2 63 MHLBRIRE RS

FHREE CRMBEHEEE T 2 BEEREOIE T <) ~
BRIEBRETFTL WL DEOHERE»S, 7Y V23
HEEEMI O L 2 GBI U, Z OFETRE T 358 JE D5 e
WCEAS L Tw 2 AR R S vz,

12, Mechanisms of ATP-induced IL-6 Production in
Systemic Sclerosis Fibroblasts

Buddhini Perera, Akihiko Uchiyama,

Kazuya Yamada, Akihito Uehara,

Osamu Ishikawa and Sei-ichiro Motegi

(Department of Dermatology, Gunma Univer-

sity Graduate School of Medicine)

[Background & Objective] Systemic sclerosis (SSc) is a
connective tissue disorder characterized by the development
of fibrosis in the skin and internal organs as well as
microvascular dysfunction. It has been considered that
vasculopathy induces hypoxia and oxidative stress in the
dermis in SSc. ATP (adenosine triphosphate) is released
from fibroblasts and endothelial cells by tissue injury/
hypoxia, however, the role of ATP in the pathogenesis of
skin fibrosis in SSc is unknown. IL-6 is a potent stimulator
of collagen synthesis in fibroblasts. Objective was to eluci-
date the mechanisms of ATP-induced IL-6 production in
SSc fibroblasts.
[Results] IL-6 mRNA levels in the normal and SSc
fibroblasts increased after ATP stimulation. In addition,
the IL-6 mRNA levels in the SSc fibroblasts treated with
ATP were significantly higher than those in the normal
fibroblasts. Non-selective P2 receptor (P2R) antagonist,
suramin significantly inhibited the ATP-induced IL-6
expression in the SSc fibroblasts. The phosphorylation of
p38 in SSc fibroblasts was significantly enhanced by ATP,
and the ATP-induced p38 phosphorylation was also inhib-
ited by suramin. Furthermore, the ATP-induced IL-6
production in the SSc fibroblasts was significantly inhibited
by the p38 inhibitor, SB203580. Combined treatment with
ATP and norepinephrine resulted in an additive increase in
the production of IL-6 in the SSc fibroblasts.
[Conclusion] ATP binds to and activates the downstream
signaling of P2R, thus leading to the phosphorylation of
p38. This ATP-induced activation of p38 signaling may
consequently enhance IL-6 production in SSc fibroblasts.
P2R blocker, suramin, and the p38 inhibitor, SB203580,
both inhibited the ATP-induced IL-6 production in SSc
fibroblasts in vitro, suggesting that P2R blocker and/or p38
inhibitor therapy can be an alternative treatment for skin

sclerosis in patients with SSc.
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[Purpose] To check the performance of different aorta’s
region of interest (ROIs) on mean cerebral blood flow

(mCBF) value when using Patlak plot graphical analysis in
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Tc-99m ECD brain SPECT. [Methods] 129 patients
(age>50 years old), who underwent Tc-99m ECD brain
SPECT from January to October of 2015, were included.
Imaging data were acquired by a radionuclide angiography
study, followed by a dynamic SPECT. After reconstruction,
ROIs of each brain hemisphere and aortic arch were drawn
manually. Two types of aorta’s ROIs were drawn. ROI-I,
semicircle shape, which was placed over the curve of aortic
arch and ROI-2, rectangle shape, which was set within the
aortic arch, then mCBF of bilateral brain hemisphere from
each ROI method were calculated. [Results] Two types
of aortic arch shape were observed: Non overlap aortic arch
(Reverse U shape, n=67) and overlap-aortic arch (I shape,
n=62). ROI-2 (49%14.1 pixels) was 1.7 times smaller than
ROI-1 (85+£24 pixels). In the I shape group, ROI-2
provided significantly (p<0.001) smaller mCBF value than
ROI-1 in bilateral hemispheres (left: mCBF ROI 2=40.4+
4.6, mCBF ROI 1=42.4+4.9, p<0.001; right: mCBF ROI
2=40.4+4.2, mCBF ROI 1=42.35+4.5, p<0.001).

[Conclusions] A rectangle ROI showed lower mCBF
compared with semicircle ROI and this may suggest that we
should make careful consideration of ROI type selection. A
further study was needed to check the effect of the inter

operator difference.
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