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Immunomodulatory therapy of acute encephalopathy associated with hemolytic uremic sy
ndrome
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Infection with Shiga toxin (Stx)-producing Escherichia coli can lead to developme
nt of hemolytic uremic syndrome (HUS). Approximately 30% of patients with HUS suffer from central nervous
system (CNS% complications and these patients have the poorest prognosis. It has been suggested that vascu
lar endothelial injuries caused by Stxs play a crucial role in the development of the disease. Furthermore
, the relationship of glial cell damage and Stxs is considered.

In this study, we investigated chemokine suppression mechanism using Cannabinoids in human astrocyte, and

aimed to confirm the effect of disease specific therapy development based on the pathophysiology of HUS e
ncephalopathy.

Cannabinoids



HUS
Stx
thrombotic
microangiopathy
20 30%
HUS HUS

Stx

microangiopathy
Acta Neuropathol 1996, 91:254
HUS
HUS

HUS

2001;
13:342 Tohoku J Exp Med 2004; 203(2):
129 HUS

NF-k B

(
C 15-17

HUS
1921 )

Stx2
Kioka N, Minami K, et al.
Chemokine expression in human
astrocytes in response to shiga toxin 2. Int
J Inflam. 2012; 2012: 135803. HUS

Stx

HUS

Cannabinoids

Stx

Gb3
(Cannabinoids)
Cannabinoids Cannabis
sativa
cannabidiol(e.g.dexanabinol)
Cannabinoids
(Nat Rev

Immunol 2005 5;400)
(J Neuroimmunol 2006
181;57)
(Neurobiology of Disease 2010 37;434)
J Neurochem

2009 116;1383 Cannabinoids

HUS
Cannabinoids
HUS
NF-k B PPARs
Cannabinoids PPARs
Cannabinoids PPAR (e.q.,
fenofibrate)
(PPAR Research, 2008) PPAR

1 Stx Cannabinoids

(2) Cannabinoids antagonist

3 Stx NF-k B
Cannabinoids PPARs
NF-k B
4 Stx Ik B IKK MAPK

Cannabinoids

HUS
Cannabinoids



Stx
Stx Stx1 Stx2
Stx2
1 Stx
MIP-1a ,CINC-1 CX3CL-1
real-time PCR ELISA
2 Stx Cannabinoids
real-time
PCR ELISA

3 Cannabinoids antagonist
real-time PCR

ELISA
4 Stx NF-k B
Cannabinoids PPARs
NF-k B real-time PCR
5 Stx Ik B IKK  MAPK
Cannabinoids
cell viability assay ELISA
Stx
Cannabinoids
Stx2
Real-time PCR
MIP-1a CINC-1 CX3CL-1
Stx2
ELISA
Stx2
NF-k B |
K B IKK  MAPK
Stx2
NF-k B IK B
IKK  MAPK

Cannabinoids WIN55,212-2, WINS5, 212-3
0 10p M

real-time PCR
ELISA
IL-8 MCP-1

Cannabinoids antagonist

1. ; , ) )

shaken baby
syndrome 1 66(7):

1601-1605, 2013

2. Kioka N, Minami K, Tamura A,
Yoshikawa N. Chemokine expression in
human astrocytes in response to shiga
toxin 2. Int J Inflam. 2012; 2012: 135803.

Constructive Interference in Steady State
(CISS)-MRI

1 64(8):
1887-1890, 2011

795-798, 2013.12

2.
2012
132-137, 2012
3.
28
207-209 2011
@

MINAMI KOICHI

60301438



@

SUZUKT HIROYUKI

80196865

YOSHIKAWA NORISHIGE

10158412



