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Prophylactic and therapeutic strategy based on the molecular pathology of septic
disseminated intravascular coagulation (DIC)

HATTORI, Yuichi

3,700,000
(CLP)
DIC (TF) PAI-1
cLP
CLP DIC
NF-K B DIC
NF-k B
DIC
DIC

DIC

We used the cecal ligation and puncture (CLP)-induced sepsis mouse model. In

septic mice, the mRNA expression levels of tissue factor (TF) and plasminogen activator inhibitor 1

(PAI-1) were greatly increased. In addition, the number of platelets in CLP-induced septic mice
were markedly reduced and prothrombin time was significantly prolonged in CLP mice in comparison
with controls. These results imply that CLP-induced sepsis is a relevant model of sepsis-associated
disseminated intravascular coagulation (DIC). Transfection of NF-k B decoy oligodeoxynucleotides via

intravenous injection, when given 1 h after CLP, resulted in a striking reduction in the DNA
binding of NF-k B in lungs at 6 h and strongly inhibited elevations in blood levels of
pro-inflammatory cytokines in CLP mice. However, NF-k B decoy transfection failed to affect the

changes in measures as DIC in CLP mice, suggesting no involvement of the transcription factor NF-k B
in the molecular mechanisms underlying septic DIC.



(sepsis)
(SIRS: systemic inflammatory response syndrome)

2016 Cross-
talk (DIC: Disseminated Intracellular Coagulation)
DIC
(hypoperfusion)

(tissue hypoxia)

DIC 50%
DIC
DIC
cross-talk
Toll-like NF«xB  AP-1

DIC

DIC

2016

(DIC)

DIC



DIC

in vivo
DIC
NF-xB

DIC
CLP

(CLP)

CLP

DIC

NF-xB
NF-xB

DIC

(TF) PAI-1

DIC



Suzuki T, Sakata K, Mizuno N, Palikhe S, Yamashita S, Hattori K, Matsuda N, Hattori Y 223

Different involvement of the MAPK family in inflammatory regulation in human pulmonary 2018

microvascular endothelial cells stimulated with LPS and IFN-y

Immunobiology 777-785
DOl

org/10.1016/j - imbio.2018.08.003

Sakamoto T, Ohashi W, Tomita K, Hattori K, Matsuda N, Hattori Y 62

Anti-inflammatory properties of cilostazol: Its interruption of DNA binding activity of NF-k B 2018

from the Toll-like receptor signaling pathways

Int Immunopharmacol 121-131
DOl

org/10.1016/j . intimp.2018.06.021

Hattori Y, Hattori K, Suzuki T, Palikhe S, Matsuda N 833

Nucleic-acid based gene therapy approaches for sepsis 2018

Eur J Pharmacol 403-410
DOl

org/10.1016/j .ejphar.2018.06.031

Yamashita S, Suzuki T, lguchi K, Sakamoto T, Tomita K, Yokoo H, Sakai M, Misawa H, Hattori K, 391

Nagata T, Watanabe Y, Matsuda N, Yoshimura N, Hattori Y

Cardioprotective and functional effects of levosimendan and milrinone in mice with cecal 2018

ligation and puncture-induced sepsis

Naunyn Schmiedebergs Arch Pharmacol 1021-1032

DOl
org/10.1007/s00210-018-1527-z




Yuichi Hattori, Kohshi Hattori, Tokiko Suzuki, Naoyuki Matsuda 177

Recent advances in the pathophysiology and molecular basis of sepsis-associated organ 2017
dysfunction: Novel therapeutic implications and challenges

Pharmacology & Therapeutics 56-66
DOl

Yuichi Hattori, Martin C. Michel 10

Editorial: G protein-coupled receptor kinases (GRKs) and P -arrestins: New insights into 2020

disease regulators

Forontiers in Pharmacology 1654

DOl
10.3389/fphar.2019.01654

42

2019

9-16

DOl

92 (

2019




Samar Imbaby

(IC)

92

2019

Yuichi Hattori

Histamine as a potential mediator that actively promotes the development of organ injury in sepsis

1st Joint Meeting of the European Histamine Research Society and the Japanese Histamine Research Society

2017

93 ( )

2020

Naoyuki Matsuda, Samar Imbaby, Kohshi Hattori, Yuichi Hattori

STAT3 decoy oligodeoxynucleotides improve end-organ tissue injury and survival in septic mice

Experimental Biology 2020

2020




(OHASHI Wakana)

(50381596) (13201)
(TOMITA Kengo)
(20758213) (13201)
(SUZUKI Tokiko)
(10415531) (13201)




