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+ GPR15 s an orphan G protein-coupled receptor expressed on * Human as well as murine GPR15L was synthesized by Biologica Co. (Nagoya, Japan). CONTACT INFORMAT! kIR
lymphaocytes as well as vascular endothelial cells (VECs). * Human umbilical vein endothelial cells (HUVECs) were cultured with either human
* R ly, other r 1} i GPR15L, vascular endothelial growth factor (VEGF) or control diluent. Their
G:CF:?; ‘;'GOP Re1 SE)S,e\:;::::: ::Z; dlggnk;g‘?\?‘ ;::,u;szgg?gofg;-‘gs prolferation was measured by BrdU incorporation assay after 24h culture. INTRODUCTION AIMS , .
or murine 2610528A11Rik (ref. 1). * The tube formation assays were also utilized to asses the angiogenic potential of + Previous studies found that approximately 15% of acute myc.oid Ieukem@ (AML) patients + These obse(va(lons promple(.ﬁ( us to h);rsot:szfeoll:al:h: e s1I :sﬁer
* We previously found that thrombomodulin, a natural GPR15L. qavelqped dlssemmaled‘:nlravascular coagulation (DIC) soor: after the initiation of remission :Liz‘;r:?;be::er?lﬁ?am Iae?o:"i)r:ad(:/elo‘:)men?ol [g)IC? P!
anticoagulant expressed on cell surface of \}ECS. induced + Western blot analysis was employed to evaluate the effects of GPR15L on pro-survival induction chemotherapy py might play

signal transduction pathways.

To assess the effects of GPR15L in vivo, growth factor-reduced Matrigel, with control
diluent, murine GPR15L or VEGF was subcutaneously inject into C57BL/6 wild type
(WT) or GPR15 knockout (KO) mice near the abdominal midline. Six days later, mice
were euthanized, and the matrigel plugs were dissected out and photographed.

This suggested the crosslink between coagulopathy and tumor lysis, although detailed
mechanisms by which tumor lysis causes hyper coagulation remain unknown.

Recently, intranuclear proteins including high mobility group box 1 (HMGB1) and histone i3
released from activated neutrophils were shown to be involved in the pathogenesis of DIC in

patients with sepsis?. METHODS

HMGB1 stimulated thrombin-induced thrombus formation in rats¥. Histones, one of the main « We prospectively measured plasma levels of coagulation markers

We would like to test if this hypothesis is correct.
angiogenesis and protected tacrolimus-induced VEC apoptosis via

GPR15-dependent manner (ref. 2-3).
The present study explored whether GPR15L causes angiogenic
and cytoprotective function similar to thrombomodulin over VECs.

components of neutrophils extracellular traps (NETs) activate coagulation pathways and and intranuclear proteins, including HMGB1 and histone H3, in
platelets* %), In vitro studies found that histone H3 and H4 induced apoptosis in vascular patients with acute leukemia (n=17) who received chemotherapy
RESULTS endothelial cells®, which also links to the pathogenesis of DIC. (Table 1).
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