BExXc—19

FIZHREHER REHREHDE) HARAREBES
Rk 2 4465 H 15 HHFE

HEES 17201
MRiER - EBHE (O)
FFZSHAR - 2009 ~ 2011
RREES 21591364
MEREL (F1X) wI EHEBABEYMO/NEERIZK 9 5 EEEIRIE X8 D fZER

R ERE®R (FEX) possible inhibitory action of omega-3 unsatulated fatty acid on
development of childhood asthma

MEARE JEBE #HFE (HAMASAKI YUHEI)
EEXE - EFH - iR
MEEHES : 10172967

W R OB (F130) : /NEMEBIFREDEBHERIETH D Z EBMOEN TS, KIBEORIE -
THRNE DO RERE & B3 2 72 IR G PEY % & Lol 2« ONIKIRY - SMERRTE Y O K08 R
W AR 2R L=, DleukotrieneB4 (LTB4) 1T&JE B2 ICAM-1 B ZFEL, 7A L
ARG ICRIE - WRIEICB G LTV D Z ENRB Iz, QUANVAEREOET LV THD
PolyIC HIIPKIC K 0 XGE ERICE~ 7+ U v (sema3h) 73 T ORBNFEIND Z L EBHMNIT
L7z, F72 sema3A [FAFFERICEM L CEORRRELIER T2 2 L2 AW E L. @IL-13 13~
T ADZIE PSS AH 2 L & air-liquid interface assay {EZ W THER L. ZOE
X epidermal growth factor receptor (EGFR) DU H o ROOE-DTH 5D epigen OFH %
FETDHZ LT TETDLZ LA LT.

WFZE R RO EE (3537) : Childhood asthma has been known to be a chronic airway inflammation
which is characterized by infiltration of inflammatory cells including lymphocytes, mast
cells, eosinophils and PMNs. We investigated action of various bioactive substances
including unsaturated fatty acid-metabolites and cytokines in human and murine cultured
airway epithelial cells. (1)Leukotrienes (LTB4), a substance of unsaturated fatty acid
induced ICAM-1 expression on cul tured human airway epithelial cells, indicating important
roles in the process of virus—induced inflammation of airway. (2)Poly IC induced sema3A
in cultured human airway epithelial cells. Sema3A increased phagocytotic function of
human PMNs. (3) IL-13 was confirmed to stimulate proliferation of cultured murine tracheal
epithelial cells by using air-liquid interface assay. This proliferative action is
associated with new induction of epigen, which is a substance of epidermal growth factor
receptor (EGFR) ligand family.
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HEERNHEAFT AL = AB T D200
BEENAY 72 VH 2 S i & LT resolution MV H
X #L TV (Serhan CN, Nature Immunol 2008).
resolution ZHIfHIT 5K 1 & LT, #ERITT
7% RUBRHFEY D Prostaglandin (PG) E2,
LipoxinA4 (LXA4) ZE 2351 H AL TN, IT4E,
fish oil I Z < & £ h TW 5
eicosapentaenoic acid (EPA) S
docosahexaenoic acid(DHA) Z H 3k 3 %
Resolvin D > U —X, Resolvin E > —X,
Proteitin %E23d & O RIEMER BBV THL
RIEVE, HRMETEMEME & L CTHEREH %
Tl TWAZ ERREINTWS. Fi,
ROBRIEFIEIS L OVHE O 7 1 & 2234
HHER, AFERER, U L oER7ZR EORIEMIE LK
T b B oA 2 A 7 & oD A A RRH
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R rehA4 v, ¥4 A DX H 7
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WE RIS TS DI Tk,
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3. WDk

(1) LTB4 D&GE BRI 5 1EH & 5%
AR ES #E : b b &OE bR AW Re BE BEAS-2B
(LHC-9 medium) & 1E% ¢ MGE A2 #ilY NHBE
(BEBM) 1% 37 °C. 5 % COf#(E FTH#®EL,
EERICEH BV mRNATIEE o FE TR L
EEA . CEEEMRT-PCRIETCHIE L. &
HEME : RIPA bufferZz W CHEBAZHIE L
Western blotiEZHWTHIE LT,

Yt il E a7 —4~Fa—hLEEAT
A R A& — R/ ZIRGUE 2 T
BT THRELEZ. 7a—HY A MARY—
Wil D JFECTIT o 7.

(2)polylC HPKIZ L % & MaE LR OIG:
MRl vEE i L v BN L7- b b &0E bR
&L RN (BEAS-2B), R b NART T 4
T O~NY MR X v B L, TSR T
2 95%LL ETH D Z & AR LE-EZANL
ERK(PMN) & FHWTEBR 1T > 72, medium X

RPMI1640+10%FBS+ABAM Zfi Fi] L 7=.

MR e PR e - B NI eI &
cytospin ZfH W TR T A RIZHEE L. fEie
th%4T-7=. 1st: anti sema3A (H130) rabbit
IgG /normal rabbit IgG ; 2nd: anti rabbit
HRP goat IgG-Alexad88 % & H UM 7=, mRNA
R, EEER PCR % W=,

Apoptosis Assay : PMN Z3gs L. 1 KRR
AnnexinVi%E% T flow Cytometry THIE
L 7z .Transmigration Assay : Transwell®
(pore:5um) & HV>, 90 Z3i5# %17 E L 72 PAN
ZBAMSEERIIZ count L7=. Phagocytosis
Assay : AIIALE® PMN % Latex Beads—Rabbit
1gG-FITC (Phagocytosis assay kit) & 45-60
SIS S, Wt flow cytometry Tifll
7€ L7-.Phagocytosis Signal Assay:
ATALTE O RTIC PI3K PH 3K (LY294002/50 u M
30 43) 7 PMN |2/l 2. phagocytosis assay %
1To7-.

(3) IL-13 FIPMIZ K D &GE ER OIS

MPAE (= 7 2 D5&GE | fifa) % air-liquid
interface assay {EZ FHWTESE L 7=,
HORaE%E : *H-thymidine incorporation assay,
B X O A2 HEG 4, & sefE ettt 2 FIVC
BRI EICEHELE.
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(1)LTB4 O5&E ERICx9 D /ER & &5
LTB4 |ZBLT1 B L UBLT2 L Sh7- 2D
SRR CIHEREENMTbNS. Kl BRI
BLT2 DIEHLNZED SR — T, BLT1 %
BUIEH I REANBD SN D Z & A
L7, ARG GEMMRREGE L Western
blotting L THERRT D Z L3Ik, NHBE
MiaCHRROBRTH 72, WO THVZ
BERBEDBD LN hb 5T, K8
R3S D LTBA OVERIXBARE Tl e
V. Fox iXR0E ERZIZRS A LTBA Offix D
ERICHOWTHE LT-. Z0f5%, LTB4 I
RS 7 A /L ADJEYAREE T D 1CAM-1 DR B
RS 5 Z ENVHIB L2, BLRTX D INF-
v S ICAM-1 OFRBLZMERT 5 Z LR b
TWAM LTBA 13 Z OFER 2 FHMAIZERD 5
Z M BN E R 572, BLTL OF5HIEIT Z o
HERIEH 2 B35 Z & AR k72
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(2)polyIC HIIZ L2 FRE LK OKIG:
Zal FREHIA D cell line Td % Sema3A D
mRNA (F50GE Rzl (BEAS-2B & NHBE) TfE
HHIZ %ﬁbfwé &, RoE R o
Sema3A 1. —A$H RNA T&H 5 polyIC FKIZ
;OT%Vme_24ﬁW%t J\ZED
FEELNHEET D 2 kﬁﬂ%bt F7=, R
P‘%J:(ﬁqj IZ Sema3A 4 DA G 5
T E LR TE . W E LTS Sema3A 23K
%ﬁ%ﬁm%ﬁbfﬂﬁﬁmﬁbfmgw
DR EEH 2 TWDLD TRV E O
T&:ﬁ?ﬁF‘iﬁOD apoptosis, WFERE, EHEHE
IRTOMEREmF L. EORKEE,
apopt051s L WEERITRT L CIIZh R 2R 7

Mmoleds, AREAHMT L LA LL.
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ZEABEREESNTWA. PISK inhibitor T
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FIE PI3K Z 4 L7 flfaE ks DI REZ LI &
% A[HEME A RIR STz,

poly(IC) induced Sema3A mRNA expression

in airway epithelial cells.
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(3) IL-13 #iz k 2 50E LR O K

Th2 A b A L THDH 1L-13 X T
THZEICLD, U AORE ERMIEIE =
Ve — VIR TRV e BT 5
CEMHLMME R IL-13 Ik A &E E
FZ DETER X EGFR DFHES Tdh 5 AG1478
WXV EeITHE SN, &2 AR, IL-13
IZEGFR ® U 4> R TiE72WnWd T, IL-13 12 &
5RO T EEER I <, s
EGFR DV BV RENLENIGTHD Z LM
%méht.ﬁaiE@R®)ﬁ/L®U&
D THD epigen M IL-13 1T L ViR FHEX
NHZEERWEL, IL-13 1Tk A%08E B
DOYEFER DY epigen I[CHET DA HDOTHD
ZEEHLMILT.
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