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role of HMGB-1-RAGE pathway on acute GVHD
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Tissue damage caused by the conditioning regimen leads to the release of
exogenous and endogenous “ danger signals” . Exogenous danger signals called pathogen-associated
molecular patterns (PAMPs) and endogenous noninfectious molecules known as damage-associated molecular
patterns (DAMPs) are responsible for initiating or amplifying acute GVHD by enhancing DC maturation and
alloreactive T-cell responses. High mobility group box 1 protein (HMGB1) is expressed ubiquitously and
located mostly in cell nuclei. HMGBL is released on tissue damage as an endogenous DAMP and is actively
produced by immune cells. We investigated the effects HMGB1 on a well-defined chronic GVHD mice model.
There was a significant difference in GVHD damage between allogeneic recipient control mice and those
lacking one of receptor HMGB1, RAGE. Anti HMGB1 Ab reduced GVHD damage in recipient mice.

GVHD



GVL
GVHD
HLA
GVHD
“ danger
signal”
PAMP

(Pathogen-associated molecular pattern

)
“ danger signal”
PAMP (
) DAMP (Damage

associated molecular pattern

)
High-mobility group box 1
(HMGB-1)

protein

receptor for advanced

glycation endproducts (RAGE) TRL

“ danger

signal”

) DAM
High-mobility group box 1
(HMGB-1)
advanced glycation endproducts (RAGE)
HMGB-1

protein

receptor for

HMGB-1

GVHD
GVHD
HMGB-1
GVHD
RAGE RAGE
RAGE
HMGB1-RAGE

GVHD

HMGB-1

GVHD

HMGB-1

GVHD

HMGB-1

GVHD

HMGB-1
RAGE RAGE
RAGE Tg

RAGE

RAGE

GVHD

1

HMGB-1

HMGB-1
HMGB-1
RAGE KO
GVHD

RAGE

WT

—&— Syn (n=16)
—@— Syn-KO (n=8)
—m— WT(n=24)
—0— KO (n=24)

Survival

*P value < 0.0001

RAGE KO 7-10

WT



GVHD KO
WT
HMGB1
GVHD
2

1) Okamoto S, Fujiwara H, Nishimori H,
Matsuoka K, Fujii N, Kondo E, Tanaka T,
Yoshimura A, Tanimoto M, Maeda Y.
Anti-I1-12/23 p40 antibody attenuates

experimental chronic graft versus host
disease via suppression of IFN-y/IL-17-
producing cells. J Immunol. 194:
2015, 1357-1363.

doi: 10.4049/jimmunol.1400973.

2) Fujiwara H, Maeda Y, Kobayashi K,
Nishimori H, Matsuoka K, Fujii N, Kondo
E, Tanaka T, Chen L, Azuma M, Yagita
H, Tanimoto M. Programmed Death-1
Pathway in Host Tissues Ameliorates
Th17/Th1-Mediated Experimental Chronic
Graft-versus-Host Disease. J Immunol.

193(5): 2014 ;2565-73
doi: 10.4049/jimmunol.1400954

4

1) Taiga Kuroi, Sachiyo Okamoto,
Kyosuke Saeki, Yujin Kobayashi, Hisakazu
Nishimori, Hideaki Fujiwara, Ken-ichi
Matsuoka, Nobuharu Fujii, Eisei Kondo,
Yoshinobu Maeda
Anti-11-12/23 p40 Antibody Attenuates

Chronic Graft Versus Host Disease Via

Mitsune Tanimoto,

Suppression of IFN-y/IL-17 -Producing
Cells.

American Society of

Hematology 56th Annual Meeting, San
Francisco USA. December 5, 2014

2) Fujiwara H, Maeda Y, Kobayashi K,
Nishimori H, Nishinohara M, Okamoto S,
Matsuoka K, Kondo E, Fujii N, Shinagawa
K, Tanimoto M. PD-1 pathway of donors
and recipients modulate chronic graft
-versus-host disease through Th1l and Th17
in mouse model.

2014 3/7-9

3) H Fujiwara, K Kobayashi, H Nishimori,
M Nishinohara, S Okamoto, K Matsuoka,
E Kondo, N Fuji, K Shinagawa, M
Tanimoto and Y Maeda. Contribution of

the PD-1-PD-L. pathway to

chronic
graft-versus -host disease. (BMT Tandem
Meetings) 2013 2/15-18 Salt Lake USA.

4) H Fujiwara, Y Maeda, K Kobayashi, H
Nishimori, K Matusoka, M Azuma, Y
Hideo, L Chen, and M Tanimoto. Host
tissue PD-1 pathway contribute to murine
chronic graft-versus- host disease via
Th1+Th17+ cells. ASH 2013 12/6-10 New
Orleanes USA.



@
MAEDA, Yoshinobu

60403474

@
TANIMOTO Mitsune

10240805

®



