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WFZER R OMEE (F30) : We analyzed two models for higher susceptibility to inflammatory
stimuli under low level of adiponectin. One was an acid induced writhing model and the
other was a rheumatoid arthritis (RA) model caused by the antibody of type 1 collagen. It’s
to be anticipated that the threshold of acid-sensing ion channels (ASICs) to acid stimuli
was reduced and the expression of inflammatory cytokines was enhanced in macrophages
under the condition. Moreover, the similar results go on being observed in RA model.
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1. Writhing response to acetic acid in
female AsTg mice was significantly
enhanced compared with that in WT mice.

Acetic acid solution (0.7%) was injected
into peritoneal cavities of WT (dotted
line, n = 9) and 8-24-week—old AsTg (thin
line, n = 6) female mice, and WT (n = 4)
and 10-12-week—o0ld AsTg male mice (n =4).
After 10 min after placement, writhing
response was counted every 5 min for 30 min.
The data were represented as mean £ SD
and p values were calculated by ANOVA.
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2. Enhanced mRNA expression of ASICs and
NCXs in resident peritoneal M¢ from AsTg
mice compared with WT mice. Resident
peritoneal M$p was recovered from
peritoneal cavities of mice, and total RNA
was harvested. The total RNA was converted
to ¢cDNA by reverse transcription and used
as a template for real-time PCR. The genes
TRPV1, ASIC2, ASIC5, NCX2, and NCX3 were

either not detected or only slightly
detected. Filled bars show mRNA expression
of WT mice (n =4) and empty bars show that
of AsTg mice (n = 6). The data are
represented as the expression of target
genes relative to f-actin (mean = SD);
p values were calculated by ANOVA.
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3. Differences in acid sensitivity of
resident peritoneal M¢ between WT and AsTg
mice. Resident peritoneal M¢ adhered to a
glass coverslip were placed into a
perfusion chamber and acid stimulation was
performed by perfusing each with varying
concentrations of acetic acid in HBSS for
10 min: 0. 01%, 0. 05%, 0.1%. All line graphs
represent average data of 2-5 independent



experiments. Bar graphs indicate the delta
ratio of each line graph (mean = SD). p
values were calculated by ANOVA.
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4 . Changes in mRNA expression of
cytokines in peritoneal M from WT and AsTg
mice after 7in vivo acid treatment. Acetic
acid solution (0.7%) was injected into
peritoneal cavities of WT or AsTg female
mice. Two to three hours later the
peritoneal M¢ were removed from the
untreated and treated mice and solubilized
in RNAiso Plus reagents. After reverse
transcription, cDNAs of M¢ were used as
templates for real-time PCR. The data are
represented by the expression of target
genes relative to f-actin (mean = SD);
the number of mice was as follows: WT: no
treatment (n =4), acid treatment (n =4);
AsTg: no treatment (n =5), acid treatment
(n=4). p values were calculated by ANOVA.
FLRT T A RR I FURETTOT, B A
fa Do b ~DE L BIERF TP Th 5, Bl
L7z L 512, IE72 & DRk e B T CIdiK
%ﬁﬁfﬂ@ikb\iﬁfﬁ774Txﬁ
FUEE R LTS, b OEMRIEMR R
Th o EAREOME I, IEsH T 548
WREXVEFEELST WV EVn I WELH D,
Z 20, W SRR o T fia o Bhhe 4
iR LamsC e UCHE Lz, Ml LT, i
TT 4RI FURE L OBRERFT T
»H 5D,

5. ERFERCHE

1) Y. Yamamoto, T. Negoro, A. Hoshi, A.
Wakagi, S. Shimizu, A. H. Banham, M.
Ishii, H. Akiyama, Y. Kiuchi, S.
Sunaga, T. Tobe, G. Roncador, K.
Itabashi, and Y. Nakano
Impaired Ca? regulation of CD4'CD25*
regulatory T cells from pediatric
asthma.
Int Arch Allergy Immunol (2011); 156:

148-158.

2) Participation of Thl7 and Treg cells
in pediatric bronchial asthma.
Y. Yamamoto, T. Negoro, A. Wakagi, A.
Hoshi, A. H. Banham, Gi. Roncador,
H. Akiyama, T. Tobe, S. Sunaga, Y.
Nakano, and K. Itabashi
(J. Health. Sci. 56: 589-597. 2010)

(FaFEK) Groh)

1) WEME fkth fth: LPS (2 X 2 RIEGSE RS
O HW 7T 4 R F L DOHEE/ The
effect of HMW adiponectin in RAW264. 7
under inflammation induced by LPS
582 M H AR b ke (2009 4 10
H. #7)

2) Akitoshi Takuma fth : 7F 4R F
D LR EAE R BT AT (e )
/Influence of adiponectin on
functions of macrophages (followup
report)

39 [ ARSRIEE RS - FHTES
(2009 4= 12 H | j<WQ)

3) Haruyo Akiyama The role of
ectopically—expressed adiponectin in
rheumatoid arthritis.
14th  ICI 2010 annual
22-27/Aug/2010, Kobe, Japan

4) Takaharu Negoro fii Effect of
adiponectin on macrophage via the pH
sensor.
14th  ICI 2010 annual
22-27/Aug/2010, Kobe, Japan

5) WEHFLtL it BT Y v~ FITHIT D
P RS T ORI~
%60 [0 HART LLX —ZAETL

2 2010411 A R

i

meeting,

meeting,

6. WFEEHLRE
(D) AT e FeE
3k ZE7E (NEGORO TAKAHARU)

H”*Dj(% SREEE - A
JeE &5 10218270

(2) W ge oy s

FE ZEF (NAKANO YASUKO)
BEFIC S « SR - #d%
e 5 0 20155790

HHE 152 (SAITO KIYOMI)
BEFNRE: « SR - Bh#
TFges &5 : 70307065



