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WFLHO IR AT, RO FORRRE, BHEREREICL > TR TWD,
Te& 21X, FHEANALO—BRE MR A T 2 L, oV BB IOREEEENE L
BipoTRY, FHOFTNEEEL > TS (Jenness R, 1982), Tk, pENHEW
T E, REO X NIV ENSEBNENLRDZENEOHRTHDL EEBEZ LA TWY
Do MEMEIIHAROREN 2 225 TR T L, vl FTIETRLERK 50
H& 90~120 HCTH Y, b MImbBREOEWVHALEY & 725, L7223-> T, & O,
HABM O T CTheb ¥ v EEEPDZ, LovL, AOFEEEIE, vidte FTIE
IZFEFCTHY, FERENEEI 7 VTR EDHAITIFT 5 FU ELEZIEFEN TN,
AEEBIE, BEEBY LD B ERBOBANKEL, ZROTRALX—ZHHETLI16TH
b, —J, vk NOHADKGERIL, # "I EHERLLIICELRS>TWD, L,
BN EIR G E T D LT L W EENI DI, X NI BOVIRIZIE, THICRA
STHHE (K5 BDRBERENLTH S,

B0, IREBIOWEEIL, AOZFAT—FHERD ZREEFZETHDL, ThHD
KBEROTRLXF—(PFC =X —)E kT 5 &, 4 EFADORE= V¥ —1t
TR R NVF—0D 45~50% TH Y, ML LMALTHITLALERZLARWN
(Christie WW, 1983), L2 L, #2387 BHx 33— HIIHIF 6 RAFLIC T TR
T2, ZOEMIE, HE NI EITITRRA REEIN DD Z LR LTS,

BB 20 O T 2 BBAERICHA LIZERSF (RXFF R ThY, H
RN D & L X EPFAET D PR OFEY X7 B1E, UMM CA R E 7=
FEfi SN2 b O, MIRFPOBITLIEbDRERS S, fiFIZIEA Yy, -7 N7
7V, a- T FTATIVRERHY, BEIIMET VT I, REIeT Y U
ERBDH, LrL, LOF U RZERENMIKEY bE<, LrbIMTIZo2< b
T, HICBAT L ITZAMNY R EHEET D, WA OAICL X R L2 DB
BB 100 FEEELL B T % (Jenness R, 1982),
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Flo, AOZ N TEIL, WTNOEMEE L T EA R Z NI EIIRTH Tk
NTE D, DEAETT I VBUSMNCY V2 FOEAZ VX7 ETHY, AFRAEOY v ¥
V7B T D (Schmidt DG, 1982), FLod pH ik L 1ZIEFR U (7.0) TH Y, 4
FLTIL pH K 6.8 THD, FTHNOIENIZEROZHIERICEE (FLIe, B/ L) 2z T
pH4.6 2925 &, HEA VIIESITEEL QLB 5, /o, FHICEABRRELEATS
L, TEIRICEET D, ZOBEBEYWORKRDIEAL L THY, F—XLZ OBEEW» 5D
<bhd,

REAL, FHAPOTEA LV EZRYBRWCEEADEWHRWK TH 5, HA 123 x
DENRTENEGENTND, RoA Z X7 OB, JYEHEREES pH 12X
BRI BOEREDENRIH STz, Thebb, RAxA (pHT) 1T 50%fafiE THifE T
VEZULEMATCIREST 22 RV HIZT 7 N oue T v, EBIZRFNIREE TWET S
ZURTBIXT 7 NTAT IV EMEND, ZONENE, A X X7 B E O EA)] D
BEE LTI STV S (Pearce RJ et al., 1983),

WA D B AL AR O — EWM A RN 2T 25 0L ZEME L TERT L2 L
THET D, HAEBROHAITIT 5 7 BB REC SE B RE X D > T s Z
R, HAEFOREREIIBRBOZN EA_NTHEFIZFRN &R E0 0, AN ITHEICGRE
BREZ R T 7200 Tid/e <, FEMFORERBEEOLLOOAHEKELAL TNDHLEEXDL
NTWD, REAZITINO DAL A L TWIMS DL BBITL TS, Zi
2, BEABSICE ENDAEIERENR D 2L - L, T 2 RARFEORE R E M
FOMMABEE>TND, FHADOFTA TIHE, EFERKSELTE-F7 a7y, «
-Z U NTNT Iy, METNAVT I eRE a7y, bINIEaENLsMae LTI
N7V BN DIEN, EXIVERE RN TEREDMES N EDIFEL BT

2T, R Z NI EDOREBERLAMEIZOW T H A TR <, A & X7 HIT,
VAT X BE RN E <, EMFRRARE DS SV, F N7 OREAME, HHET
J W L IEMIAT X BROBLA RPN O TWDHIRIET, £D X T BHinEFH Al
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T DREEZH A TV NE I DTRE D, AMROGEITITIHEDEENI L~ TH
X7 EDORBMDFAG S, RADHEIITERRFFEEBIC L > TEDOEHFZNT U ANFE
s TETWa (Miller DS et al, 1955), 1g D ™7 BB L 7255 IZRE DM
g W9 % nERd % 37 'E5h3% (PER, Protein Efficiency Ratio) 1%, K. % /X/&
R 2.0, BEA W 251K LTHTA X8R 3.0 &£72>T% (Hackler LR et al,
1963), E£7z, WIN SN EREITKT DIERNICIREF S LB R EOFEIG 2~ £l (BV,

Biological Value) (I KRG X /7B 74, 1 EA L TLICK L THRTA X 878N 104 &

I
=

AN

RTAZ NI HITR LI, B T/MBIZERET L2 D0, BN TOMKIEITA
BA NZHER U TRRIB TH D72, 2 DI & RIUIIG O JRWEEPH T/ 5 (Boirie Y et
al,1997), RTA Z NI EIRT X BROMIGIRE L TOHRL B, e IpfRett z 0t
FFoTWHDIE, ZOL 9 7a=—7 RiEERINOREICER S 5 e S & 5,

RIERONE, RIRVM A D B 7e &3 BAEB) O B or-oMie, B ko % s g
L, (LY WES, TAC) UAOHH P55 0Icx LTREZ V1G5, ERICEY IR
ANTHE, ARIEAZAET A~ 7077y —VICVIAEN, GEHSHROTEMEICSLE
B A NIA LEFEET Do RTA Z R EIT NG OREINE LT 2L R D,
TofE RRORNEIC AR L 7= ff 2 O OREREIC 8 % %14 (Marshall K et al, 2004) ,
21, NADOHAIZZNZ R ETHLT7 7 b7 = U o ORrEICBE L TE, HitEfE
M, BioA V2B, SIBRAERZR ERHRE STV D (BE—, 2001), L2>L722AR
O, 77 872V IFAFICE DT LNEEN T RN, RetERsy & L TR
T2 ETHE, BRaX IREL RV HANRH D,

T, AT, FAEAALOWMFIZEEBIZEENTWD, -T2 FTAT I
EBH L, a- 77 NTAT I, FRE R EFOR 4%, ANFLE X7 BT
18%&EENTEY, Mo OWIEOIICLEEND, T2, -T2 N TAT I T,
FLIRHIIN CHBE O LIS KRR Z VB THY, a-T 27 VTV T I UE R LA
OMIZIEEWAHBEIRE N H D Z E M LM77 > T %  (Kleinberg DL et al, 1983) .,
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AW T, a-F7 27 NTAT IV OEBEREDOD & DL L CHYFRS X OHRIEERICE
HL, $#0FB L ORKEMRAZ2RBET DA D =X L5 MAT 5 2 L &2 HIIZ, &Rk
HIER (U AERT A Vv TETIN), BMERECKT H1EH (T M7 7= BiEE
T), Bt (M) RIECHT 20 (Fy b7 Yany MEfiRET L), 7% R
CERREHBERE R IO T D FEE A T ERE LTc, 61, 7y MELFERET
WV, RURARBRERBAETNVERNT, o727 bTAT I OFRIEFERICESIH L

PRREMEZ I L & 5 LTz,



F1E FHABK -T2 NTATIVOFHBEH v 7 et 7 —8-2 HEICL D8
i X OB RIESE

T =

A TIE, HAE, BEELEOT U R ACEBENRNREGTH L NRBENTE
D, HEREMERME LGRS ND L 91272 > CW5 (Marshall K et al,, 2004), I /V7|Z
X2 DOFFERZ NI EWR, HEA L ERTABREENTND, FA1L, Hx OREEE
FOFENSBEEERLE LTHERSNTWD, RoA X R EHE3E, 4 DOFEE
AN By, BT hNruT Yy, a-T 7 NTAT Iy, METVT I, BX
O a7 U o zegie, Ao O E, e IREEM (Low PP et al, 2003), P
L85 1EA (LinksBrown EC et al, 2004), HUE/EM (Saito T. 2008), HUEE{EH
(Bounous G et al, 1991), JBEIKTIER (Marshall K et al, 2004), v A L AREGLBHAE
fEH (Neurath AR et al, 1996), #i#{EH (Shah NP et al, 2000) &, L — hEH
(Hurrell RF et al, 1989) 72 X2/ RT 2 ERHLIL TV A,

RIA X R EOWMERSTHDHT 7 N7V U, BERNOOREMEY A R A v
TNF-a, 1 %—uaAF%> (IL) -13BXVIL-6 pEAEZIHETHZ LT LML T
% (Crouch SP et al, 1992), #7=Hix, 77 b7 =V WU RZHEZ L DO HEK (7
v X—iflife) DORRIT K - TEHE SN D MESE#ESER T (Tumor Necrosis Factor; TNF) -
o DEAZIHRIT 5 2 L 28 L= (Yamaguchi M et al, 2001), &, 77 h7 =V v
P, BRI X 29K, BERRIC X 2 WHEE, A~ AT KD RIEMEESR 2S5 2 &
NHE SN TW5D (Hayashida K et al, 2003), L2L7Z2NR 5, ZOEHRA =X LDFE
AT NICR o TELT, FARTAF NIV EOERERK S THDLB-F77 hrmaT
YEBLW®a-T77 T AT I VOERIZOWTIE, LIS RTH R,

vruatrx s —E (COX) BIOWERARY —F A2 (PLA2) I[ZXLVEkEns~
QAKX TV L, ERBIORIEOEE /2 AT 4 =— X —Toh % (Smith HS et al,
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2006), COXFHEARITH HIEAT A FRUKIER (L 2L, 7TAEY YV, Y7/nu7=x
T, AVRARYY, AT TR T2y, TR T2y, RIS, BRI UNL)
R PLA2 [LEANE, HURIE, 8%, MEEZ B, HERSETASHNLATWD,
INOLOEREEZAT, H 1 BETIIFEEYWET L EZHNCT, -T2 FT AT IO
BURIETE, o -T2 NT VT OPRERN, COXEBLXOPLA2 ICER LIEa-7 7 b7
NTIVOERA = LEHOMNIL LD & Le, RUFZETIX, NigR - KEROET
NTHHYTAFGT AT, Ty NIZ 7= B3, )V o~FHEfHixOET LT

b5T v hTVay FEEIROET VT,

MEs L OT5E

EBREY OfRE
AREERCTH A L= ERE IEEEE = (RE 22+1°C, BE 55+15%) 2B\ T 7K

~19 B, 19~7 B 12 BElmEO AR 1 7 VEE FCEHB L, Z 0O/, K &fEhI e H
IR SR, AR OT R COERT T s a—uik, HEALEKRSH - RSt B
B BWERMGHZESOAREZT, ZTESOEDHEMERICE T D mBHEIZHl-

TiT-o717,

X UVAHRIA T TET IV

~7 A (ICR, M, 20~25 g, HAZ L'7T) DOERENIZ 0.6%HH#%Z 0.3 mL #5925 Z
LI RV IERERETE) (T4 YT R IEZ D L0 ER) AERISND, v U R34
DOFEZHIY 1T 72 (n=6) : DXERE;2) o - 77 747 I (300 mgrkg RHE) 5
BE;3) B-F27 hru7 VU (300 mgkeg RE) 58 ;4) ¥7r7 =772 (50 mglkg
) &G, BRYE B LOBE GBI 2 488K 1X 10 ml/kg T, HEE
FeH-0 1 FERRTNICRR NG LT, HERR G- 0 20 Z3IC 72 0 P BEE T8) o [140A

E LT,



Y UAFBRIA P T ET MBI D a-F 7 ETNT I O ERISHERER

a7 7 RT3 HE (30,100, 300 mg/kg {RE) IZOW\WTC, AEFREANF A R
TOHEEZKRF L, ~7 A (ICR, I, 20~25g, HARZ L' 7) IZxfL, BHEL L0
PRI GREFRERIC - D AEBR A /K) 13 10 mL/kg (RE T, EERE& 5 O 1 BEEATHCR O &5
Lo, BEREHE 5140 20 53 IZ 72 0 R RS TE O R A JE LT,

Ty bW I =V REEET IV

7 v b (Wistar, #, 200~250 g, HAZ L'7) O®%EEMEIZ 1%5 757 =% 0.1 mL
FTEHEGTLZEICIVRELZERS Y2, o-7 27 b7 7 I 3% (30, 100, 300
mg/kg KEH), 7 v 7 =77 (50 mgkg RE), J X ONEHE G RREE, APRARHEAK) 134
mL/kg KET, BT 7 = TREGO 1TRRERNCRAKSG Lic, V77 =ikb5%0 36
MR IR A A AR THRIE L7,

Z Nty MEIC K L SR TGP RER

Z v b (Wistar, i, 200~250 g, AAZ L' T7) OFKEEMIC 1% 0T =% 0.1 mL
BRTEEGETDZLICIVREEER S, «-77 b7V 7 I 3 & (30, 100, 300
mg/kg (KHE), v/ v 7 =77 (50 mglkg KE), 6 XOWEE CotlRE, AEFAIEAK) 134
ml/kg (KETH 7= RGO 1N OEE Lie, 7775 =0®ERiB IO
T =B b 3R M% OMEREE 7 oAt ) v NEB (T v OB E - EOEE T
MELTHWE, 7y MVRAZE U TRIG LT E EDENNREEFRIND) TV HIE LT,

%R T o IL-6 & PGE2 JIE
FUENLEY y FBROK TR, MEEFCTT7 v bEulc L0 28 Sw7-, BE T

A2 G L, YRIEEAL O B IZEIBE 2 N 2 a0 U, 0% O IR 2 BRI U7z, @RI Ay
Wiz, R o IL-6 & PGE2 I L7z,
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S h TV any NEEIRAETIL

Ty Mgl R ESE 7 a4 R T P23 M4 0.1 mL ZNES L, a2 o
fEIR 2 Ak = 7=,

Ty bTVanN MEBRETNMCEB T D o - T 7 ST NAVT I U OIRENE

7 v b (Wistar, I, 200~250g, HAZ L'7) (X4 SOFHZEID fF1F72 (n=6), 1) %f
HRHE; 2) o - 77 F7 L7 X (300 mg/kg (KH) 58, 3) B-F 27 ~2r w7V (300
mg/kg (AHE) H58; 4) Y7 u7xF 7 (50 mglkg KE) B, RBRWE B L OV
CeHFRBEIC R DA B RHAK) 352 R27aA v b7 Va Xy bMEE% 14 AH XY 3 AR
B CROKE LT, 522704 7V any MNMEE% 14, 15, 17 B BIC R A2 H s

FECHIE L7z,

T T Vax FNEEIRETNVICE T D -7 7 b TIVT I U O8EEE

J v b (Wistar, K, 200~250 g, HAZ LT) 124 >OFHZEI Y fH1F72 (n=6) : Dxt
FRRE; 2) «-7 7 FT7 V7 I (300 mg/kg IKE) &G0 ;3) B-7 27 h7 w7 Y (300
mg/kg (KE) # G5/, 427 17 =527 (50 mg/kg KEH) #58E, RBRWE R X OVELEE G
BRI )9 D AR BERIEK) 1doE2 7 aA v b T YV a Ny MEH 16 HRICRNEL LT,
JEAR U7 BIEi O JEEE) 2 10 [T - 72 & O 2 fF 5 w5 RETE) (R L OVH 23 &
Ji) O JE L,

i 32 L 2R

-7 7 bTIVT I OERHIRE LOPIRIER R OEIFEF ISV TRETT 5 7291

-7V NTNTIvDrr7uatdxe s —E (COX) BLOFARY N—E A2 (PLA2)
PHETEME 2 ET L7c, COX PHEMEMEY, COXIZL VW EA SN D PGH2 % SnCl: TiEot L
THRLILD PGE2 # EIAICK W IET 2 Z & TR, PLA2 [HEEM L, 1--903 b A
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-9 [1-14Cl A VA A NS FRARATZ 7 FoNal) v OEZEN I ERM CH D 14C-F L
A A EIAICEZVRIET 52 & TRD, 2o HERGEEERZ VLT, 50%FHE
B (ICs0) ZR®D7-,

B-7 7 ~Z'u7 VU (BioPURE-Betalactoglobulin), a-7 7 k7 /7 2 (BioPURE-
Alphalactalbumin) |I# B2 a7 —X L VAL, Bifg, o/wvnTd=F2, ho7 5=,
EERTHA L FT Y aNy MIRGHEE T VA L,

ot a 1AL ER
TRTOT — X X AR ZE TR Lz, B3O ROREHAENTIL, Dunnett’s
multiple comparison test ( parametric test) ¥ J (8 Mann-Whittny’s U Test

(non-parametric test) [ZX VIREL, p<0.05 x G & &HE LT,

YA TIA T TETNCEBT D a-T7 7 NT AT I U OERENE

FEfz (0.6%, 0.3 mL) OEFENEGICEY, ~ v AEFEBETE (Z1 007,
725 EHER) 2rLTe (Fig. 1a), a7 7 M7V T I ORKRAOEGIZ L VIERITA
BloflE sz (p<0.05 vs. KR, —J7, B-77 M a7 U AZED LD RBRIT
FONIRD ST, EAT A RRPIRIEATHL Y7 a7 = F 7 PEmBEEITE 2 F R
B ZH7 (p<0.01), a7 7 TV T I U ERFICER Z8H L= (Fig. 1b), &

DE/INEZHEIE 300 mglkg TH - 7=,

T ATV RBEETNMIE T D a-TF 7 b TIIVT I ORERGIZhE

77 = (1%, 0.1 mL) OBBRMEE FHREIZED, T v b OB IR K
Stz (Fig. 2), a-7 7 T VT I T HEERFIC R EEO A Bl L7- (100 mg/kg

9



{KEE & 300 mg/kg IRE, p<0.05 vs. XIHEHE), o/ n 7o) 7 REICEL Y BEFEOE KT
HEIZHED L= (p<0.01),

FUEANLEY v MEIZED -T2 FTAT I U OSERENE

B7 7= (1%, 0.1 mL) Z#BEHEICRZ FHRE LoD 7 v T, EFRT v

(Chel U CRkBERE AN L < b Lz (Fig. 8), a-F 27 M7 AT I I3 H BRI
R A~ L7z (100 mg/kg & 300 mg/kg, p<0.05 vs. ®HEE), 7 17 =) 7 [Tkl
BIEA2AEICns e~ (p<0.01),

%IRRT O 1L-6 & PGE2 D21k

175 =r (1%, 0.1 mL) Z#%BJEMICR THRE Lot liED 7 v T, EFRT v
Mok LC, RHET O IL-6 (Fig. 4a) & PGE2 (Fig. 4b) 23 LML, a-7
7 NT T I ATHERFEIC IL-6 & PGE2 Z /) &H7- (300 mg/kg, p<0.05 vs. xfHf

), ¥Yr/u7xF27131L-6 & PGE2 # A EICHD &= (p<0.01),

T T VaX NEFEIRETNVICE T D a7 b TIVT I U OIRENE

KEEDO T >~ FTIE, RBRHEFR Ee7eA s M7 Ya Ny M5 14 BE XD 3
HRED, eI OMERES A Lz (Fig. 5a), «-F 7 T LT I U EETIIBIR O
JEAR DR Sz (p<0.05 vs. XIHREE), —J7, B-T77 b7 a7 U AJFED LD
BRNRIZA DN oTz, Y7 r T =) 7 B OMEIREZ A REICHE Lz (p<0.01),

Ty b7V anX FEBRETNCE T D a7 7 b TIT I U OSRE

FERTA L NTVanNy ME5% 16 HEDOZ v M CIE, EIRE L7-BEENIZ R iR 2+ 5
iz (Fig. 5b), a-7 27 F 77 I G TR E A B Sz (p<0.05 vs. Xt
BB, —J7, B-77 haT ) EZZD0L ) BRHFEFA NIRRT, YT o)
Z3ER A A EICSGE L. (p<0.01),

10



a-727 b TNT D COX-1, COX-2, PLA2 BEEHEILNE

a-T77 bTNNT I COX-2 [HEEMEZA L TERY, £ 50%MHEFRE (ICs) 1% 37
pmol/L Tdh-7- (Fig. 6a), a-7 27 F 77 3D COX-1 PHEIL 39%FHEEE & LT
704 1 mol/L (BUSRIZHIFTREZR B RKIREE) Th DI &hH, COX -2 |2k L Tisii7s
EEM 2R T ENELNNI 5T, £2, a7 7 b TV 7 2 % PLA2 [HEEN 2F
LTHY, 0 50%MAERE (ICs) 1% 76umol/ TH-7= (Fig. 6b),

5

e

FEATSERRAZBET, B Z2SFAHIOICHIERY 7T Th BN, BT, R EORN
7RI, EFEOE (Quality of Life: QOL) #IE FEE 2, £D72W), WAZEY V-
D, BRL7-VT5ZL1E QOL o EICEETH D, AL, RAOEL Liza-77
N7 T R, IR & RIEICKR L PRI K ONERIZIRZ b O Z LB bk o T,

ST FHEOEFIRDO M TER SN D RER R A QDR TH D, FHITIE, FHL
T 34%DF NI E, 3.6%NEN, 4.6%7 7 h—R, 0.7T%DIXTILNEENTED,
100 mL 4720 D= LF¥F =T 66 ¥ inl) —CThd, a-77 77 I UE4FHA (100
mL) UK 120 mg fFAELTEY, DL OWMILEBMEOIALTIZ HLIFET 5,

RHE~DOH T 7 = OFHIZ L D RMRIEET MIBWTC, HIEEEEE 7 COX mRNA
$ £ Uf thromboxane mRNAs O Z fE G| E i Z ) (Seibert K et al, 1994), &K
FEERIZBWTS, BT 75=vokElE, BEEZZTRIZE TS COX O L /-
PGE2 OEAIME F LW ZHERE Lic, EAT v A FHEFRIESR (NSAID) %, COX
FERZHET L2 LIC k> TRAZEMT 5 (Schmelzer KR et al, 2006), COX-2 &R
FIRREANL, RAEFS L OYERIRICRE -3 2R 412 & L7- NSAID Th 5, COX-2 [Zkf
ZHERMEIL, WHAEMEESOERIEEZ D 8% (Stichtenoth DO et al., 2004), AL T
X, a-77 "7 AT I T COXFELE, SHila-727 FTAT7 I, COX1 &

11



a1 T, COX-2 IZ@RMEA R LI, T DORRIE, o-7 7 b7 A7 I XEBGRIE
MaRST, DRINTRIEZIHT 2 Z & 2Rl L T\,

a-77 FTNT I UVITBEMKREAMITCAT U ARB LW E T 5 Z 212k
K rVig e k#4522 &, BEOZOREDRIL, WK PGE2 & I3HEEKRTHL Z L
PEE SN TWS (Ushida Y et al, 2007), «-F7 7 RT VT 2003, B ORENEE)ICF
592 BRIRPEERIIC L F BB L OW AR T2 2 L1, a-T7 27 P77 I
R D RRAE ORI A R~ L, FASEPREIR 7 V8 OJE & 2 0 & W FFE T 2 Rt 2 R
LTWo,

BT = UEFRRIEMIETE T, RIEMY A M A THDH TNF-«, IL-18, BLW
IL-6 N RIEFIGE DY W THEHELE T 2R L TnD (Chou TC et al, 2003), A
22T, «-F 7 NT AT I U IRRIERERICBIT A THB L OEENRE AT 52 L2 E
FELTZ, F£72, a-T7 27 bTT 0% IL-6 OEKREZET S Z LIk #ERB L0
TERNF A FEHE LT,

NI =V FER BRI O RIETET L THDL EEZ LN TWD, F=UDEAIS
< EAZ I VBN S5 E Xy M) 77X I OIC X558 B, PG AN =
B2 INDE BT NG, Fio, FEOE B (3 KfH) 12\ THIRIELEN
BRLAEMTHDZ ERHWEEN TS (Arunachalam G et al, 2002), 77 =¥ 5%
BRIH CTH LN a-T 27 T NT IV OMRIENRIT, o-F 27 FTAVT I 00 PG EA
ZAFELIEZ EE2REL TS,

COX-1 1 L O COX-2 isozymes D H72 B Rt L OWEBEILX, 2D X X7 B DG
LI N S REEREVW DR H Y, ZTHE S F L~V TS 2L TE S, COX-1
DT X BEINCEHDHA VA 4834 L U523 23, COX-2 TixA Y rA T X0 /h
SV VR Lo TEBRINLTW D (Botting RM, 2006), L7223->7T, COX-2 OiF
PEERAZIC BT DGR v ME, COX-1 OHE LY b LVEx & L TWnWD, COX-2 LD
a-T 7 FTNT I OBRFIEIR, A OMEICBTORT Y POIESITEFEL TWD
EEZOLND, TNOLDORIIESLRHAMIENDMLETH D,

12



ABFIE TR LT 88 R L OWBIRIEMERICINZ T, a-7 7 N T AT R 3G lmER L
LN ORER L, 2% 7R x A3 % (Lonnerdal B et al, 2003), «-7 27 M7 V7
U EYOIINICE ENTWEZ LRI ETHL I LD, SHILEWEOILLIL
HickE{bEINTWAD EEZbND, IEA NLEOFCTEESMICE NS L8 (1—
R) L7220, a-F77 NTAT IV EEDTHRTA X X7 EIFBESRS TV TH A
W2 R ETH DT, BN HE S5 (Boirie Y et al, 1997), 2D X5
Ra-T 7 NTNVT IO =—7 REHEIE, WE N COAEBEM A MR & BIE T 5 ArRetE
MEZBID,

DR AW FIIEEL, FICFELFOX BB LT F RTINS & B
Aohd, £, A R TEORTEYIEEDO NS DL, BIERTHY, ¥ I8
PRI LD DR SNT-BRCEA SN DT T RIZH¥KT 5 (Clare DA et al, 2000), %
HEHAT T RIE, BBEICEWT, 2L TEE, BERMMIF O I LT OFEIFIcA
RESND, AFNEMEATTF FOATFPRIRIL, /M R A Lo, mikx /v
L CORMEE ~OEZMEIKTFT D, LIz’ oT, a7 MT AT IR BEE e
B LOPBEDRICBEALTH, XV BLOMROBESRE (M) 7Yy, FE NI TV
Y, INVEXRTEBLIONT I ) RXTFHX—E) ITEXDHEHRICT LD AT 57 F NIRRT

ATREMER B 2 B LD,

a-7 27 FTIVT7 I ® LDso 1T 2000 mgkg AAHE LLETHD Z ERFESINTND
(Hayasawa H et al, 2004), ZiUZa-7 7 N7 VT I U OEMERGRD TERWZ & Z2RT,
L7eRoT, a-77 M7V T7 2 id8Ek K OHRIER R 2 B 2 HE&f IV TR
BTHDLZEPRESATWND

AFZECENT, FHE -T2 b TAT I UNERB L ORKEEZ b5, 20 A
B = AN E L THEROHFZE TIIEHAE STy COX-2 BIETRMEZIZUH THLMNITL
oo LEDFERDNG, a-F727 T NAT7 I 0, SIRIEAZMLE LT 5 m % & D BF Tkt
LT, BERIHEHATES, AHREDER T EEX DD,
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Fig. 1. The effect of aLA, BLG or diclofenac on acetic acid-induced writhing. o LA (300 mg/kg),
B LG (300 mg/kg), diclofenac (Diclo, 50 mg/kg; positive control) or vehicle (saline) was
administered orally at 1 hr prior to the acetic acid injection. The number of writhing motions was
determined for 20 min after the acetic acid injection (0.6%, 0.3 mL/body; i.p.) (a). Does response
effect of alLA (30, 100, 300 mg/kg) on the acetic acid-induced writhing was also determined (b).
Values represent the mean + S.E.M. (n=6). *, ** Significant differences from the vehicle-
administered group (p<0.05, 0.01).
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Fig. 2. The effect of aLA or diclofenac on carrageenan-induced inflammation elicited in the
hind paw. aLA (30, 100, 300 mg/kg), diclofenac (Diclo, 50 mg/kg; positive control) or vehicle was
administered orally at 1 hr prior to the carrageenan injection. The paw volume was measured at 0
and 3 hrs after the intraplantar injection of 1% carrageenan (0.1 mL).

Values represent the mean + S.E.M. (n=6). *, ** Significant difference from the vehicle-
administered group (p<0.05, 0.01).
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Fig. 3. The effect of aLA or diclofenac on nociception during the Randall & Selitto test.
oLA (30, 100, 300 mg/kg), diclofenac (Diclo, 50 mg/kg; positive control) or vehicle (saline) was
administered orally at 1 hr prior to the carrageenan injection. The threshold for pain sensation was
measured at 3 hrs after the intraplantar injection of 1% carrageenan (0.1 mL).

Values represent the mean + S.E.M. (n=6). *, ** Significant difference from the vehicle-
administered group (p<0.05, 0.01).
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Fig. 4. IL-6 and PGE: concentrations in paw exudates collected from the
carrageenan-induced inflammation model rats preadministered with alLA. oLA (30, 100,
300 mg/kg), diclofenac (Diclo, 50 mg/kg; positive control) or vehicle (saline) was administered
orally at 1 hr prior to the carrageenan injection. At 3 hrs after carrageenan injection, the hind paws
were cut at the level of the calcaneus bone and centrifuged to collect the exudates. IL-6 (a) and
PGE2 (b) concentrations in the paw exudates were measured by ELISA as described in the text.

Values represent the mean = S.E.M. (n=6). *, ** Significant difference from the vehicle-

administered group (p<0.05, 0.01).
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Fig. 5. The effects of LA and BLG on the inflammation elicited by the adjuvant arthritis.
To examine the therapeutic effect of aLA and BLG on the adjuvant arthritis, the rats received a
subplantar injection of Freund’s complete adjuvant (100 pL) in the left hind paw under ether
anesthesia on the first day of the experiments (day 0). aLA (300 mg/kg), BLG (300 mg/kg),
diclofenac (Diclo, 50 mg/kg; positive control) or saline (vehicle) was administered once a day for
consecutive 3 days, starting at day 14 after the injection of Freund’s complete adjuvant. The hind
paw volume was measured by water displacement plethysmometry (a). To examine the preventive
effects of LA and BLG on joint hyperalgesia in the adjuvant-induced arthritis, aLA (300 mg/ kg),
BLG (300 mg/kg), diclofenac (Diclo, 50 mg/kg; positive control) or saline (vehicle) was
administered at day 16 after the injection of Freund’s complete adjuvant. The pain-related responses
(vocalizations) were measured on each day at 1 hr after the aLA (300 mg/ kg), BLG (300 mg/kg),
diclofenac (Diclo, 50 mg/kg) or saline (vehicle) administration.

Values represent the mean = S.E.M. (n=6). *, **Significant differences from the vehicle-
administered (p<0.05, 0.01).
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Fig. 6. Inhibition of cyclooxygenase-2 and phospholipase A2 activities by alLA. The
cyclooxygenase (COX-2, a) and phospholipase A2 (PLA2, b) activities were measured as described
in the text. The effect of aLA on COX-2 and PLA?2 activities were expressed by inhibition rate to
control as shown in y-axis. The ICso value was calculated to be 39 umol/L for COX-2 and 76
pmol/L for PLAo.
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#5238 FIHKa-T 7 N7 AT IO/ L FRRE R R Lk D ] S 2R

T

i

HEE L, BYHOMEERIROA2 5T, ARPIEZHE S B R g s, SR EH
DI %AT O MR REE, BRx RAENRRHER 72 0w 52N WaE & LTHHI L TW
Do S HITIE, MErOREEEREIC L VIEFMEMERC TS L, EET 2R RMAENM D ) %
HLIEA L TS 72 PEERKRE S R LTS, BEICIZERNOREEMIAOR 70%031F
FELTEY, MNRRKOREMERSEZRELE L T D Mowat AM et al, 1997), Z DI E S
IZBWCTHEEREEHZMH S THDEORSAL TR TH Y, /A Z/AARITIE M M & T
LHURZENIZER D ATLMBEAFE L TWD, S HIZZE O NICIE PR RS>
WIS EA LTS, v a v 7R L 2l Ra72 EORERAEICB T, B
TOMERBEEIC L DRIEWEY A NI A L OREAR, KU THIEOIK T X 2 BN
DhFraralr—ya UREEREEER LTS Z LRSS ORI, BIRFIEIC
FOHASMIENTWVWS (Swank GM et al, 1996; Tamion F et al, 1997).

SR FARCHUMAE 72 £ OANFHR BRI IIE O3 U THEBEDSIHE L, B N OMEE =
YRR IUOPMBETA~ERBITL, YA ML CMIEERD I EDRAMOENTWND
(Markel et al., 2006) . = D 7= OIZBACS)S N TTHE L, KX LR BOEEPKREL R D,
B2, BER Lot A b A AXE IS A R & B S, WIUBERE A3 Kk
PIDHTDITRBIRIBIT B EBLT 5, LD - T, IRIEEHAZTRT & & HITHEILE
O DORBRIRIEA WET D L5 REMORBIIFHALEEZ 61D,

F1EIT, RAZ NI BEO—EGTHDa-T7 NTNAT I BHEL DRIEET IV
I LANTHDLZ EamRm iz, o, RoA Z NI HIIHRIEENZG T 57210 T

SYIEHT X A BEICE A TE Y IRNFIHEREW I &N OIRRRERO % 37

BRBREOUFIZLHRNTHD Z L3 @E SN T2 (Rivadeneira, DE et al,, 1998;

Grimble, RF, 2001; Heyland, DK et al, 1993), = Z CAETIE, BEOREEREEDET
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N T o D LG FIRENIRNE M AL 2 VS, AR 2 X7 B OTEARE SRAES 532 Jhii

R A FEB R AT LT,

e KOT5A

EERENY) DT

REBRCHEH L7 EREMWIIEEERESE (BE 22+1°C, @E 55+15%) (288 W\T 7 HF

~19 K, 19~7 Wi 12 RO AR 7 VERE T CTHEBE L, Z0O[, A&fkhIEmh
IR ST, KFEDOT R COER 7 o » a—1L, BHEHLEMGRSH G- et 1
7)) BWERGHEBESORRZZT, ZESOED LEWFEBRIZE T 2 mEHRICH] -

TIT> 7,

H e L PR E 7 L D /E S & B i

Z v b (Wistar, I, 200~250g, AHAZ L7T) %, UL X 1gkg KEDELENEE
[Z R DWERE T C, SRARIC D 7 — T V&S Le, SRR 7 —7 vid, ~" ) nAE
RHK Z w7z L7REBCRIE Lc, BIBREENREZ 7 2 0 7425 2 &I2 k- T 45 /i L,
77T RS LT 3 IR 55 CREIMFER AT o 7o, xR L U CiE i vt 2
ITOTHFIRICH 7T —T VOB ET 5L FINFE(Sham #H) 2% T 72, FHREVEBALE) 5
0,1, 2,3 B BICSHERIR T 7 —7 v 559 300 u L 2 £21f. L, 13057 Bf (20,000 X g, 20 47)

(R MAEES -, M, YA M A REAZRIET 5 E T80 CITRiF LT,

FHBRE NI EDA o —u A F -6 (IL-6) PEAEICKT LR

Z v kb (Wistar, #, 200~250g, HAZ L7T) %, vl %> 1gke (KEDEWENEE
WL DM T, SEEIRIC T —T Vv adEss Uiz, SEEIRD 7 — 7 uix, ~"U UnAE
BYKZT T LTRBECTHE LT~ A Z U R TENEEY, hPBA T R TN, T
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Mig7r/Vv7Iy, B-F7 vrua7 Vs, a-F7 NTAT I TENENVEBREKICE
iz L, 300 mg/kg (RE DM ETREMO 1 KHEANI A+ FEHN~E5 Lz, LEREERE
DI TTHIELE ST As kML, 7T 7 &4 LT 3 R FRE 9 5 F CRE I
REVL 24T - 7o FHEEVRBIAGND 0, 1, 2, 3 WF[A] B ICSHERIRAY 77— 77 /L2 B 300 p L A R0
L, m0o0EE (20,000Xg 20 49) (&0 miEES-, mAEX, Y4 " E2RETD

F CT—80CIZHR1E LT,

— IR ZE R B ISR B E A O TL-6 PEAE IS 64 5 2R
Z v b (Wistar, #, 200~250g, HAZ L 7) %, 7L & 1gkg KEDEENZES

[Z R DML T C, SRS 7T — T VA SE LTc, SRR 7 —7 L, ~"Y AR
B EMTZ LTRRETREE LTz, a-7 27 TV 7 2 (300 mg/kg (AHE) BLO £z
IZNG-=Fra-L-7¥=rAF L2575/ (L-NAME, 1 mg/kg {K8H) ZEfLo 1 BrRET
RN~ G L, EBEIEEIRE 2 7> 752 ik o T45 oL, 7 7 v
TSN LT 3 R HRER T 2 F TR MR AT o 7o, FEWBMG5 0, 1, 2, 3 FF#H
WZSEERIR T 7 — T A 580 300 w L &2 8R1f L, =008 (20,000X g, 20 43) 12X 0 i

A5, X, YA U A U EBRIET D FE T80 CIZRAE LT,

a7 7 b TINT I O REH R B3 A gt

F v b+ (Wistar, #, 200~250g, HAZ L7) %, vl & 1gkg KEDMELNEE
[ E DT C, SHERIRIC D 7 — 7T Va5 UTe, SR 7 —7 L, ~N U UhnA
B KZMEZ LTZRETHE L, o-7 27 74722 (300 mglkg IRE) A Mo 4~
1RFEANC N~ G Ule, BIBAEEREZ 7 Z 0 745 2 &I2 k> T45 50 L,
77 7 aA LT 3 N BT 5 F CRE M FEL 21T - 7o, FHEBALGR)N D 3 FFfEI B I
SEERIR D 7 — T D2 B 300w L 280 L, #0470 HE (20,000 g, 20 43) (280 M

W7, MY, A Mo BMET D E T 80CITIRAF LT,
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a-7 7 bTNT I Ol PR EHER I BI Y5 fREd

Z v b (Wistar, #, 200~250g, HAZ LT) %, UL & 1gke (KEDIEIENES
IZ L DB T C, SBARIC 7T — T Va5 L, SR 7 —T g, ~R U VA
BEKEW T2 LIEREECTHEBE L2, o727 N7V 7 X 0% 300 mglkg KEOHETH 4
N~ G- Lz, #45- 0, 30, 60, 90, 120, 180 /&SR Y 7 —7 V)B4 300 u L &£
L, =008 (20,000X g, 20 47) X0 EEE-, i, o-727 vTATI 0%

HIESTHE T—80CITIR1E LT,

YA S A RE

MFEFICEEND IL6 1%, 7> v A A2 ELISA VAT A (GE ~VAFZ T A

I A X)) TRIE LT,

a-F77 bTNT I ARE

mErIcEEFND a-T7 27 8707 2 1%, Bovine alpha-Lactalbumin ELISA

Quantitation Set (Bethyl Laboratories, Inc.) % FH W CTHIE L 7=,

e e AT
TARNTORMBITFEHELFEERETR L, EHFRRFNT B T

Mann-Whittny’s U-test & f\>, ZEH# Cid Dunnett’s multiple comparison test %

Wiz, p<0.05 A E &HE LT,

R
K2 if) FRRELE 7 )V DAERR & SIESUGTEEE

FREEVERT CIREELIFHTRE(Sham #E)F6 L OV ML AR RE O M4 TL-6 JREE IR CHE
IRFETFRD B o e, MM RIS K0 SIESOG OFREE T o 2 M TL-6 12 A L F-RERT
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% 3 IffH A % TREFRFAYICHEIN U7, FRER A2 13RI FIHE (Sham #¥) (ZHei L T4 IL-6

REPAREICE -T2 (Fig. 7).

FFHERZ N B O 116 PEAEICKIT D8R
FRREB AT CIIo IR K OV AL & ™7 B B o 1L-6 R EIITHER THEZR

ZITRBO bR o To, BIMERENR 3 R DR T A & 37 BBl 57 Tlaoer RRE
(2t U C i 1L-6 IREIFA EICRE CTH - 72 (p<0.05, Fig. 8), LrL, ZEAL B
FOYVMIET VT I R GRECIEREE L IZIEF U A2 R~ L, AEZRZEITRD bz
STce MRITA BRI BEDOEREREFITONTHRF LIz Z A, B-F7 hrrT7 ) rBL
Ca-77 77 28 bISRNFEER 3 FFEZ oMt IL-6 IREITARICKETH 7=

(Fig. 9), ZD L EHIEMHIZa-F 27 T AT I DN T-,

a-77 FTNT I U OHERIGHE

-7 27 FTNT I ATHERAARNS, MM 3 R O MmiE IL-6 R Z KT S8

7= (Fig. 10), A AHZHAEIL 100 mg/kg (KETH - 7=,

— (28 O B RIS 70D TL-6 PEAEIC 5652 50
CE R ORI R EATH S LNAME B 5T, BFER 3 MHR% o M

IL-6 RSB AL MIFS o 72(Fig. 11), £72, o-77 b7 A7 IOl IL-6 L

IdIZhRIL, L-NAME O#& 52XV, HEICET LT,

a-7 7 FT VT X DR REHR

-7V NTNT I UG EENEERORMAE T E, MmiE IL-6 PEAMGIZhF 1355
7o 72(Fig. 12), L L7l n, a7 27 b7 7 I #4525 B £ CIOE M R L
7o & X%, AEIMAE IL-6 FEAINHIZh R 2R 7=,
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-7 "TIIVT I DM EEHE

+THEBNIC - T NTAT I EERE LR, MR- 7 FTIVT S R TR
51 Ef%Icy — 27 2oRr L7=(Fig. 13), =D, 2, 3BT a-F 7 TV T

Sk LR,
% 5

KWL D, RoA Z 7B, BEELEREREZEDOA 2 —a A %2 6 i 2 mil
THZEDNHALNI ST, RZAZ NI EHOER ST THDa-T77 VT IVT I U0,
IL-6 FEAEIT KT L Tl b i) 22D - AR 72 Bkl h SR & s U e, E 72, TERFIZRI L C,
a-727 8T NATIUE, NO 2 LT, 27 & bEamic, IL-6 i OB 2 s vk
EATHZENHONI o, £, NMEEMLFERET VICK T M TIE, H 1=
TORMREIFTERRY, -T2 horuaT ) U bRIEMT A A ThD IL-6 OREAII
IRER LTz, ZhUE, BICRVBIEEIESNIFEENBEA L AEZFATNSZ L
&, B-Z7 hruaT7 Y rorT BRSNS, TVETF A DEGRUITE DI D RBRALY 25
BENTVDZLENRERL TN D EEZDLND,

NO 1%, HEkB L O R M2 & T« OMZ VT NF- « B 1T K 2 OTEMHEL %
[HE4 % (Kupatt C. et al, 1997; Matthews JR et al, 1996), NF-k B, W< 2D
RIEMERA T 4 =—H—, 21, TNF-o, IL-8, IL-18, IL-2, 8LV IL-6 OIEMHE(LIC
WZH72 DNA A MIEEN T TH 5, NF-«k BEAKIL P50 (NF- « B1) 3 X 1 p65 (RelA)
EREHIND 203 FD~T rE A ~—THEEND, < OMIBIZENT, NF-«B 237
b3 % &%, I« B (NF-kB ORERT) 1%, Vb, ¥ o~ BnfRast%, NO
X NF-«Bl1«B #HAEKROMEEAZHEL, L6 2 EOREMEY A N4 DZENERD
DNA O7'mE—% —fEKIC NF-«B 2’67202 L ZET 2 (Stefano GB et al,
2000a), ZO—FLEREN Loy 7 FTIURERICEGT2RARMEY v FeLTiE, =
YRVT 4, B FE AR, IL-10, = A ba A nNmbsEnT5 (Stefano GB et al,
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2000b), AHFFETIX, -7 7 hT7LT7 02K D IL-6 EAOMEIIE NOS FHEANC X -
THH Lz, ZhbommiliE, o«-727 P77 I 01X NO #4 LT NF-« B« B @A
Ol ZHE L, NF-«B 5EM b2 E S22 L2 L Tnd, JIFEEML -
itk ORI A M ER - i/ MREEESL O AR & 8535 A ERIC K 5 5 P R AR 5
5L T2 (IbaT etal, 2006), ZD& X COX-2ERDOOESTHLT ALY i
ATE 2 M 525, %EBFIFMHTE T, IHasfEE ORMRRIT 0 TIERWN D & 2HE S
NTWB, KIFFRICBWT, a-F7 MTAT7 23, IL-6 FEAICK L TR bR H&E
RAFR 7 MBI IR A2 R LT D Z DD, f/IMUTRE L TET A Y > & [FERIC BRI
R L, Tk &b BMmERCIE N EIT/EM U TS 7 T O FE 3 A2 Jiiill L TP B e
FHEREML, eNOS 7 v 7L F¥alb— 3252 LIZXD MAHMER LTV D aTREMENR S
ZbNiz, £, BIETRLEZLIIG, a-TF7 FTAT 2 03 COX-2 SRR AR L
BRERT T ENG, NRIZEBIT S COX-1 HFIZL 5 PGI2 OEAMBIN DR, WK
REDBLE THAR NI ZFF > TW\DH EE X HNT,

AW TIEa-F727 FTNAT IR, Ty MIEBWTNEN LI S, MERTERICEIT L
el R L TWD, TALIEEE, +HEBENICREG LIEREZ oIV BETHL TV T
7=V N, BET y MTBTHMIRESREZIT L, U R AR H L CMiiigER Iz

AESNDZ EE R LTWD (Takeuchi T et al, 2004), £7-, a-727 FTA7 03V
Y F =L T X BRESNCB O THEMSA < (Warme PK et al, 1974), £D U Y F—
AT, B MIBWTHIEIEER ~DBITHRHRE TS (Hashida S et al, 2002), L7=
MoT, a~F77 hTNTIE, ZRHOX L RIEO X D ICMEERTICBITT 52 &
MTEDHEBEZOLND,

AWFFEDEERE T VBT, MMEERE O IL-6 EAICK T 2MmbR s, miEd
a7 NTNAVTIVREEORICEOHENE SN, ZO/REIE, o- 727 T AT
LU OAEBFRIRAIT, BENREN SR L, ReE ORI E 7 IR~ O ILIRIE BRI K D
BATIHEF L TS Z L 2R LTS,

v/ n7 7 —UIZL D LPS #FHEMD IL-6 FEADOIHNZIR T H AT A X T EDOHER)
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PWEFHET 272012, a-F727 T AT I &~ U AHEGHIUK Th 5> RAW264 DEFFEIR
[N L7 & &, RAW264 #Mifulc £ 2 IL-6 FEAE TSl &7 (F— 2 IEKRET), 20
ZEND, ROBEEINTZa-T7 NTATIUE, BOY NEE IS T ARICARTE
T DRI E VM & EEAHAAEH U CIRIEMEHZRE L T L REERH D, Zh b
DFIZOWTIE, SORDIMEPMLEL SNDHTHA I,

ABPIETIE, INGRE IR RS 20 2 MBI R 2 R 51T, —M(b=EHRz2 L
TPRIEERAA D= A 0% R LTz, £72, a-7 27 TV 2 O MiEFIRE & HiRIEE
HOMIZIEOFEREN G S Z L 2L UHTHLNIZL, MERFICRNSNTZ -7 8TV
LUBROEDORNTF FRRIEEROEEARRTH 2 Z & 2R+ 255 R 2157, A4
JECR LTz, RIEVEDT A A VREAITH T 2 RIL, MRIERZ LB L T LEHER
WGOREMLIES 5 v 7 DBFEOTZDICLERMMHAINDEMERL VG Z 2R LT
#

%
B9, BB L A DI A & b OBFIKE R L 2D LOTHD,
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Fig. 7. Induction of IL-6 release by the superior mesenteric artery ischemia/reperfusion.

The superior mesenteric artery (SMA) was occluded for 45 min followed by reperfusion for 180
min (ischemia/reperfusion). The SMA ischemia/reperfusion induced IL-6 release. Plasma IL-6
concentration was measured by ELISA.

Values represent the mean + S.E.M. (n=6). ** Significant differences from the sham-operated group
(p<0.01).
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Fig. 8. Effects of whey protein (WPI) on ischemia/reperfusion-induced IL-6 release.

Each milk proteins (300 mg/kg) were injected into the duodenum at 1 hr before the induction of
ischemia. WPI suppressed IL-6 release induced by ischemia/reperfusion.

Values represent the mean + S.E.M. (n=6). * Significant differences from the control group
(p<0.05).
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Fig. 9. Effects of aLLA and BLG on ischemia/reperfusion-induced IL-6 release.

Each milk proteins (300 mg/kg) were injected into the duodenum at 1 hr before the induction of
ischemia. Among the three major components contained in WPI, aLA showed the most potent
suppressive effect on IL-6 release.

Values represent the mean + S.E.M. (n=6). *, ** Significant differences from the control group
(p<0.05, 0.01).
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Fig. 10. Dose response effect of aLA on the suppression of I1L-6 release.

oL A was injected into the duodenum at 1 hr before the induction of ischemia. aLA showed the
dose-dependent suppressive effect on IL-6 release.

Values represent the mean = S.E.M. (n=6). *, ** Significant differences from the control group
(p<0.05, 0.01).

31



j 3 i

E sk

e

¢ 2

= I .

3

E 1 I

5 _

o

A A= R

aLA(mg/kg) O 0 300 300
L-NAME (mg/kg) 0 1 0 1

Fig. 11. The effect of NOS inhibitor on the suppression of IL-6 release by aLA.

aLA and/or N®-nitro-L-arginine methyl ester, nitric oxide (NO) synthase inhibitor, was injected into
the duodenum 1 hr before the induction of ischemia. NS-nitro-L-arginine methyl ester significantly
attenuated the suppressive effect on IL-6 release by alLA.

Values represent the mean + S.E.M. (n=6). *, ** Significant differences from the oLA-
administered group (p<0.05, 0.01).
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Fig. 12. Relationship between the timing of aLA preadministration and their protective
effect against IL-6 release.

oL A was injected into the duodenum at 1, 2, 3, or 4 hr(s) before the induction of ischemia. The
prophylactic protective effect of aLA was observed in rats preadministered LA at 1 or 2 hrs before
the induction of ischemia/reperfusion, but not at 3 or 4 hrs.
Values represent the mean = S.E.M. (n=6). *, ** Significant differences from the control group
(p<0.05, 0.01).
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Fig. 13. Changes in the plasma o LA concentration after the oral administration.

aLA (300 mg/kg body weight) was injected into the duodenum. Plasma oLA
concentration was measured by ELISA.

Values represent the mean = S.E.M. (n=6). * Significant differences from the vehicle-administered

group (p<0.05).
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F3E FHMKa-T 7 T NT I ORGFED AT D IHIRNR

o

PR DL NI EHGIMEAT 2 BAEEEICET 2 O RETICE S FH S
TWHIEITTRL, ZLOEMEEEZFTL2ZENAMONTEY, TALEHM - INTL
EHONELFIAENTETWS (Marshall K, 2004), ZHE TS, FAHLZ 7 EIC
B9 2 FH A B RE IS DWW CHLE ML LRGSR, A=A ¥ U I BEOEERKS TH D
a-T7 NTIVT IR, REETA MM BLOTrRA2 7700y (PG) DA%
MHT D ENDNY, ZOAD=ALELTT I7F RUBEIRE L LTZ PG AG O
WL TH DV 7 A F v 7 —E(C0X)-2 ZETHZ L2H LM LT,

AL TIE, a-F7 7 NT AT I U RS OPRIEIEH Z iR n 2 ST 2 L %
BEHZ AR, ITFEREEPHIE L TRY, AlcR2IZEREEREL LD RGN
H L7,

KRGS AL, BRKIZ BT 2 0 ABEED EERFK D 1 > Th 5 (Ferlay J et al, 2013),
AARIZBNT S RIGRADIERIT, BRAEFEDOSHEIEST A 7 2 Z A LOZAIZ L0 0
LTW%, ZOXIRBHIIBNT, AT A FHEHIRIESRE (NSAID) %MW CTHEGE
B578 A % B3 B ALZER TR B9 2 B R 38 K OVEAHIRFZE A HE S H AT 5 (Gupta RA
etal,1998), NSAID %, 77X No a7 a R 7T VU q~NEBRTH 7otk
7h—¥ (COX) #METIHEATHD, COXEEHRRLY, xRk CEFICHIL
TWS I COX-1 &, FHEAD COX-2 B SN TV D, COX-2 1%, /et
FTBEBIRYA NI R EDO 2 I L > THFE I, RIEKIGIES LTV,
NSAID (& COX-1 & COX-2 DM G ZMET LD T, T b DOIANTIIIGE RS H
M7 EORWEM 2 & % (Bjarnason I et al, 1993), COX-2 IC LV EASINDI T a R FZ T
7V E2 (PGE2) 1E, ZOZRRITHES L, MILHEE A T 2 > 7 AR SR &
IEHEAET 2 2 LI K- CIEEM 2S5 (Hanif R et al, 1996), ZD7=, COX-2
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FHE I RIS A DILF T DT DFLERT 7 a—F Th b,

FHBLOAMBEOEEDEENADOY AT b E3FD 2 ERHREINLTND

(Shannon J et al, 1996; Kampman E et al, 2000; Murata M et al,, 1999), 3.8 L
FLS OFENG N A Y X7 OWDIZF G DIEERE, LW OLNIT S THORNA, #
ZE, ANV T LREZI D RERDHY, ZOENIHARMITE EN DL IR
BH L TCWD AR H D, 2 b0 JEEETEIL, MELZ P RT7ED 20%% L
DLHRTA WGy DZ NI BITEK L TWDAREENEZ b D, EEE, oA X237
BIL, RIBICHET DFBAME Tl S5 ERAONES R A4 M6l 35 (Hakkak R et al,
2001; Bounous G et al,, 1991; Attaallah W et al, 2012), L) L7236, R=A X o3
BIZ L D8 AR ED TSI EZH OIS TR,

ZOXOIBE NG, KETIE, vVRIZ OCRAF NI T =VPEEFEOHDLT V¥ A
% (AOM) ##5#%12, TF% A MT U6 bY v A (DSS) ik 2 SR K E K S &
B e KIBROIRIERIS, KBIZB AT = OBNERERD DIIENLRT D, K
EtBER AT TV (AOM/DSS fFHET V) vy, COX-2 OFEEM®EZ D a-T7 7 b
TINT X ISRIGDS A DFEAE IS D FTREPEIC DOV TR L T2,

ek LO5A

EB1 -T2 NTAT I ORBFENAIEIZ R T 5
AREECIE, CHTBL/6J ZffErE~ T 2 (3 His, AAF vy —I/L R « U R—KEH) %

A L7, ~v A EEERE (B 2221°C, % 55£15%) 2B\ T 7 BHF~19 K,
19~7 g 12 Bl OWARE Y 7 )VEBRES T CHRIF L, Z O, KL EEHIABICERS &
Too ARWFFROTXTOERRT 1~ a—id, st WG B ERMHEEZ BS O
2\, ZEESOED LEWERICI T L mEHARICA > TITo 72,
BIMEIIREI S, AIN-93M ByRZ #5807, BB T, AEZNE L, FHERENR
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RHNKHELL LD L DI 10 L2 4 FESHE D L. (1B Normal #f, 2= b
— LEE(+AOMADSS), 3#Eia-F 27 F 7T I UGEERE(+AOMADSS), 47 2 UG
EHAE(+FAOM+DSS)), BT H NS, 3 BRICITEAREFETH D AIN-9OSM IZE b I LY
A ONE (AIN-93M HD %) % a7 7 NTNT I U CE X2 TR 2GR L,
4 FECITEAETECH D AIN-9SM (27 AU % 0.1% & 72D K 9 ITIRA LIz & 458
L7z,

BES Y4 H, Normal £~ 17 2 10 PLiZiX PBS (10 mL/kg {RE) ZREFENHREG LT,
2-4 FED~ 7 A 30 PLIZIE AOM (1 mg/mL, 10 mL/kg {K&E) ZfEHENES- L7-, AOM #
5.7 A% 5 2%DSS % 1M HBERSE-, DSS I 3 B B HEEmMRAEZ1T -7,
DSS ¥ 5-# T4, #Bokz@iE o UV AEKICRE L, 7THEEE Lz, BMEKTH, Kbz
ML OB E S, 2NADMEEE Rz, Ml Lo KBRS 0.1% IGEPAL CA-630 %5
tr PBS W THREY R — ML, RIE - BHAABEWE (PGE2, TNF-o, IL-1

B) OFRBFENECH N (Fig. 14),

B2 DSSKIEHICHTDa-TF 7 b T AT I ORNEICEET 25T

AREERIZIL, CBTBL/6J FRMEME~ 7 2 (3 #ln, AARF ¥ — R - UN—ASH) %
i L7z, ~ v A FERERSE (EBE 2221°C, BE 55+115%) 2B\ T 7 Bi~19 FF,
19~7 KD 12 RO A 7 VERE T CRE L, ZoM, KL fGEHIA BHICERS
Too ABPEOTXTOERT 1 Fa— L, st UG 8 ERmiLE B S 0KR

=1, ZEEROTED 28 ERIZI T DM > TTo 7,

BRI AL, AIN-93M ¥ KA /68 L7, BIMEHIRRE 7%, REZREL, FAERER
RHRLELL D L DI TRECHE Y L2 (1 #:Normal #£(n=5), 2 ff:= > b — Lt
(+AOM+DSS, n=10), 3 ¥t «-7 7 b TV 7 2 UHHERRE(HAOM+DSS, n=10), 4 #:7 A &
U VG EERE(HFAOM+DSS, n=10), 5 #£:DSS Hili = > k 2 — LEL(AOM+DSS, n=5), 6
PEDSS Bl o - 7 B 7 VT S UARREREGAOMADSS, n=5) , 7 #:DSS HA: T 2 B U G
FEHEGCAOMA+DSS, n=5)), FE/r 1T #4726, 3 HEL 6 BEICITEALEIE Ch 5 AIN-93M 125 %
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NDINT XA DFE (AIN-9SM H D 7%) Za-T7 7 FTIVT 2 UATE & #az -k
EARETL, 4 BEE TREICIZEARMGE CH D AIN-93M IZT AU % 0.1% & 725 X 5 12k
Tk A FREE L7z,

BEOPUTY A, 1LEEE 57T HEO~ 7 A 10 IEIZ1E PBS (10 mL/kg (RH) ZIEERN#E G LT,
2-4 BEDO~ 7 A 30 PLIZ1X AOM (1 mg/mL, 10 mL/kg {KE) ZEFENES L=, AOM #&
5.7 A5 2%DSS % 1 A BB I 7, DSS #5-4& T, Digdk v £ifn U<l
15, SN mEiE PGE2, v = hU x> (LT) B4 OREEREICHVS £ T-80C
TRAF LT, F72, RKIBARH L TR EBEELAE L, KRIBHEOIEDTRE L 725
KiFE 1lem %720 OEE (mglem) ZHEH L7-, #H L7 KIBEEE) S 0.1% IGEPAL
CA-630 2 & {2 PBS Z /AN TAHRE TR — M L, KIE - 05 A BEYE (PGE2, LTB4,

TNF-«, IL-18) OFBEHEICHVE (Fig. 15),

e ALER
Fisher’s PLSD (Protected Least Significant Difference) & 72 1% Mann-Whittny’s U-test

RV, p<0.05 #HE EHIE LT,

R
AOM/DSS ¥~ 7 A3 24 HHIFMICK T D a-F 7 bTNVT I O R (FEBR1)

DSS it 3 H H O s 4 Table 112777, AOM/DSS ALEEIZ X 0 2 UM I
Jia k5t (gross bleeding) # %29 2~T AL 10EH 7TIETH -T2, a-F 7 FTILT I
DFFERIZ X0 F LW LRSI Z 232~ 7 213 10 I 2 & A3 Lz

(p<0.05 vs. control, Mann-Whittny’s U-test) , 7 A & U > OFGEETIE 10 JLH 6 PE23ZE L
VWM I S S B 2 B LT

AOM/DSS LB~ 7 A D RWT & & ENARIIHT D «-F7 7 b TNT I DRE (F2R
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1)
Fig. 16 IC KGR EE (a) EEPAE (b) Z7"d, AOM/DSS FRIZ X 0 RIGIE & & &
FWAEDPEIM LTz, «-F 27 TIVT I EIET AE Y ORI X RIGinE&E &3

B DEEINTA E I S T,

AOM/DSS A3~ o7 2O KiGHEk T PGE2 20284k (EB1)

AOM/DSS ZLERIZ X 0 KRGS PGE2 IZ¥EM L7, -7 7 NT AT I UETIET A
B ORI K DRITA e T (KRET),

AOM/DSS ML~ 7 A DO KGR T TNF-o & & IL-1 8 B2k (EB1)

Fig. 17 2K+ TNF-a & (a) & IL-18%& (b) #7259, AOM/DSS AR LY
TNF-a&m& IL- 1B ENPEMLTZ, «-F 7 FTAT I ERIEITAY Y COREFIZ LY

TNF- o« & & IL-1 g EOEINIA BT S 7,

DSS RIEHI~ T ADOKGE 1em 472 OFEE (K 2)

Fig. 18 (2 DSS KIEHI~ 7 2D KK 1em M7 OEELZ T, AOM &% 5O FH# |
P57, DSSOHMBERICEY KR lem 4720 OB\EENEEM Lz, -7 27 T T7 2
VEFIIT ALY ORI L KIBE Llem 4720 O BEEOWEINITAEICHE S,

DSS KJEH~ v 2o fifEh LTB4 j2E & PGE2 BE &k (EBRr2)

Fig. 19 (ZiffEh LTB4 i (a) & PGE2 REE (b) %77, MfEd LTB4 =L AOM
B G- OFEIZEDL LML, miEh PGE2 JREEIX DSS #HMTHWRELY b,
AOM & DSSZFH L7 L XIZE LMLz, -T2 T AT IV EIITAEY O
WBENZ LY, AOM/DSS JFHEECEWT, PGE2 JRE & LTB4 JEE OINIAZ M X
iz,
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DSS RIEM ~ 7 2 D Kl fk T LTB4 & & PGE2 #0285k (F2Hr 2)

Fig. 20 |2 KG#EAE T LTB4 £ (a) & PGE2 & (b) Z7~¢, KiG#fkS LTB4 & & PGE2
I3 DSS ZHMTHWZR LY &, AOM & DSSZGFH LA X ICELLEMLEZ, o-
T RTNANTIVEREFT ALY COMKEIC LY, AOM/DSS fFHEECEBWT, PGE2 &
& LTB4 |0 INIAREICISl ST,

DSS RIEH~ 7 2 DO KRIGHHfk T TNF-o & 1L-1 8 #EDOZ2k (ER2)

Fig. 21 [Z KRS TNF- o & (a) & IL-18 & (b) 2”7, 27, KIGHFT TNF-
a®E IL-1B EIZTAOM BHHOHFBICBEHLL TN, a-F7 7 NTAT IV EIET A
B U ORI L Y, AOM/DSS ffH#E, DSS BMBEOWTILIZEBWTE, TNF-a &&
IL-1 B EOEINIA BICHH S 47,

5

Bl

AW TIE, AOM & DSSIZ LV FEE SN2 KIBRDB KT D, a-F7 NTLVT I
DR ZFMT 22 L2 B E L, ZOWHIENS, o- 77 N7 AT I, ZOEWE
TIZBWTRIBRERAZIEIT 5 Z LR LR o7,

AHFZEIZIVNT, AOM/ DSS AE~ ¥ ATE T 2 itk LW PGE2 O L~
DSS HALTULE LIz~ 7 AZBITFDH LV K0 b @EoTz, ZORERIE, sards Sz
e e K< —H,LTWD (Jud et al, 2009), 7z, a-77 FT V7 X 13 AOM/ DSS
Wi~ 7 AZB W TEBEBL Sz PGE2 28l L7z, $£7-, AOM ORIAFIE, DSS %%
PERIEDBEMZIH L, 61T, Kp#Eekds X NG (et T 5 2 & B3dgdE ST
W% (Marks F et al, 1981; Fantini MC et al, 2008), Z D Z &%, KIBRITER L= K
WBHBR DT a2, PGE2 I > TRESN D Z & 2R L TWnd, 7725, PGE2
1%, BRI RIEIC XD BIET 2 KB AICEE L TWOEPAREMED—D>TH D &
EZbND,
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COX-2 1%, #hx el m G LTl Y, MlarhE, mEsE, L0
MRS 5T R 77 P OEEERREIL TV D, EELIL, FHHRD -T2
N7 AT IUn, $RB KORIEERA O L 2R LT 5, BIRAY COX-2 FLEAIT
Hru7xaxr 7L, FHERBEAERBSES 2 LKV RIEEAEML T, KiEkEtk
BT LHZERMEIN TS (Martin AR et al,, 2005), =D 95z, @7 zaFx 7|2k
DAL, fEE ERIZBWTDSSICZE WAL D COX-2 DRBUIFI L LDFEFE Tho
7278, COX-1 DA ZMBI LIz Z EnmESNTND, ER 1 TE, o-F727 FT AT
Y ETAE Y R UT SR ORGERL, A AKRBREDR— MIBIT D PGE2 L)L
A RIFSRNZEZFFELT. (T 2R3 T), ZNHORRIE, «-TF77 T AT
0%, AOM ORTEEIC k- T DSS FRMRIEFIC EH3 5 COX2 A IK T S H5
ZEIZkY, RKBRPAEZIHETHZEEREB LTS, SHRLMET, KRNI
BULERRDIEETCOT 0 RAE 7T D EAT HllafE (FEE 2138 2B
TOHUENRD D,

AWFFRIZBNT, a-F7 27 FTAT I afmif Lo~ v A%, GFHEEL el LT, TNF-
aBLWIL1IBOFEENFEIEN EEZFEA L, F1EBIVE2EICBWVNT,
a-T 7 NTNT IV ERA REET VB O TTRIESEY A N A ot ERET S
ZEEAM UL, WS ONDORIEFIEMY A F A 1%, NF-« B OiEME(bI L OME
EBIOCEESFOERBZBL TEGOEITZRET I ZEPRESNTND
(Tsujimoto H et al, 2010), 25 DFERIZ, a-F 27 TV 7 2 0%, TNF-a B L IL-1
BEFT L LFal—a LT, KIBBADOREZIHLIZZ EZ2RLTND,

TAEY v EE ek 2 G L7 AOM/ DSS ALE~ 7 2 DIREZEAIL, KR 1) B
IZBWT, JRBEL D bOT RS LI, £72, o-T7 7 FT AT I OkGERIL#ME
MR Leh, 7AE D T, ZOXRIRERERIehol, AT rA MM
RAEF (NSAID) 1%, BIFiR E I3t RIEMIEREEZH T 2 BE O DIIEROEM A b
b7, Linl, ZALOIEANIHBOREEAY 7 287220, EEHEE Ik 2 &8I1EH
ZM:5 (Bjarnasonl etal, 1993), Z O¥EEREEIL, X7 > OIERIC L 5 EEHELEE
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W, LRG0T 0280 5,

COX-2 Li3H7 0, COX-1 1%, BRNOLBEELRETDIOIREDT O AR T TV
AT D, Leh> T COX-1 13, EBHMICk3 2 RENREZBET L, 7ALY D
£ 972 NSAID |% COX-1 HIARFIZPHFE T2 Z LIk Y, MHIMEECHLO Y 27 %5
D5, —J5, AT a-F27 FTAT I AR COX-2 ZHE L, COX-11EH=E
LAEWZ EERILTEY, o727 bTAT7 I AXBIBEWER N VW ERB 2 55,
ZOZEE, a-T 7 NTNT I UBRKRIBEBAE T D720 ORAETHRAREWERT
bHZ T HLOTHD,

ANHHBRD -7 27 ST AT I 0L, b MEBRS AR O A HE T 2 2 L 2VURE
T35 (Sternhagen LG et al, 2001), a-F 7 F7 /7 I 30 < OO LRG3
faFEsL, AT7T7 VR, 7V FUBRBIOA LA VEEE AT H(Cawthern KM et
al,1997), t ha-77 N7 AT IVBLIOA VA VEEOBEER (HAMLET) X, &b
RN RPN AAIE LT FOANGHBES LIS DT, in vivods LW in vivo DI 5 T,
Bz 7R RO MIIC 7 AR b — Y 2 Z2FHE T 503, EFMIRIZIET R h—v 2 &2

WLARNWT LRGSR TS (Svensson M et al, 2003), HAMLET @ 7 S H[R#¥ TH
D, V¥a-77 NTNATIvEF LA U (BAMLET) OEAES, HEEMEEIZ I
TTRBP—=VREFETHZENRESNL TS (Svensson M et al, 2000; Rammer P et
al., 2010),

—HT, a-77 NTAT I, MikTh o7V E T A OREEZEINSE 5 (Bounous
G et al, 1991b), Z /% F 413 DNA OIEE S L OIS OIINR AWE B L OERIFMY
HufRET 272 DOPBIER 26T 5, UL, o727 bTATI U HhIcEEnD
VATA NI NEFF L DERRD T D OFIBIMAT I & LTS S, s R
ICHFHTHZETHHENTWD, LDLARRE, STA XU R I EEHREELIZT v M
BWT, BEBA UEAEBICHE LI & IO 7NV Z F A LT EN R T2 2
ELME SN TS (Hakkak R et al, 2001), ZNHOMEIE, o-F 27 T AT IR
BAMLET 3 X OV E 723N S 2T A ARED ER A2 LT, D & bEDRIC, K
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WBFED A i+ 5 Z & AR LT 5,

MAMFET D7 rERTUE, 3 DOEERHLEBEZLNTND, PR (=2
T—3 g ) I XIEFMO DNA 73, ZREFHEDEIZL > THREISH, DNAZRAEZT
B¢E T, RERIZIBWTIL AOM NWAERFHEME Th 5, IROMBEERE (FrEt— 3 )
1, ZEENE U MR ASIE R Zefil i 2 Gl LT < BT, REBRICB W TIE DSS 12k -
THIEEZ ESNDRIERICHIDHYE T 5, D%, 2SAMBLO D TIAERAEN R E, 2
AMIREN ZORITHIIE S DTS (T m Ly g ) ~EiERT D,

AT, a-7 7 bTAT IV ORIBREB KT 2R 2 REtd 5720 T, K
WP AICBIT DT aE—a VBT R AR T D VAT A Z ENEET
HDHZEEPALMI L, £72, -T2 T AT DN AEITEREIC BT b A E BE
WEOMH 2B L TEERIELNET L2 LW LNIRoT, U EDORERND, o-F7
NT AT I EREMCOZ D EBR UG 52 8T, RIBETOBMEIIESIH Sh, K
W73 A D ) A7 AR T & D A[REMEDN B 2 BTz,
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Table 1 Composition of diets used in this study

Diets
Control o-lactalbumin .. .
(AIN-93M) enriched Aspirin contained
Ingradients (%)
casein 14.0 7.0 14.0
o-lactalbumin 7.0
corn stearch 46.5692 46.5692 46.5227
o corn starch 15.50 15.50 15.48
caster sugar 10.0 10.0 10.0
soy oil 4.0 4.0 4.0
cellulose powder 5.0 5.0 5.0
mineral mix (AIN-93M) 35 3.5 35
vitamin mix (AIN-93) 1.0 1.0 1.0
L-cystine 0.18 0.18 0.18
choline bitartrate 0.25 0.25 0.25
tertiary butylhydroquinone 0.0008 0.0008 0.0008
aspirin 0.1
Total 100.0 100.0 100.0
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Table 2 Fecal Occult Blood Score

Guaiac () Guaiac(+) Gross bleeding

Normal 10 0 0
Control 1 2 7
a-Lactalbumin 5 3 2
Aspirin 2 2 6
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AOM 2%DSS
(]
4. 5. 6.-13.
3. week week week week

moOo—T— 200 >Ww

Fig. 14. Protocol for the induction of tumor by AOM and 2%DSS.

C57BL/6J (3 weeks old) was employed in this experiment. After the acclimation for one
week, AOM (10 mg/kg body weight) was administered by 17.p. at 4 weeks-old. The 2%DSS
solution was given as drinking water during 5-weeks old for one week. The mice were
sacrificed at 13 weeks-old.
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AOM or Vehicle 2%DSS

[
4, 5.
3. week > week > week >

moOo—T —2X0 0> Ww

Fig. 15. Protocol for the induction of inflammation by AOM and 2%DSS.

C57BL/6J (3 weeks old) was employed in this experiment. After the acclimation for one
week, AOM (10 mg/kg body weight) or the vehicle (sterile saline) was administered by 7.p. at
4 weeks-old. The 2%DSS solution was given as drinking water during 5-weeks old for
one week. The mice were sacrificed after 7 days’ DSS intake.
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Fig. 16. The effect of alLA or aspirin on wet-weight of colon and formation of colon
adenoma/adenocarcinoma in AOM/DSS-treated mice.

Wet-weight of colon (a) and the number of colon adenoma and adenocarcinoma (b) were
determined at 9 weeks after the AOM/DSS-treatment.

Values represent the mean + S.E.M. (n=10). * Significant difference from the control group
(»<0.05).
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Fig. 17. The effect of aLA or aspirin on TNF-o and IL-1f levels in the colon tissues of
AOM/DSS-treated mice.

The levels of TNF-a (a) and IL-1 (b) were determined at 9 weeks after the AOM/DSS-treatment.
Colon tissues were homogenized and centrifuged to collect the supernatant, followed by measuring
the cytokine levels with ELISA.

Values represent the mean + S.E.M. (n=10). *, ** Significant difference from the vehicle-
administered group (p<0.05, 0.01).
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Fig. 18. The effect of aLA or aspirin on wet-weight/length ratio of the colon in
AOM/DSS-treated mice.

Mice were injected with AOM (10 mg/kg body weight, i.p.) or vehicle. One week later, they were
given DSS solution as drinking water for 1 week. Wet-weight/length ratio of the colon was
determined at 7 days after the DSS-treatment.

Values represent the mean = S.E.M. (n=10; AOM/DSS treated group, n=5; DSS only treated group).
*, ** Significant difference from the vehicle-administered group (p<0.05, 0.01).
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Fig. 19. The effect of aLA or aspirin on plasma PGE2 and LTB4 concentrations in
AOM/DSS-treated mice.

Mice were injected with AOM (10 mg/kg body weight, i.p.) or vehicle. One week later, they were
given DSS solution as drinking water for 1 week. Plasma PGE2 (a) and LTB4 (b) concentrations
were determined at 7 days after DSS-treatment.

Values represent the mean + S.E.M. (n=10; AOM/DSS treated group, n=5; DSS only treated group).
*, ** Significant difference from the vehicle-administered group (p<0.05, 0.01).
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Fig. 20. The effect of aLA or aspirin on PGE2 and LTB4 levels in the colon tissues of

AOM/DSS-treated mice.

Mice were injected with AOM (10 mg/kg body weight, i.p.) or vehicle. One week later, they were
given DSS solution as drinking water for 1 week. PGE2 (a) and LTB4 (b) were determined at 1
week after the DSS-treatment. Colon tissues were homogenized and centrifuged to collect the
supernatant, followed by measuring the PGE2 and LTB4 levels with ELISA.

Values represent the mean £ S.E.M. (n=10; AOM/DSS treated group, n=5; DSS only treated group).
* ** Significant difference from the vehicle-administered group (p<0.05, 0.01).
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Fig. 21. The effect of aLA or aspirin on TNF-o and IL-1f levels in the colon tissues of

AOM/DSS-treated mice.

Mice were injected with AOM (10 mg/kg body weight, i.p.) or vehicle. One week later, they were
given DSS solution as drinking water for 1 week. TNF-a (a) and IL-1 (b) were determined at 1
week after the DSS-treatment. Colon tissues were homogenized and centrifuged to collect the

supernatant, followed by measuring the cytokine levels with ELISA.
Values represent the mean + S.E.M. (n=10; AOM/DSS treated group, n=5; DSS only treated group).

*, ** Significant difference from the vehicle-administered group (p<0.05, 0.01).
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