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events of early loss of transplanted islets in mice.
(#) J.Clin Invest., 2010

] RS R R e i+ LR 336 - /N YEAMREE
wAE  #E b HETr (26 H4)

/INHH LA O 8 S Y (1T 12 & 2 PRRIA T 0
B ()

& W] RS2 R T R R
wAE K W m A (26 [%E)

< 7 BRI T T EHOWENAT 7 1))
LIERL & BRSO BRIZ DWW T OFZE (5 )

fRMR S - I AR R S e e i R e 2 R I
=PI S 7 (24 =)

Safety and efficacy of antihypertensive therapy
with add-on angiotensin II type 1 receptor blocker
after successful coronary stent implantation. ( Z32)
Hypertens. Res., 2009

MR %%k KILEA 564 ERMET gt DL BEEF R AR

EIEFE5K 2010 £HE@



o T 22 FERERMUIGE o

T 22 FEREANNEA |

High-mobility group box 1 is involved in the initial events
of early loss of transplanted islets in mice. (i)

WA e wAm A W FH

Islet transplantation for the treatment of type
1 diabetes mellitus is limited in its clinical
application mainly due to early loss of the
transplanted islets, resulting in low transplanta-
tion efficiency. NKT cell-dependent IFN- 7
production by Gr-1"CD11b+" cells is essential
for this loss, but the upstream events in the
process remain undetermined. Here, we have
demonstrated that high-mobility group box 1
(HMGB1) plays a crucial role in the initial
events of early loss of transplanted islets in a
mouse model of diabetes. Pancreatic islets
contained abundant HMGB1, which was released
into the circulation soon after islet transplanta-
tion into the liver. Treatment with an HMGBI1-
specific antibody prevented the early islet graft
loss and inhibited IFN- 7 production by NKT

cells and Gr-1"CD11b" cells. Moreover, mice

(20 Inl)

lacking either of the known HMGBI1 receptors
TLR2 or receptor for advanced glycation end
products (RAGE), but not the known HMGB1
receptor TLR4, failed to exhibit early islet graft
loss. Mechanisticallyy, HMGB1 stimulated

hepatic mononuclear cells (MNCs) in vivo and in
vitro; in particular, it upregulated CD40 expres-
sion and enhanced IL-12 production by DCs,
leading to NKT cell activation and subsequent
NKT cell-dependent augmented IFN- 7 produc-
tion by Gr-1"CD11b" cells. Thus, treatment with
either IL-12-or CD40L-specific antibody

prevented the early islet graft loss. These
findings indicate that the HMGBI1-mediated
pathway eliciting early islet loss is a potential
target for intervention to improve the efficiency

of islet transplantation.

High-mobility group box I is involved in the initial events
of early loss of transplanted islets in mice. (i)

A SRR A K 2 fwmamz R
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Safety and efficacy of anti-hypertensive therapy with add-
on angiotensin II type 1 receptor blocker after successful
coronary stent implantation (Gw3()

IR0 - M5 NS AR Rk AT 2

Abstract

This study was performed to evaluate the
safety and efficacy of additional anti-
hypertensive therapy with angiotensin II type 1
receptor blocker (ARB; olmesartan or valsartan)
after successful stent implantation in patients
with coronary artery disease (CAD). Fifty
patients with CAD after successful stent
implantation were included in this study. They
were divided into an ARB group, who initially
received olmesartan (n=20, 14+8 mg/day) or
valsartan (n=20, 60*23 mg/day) immediately
after stent implantation and a non-ARB group
(n=10) according to their blood pressure (BP).
Follow-up coronary angiography, measurement
of BP and blood sampling were performed before
(at baseline) and 6-8 months after stent implanta-
tion (at follow-up). There were no significant
differences in the baseline characteristics
between the groups, except for BP. Although
there were no changes in %diameter restenosis

between the groups, the BP level in the ARB

T (24 [k)

group at follow-up showed a significant

reduction (125+12/69+9 mmHg) and reached
the target BP. There were no critical adverse
effects in the ARB group throughout the study
period. In addition, serum high-sensitive C-
reactive protein (hs-CRP) and pentraxin 3 were
significantly decreased in the ARB group, but
not in the non-ARB group. Although olmesartan
and valsartan induced similar BP-lowering
effects, olmesartan but not valsartan induced a
significant decrease in hs-CRP, but did not
increase serum uric acid. In conclusions, anti-
hypertensive therapy with add-on low-dose ARB
after stent implantation was safe and achieved
the target BP. In particular, olmesartan had an
anti-inflammatory effect. This strategy may
make it possible to safely avoid coronary events

due to higher BP.

Key words: angiotensin II type 1 receptor
blocker, olmesartan, valsartan, coronary artery

disease, high-sensitive C-reactive protein
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