L7zo %ESHIMET H, SIME B L UFTRIC
bHIE L7z,

3) EEERIE

BEE1IATIE, BEFLIHP»LE2 HITH
TT1IH»-)OEEEZEEL. UEEE 1
BIOSEE T Hb72) OBEELEIE LT,

4) EE 2

5B ET. %58 488 X010 B2 tail-
cuff R CHUE 2 l%E L 720

5)HRIM - HiR

EERE Pl & f * BRI RET 18 B A S
Hize FENT, R RNV E Y — URREE T I2,
JEE KBRS & TR DEF CERIM L 7278, ik
L726

OMmEFmERFL (FEREE  EDTA

2K)
@mE A bR AR (FUEEEH - ~ o3
1)~ Na)

WIRWEBEOR, BEEETYHEL. Fhi
B, iz tve) YEER. BULLORZ
ANTEFVY v IV e L CHEEEY
To72

B, BITEROEMAFPRLNIZD, 11
BIZHIRR L 720

U EBRBNIMERE & 312 240mg/kg BET 1 61
o 7ze FETHID HIIERIL L %2 52> 720

(REE~OERE)

KEfFld, MEEANERERLEt Y ¥ —F
BPWTSCAT [EhERRICRE T 24880 ] 1CED &,
FFTEI EREZEXIC L 5 ERFTEEZEORLN
Thi ERFYITT 5B EE EORESE.
HENEESEETH D 2 & RS N,
ERF RIS HEERIC & o TEBFIT S
2bDTH 5,

C. WHoEREE
—MEIRB L R E
5% 5812, D ARA Omg/kg D 2 6T

arsoima, Mo Bme/kg BHD 1 FITER
WHIIZ L 5 &EALNE FIREROZEBHIED L
Nizo LI, BZH %2 BEb ¥ B REIRIZ. HETIL.
BB FICEBI TR b, MTIZBEE R
FERA & L RO S N7 2o 72 fEE DS, 0. 5. 35
B L 240mg/kg BT, ZNEFN. 2. 2. 3B
L1l o720 720 %6 BIZHED Smg/kg
O 1B L, L, HEHRET £ T2,
D 0.5, 35 B LU 240mg/kg BT, FNFI,
A1 BIU26PEL T, BETIE, &5
BARIACT £ Iz, 5. 35 B & U 240mg/kg BT,
ZFNENBIDFET L7z FIROIER. HEO 0,
58 &L U 240mg/kg FEOILTHI T, B M
RoNTze 72205 O@AILTHI O )Tl
D9 o MAFRD 5Tz, MEDORPILTHETIL,
58 & U 3bmg/kg BHEOZ N1 B TR I
HIERD BTz,

HEIL, HETIE, HEFREIROFEAE DS
L7z 8BLIET/NTG Y 3SR E L o 2hs, B
BEEIRONZ o7, MTIZIBEE THREN
WAL, 7Y b—12E L7 (Figure 1.Table 1),
BEEI, BETEES 4AE TIEERLZD,
Z DFRETIZE U720 BAFFER 2 7n 3B 453
R BHIZONTET L. 22 NT Y FARE
{polze METIEERS 7HE TR RL.
SHELEIEI NG Y FPRELL Ko7z, 8BD
ARA 240mg/kg BECIIX BB L LB L CTHEE
WCREL o7, TOMORITIITMEE I
FHHZENFED 5N h o7z (Figure 2. Table
2)o

M4 .
1. 4B L0010 BOWHE B L UYRERE T
WA, DRSS & AR LR 2550 5 L7248,
HERE L B2, FRERSICBIT A HMZEILED
SNk o 7z (Figure 3. Table 3)o LIS
bEBIIFRD LN h o7z (Table 3)

M B & M A LSRR &
MEFRRE TIX, HEHEE S ICEREIT RIZER
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OO N0 Tz, MBAEFIRE T, #
DIHEF ) VIRERED ARA OREIZKEFL
TIET L. 240mg/kg TIEIXTRERF L LB L CTH
EREBEMELYRLz, MOEBICIX, MHEE D
\Z ARA OFZBIIRO bz h o7z (Table 4.
Table 5)

BEEE. BEFTAB L OREABESER
WINOBREILBNTH, BEEEBLUZD
BREMMEZIITEZENRBO N D o7z, M
DEIEEEIL. ARA 35 B & U 240mg/kg %5
BECETTAMEABR SN (Table 6), FRE
FEMETIE. OB, ZE. EEOHEE
PHEZRE o 72, BMEE R Po T —
B BEICELBEEZSNLMEDIE, LA
RiFEELZD 5NA5, TS ERMER
Birolze WEMBBROKRTIE, TR
FIEB L CHEBIRFIRIEEOHEEICAEEEHN R
DHNDLHEED Do 72h, AEEREEIZRD S
N7 o7z (Table 7)o

D. %%
SEOERE, FERABRT A FT 4 v (CH#

U7z 13 BMEREflEOIRSEEARL.
SHRSP # IWCERL72bDTH b, EIES
B ICIHERIC L BT S D . ETIEEDHE
ERED - 723 ARA O E & 3B E)ED) -
7o ARA W, 7V X MELTCOHERE
D0 FEEBHECRE LS, COHES
T ARA OFEZEFHRIIFED N2 o7,

SEOEREHETICBIT 2 EFEEEIL. T
1% 240mg/kg. METITIMAES ) VIBEIEEAD
BELGEE*AEVHREE 2 NI, 35merkg
CHIWTTE B,

HD 0.5 8 LU 240mg/kg BT, FnFh 1,
2B L 1HID, EERWENC, MEFEIRDIE
ITEFTEBIET L7z, 2N DEETIE, Fik
B AL, LAEHPTREINIZ, 2F0EW
WZEPEDSRAF LT\ e IMZEEFRERDELTHE
TL7FITIE. BRAPRETH -7z, RTITFE

L, MR L ATV P LAV ORERN S
&L FNUCHES Rho FH— ¥ oEMHILIc L 5
MEOEBMENERD—DOTHAEEZ LT
L. bRy 7 )RFED P EOER DY,
ZOMRNL, EEH SHRSP # Fv 7o R et
BREERLZBEIC, ETCOEBRTHEDLLNLTWY
%o ARA OZ4iE L IZEEN 7S, SHRSP
H OB, TEIROEHEIC L 504250
V—FHETEINTVELDEEZ D,

ARA 1Zp38 MAPK RExHIET 22 LiC
LoT, £ A VIi2k 5 G6PD mRNA E4A
WAEZHEL, FRICEL-oTA v 2 VIR
(EZZ%BET 5%, —7. SHRSP i3 M
ANDTNT—ZDEY AMIZEENRH DY, HE
RRETNVEMIO—~DEEZONL, BHE
? ARA X SHRSP O R BL 3¢5 &
PR L7225, SEOHE TIEE EEFRD 5
Nzrolze ARA EFT 7V X M0 1 HE
WEDOFEOHETORBE/AIEDOLNL
ol EH b, ARA IZ SHRSP I2BWTA
YA VEREER EET A AMRESHD L L
Th, MEFACMEBELYBESLLZ L1
WNEEZ S5SNI,

F77, SEOERD S, SHRSP O JRREDEE
DNAREICIIEZEZSS . BITHEL Y EL
ERELT A EPHREINT, TOKBEICE
ARA ZEBERITS 51057,

E. f&iw

K 240mg/kg/day @ ARA % 13 B
5.1 72 SHRSP Tix. ARA DBFERREVAD
SNeipoize ZOEREHTIIBIT L EFN
=13, MTIE 240mg/kg. M Tid 35mg/kg &
HITCE 5,

(B 3CH)

1. Takeichi S, Nakajima Y, Yukawa N, Saito
T, Seto Y, Huang XL, Kusakabe T, Jin ZB,
Hasegawa I, Nakano T, Saniabadi A, Adachi M,
Ohara N, Wang T, Nakajima K. 2001. Plasma
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triglyceride-rich lipoprotein remnants as a risk
factor of 'Pokkuri disease’. Leg Med (Tokyo).

3, 84-94.

2. 01 K, Shimokawa H, Hiroki J, Uwatoku T,
Abe K, Matsumoto Y, Nakajima Y, Nakajima
K, Takeichi S, Takeshita A. 2004. Remnant
lipoproteins from patients with sudden
’ cardiac death enhance coronary vasospastic
activity through upregulation of Rho-kinase.
Arterioscler. Thromb. Vasc. Biol. 24, 918-922.

3. Talukdar I, Szeszel-Fedorowicz W,
Salati LM. 2005. Arachidonic acid inhibits
the insulin induction of glucose-6-phosphate
dehydrogenase via p38 MAP kinase, 2005. J.
Biol. Chem. 280, 40660-40667.

4. Collison M, James DJ, Graham D, Holman
DG, Connell JMC, Dominiczak AF, Gould
GW, Salt IP. 2005. Reduced insulin-stimulated
GLUT4 bioavailability in stroke-prone

spontaneously hypertensive rats. Diabetologia
48, 539-546.

F. fERfaiaik
% Lo

FARRF ., IACE., ZREEEF, HEEZ.
E%}Eé’%\ KHEMETF. NEEEET. KEE#,
ErZREESIEEBARAREE S v b
(SHRSP) RRHWVALT I F FUBRORAEEITIC
XY B BB DIRE
FEEHEZE 20 (2) 154 (2011)o HAFEE
BEEE Eﬁtz\- (201149 F 2. 3H. K
Fii)o ‘
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Figure 1 Body weight gains of SHRSP given AA for 13 weeks by gavage

Symbols with vertical bars are means with SEM of 4~8 animals (See Table 1).
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Figure 2 Food consumptions of SHRSP given AA for 13 weeks by gavage

Symbols with vertical bars are means with SEM of 4~8 animals (See Table 2).
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Figure 3
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Symbols with vertical bars are means with SEM of 4~8 animals (see Table 3).



Table 1

Changes in body weights of SHRSP given AA for 13 weeks by gavage

Male
Administration period (weeks)
Dose
1 2 3 4 5 6 7 8 9 10 11 12
AA 0 mg/kg 110.6 1436 179.2 212.6 2290 2433 252.7 2438 2334 2476 267.8 268.4
+26 +32 +38 *+42 +49 *52 *6.2 *11.8 116 +9.4 +12.8 +15.2
(8) (8 (8) (8) 8) 8) (€] (8 O] (6) (5) 5
AA § mg/ke 118 1456 182.1 216.1 230.8 2449 257.6 2571 2419 226.1 245.6 252.0
*£26 +28 +35 +38 +40 =39 *4.4 © x84 +8.1 +17.0 +13.0 +18.3
(8) (8) (8 (@) (@) [€)] )] (6) (6) (8) (@) @
AA 35 mg/kg 111.0 145.0 181.4 2146 2333 246.8 260.5 261.0 246.9 251.7 248.4 251.6
+24 *31 +34 +32 +36 +41 +3.7 =57 6.1 *+52 +6.5 *87
(8) ) 8 [€)] ()] [€)] )] (8 (8) (8) (8) (8) 8)
AA 240 mg/kg 1103 144.8 177.6 2121 2263 241.0 2496 2322 230.6 233.2 229.7 2346
*2.1 +3.1 +31 *25 *3.0 *26 *1.7 £46 +6.8 *6.2 +10.2 +12.6
(8) (8) 8 (8 (8 8 (8) (N @) @) ©)] 6
Values represent as mean = SE (N)
Female
Administration period (weeks)
Dose
1 2 3 4 5 6 7 8 9 10 i1 12 13
AA 0 mg/keg 86.9 1029 115.9 1313 1439 155.3 165.4 1717 1773 1737 1758 173.9 1725
£21 +25 *24 +26 +24 +27 *28 *=30 *3.1 +57 *52 *57 *50
® (@) (8 @) 8) @) @) @8) 8) ® (8} [6:) 8
AA 5 mg/kg 87.9 1046 1173 1359 146.8 1859.1 169.0 178.7 1838 1828 1791 174.2 166.9
*=1.6 +21 +22 +28 +35 +42 *39 *=43 *46 *34 +4.4 *9.1 =101
€] €] 8) @) @) ®8) @) @) @) ® 8 8 ®
AA 35 mg/kg 86.4 103.4 1177 1332 1442 157.6 “166.9 1744 1798 182.1 1848 1845 185.3
*27 +20 *1.9 *21 *17 *19 +21 *20 +=19 +23 +25 *21 +25
[€)) (8) )] 8) (8) ® @) (8) (8) ® 8 [ ®
AA 240 mg/kg 87.5 1055 1181 133.9 1431 156.6 166.2 1736 1788 1804 180.7 1783 179.7
+16 +=18 +19 *13 412 +13 *16 19 +1.3 *18 +29 +42 +30
(@) 8) ®) ®) (8) ®) ®) (8) (8) ® (8) @ )]

Values represent as mean = SE (N)
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Table 2 Food consumptions of SHRSP given AA for 13 weeks by gavage

Male
Administration period (weeks)
Dose
i 2 3 4 5 6 7 8 9 10 11
AA 0 mg/kg 123 16.0 18.0 18.0 16.4 16.0 14.7 13.5 13.0 1741 15.4
+03 *0.7 *09 +0.4 +0.5 +05 +16 +1.2 +24 +2.1 14
® (8) (8) (8) ®) (8 8) ®) [©) (6) (5)
AA 5 mg/kg 13.1 14.7 16.7 174 16.3 15.7 14.8 14.5 13.4 13.9 12.9
+=03 +03 +05 +0.5 +0.6 +05 +039 +1.2 +11 +19 +27
®) @) (@) ® ® (8 @] ®) ®) (5) 4
AA 35 mg/kg 12.8 15.2 174 18.0 15.9 16.5 176 11.2 13.6 13.8 13.4
+05 +06 *05 +0.9 +0.3 +04 +=0.6 +19 +14 +08 +17
[€)) (8) ®) 8) ® ® 8 @ ® (8) )]
AA 240 mg/kg 12.6 14.9 16.4 17.8 16.3 15.4 14.5 9.0 138 12.5 7.1
+03 +0.86 +0.6 +06 +03 +04 +0.7 +1.9 +1.3 +05 +20
(8) (8 ®) (8) 8) (@) 8 0] n m n
Values represent as mean = SE (N)
Female
Administration period (weeks)
Dose
1 2 3 4 5 6 7 8 9 10 11 12 13
AA 0 mg/keg 94 11.0 118 11.4 10.7 125 12.2 1.6 109 106 1.7 97 10.6
0.3 +=0.7 *03 *+04 *05 +09 *05 +06 *04 *08 *0.7 *1.4 +09
(8) 8) (8) @8) 8) (&) ®) (8) 8) ®) (8) ®) 8)
AA 5 mg/kg 10.0 1.6 1.6 10.8 11.5 127 126 113 113 1.2 19 72 398
+03 +08 *04 +04 *04 *03 *086 *04 +0.6 *02 +1.6 *13 +=17
(8) 8) (8) (&) (8) @ @) (8) @) (8) (8) 8 (€]
AA 35 mg/kg 9.3 10.6 16 120 1.7 115 134 133 124 11.2 121 123 9.6
£04 +03 *02 +05 +0.5 *04 *07 +0.7 +05 +03 +0.4 +0.6 *12
@ 8) (®) @) (8) ®) () @®) ®) (8) ®) ®) (@)
AA 240 mg/kg 10.1 10.7 112 126 11.9 110 12.4 13.7% 12.6 101 11 92 1.1
=07 *09 *05 +03 *06 +04 +0.6 +0.3 +04 +03 £05 *19 +0.7
(8) @) @) 8) (8) (8) 8) 8) @) @) (8) &)} )

Values represent as mean = SE (N)
*, significantly different from the control group, p<0.05 {Dunnett's test)
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Table 3 Blood pressure and heart rate of SHRSP given AA for 13 weeks by gavage

Male
Before administration period 4th week of administration period 10th week of administration period
Dose Heart rate SBP MBP DBP Heart rate SBP MBP DBP Heart rate SBP MBP DBP
(beats/min)  (mmHg)  (mmHg)  (mmHg) (mmHg)  (mmHg)  (mmHg) (mmHg)  (mmHg)  (mmHg)

AA 0 mg/kg 554 17 76 55 472 189 140 115 493 228 178 154
+11 x5 *6 +7 +25 *7 *5 +5 +17 +7 +7 +8

)] (8) ®) (8 8 ® 8) @® (6) 6) (6) (6)

AA 5 mg/kg 577 116 75 54 498 198 150 126 438 251 199 173
+8 +5 *6 *7 *7 *3 *2 =X} +34 +7 +6 +7

(8) ® (8 8 @® 8 8 8) 4 O} &Y O]

AA 35 mg/kg 553 123 76 52 493 189 137 110 489 241 189 164
+10 +8 +8 +8 +8 +9 +7 +6 +13 +4 +4 +5

@® (8) (8 @) @) (8) (8 ®) 8) ®) (8 (8

AA 240 mg/kg 564 121 76 53 489 185 - 141 119 446 234 186 162
*5 +5 +6 +7 +19 +9 +8 +8 +24 +13 +13 *13

® 8 ® 8 ) ® 8) 8 ) @ n &)

Values represent as mean = SE (N)

Female
Before administration period 4th week of administration period 10th week of administration period
Dose Heart rate SBP MBP DBP Heart rate SBP MBP DBP Heart rate SBP MBP DBP
(beats/min)  (mmHg)  (mmHg)  (mmHg) (mmHg)  (mmHg)  (mmHg) (mmHg)  (mmHg)  (mmHg)

AA 0 mg/keg 559 125 81 58 528 189 140 115 515 226 176 151
+7 +5 *6 +7 +7 +3 *+2 +2 +8 +7 *7 +7

®) [€)) @ @) @) (8 )] @® .8 {8 8 8

AA 5 mg/kg 555 125 84 63 526 194 146 121 456 218 173 150
+7 +5 +5 +6 +7 +7 *7 +7 +=21 +13 +12 *=11

@ (8) (8) )] ®) (8 &) ()] (8) €] (8) 8)

AA 35 mg/kg 548 132 91 70 524 183 132 107 475 204 152 126
x5 *5 *6 +8 +7 *5 *4 *4 +21 *=6 +5 *5

)] @) (8) [€)] 8) €3] 8 @® (8) (8) (8) @

AA 240 mg/keg 560 125 79 57 539 189 139 114 508 218 172 149
‘ *7 *4 +4 *3 *4 *6 x5 *6 *18 *12 +=11 *12

8) @® (8) ()] @) 8 &)} 8 (8 (8) 8) (8

Values represent as mean = SE (N)

SBP, systolic blood pressure; MBP, mean blood pressure; DBP, diastolic blood pressure
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Table 4 Hematology of SHRSP given AA for 13 weeks by gavage

Male
b RBC Het Hgb Reticulocyte MCV MCH MCHC
ose
(X 10000/ul) %) (g/dL) %) ()] (pg) (g/dL)
AA 0 mg/kg 9726 46.0 16.5 715 47.3 17.0 35.9
+19.0 +1.0 +0.6 +0.3 +0.6 +0.3 +0.7
(5 (5) (5) (O] 5 5 (5
AA 5 mg/kg 990.3 46.9 16.7 9.8 x 47.3 16.9 35.7
+22.1 +0.9 +0.3 +1.0 +0.5 +0.1 +0.5
(4) (4) 4) 4 @ (4) 4
AA 35 mg/kg 966.7 456 16.2 8.3 47.2 16.7 354
+304 - +1.2 +0.5 +0.2 +0.3 +0.1 +0.3
7 9)] %) n @ (M )]
AA 240 mg/kg 958.9 46.8 16.5 7.8 48.7 17.2 35.2
+38.8 +23 : +09 +05 +0.4 +0.3 +0.4
@ ¢ @) @ @) N @)
5 WBC Neutrophil Lymphocyte Monocyte Eosinophil Basophil Platelet
ose
(X 100/uL) %) %) (%) %) %) (X 10000/uL)
AA 0 mg/kg 39.7 40.5 51.8 6.7 1.1 0.0 46.3
+3.2 +1.9 +25 +1.0 +0.2 +0.0 +9.2
(5 (5) (5) (5) (5) ® - (5)
AA 5 mg/kg 374 419 50.7 6.3 1.1 0.0 41.0
+1.7 +54 +6.0 +09 +0.1 +0.0 +3.0
(€] 4 4) 4) (4) 4) 4
AA 35 mg/kg 42.6 435 50.6 52 0.7 0.0 40.8
= +36 +3.3 +30° +05 +0.1 +00 +4.1
@) @) @ N )] N N
AA 240 mg/kg 35.6 52.4 42.3 45 0.8 0.0 412
+7.6 +7.1 +6.6 . +0.7 +0.2 +0.0 +2.6
@) @ ¥ n @ N @)

Values represent as mean = SE (N)
MCV, mean corpuscular volume; MCH, mean corpuscular hemoglobin; MCHGC, mean corpuscular hemoglobin concentration

*, significantly different from the control group p<0.05 (Dunnett's test)

(continued on next page)
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Female

Dose ‘RBC Het Hgb Reticulocyte MCV MCH MCHC
(x 10000/uL) (%) (g/dL) %) (1) (pg) (g/dL)
AA 0 mg/kg 1073.8 50.3 17.8 7.5 46.8 16.6 35.5
+25.0 +1.2 +0.5 +0.9 +0.4 *0.1 +0.1
(8) (8) (8) (€)] (€)] (8) (8)
AA 5 mg/kg 1066.1 49.2 17.7 6.9 46.2 16.6 36.0
+34.1 +1.3 +0.6 +0.9 +05 +0.1 +0.3
@)] (@) €} ¢)] [¢)) n @)
AA 35 mg/kg 1040.7 483 171 6.7 46.5 16.4 35.3
+173 +0.8 +0.3 +0.8 +0.5 +0.1 +0.2
@) )] (7 ) @) n ©)
AA 240 mg/kg 1062.8 49.2 174 6.4 46.2 16.4 35.4
+18.9 +1.2 +04 +0.8 +04 +0.1 +0.1
(8) (8) (8) (8) (8) (8) (8)
b WBC Neutrophil Lymphocyte Monocyte Eosinophil Basophil Platelet
ose
(x100/uL) %) %) (%) %) (%) (X 10000/ul)
AA 0 mg/kg 45.2 38.8 55.1 5.1 1.0 0.0 50.2
+3.1 +6.7 +6.6 +0.5 +0.2 +0.0 +48
(8) (8) (8) (8) (8) (8) 8
AA 5 mg/kg 41.9 29.9 62.7 5.9 15 0.0 49.5
*23 *5.1 +4.6 +0.5 +0.3 +=0.0 =+6.1
)] [¥)] @) (@) @) @) €]
AA 35 mg/kg 374 26.5 66.8 51 1.6 0.0 50.3
+28 +25 +24 +04 +02 +0.0 +99
) n ¢)) @) N )] [©)]
AA 240 mg/kg 38.8 344 58.6 5.9 1.4 0.0 50.4
+1.9 +6.3 +6.7 +0.9 *0.2 +0.0 +59
(8 (8) (8) (8) (8) (8) (8)

Values represent as mean = SE (N)

MCV, mean corpuscular volume; MCH, mean corpuscular hemoglobin; MCHC, mean corpuscular hemoglobin concentration
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Table 5 Blood biochemistry of SHRSP given AA for 13 weeks by gavage

Male

Total protein Albumin A/G Glucose Total cholesterol Triglyceride Phospholipid ~ Free fatty acid ~ Total bilirubin  Blood urea nitrogen ~ Creatinine
Dose (g/dL) (g/dL) . {mg/dL) (mg/dL) {mg/dL) (mg/dL) (mEq/L) (mg/dL) {mg/dL) (mg/dL)
AA 0 mg/kg 58 38 1.90 169 81 31 124 0.56 010 35 0.7
+0.1 *00 *+0.05 +7 +6 +3 =8 =007 +0.01 +4 +00
) (5) (8) (5) 5) (5) &) (5) (5 (8) )
AA 5 mg/kg 59 38 179 181 93 42 142 070 0.10 37 07
+0.1 =01 *0.08 £14 +9 *3 +10 +0.08 +001 *2 +00
@ @ @) O] @ (4) @ @ @ @ @
AA 35 mg/kg 5.7 37 1.91 174 84 36 125 0.55 0.10 32 08
+0.1 +00 *0.05 +8 +4 +4 E +0.04 +0.01 4 +0.1
[ ] m ] @ @ &) )] [©] ] @
AA 240 mg/kg 5.6 37 1.81 185 84 24 18 0.52 0.09 40 08
+0.1 +0.1 +0.10 +8 +3 +4 +5 +0.10 +0.02 +4 *0.1
®) ® ® ® (8) (8 ®) ® ®) ® ®
Ca Inorganic phosphate  Alkaline phosphatase AST ALT 7-GTP Na K Cl
Dose (mg/dL) (mg/dL) (%3] w/n /L /L) (mEq/L) (mEq/L) (mEa/L)
AA O mg/kg 10.0 6.0 422 114 7 1 1374 421 99.3
+0.1 +03 +28 +32 +30 *0 =16 *£037 +20
(5) (5) [&)] ) 5 (5) (5) (8) )
AA 5 mg/kg 10.1 8.0 482 83 40 1 137.1 4.48 99.0
*0.1 *05 +46 +5 *4 *0 *17 +0.71 +09
@ @) @ @ @ @) @ 4 @
AA 35 mg/keg 100 68 395 85 44 1 1358 388 96.7
+0.1 +04 *+25 *+4 +4 +0 +16 +0.33 +23
)] ] @ )] ] )] n )] @
AA 240 mg/kg 98 14 395 89 41 1 140.0 4.19 1020
+0.1 +086 *14 +4 *3 +0 *12 +057 *17
® (®) ®) (6) ®) ® ®) (®) ®)

Values represent as mean = SE (N)

(continued on next page)
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Female

Total protein Albumin A/G Glucose Total chols | Triglycerid PF holipid Free fatty acid  Total bilirubin Blood urea nitrogen  Creatinine
Dose (g/dL) (g/dL) (mg/dL) (mg/dL) (mg/dL) (mg/dL) {mEq/L) {mg/dL) {mg/dL) {mg/dL)
AA 0 mg/ke 57 37 1.78 163 94 51 151 0.74 0.10 41 0.8
+0.2 +0.1 #+0.05 +10 +3 +12 +6 +0.09 +001 +10 +0.1
8 (8) @ ® ® (8) ® ® ® ®) ®)
AA 5 mg/kg 57 36 1.80 165 95 56 149 0.69 0.08 29 0.7
*0.1 +0.1 +0.04 +17 +10 +22 +7 +0.06 +0.01 *2 +00
[©] ) m )] &) &) €] &) m &) m
AA 35 mg/kg 58 3.7 1.81 181 83 29 135 0.80 0.09 26 0.7
=01 +00 #+0.05 +5 +6 *3 +6 +005 +0.01 +3 +00
&) )] )] )] m m [©)] m )] ] m
AA 240 mg/kg 5.7 36 1.76 141 77 35 126 082 0.09 27 07
+02 +0.1 +0.06 +8 *5 +4 +5 +0.08 +0.01 +3 0.1
&) O] [Vl )] m m O] [ m n m
Ca Inorganic phosphate  Alkaline phosphatase AST ALT r-GTP Na K cl
Dose (mg/dL) (mg/dL) (U/L) (U/L) (U/L) /L) (mEq/L) (mEq/L) (mEaq/L)
AA 0 mg/kg 10.2 55 239 85 32 1 136.1 394 99.7
*0.1 *04 +18 +9 +2 +0 +1.7 +031 *17
@ ®) ® 8 ® ® ®) ®) @
AA 5 mg/kg 10.2 57 252 81 36 1 1343 3.76 99.4
+0.1 +0.2 *12 *6 +5 =0 *15 *026 +1.8
(] (] )] ] (&) o] ()] &) m
AA 35 mg/kg 101 53 207 79 33 1 136.9 3.48 103.2
*02 +0.3 *14 2 &1 *0 =04 +0.20 +08
m [©] O] @ (] m @ (] m
AA 240 mg/kg 10.0 6.4 226 79 34 1 137.5 3.18 1022
+0.1 +06 +23 +1 B +0 *04 +0.08 +11
[ )] €] O] ()] )] @ @ )]

Values represent as mean £ SE (N)

*, significantly different from the control group p<0.05(Dunnett’s test)
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Table 6

Changes in organ weights of SHRSP given AA for 13 weeks by gavage

Male

Dose w?e?:]l:t Brain Heart Liver Kidney (R) Kidney (L) Kidney Spicen‘ Testis (R) Testis (L) Testis Adrenal gland (R) Adrenal gland (L) Adrenal gland

® (& (g% (@ (% ®  (e® (g (g% (® (% (& (g% (& (g% (&  (g® ® {(e¥ (@) (gh) (mg) (mgk) (mg) (mgH) (mg) (mgk)

AA 0 mg/kg 2495 21840 089 1.3246 0.53 7.9504 317 1.0849 0.44 10784 043 21633 087 0.7024 028 14465 058 14679 059 29144 118 243 988 31.0 1222 5§52 2211
+136 *£00907 =006 +£0.0706 £0.02 05983 008 +0.0634 =001 #*0.0768 £0.01 +0.1399 %002 +0.0691 =001 #+0.0449 +0.02 #+00352 002 +0.0789 =+0.03 +0.7 *07 *44 =104 +39 068

) ) ) () &) ) (5) ©  © ® 6 (8  (5) ®  ® & ©® (5 ® ® ® ® ® (5 (5) )

AA 5 mg/kg 2297 22398 1.00 1.2934 057 7.6228 3.35 1.0549 0.46 10470 046 21018 082 05991 026 1.3593  0.60 13326 058 2.6519 1.18 272 1211 215 1212 547 2422
+189  £01602 +0.13 +00594 4003 +0.3441 £0.15 00817 £0.00 +00822 £001 +0.1637 001 400981 £0.02 00750 :0.02 +£0.1197 £003 £0.1843 005 +13 £132 +1.7 +090 +28 .£219

“@ @ (O] “@ “) @ (€} @ @ @ @ @ @ @ @ @ W @ @ “@ “@ W @ @ @ @ @

AA 35 ma/ke 239.7 2.1254 0.89 1.3277 0.55 7.6562 319 10958  0.46 10766 045 21724 091 0.6673 0.28 1.4281 0.60 14698 061 2.8979 1.21 244 1019 27.1 1132 515 2151
+53 +00862 003 00494 +0.01 +02251 *0.05 +0.0379 +0.01 +0.0313 001 +0.0673 £0.0t +0.0388 =00t +0.0362 +001 +0.0531 £0.02 #*00857 +0.02 +13 *049 *11 %046 +23 091

m ()] @ €] O] )] @ v} ¢] m ™ m o @ (OB o m m M m o m M

AA 240 mg/kg 2178 22308 1.05 12540 058 6.9866  3.22 09982 046 09558 044 1.9539  0.90 05763 027 1.3469 062 11562 - 052 25030 114 267 1246 213 1271 540 2517
+108 00848 +0.10 00374 =001 +0.3239 £0.07 +00459 001 #0.0350 £0.01 +0.0801 +0.02 +0.0513 +£0.02 00737 £002 +0.1717 008 +0.2309 +0.07 +0.7 £089 #1.0 089 *17 £1.77

®) ®) ®) ®) ® 6) ®) ®) ® ® ® ®  ® ®  ® ® ® ® (6 ®) ®) ®  (® ® ® ® ©

Values represent as mean =+ SE (N)
Female

Dose v‘vae(::;\lt Brain Heart Liver Kidney (R) Kidney (L) Kidney Spleen Ovary (R} Ovary (L) Ovary Adrenal gland (R)  Adrenal gland (L) Adrenal gland
(&) (&)  (g® (&) (g (&) (g% (O] (& (g9 (& (g% () (e (mg) (me) (mg) (me%) (mg) (mgh) (mg)  (mgh) (mg)  (mgh)  (mg)  (mgh)
AA 0 mg/ke 158.0 18432 118 10222 065 52437 332 06752 043 06459 041 13211 084 04086 026 296 1871 288 18.10 584 3681 289 18.50 315 2013 60.4 38.63
+4.4 400434 £006 +0.0274 +£0.01 4:0.2469 +0.12 +0.0105 +001 400098 001 +0.0180 #0.02 00405 £0.02 +16 =079 +24 *£1.16 +36 +162 +11 #1147 +12 +1.23 +22 4237
. ) @ ® ® @ 8 ®) ® ®) @ ® ® (8 @ @ ® ® ® ® ® ® ® ® @ @ ®) ®)
AA 5 mg/kg 162.8 1.8434 114 1.0396  0.64 5.3402 3.29 0.7046 0.43 0.6811 042 1.3858  0.85 04716 029 291 1784 217 17.00 56.8 34.85 309 19.00 328 20.15 63.7 39.16
+34 +0.0285 +0.03 40.0335 +0.02 402256 *+0.15 +0.0211 +0.01 #+00168 +0.01 +0.0356 002 +0.0311 £0.02 +19 £099 +1.1 0860 +25 £125 +3.7 +221 36 +213 +73 £433
o] (%] (¢)] m m &) )] €] m @ m m w o m o ] m m ) O] [©]
AA 35 mp/kg 169.3 1.7699 1.08 10520 0.62 5.3446 3.16 0.7064 0.42 0.6910 041 13973  0.83 04758 028 32,2 1892 ©326 19.26 648 3818 25.1 14.82 288 17.01 53.9 31.83
+43 0.0288 £0.03 +0.0285 001 +0.1813 *£0.08 £0.0201 +001 00303 +0.01 +0.0467 +0.02 400216 £0.01 +24 £110 =17 =101 +28 *=1.01 +0.9 +0.45 +11 +0.61 +19  £0.99
(@) €] ¢)] m ()] [©)] n [¢)] [N )] m o mn m  m m (€] [¢)] [¢)] [©)] 0] @)
AA 240 mg/kg 1663 1.8266 1.10 1.0477 063 53849 324 0.6930 042 06953  0.42 1.3883  0.84 04842 029 322 1942 313 1883 635 38.26 27.5 16.65 289 17.50 56.5 34.15
+35 +0.0491 2:0.04 #+0.0173 £0.02 +0.1417 =005 =0.0106 *0.01 +0.0120 0,01 +00191 £002 +0.0249 +0.02 +16 +£098 +06 045 +18 114 *1.1 +0.96 *15 +1.13 +24 197
(] €] )] N (%] @] O] )] ] @O o [N m m - m o [ )] [©)] m m )] [©)] m

Values represent as mean = SE (N)

*, significantly different from the control group p<0.05(Dunnett’s test)

Absolute weight and relative weight to body weight are shown



Table 7

Male

Histology of SHRSP given AA for 13 weeks by gavage

Group AA 0 mg/kg (n=5) AA 5 mg/kg (n=4) AA 35 mg/kg (n=8) AA 240 mg/kg (n=6)
-~ ® 4 2+ 3+ Pos - £ + 2+ 3+ Pos - & + 2+ 3+ Pos - % + 2+ 3+ Pos

Brain

Hemorrhage, cerebrum 2 1 1 10 3 3 0 1 0 0 1 4 3 1 0 O 4 3 2 0 1 0 3

Gliosis, cortex 1 13 ¢ 0 4 2 0 2 0 0 2 4 0 3 1 0 4 6 0 5 1 0 [

Infarct, recent 2 t 0 2 0 3 2 06 1 10 2 5 0 3 0 0 3 3 0 3 0 O 3

Cyst, cortex 5 0 0 0 0O 0 3 0 1 0 O 1 4 0 4 0 O 4 § 0 0 0 O Q

Edema 2 0 3 0 O 3 2 0 2 0 0 2 5 1 2 0 0 3 3 0 3 0 0O 3

Thickening, media, arteriole 4 0 1 0 0 1 4 0 0 0 O 0 7 0 1 0 0 1 5 0 1t 0 0 1

Infiltration, macrophage with pigment 4 0 1 0 O 1 3 1 0 0 0O 1 6 2 0 0 0 2 4 2 0 0 0 2

Venous thrombosis, middle cerebral 5§ 0 0 0 0O 0 4 0 0 0 0 0 8 0 0 0 0 0 § 0 1 0 O 1

Fibrin thrombus 5 0 0 0 O 0 3 0 1t 0 0 1 7 0 1 0 0 1 6 0 0 0 O 0

Dilatation, ventricle 5 0 0 0 O 0 3 o0 t 0 O 1 6 0 2 0 0 2 6 0 0 0 O [
Thymus

atrophy 3 0 2 0 0 2 3 1 0 0 0 1 5 1 10 3 3 2 1 0 0 3

Hemorrhage 5 0 0 4 0 0 0 O 0 7 1 [ 1 [ 0 0
Lung

Accumulation, foamy cell, alveolus 5 0 0 0 O Q 4 0 0 0 O 0 8 0 0 0 © 0 6 0 0 0 O 0

Edema 5 0 0 0 0 ] 4 0 0 0 O 0 g 0 0 0 © 0 6 0 0 0 0 o

Gongestion 5 0 0 0 0 ] 4 0 0 0 O 0 8 0 0 0 O 0 § 0 0 0 O 0
Heart

Thickening, media, arteriole 0o § ¢ 0 0 5 o 3 1 0 0 4 0 7 1 0 0 8 0o 5 1 0 0 6

Myocardial fibrosis/degeneration 1 1 0 2 1 2 1 3 4 3 1 [V ) 4 1 3 ¢ 4

Basophilic change, myocardium 5 0 0 0 ©0 0 4 0 0 0 O 0 7.0 1 Q0 0 1 6 0 0 0 O Q
Liver

Thickening, media, arteriole 0 2 3 0 0O 5 3 1t 0 0 0 1% 2 4 2 0 0 6 1 3 2 0 0 §

Pigment, greenish, Kupffer cell 1 4 0 0 0 4 1 3 0 0 O 3 5 3 0 0 0 3 3 3 0 0 0 3

Proliferation, bile duct 1 4 0 0 O 4 3 1 0 0 0O 1 t 7 0 0 0 7 2 4 0 0 0 4

Necrosis, fresh, focal 4 0 1 0 O 1 4 0 0 0 0O 0 8 0 0 0 0 0 8 0 0 0 0 0
Kidney

Nephropathy. chronic [ 1 5 [} 4 0 4 0 0 0 8 0 8 ¢ 0 0 6 0O 8

Inflammation, pelvis 5 0 0 0 O 0 4 0 0 0 O 0 8 0 0 0 O 5 1t 0 0 1
Spleen

Congestion 3 02 0 0 2 4 0 0 0 © Q 7 0 1 0 0 1 3 0 3 0 0 3

Hematopoiesis, extramedullary 1 1 3 0 0 4 0 0 4 0 O 4 0 3 5 0 0 8 1 4 1 0 O 5

Atrophy, follicle 5 0 0 0 O 0 4 0 0 0 O 0 7 0 1+ 0 0 1 6 0 0 0 O 0

Thickening, media, arteriole 2 2 1 0 0 3 0 3 1 0 0 4 3 4 1 0 0 5 2 4 0 0 0 4
Adrenal gland

Necrosis, focal with/without occluded arteriole 4 1. ¢ 0 0 1 3 1 0 0 © 1 8 0 0 ¢ O ] 6 0 0 0 0 0
Stomach

Abnormality 5 0 0 0 O 0 4 0 0 0 O 0 8 0 0 0 O 0 6 0 0 0 0 [
Testis

Atrophy, seminiferous tubule 4 1 0 0 O 1 2 2 0 0 O 2 7 1t 0 0 O 1 4 0 2 0 0 2
Epididymis

Cell debris, seminiferous tubule 2 2 t 0 O 3 2 1 1 0 0 2 4 4 0 0 0 4 2 2 0 2 0 4

Vasculitis 5 0 6 0 © 0 4 0 0 0 O 0 6 0 2 0 O 2 3 0 3 0 O 3
Prostate

Prostatitis 5 0 0 0 O Q 4 0 0 0 O 0 8§ 0 0 0 O 0 5§ 0 0 1 .0 1
Pancreas

No remarkable change
Small intestine

No remarkable change
Large intestine

No remarkable change
Mesenteric lymphnode

No remarkable change
Pituitary gland

No remarkable change
Thyroid gland

No remarkable change
Parathyroid gland

No remarkable change
Urinary bladder

No remarkable change
Eye ball

No remarkable change

-, negative; &, very slight; +, slight; 2+, moderate; 3+, severe.

Pos, Sum of the number of animals with positive finding.

*, p<0.05, significantly different from the incidence of animals with positive finding in AA 0 mg/kg group (Fisher's exact test).
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Female

Group AA 0 mg/kg (n=8) AA 5 mg/kg (n=7) AA 35 mg/kg (n=7) AA 240 mg/kg (n=7)

Grade - & + 2+ 3+ Pos - & + 2+ 3+ Pos - & + 2+ 3+  Pos - ko4 2+
Brain

Gliosis, cortex 5§ 1t 2 ¢ 0 3 4 1 2 0 O 3 5§ 0 2 0 0 2 4 0 3 O

Necrosis, focal, white matter 5 1 2 ¢ 0 3 7 0 0 0 0 0 7 0 0 0 O 0 6 0 1 0

Infiltration, macrophage with pigment 6 2 0 0 0 2 7.0 0 0 O o 7 0 0 0 O o 7.0 0 0

Cyst, cortex 6 0 2 0 O 2 5 1 1t 0 © 2 6 0 1 0 0 1 6 1t 0 O

Edema 6 0 2 0 O 2 5 0 2 0 O 2 5 1t 1 0 0 2 5 t 1 0

Fibrin thrombus 8 0 0 0 O 0 7.0 0 0 O 1] 6 0 1 0 0 1 6 0 1 0

Thickening, media, arteriole 8 0 0 0 O 0 7 0 0 0 O 0 6 1 0 0 0 1 6 t 0 0

Hemorrhage 8 0 0 ¢ 0 0 6 t 0 0 0 1 5 2.0 0 0 2 7 0 0 O
Heart

Thickening, media, arteriole 2 6 0 0 0 6 1 6 0 0 O 6 2 5 0 0 0 5 2 5 0 o0

Myocardial fibrosis/degeneration 3 2 3 0 0 5 4 2 1 0 O 3 8 1 0 0 0 1 2 4 1
Lung

Metaplasia, osseous 7 1t 0 0 O 1 7 0 0 0 O 1] 7 0 0 0 O "] 7 0 0 ©

Mineralization, arterial wall 8 0 ¢ 0 O 0 6 1 0 0 O 1 7.0 0 0 O 0 7 0 0 O
Liver

Fatty change, periportal 5 3 0 0 0 3 5 2 0 0 O 2 4 3 0 0 O 3 5 2 0 0

Thickening, media, arteriole o 7 1 0 o0 8 0 5 2 0 O 7 2 5 0 0 0 5 0 7 0 0

Pigment, greenish, Kupffer cell 4 4 0 0 O 4 6 1 0 0 O 1 7 0 0 0 0 0 7 0 0 0

Proliferation, bile duct 4 4 0 0 O 4 3 4 0 0 O 4 1 6 0 0 0 6 3 4 0 O

Single cell necrosis 6 2 0 0 0 2 3 4 0 0 O 4 3 4 0 0 O 4 6 1 0 0

Microgranuloma 7 1t 0 0 0 1 2 5 ¢ 0 O 5% 4 3 0 0 O 3 7 0 0 0O

Fatty change, zonal 8 0 0 0 O 0 [} 1 0 0 0 1 7 6 0 0 0O 0 6 1 a 0
Kidney

Nephropathy. chronic 0 0 5 3 0 8 a 0 5 2 © 7 o 0 5 2 ¢ 7 [} 4 3

Mineralization & 2 0o 0 o0 2 7 0 0 0 O 0 7 0 0 0 O 0 7 0 0
Spleen

Hematopoiesis, extrameduilary 1 5 2 0 0 7 3 2 1 1 0 4 0 4 2 1 0 7 0 6 0 1

Thickening, media, arteriole 7 1 0 ¢ 0 1 5 1 1 0 0 2 4 3 0 0 © 3 3 3 1 0
Stomach

Erosion, glandular stomach 5 0 3 0 0 3 6 0 t 0 0 1 7 0 0 0 O 0 7 0 0 0

Epidermal cyst 7 0 1t 0 0 1 7 0 0 0 O 0 7 0 0 0 O 1] 7 0 0 0
Large intestine (Cecum)

Erosion 8 0 0o 0 © 0 § 0 1 0 O 1 7.0 0 0 O 0 7 0 0 0
Pituitary gland l

Cyst 7 0 t 0 0 1 7 0 0 0 O 0 7 0 0 0 O 0 7 0 0 0O
Thymus

Atrophy g8 0 0o 0 0O 0 7 0 0 0 O 0 7 0 0 0 0 0 6 t 0 0
Harderian gland

Cellular infiltration, lymphocyte 8 0 0 0 0 0 6§ 0 0 1 0 1 7.0 0 0 0 0 7.0 0 0
Pancreas

No remarkable change - = = - - - - - - = - - = = - = - - - - =
Small intestine

No remarkable change - - = = = - - - - - - - - - - - - - - -
Mesenteric lymphnode

No remarkable change - - = = = - - - - - = - - e - - - - -
Adrenal gland

No remarkable change - = - = - - - - = = - - - - - - - e
Thyroid gland

No remarkable change - - - = = - - - - - - - —- - - - - - - -
Parathyroid gland

No remarkable change - = = - - - - - = = - - = - - - - e
Ovary

No remarkable change' - - = = - - _ - = = — e - - - = -
Uterus

No remarkable change - = = - - - — - — - - - = = - - - - = =
Urinary bladder

No remarkable change - - - - = - —_ - - - - - - - - - - - -
Eye ball

No remarkable change - - - - = - e - - - - - = - - - - =
Submandibular lymphnode

No remarkable change —- = e e - —_— = = = - - - - - = — - - - -
Aorta .

No remarkable change - = = = - - = = = - - - - - - = — - - = -

R -
O = =N O =W

o ©
o o

© oo oo oo =}
o

- - s O NN

o

-, negative; &, very slight: +, slight; 2+, moderate; 3+, severe.
Pos, Sum of the number of animals with positive finding.
*, p<0.05, significantly different from the incidence of animals with positive finding in AA 0 mg/kg group (Fisher's exact test).
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W R e B I G (R DB AT R E TS )

oA ZE R

— 7 7% F VB O IENDZEOFHE —

wtgerEE  WEHALT MIIATEEAEMERSRIZEE Y S — - ER

MREE \
7% FrB (ARA) HHRICEL 2 REBREBNOEELFADL2D, TF A MT UHlk) b
) (DSS) FHERBRKETIVT v PEHW, ARARSICL 5 EE LA, EBRTIE.,
MM Wistar ¥ v M2 ARA 0. 5. 35 7213 240 mg/kg %= S EARIREES L. 588 (7THMH)
WEARIEAREFET 572012 DSS % WATH S L7z, £ 72 . DSSHEGHERTH 5 PR T 5720,
BIUEFEEW~D ARAFHEOEZELTL720, DSS %5 LW (K54 8 AR,
ARA 0 %7213 240 mg/kg DAH¥EST) bHRE L2
RIEBIRG DT L728W % f\ 72 DSS HSEIC BV TId. ARAS B £ U535 mg/kg #%
Bl aBEIE, BEALRDLNR D 5720 —F 240 mg/kg 512 5. FHERS
S OVFERER LA & ) VBRI A EE ARA EO¥EN. KB ORERE/L, KBHMETHA
BOFEORBEELEEOENN. KBHEKRICBTAY 707y —VORBOEN. KK
myeloperoxidase {EMED LA DFED 57z, DSS IEHRGEICBWTIE, ARA 240 mg/kg %5
& 0. IMEET ARA BB L O ARA LD EF, EP/ARA KOBETHED SNIZDOAT,
DBDFEIL A S N2> 720
DEzgedbe, 9 M ARA 5. 358 L0240 mg/kg = SBREES L. ZO&REHEIC
DSS #5552 & o TRBAEFETLE, 5BLU 3B mg/kgHSICEAPEIZIFLALTDS
N hrols, — 240 mg/kg G L o Tk, KIGORIE THEBOEE, MPO EED L&
w7077 —TORBEOEME. KIBEMEET HITEEIRIBS N, ZOHEE., &
FO1HENBZEDH S0 EICHLBTAIETH 72, T2, EFEHIIB VT, 240 mg/
kg %512 & o TII# ARA B¥05 L O EPA/ARA IR TS50 5N/ LA 5, Inak

KIZEELE 2 2OPEPIZONTIE. EHICHIESULELEZ SN b,

A WHEHEY

7 7% F B (ARA) OFieDS, JEMRESE
BTG R LDPEBPFANLIEEZEE L,
ARA 235 L7297 v MCREMKRB K% 7HE
TETFALNT UBERT MU v A (DSS) TiE
O#RS L. BESINTCRBROBESLHEESE
AR 720 $£72.DSS 28 E L W EE L REL .
ERSY~NOFBOFELFMT LI L bEH

& L7z

B. Wt5E 5%

1 2

MEYE Wistar 7 v b (Sle:Wistar, 4 85, HAE
TAINY—, §) 60 CzBAL, 1HEKD
Mg - BIb 1 B 10 IC 6 BR IS 73T 7o 22T
ARA 0. 5. 35, 240 mg/kg. KBERFELR L
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ARA 0 BXU°240 mg/kg BEL L72o EIWIIE.
IR 210 ~ 250°C. ¥ 400 ~ 75.0%. &
RER 15 | /BRI B X OB A 2V 12 KR
(7~ 198F : FST. 19~ 7B JHIT) O&HT
BHIN-HBTENCTHEHBELL (HEFER
LIE/ =2 (&BEEEKRT — Y, 220 w X
1 270d x 190 h mm))o E72. 5%EA (25%
I — R, 125% %/ — S, 125% KE i, 48
HEw) /8 CE2 (HEZ L7, BR) B&

UOkEA (REFHAERGA) *HEERSY

725
2. %5 ,

ARA & 4 7 (Lot No. 10050701, CABIO.
HED) % 7HEALTRAWERESE L.ARA 0.5,
35 B £ U8 240 mg/kg (574 E 06 mL/kg) %
SEMEHMEEO®RS Lz, ZBEIER.
ARAEBY T XAV IPREZE LTHEELT
W3 1HERELZEZREEHAE. H50%
rEHEL L.

3. DSS FEIAEMERIG J D 1EH

ARA 5% 880 7 HH. 3% DSS ¥ (F1
FAIEE T 2 W) 2K Y v CHEER S,
4 HAEB L OHIE :

AIEBEMIZE C G0 T L7228 % Fv7o,

PG EARA T 5, SIHEET 18 ~ 24 BRI A &
. RV RNV ES =V R T ARREET T,
JEEAREE IR SR L 7z (BREH] © MUEFRIR
ZRIZEDTA 2K, M4 LFEHRERSB L U
FEBRAH BB ZE R I E A3 V)0

MEERIBRA T, RmEREL, BmERkEr, B
ERHE, FRIRARIER LR, VM, ~< b 271 v
CME. MERE. FEHROEE. Fgikimskin
e, FHRMERNEREE 4 HE L (I
HEISHTEE. XT-2000iV. YA A Y7 A),

MEA L EHRETIZ, MEH» 5 M2
B, Ry N7 RE (TP), TIVT7 I VigE
(r ALB), ‘A/GH. 7V a—Z2EE (Glo).
WMILVATE—VigE (TO. P71 ET
1 FigE (TG). V VIgEiEE (PL). s
FEERIEE (NEFA), YU IVE VEE (tbil).

REEFEE BUN), 7V T7F =V REE
(Cre)y 9 -ZIWFINITVARTFF—F
EM (y GTP), 7VHY T+ AT 75 —F
EE (ALP), TANTFUVB7I /) S VA
727 —EEE (AST), 79=v73 /7
VAT T—EiEE (ALT). Z V7 LEE
(Ca) JEW) VB (IP) (MLE.BHESIEE.
JCA-BM6010. HAEF), M) oAt
BE (Na). 7V LAF VigE (K), EEA
T vigE (C) (Ulb. 2EHERLESITEE.
EA05. ZA 7Y F74—) %#lEL
MAEFRERAEE OBl Tk, D 5 Mm%
5. Bligh and Dyer ® A 1) 12 & 0 fdgEs 5
BIRE 2HIH Uize v IVIITEEYE & L
T N7T¥ 75 8 (170, Sigma. St Louis.
MO) %Iz 7z 2B LA EEN A
ST CEERLZ, ZNIZ5%HCE A% /) —
Vo GREAbEL. HERE) % 2 mLinz. 100C. 1
B CRRREE A F )V T A 7 VEEEMRIL L7z, B
B, KEAWMI—T V% 2 mL $oMmz LB
(BT —7VE) 258 L7z, ¥vET1)—
7195 (J&W DB-225. Agilent. Loveland.
CO) #EZELI-TAZ7a<x 2797 (GC-18A.
EEIVEFT. FE) 10X ) MR ORI E
Bz L7z,
JREZIRE T B EIR L 3B,
HR O AR EISE & EhE L7z B, (OB FFHE.
ThE. M. BEBLUBEOBREEEYASE
L., ffeCHhERE HEVEE) 2EH L7
F7z. M. TEME, KRER. BRI (BER/ME
REAON: [N N K- SE AN N
B, . BB, B, 2B, 2B, mE.
AT CoNE, R, BRIE, MRS LU
BpEEERE L. A PFVY Y 2D
v (HE) @Rz 1E8 | CREMBZIC
RE L7z, REIZ, HBRES I UUSHEFO
WZoWTITo7z CEZHRG  BEBLURE
BERIT77 VBICEZEL. 2OMORE - M
BIZ01 MY VEEEE 10% R IV~<) VBT
BHIEKRBIZOWTIE, vy Yy b s a—A
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(MT) g@ritv, SHELe s il L7, T72.
KipxHHLT, RSBLUEELHEL, B
fRSL)VOKRBEELEEH L7,

KBHEIC BT~ 07 7 -V OREZE
s 2720, FEREBLIVCEHEROZFIOK
PRl AR 2 E L. CD68 DRELRE 1T -
720 MBI 2B ST 7 4 VL L, PURRTE
IEBLUOEFERSOTO Y XV T D%, —
WAL (CD68. Serotec, 1:500) Z# Wi L T
4 ¥ Fa~x—1FL (4C. overnight). ZKH
1& (Simplestain MAX-PO. Nichirei) % ¥ Il
LTERT205HA YFaX—1 L7, &I
3.3-diaminobenzidene (DAB) % @M L THEE
ST, T A 5 HER OG5
AL, BAEBELZ)OMEER L,

KEOU S ADSEEZEHEY 2720, TV
T TN =Gt B 4T o 1o TRIERARREER L &
D LES4 cm OERFE T, K% B#FMICYH
L. 3%BEERAATRIC 5 4 MRIE L7z, FBEIK
THE LI 1% T VYT ¥ TV — T 20
SEIGE L. BREAT CHE L CEEBE L
(COOLPIX5700, =2 ), EFBIM (U5
AEBAL) OEFEZEIE L (Image ] 144p). K
PARE R O a IO ST EH LT,

RIEME < — 51 — T H 5 myeloperoxidase
(MPO) &M % 52 L 720 RIGHBE FE D & —
L. TEROF v b EHWT MPO EEZ HZE
L 7z (Myeloperoxidase Activity Assay Kit.
Biovision) o

(ZEZ )

1)Bligh EG, Dyer W], A rapid method for
total lipid extraction and purification. Can. J.
Biochem. Physiol. 37, 911-917, 1959.

(RHEE~DEE)

(e O EERCEEICET 5 %] (B
48EI0A 1 H, BES 1055, FHRI8ES
A 2 H—8ik) . [EBREYoFER MREIL
NCEROERICET 2 E#E ] (PRl 1844 A
28 0. BEAERES’RT) BLU [ELEFH

BOFET HEREEIBIT LEYEBREDE
MBS AR (FRISFE6H1H. #
Z555 0601001 &) ] ZE5F L. [HEEAERE
EEY vy —RRNEH B ERICET 518
#t] CPRt2410H 1B, PE22€ 108 1 H
WIE) WCE D HIRETEE 2B L. FETSET
B EBRTESICL D2BEVITOIL. EERENY
AT AEIYEE L OBEES. HENEELE
ETHDHIENREREENTVL (ERBYEE
LHAERFES 2100030A)

C. Wrgeis R

IR A

XTEREE & LB L ¢, 240 mg/kg BF O HERIL
BLOHEREOETB L) v 3kto L&
PR oL (K1), Lo LAEKRFEIZA
LNl RMERICITHED RO LNk
Poiz (FBRIITRET),

MEAALF R
BEEHICBNTHBZIRO N o7
(£ Do

I3 i 0 BR AR B

DSS FE ARG 4T T IVIZB W T, ARA 240
mg/kg BEOIMAEH ARA iBE X, ARA 0 mg/
kg HEHELT, AECEEZR LIS, &
PERFERIC 50 A ARA O EI& 13, BEMZN
holz (M2). LoL, KBEEZFEL T
2 WIEEEYIC BV TiE, ARA 240 mg/kg
HOARABEBLIUEAOEL L D, ARA
Omg/kgBEL I L CEELXR L. 72,
EPA/ARA IiE. RIBHRETFTIVIZBWTIEE
B0 SN o oAt EFEWICB VT
12 ARA 240 mg/kg B THEIVBIEL R L7
GEEE

BHEISEO LN ro7z (R2).

WHERER %S

R OBERELE, HBRETIIIFATH- 720
WX L. 5B L U240 mg/kg FEIZBWTEN
FNTBLU6HTH-7 (53,

FAR AR 2R



BB L UEBOME TEBOFE L, xR
EHEL T, 240 mg/kg BEIZBWTEHEE I
D ONAEMDH ) ZOREITE NP7 (&
4BLUBELIBLIU2),

AEBEEH
HHMEIZD OGN o7z (k5).
KEGFEIEIZ BT 5 CD68 B EMia D3I

ARA 240 mg/kg BEDRIFHEIEER D CD6S
WHER (w07 =) OFFIL £HS
b ARA Omg/kgHEHB L CTEEILS o7z
(H3BLUBE1BLU2),

U5 AHED HE

TN T VT Ih—T8E L7205 AL,
ARA 35 3 & U8 240 mg/kg S BICB VTR E
WEADIFRD NI EEEIT R D072 (K 4),
MPO &1

ARA 240 mg/kg BEOKH MPO EHEIZ. ARA
Omg/kg (KTHE) BEE B L CHEICEEEL R
L. BEKREESBED 67z (’5),

D. B%#
REFFEDORERH» S, ARA % S ARES L. &
B DSS SIS L ) BEEKRB AT FEL
725 v MIZBWT, ARA 5 mg/kg B L U835
mg/kg DEFIZ L - Tid, 1T& A ECEENE
DN o7ze LA L. 240 mg/kg 553
FEZRET 2 Z LWBD BN TILEHIR
m?D 1 HENEZEOH 50 FICHYT5ET
B, Flo, KBHEREOBWEHEAEICL -
THROLNTEATH o7 INLDT EH 5,
ARA HRe D RFEMERIG K % B | RET 5 1]
BEMEIIERWEZEZ 5N b,

FIEDE G T 2 EEIIEHFET 5. FEIC
LoT, ARAWRBICLIABEDEED HVIZ
FENPROONDLHEVER LT REENS 5 72
B FEERBREUNOREMEREBICELTD
WP ULETHHEEZ b,

MEEFR ORIEITERIC SO 5 ARA OE AL,
EEEICBWTIE, ARA 240 mg/kg %512
Lo THIML A, RIBEEWICBV-CIEEEm

Ledrolze REIZBWTIZ, ARA 7 A4 —
FOREDMRAE LT B T EEEATRIR S iz,
M @ EPA/ARA Hid, L&A XY b %
FHTEFHHROVA s 77 75— LTHERB%
£DHT 5B, EPAICK LT ARA DL 2D,
EPA/ARA BMEL % B &, B A7 05
FHEEZLNT WD, KIFFETOIEFE D
M4 EPA/ARA H 1. ARA 0 mg/kg B & I
LT, ARA 240 mg/kg BECIIARITEMES
RL720 COEPLIMEANY MDY A7 %L
AXEDLHO0E) D EPA (F7213 DHA)
RS LB a8 89 5 b D hE, K
TSR 5o 205, BEeIIEIT A
72O DIEHRIRBED720IITE S ICHFFE R #ED 5
VEDRSHDEZEZ D, EERTHEEINLSE
ERRD, —HREBEEVFEHICERTE 28R
THHEVI)BERIIEEZLEZ D,

E. %

8 R D ARA 55 X U835 mg/kg 512 & o
T EYFERGRETVT v MIBWT, B
EREMERO LN o7z, Lo L, WK
mO 1 HEREZEOH S50 FICHEL T 5 240
mg/kg 512 L o T, RIBOMET HEE D F
FEoBEN, #EE~— 5 — CTdh b MPO iEHED
ER. w077 - VOREBRENZD SN
ZEhn, ZOREICBWCIEREERE LD
1RIET 5 BEMEDTRIZ S M7z,

F. TR R
(Fo#Es)

G. WFZEss&R

L RsE EL

2. FREHE
HABEXEFAE 0BRSS, 011459HF2~340
(BHEERFT), Journal of lipid Nutrition 20.2,155.2011
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