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(O11. Anti-CX3CLI1 monoclonal antibody therapy or CX3CR1 deficiency inhibits
skin fibrosis in bleomycin—induced sclerderma model

Vu Huy Luong', FEFHIE ', RILFEZF ', RAIE . /N B2 ARIERF®,
R °0 ANEIRFE R . Ml % °, AHERS (RIEREER. *o—9 A1
Rt PR AL U BFSERT)

We previously reported that expression of CX3CL1 (fractalkine) and its
unique receptor, CX3CR1 was augmented in patients with systemic sclerosis.
Administration of anti—-CX3CL1 mAb or CX3CR1 deficiency significantly
ameliorated the skin thickness and dermal collagen accumulation induced by
bleomycin. Anti—-CX3CL1 mAb administration resulted in a tendency of
protection and/or reorganization of the injured microvasculature in
bleomycin—injected skin. Blockade of the CX3CL1/CX3CR1 pathway can
ameliorate the skin fibrosis and vascular injury in bleomycin—induced
scleroderma model. Anti—CX3CL1 mAb therapy could be a novel approach for

fibrotic skin disorders such as systemic sclerosis.

(O12. A novel small compound HPH-15 ameliorates bleomycin—induced fibrosis
of the skin and lungs in mice

Vu Huy Luong'. JNEFMIE ', R B&)IE . HEHRT 2 MARR
REHEE S, I+ 1E " (RRIERBEE, *REARAIEDIIEE 2 — PREAR KRS
BBt SEER ., REAR B R R TR R )

We newly synthesized Histidine-Pyridine-Histidine (HPH) derivatives and
discovered HPH-15 that antagonizes TGF-p/Smad signaling. The oral
administration of HPH-15 dose—dependently suppressed the bleomycin—induced
inflammation and fibrosis of the mouse skin and lungs, with inhibition of
accumulated M2 macrophages in the regional tissue. Messenger RNA levels of
F1il and KLF-5, the transcription factors that repress collagen synthesis,
were significantly augmented by the treatment. No apparent adverse effect
was found through the study. This drug is a potential candidate for clinical

trials in fibrotic skin disorders such as systemic sclerosis.
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O 2. Mechanisms of ATP-induced IL-6 production in systemic sclerosis
fibroblasts.
Buddhini Perera, SEAKE—HS, BAOBF. BRI T, Al 16 (BESKREEEL
The aim of this study was to elucidate the role of ATP in skin fibrosis
in SSc. ATP enhanced IL-6 production more significantly in SSc fibroblasts
than in normal fibroblasts. P2 receptor antagonist inhibited ATP-induced
IL-6 production and phosphorylation of p38 in SSc fibroblasts. ATP-induced
IL-6 production was inhibited by p38 inhibitor, suggesting that ATP—induced
phosphorylation of p38 via P2 receptor enhances IL-6 production in SSc
fibroblasts. These results suggest that vasculopathy—-induced hypoxia and
oxidative stress might enhance ATP release in the dermis in SSc¢, and ATP might
contribute to the skin fibrosis via potentiation of IL-6 and collagen type

I production from fibroblasts in SSec.
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