ALZFIERI L, MAEL T/ —ARNKERMEL 2o TWVWD, ZiILE TOWEN HBOITIRMEIEE
RIED—FfEEEZ BN TWHD, BIE, TOWBRIERFELRY, —F, IL-6EFR., BT T /IS TRIEERRIG
BB EBRESNTND, LrL, TOIL-6E SN BIEEHUSOF SR BE U OREMIICER LTV
D, BHAROBEEERA L THD 0NN TIE, o TWRY, FE, FRiZ, BMEEGS &b ICIBEER
BEETHY U AREIBHEET VI THEOERMICE X 7,

REZEOWERIN—T TS ET, FEERMETOrEIA > ORFTFHEKE : IL-67 > 725, BUHERERSIC
FEICEETHD I LERLTE L, AR TIEIBOFHEL ., B OKEZMIBIIFET 2 IL-6{8 512 X o THIH
ERFTNDEEX, fifikiTol, £ vV RAOKEBMET VT, BMA DL OIL-6RHH Z DEMRISIT,
BELREEEZRLLTCVAIEIE IL6 /v 7T U MU ZHNWTRLE, & HIZHBENIL-6(F BmZER S TUHE LT
WAER- D ARIL-6EFIBEL AT 2B I TEH T 20 & 2 etkx Rl FRABR I~V 2ZAWT, B
RFRDIL-6T > 73 Z DEMEIGE ORI, BEREHEZRZLTVWIIEBRLE, TRLO/ENS . BERE
F DO IGIERMIUAFIET HIL-6DEH, IL-67 7 BBOFHICEE THD Z L WRBE NIz, £ LT, BHFNT
IL-67 7B &I THEET DZDIXIL-6LEGFIEL NS Z L bHLMIC LTz, &b, BEKEICRELTWS
Th1#EARAS, IFNgZ A LT, IL-67 v 7% Ui S EBOAFFE Lz, Z DORFIL-67 v 7 DIEAID & E 5 A L 1XCCL2THh -
7,

P EDRER EERUS ORI R B 5Tl o7 2 T A, BIRRUS, BICIBIEE ARG OTRRIEICENR B
CERMETE D EAFMEND D, FMICHET B LD LB B,





