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WFFERC - OMEEE (% 3C) @ This project had started to elucidate the mechanisms of the
inhibitory effects of indomethacin on arachidonic acid uptake. In this project, we have
elucidated the detailed mechanisms of the uptake of arachidonic acid as well as the
antagonistic effect on human EP2 receptors by indomethacin treatments in human colon
cancer cells. Additionally, we have shown that indomethacin can induce
epithelial-mesenchymal transition in human lung cancer cells. Moreover, we have indicated
that indomethacin could reduce the newly synthesis of the triglyceride in mouse adipocyte.
Since we have already started to investigate the effects of newly synthesized
indole—compounds on cancer cells, we believe that the findings we have obtained through
the project can be applied to the future project for finding novel drugs for cancer
therapy.
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Figure 1. Effects of NSAIDs on
FAT/CD36 or PPARY expressions
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Figure 2. Effects of fatty acids on arachidonic
aciduptake  *p<0.05 ANOVA
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Figure 3. Effects of NSAIDs on arachidonic acid
uptake *p<0.05 ANOVA
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Figure 4. Effects of indomethacin on the
formation of actin stress fibers and cellular
morphology in A549 lung cancer cells
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Figure 6. Effects of indomethacin or insulin on
lipid droplets in 3T3-L1 cells

ZDZEMHA L RAZ ALY LT
s, R ZUEY ROMBRETHLYT L
7V en— A3 EH L CND I ENEZ B,
CTINT Y a—UIA A T
WXEL2-T I K ANVT ) Ba—1(2-AG)
DHEMA T DT, A FAZ AL D5y
TR DRIBONRIIIEIR D IARAMEHE STV D
AREMERE L BND, TRbHA LV RAZ v
(20 o U 7ol CHENERER 0 IAZ HMIELE S
NAUE, P ONFREEIEME T L, Bedhic
ARARY w7 v Ra— A U CHIHIR @)
< ATREMEAVR &=,
/:,\

BIIA L RAZ MBI LY 2-A6 ITX D
A LAY N TIHE L CWDB DN Eh i
ALTUTE N EBZTND, SHITS A
X HRRA v RV b AT X ARk
~OVER OB ZBIIR L= 2 & v b, AFZEIC
LB E, SRS DICHERSE, f
ZIEAVRNALZ B Y= R RT3
COX FHEARMLMOAEM 2 EE L LIZ R T >
TTHA L OBFIIRT TTIT B DTl
LEZ NS,

5. FARRMICE
(BFFeAREes . MIIEA I R OB IIZE#C
)

&S] G134

(DArachidonic acid metabolism via cytosolic
phospholipase A, « induces cytotoxicity in
niemann—pick disease type C cells. Nakamura
H, Yasufuku K, Makiyama T, Matsumoto I,
Fujino H, Murayama T. J Cell Physiol. ZHt
el 227  (2012)  2847-2855.  DOI:
10. 1002/ jcp. 23025.

@ Indomethacin antagonizes EP2 prostanoid
receptor activation in LS174T human colon
cancer cells. Ikawa Y, Fujino H, Otake S,
Murayama T. Eur J Pharmacol. & #tf 680
(2012) 16-21. DOI:
10. 1016/ j. e jphar. 2012. 01. 033

®  Indomethacin induces cellular
morphological change and migration via
epithelial-mesenchymal transition in Ab549
human lung cancer cells: a novel
cyclooxygenase—inhibition—independent

effect. Kato T, Fujino H, Oyama S, Kawashima
T, Murayama T. Biochem Pharmacol. A% 82
(2011) 1781-1791. DOIL:

10. 1016/ j. bep. 2011. 07. 096

DA > BA L2 OFT 725000 ARG DIE -
27 a2 L S —PIEIERAAE TR
BEE yhE, M. ASEPERS. ATl 137
(2011) 177-181. DOL: 10.1254/fpj. 137. 177

(® Prostaglanidn E, regulates cellular
migration via induction of vascular
endothelial growth factor receptor-1 in
HCA-7 human colon cancer cells. Fujino H,
Toyomura K, Chen XB, Regan JW, Murayama T.
Biochem Pharmacol. #FHiA 81 (2011) 379-387
DOI: 10.1016/j. bep. 2010. 11. 001.

(BDecrease in uptake of arachidonic acid by
indomethacin in LS174T human colon cancer
cells: a novel
cyclooxygenase—2-inhibition—independent
effect. Orido T, Fujino H, Kawashima T,
Murayama T. Arch Biochem Biophys. #&Htf 494
(2010) 78-85. DOI:
10. 1016/ j. abb. 2009. 11. 025

CrasR) G4/
OpEPE, HHEF], K7 IG5, Regan
W, B, b MR HCA-T Al ds\ T
FPA ZR/ERIX Gai ¥ N7 E & LT
cyclooxygenase—2 FEHATLET H. HAHKT
21 3342 201343 H2TH~300 R
7 4 R (B

QKPR BEEHNE, HHE], Regan W, AF
L. b MR HCA-T M IS 1) HIRmETR
AN T—1 o DEEIOME. 558 6 0] B AL
SEEAED 013453 21 H~23 A fmidEpA
ey (f@h) .

ORILIESSE, RREPHIE, Bl S+, JF238,
B, FBIA » F—/ULEH AWT-489 0 DP
TR ) A NZFIRT 2 A=A MERH. &
8 6 [o] A AR P42y 2013453 A 21 H~23
H EiERRERES (@)

OREEPRIE, AT, RILESE, ISR,
FHLEGZ. & L A549 AIZFRIC RN TA >
KB AT B SR A S U2 b
BIOMBE 25 & E 3. AARESSE1
znﬁﬁizm2¢3ﬂz8a~mEiim%Ek
? 5]

O IR, PREPNE, MILEE. A KA 4
VATR DV T e AR TR EIHKA
T TUAL YT P B, JEIHR cAMP FEAE)
HWERI A 71 = XL OfEBH. 55 8 5 [B] A ASKRES:
D 201243 A 14 H~16 H  [ENTRANE
B OHD) .

@REEFHIE, BRI, Chen X, Regan JW, #f
IEE. & M HCA-7 Ml 238 )\ C 7 m A
277 By 13 DRUMAE N R ARIEaiRL 7=
BT A TIET D 2 & ClllEEL s Ef Z
T AAERFSAE 1 3 184S 201143 H 28
A~31 0 YA Ay ).

(DFFREPHIE, FREESE, PAREZ, NIRRT,
FIEEZ. A v RAZ O e it
fRH - o7 m A s — B EIRAFROIER




DERTE. 75 9 [BVEMRIERTES 2010 456 A 25
H~26 0 A—27ZHKT L7707 475
(3 (B

(B4E) Grith

(D Assessment of constitutive activity in
E-type prostanoid receptors. Fujino H,
Murayama T, Regan JW. Elsevier Inc. Methods
Enzymol. Vol. 484 (2010) 95-107. DOI:
10. 1016/B978-0-12-381298-8. 00005-8.

6. ST

(D) WA EEE

JETF  #NE  (FUJINO HIROMICHI)
THERE: « KEFPEAASTRR - e
WseE%&=:40401004

(2) 1T

A #2E2 (MURAYAMA TOSHIHIKO)
THERT: « RKEFPePiabe - #d%
M7EE®&S:90174317




