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1. B&Y

o LTI URO-NRTOTA 2F S C 2BEEETEI A0SR
BAERET SERIENE X 5N B0, KBRENAITHT S in vivo TOERIZ
EEASRTRRN, —F, 1L3EERD L 2ADBRALA 7:3 TH3IT7 )
70—V DAG)EZVRANTHREN TN, o T, INSDRREH
HOREFLBNTERT 5 LPRETHEINEI NERBTEHENH B,
TIT. DAG ORBEVAREEAOEEE, TVFIAF Lo THRE
N2y bFORBTRT 2 NI UTMERY Apc /v 779 M 2z BT
LIRS 2B EEREE LTRE U,

2. RBGIA

D DAGDTYVF LAY LERESY MABT I h 7 VT N T3 —1 X (ACF
EERIZ g 2R '

L IWRUEERT D FI-NOEBD, M F344 5 v MNORBERR AW
B Azoxymethane (AOM)% 15mg/kg RET 2 B FES L. BRMETHS
DAG % AOM #E5DETA L DKRBK T ET 4 . 0. 1.375. 2.75. 55% D
ETRERZEL. KBEFVIULEES. AFLTN—RE0, ERET
T ACF- 288U, BHlIL /=, ERBEEIT AIN-93G Z2EWE, AIN-93C IE%
AREMZ T%EET 20, AERTE. BEL LU TKIMHM (Y ZU+EY B, TG)
2 55%EH RO -2 —F TEEMAF-HE AIN-93C A7, DAG
BERTI. DAG OH7E0 TG 22 LEE, A TIEEN 55% &3 LS50
Ules 72, SRS T MV TV 2 KR AIN.76A (58110 — i 5%)
EDHB BT 7=,

KRR

Group A-1 (n=12): AOM + AIN-76A

Group A-2 (n=12): AOM + AIN-93G

Group A-3 (n=12): = AOM + AIN-93G-1.375% DAG
Group A-4 (n=12): AOM + AIN-93G-2.75 % DAG
- Group A-5 (n=12): AOM + AIN-93G-5.5 % DAG
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Group B-1 (n=6):  Saline + AIN-76A

- Group B-2 (n=6): -Saline + AIN-93G

Group B-3 (n=6): Saline + AIN-93G-1.35% DAG

Group B-4 (n=6): Saline + AIN-93G-2.75 % DAG

Group B-5 (n=6): Saline + AIN-93G-5.5 % DAG

B8 3 L. RBHREERRE. BOEFLTY CERE,
HEF 60+30=90 . (30 g—3)

2) DAG®D Apc /v 77U M RICBITBERY) —THRICHT 2
ENOFREERBRIBEDOTT NI D ATHD, Apc BIETFICEREED Min
RO, & EbiE M) U RY RILEZRET S —F. BicikRY —
THERFELET B, Min IUZEAL, BRY—TREICHTS DAG OB
RE (6EEBPS 15 B8 E TR OFERBRN Uiz, £, BFAER (wild-type,
WD D=9 ZITHFAMIC DAG DIRFER G 27/, I>ho—iLbE L,

LB s
Group 1 (male, Min, n=12, WT, n=6): AIN-76A

Group 2 (male, Min, n=12, WT, n=6): AIN-93G

Group 3 (male, Min, n=12, WT, n=6): AIN-93G-1.375% DAG
Group 4 (male, Min, n=12, WT, n=6): AIN-93G-2.75 % DAG
Group 5 (male, Min, n=12, WT, n=6): AIN-93G-5.5 % DAG
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14 AOM FER G TIRBI SN TN o 7225, AOM 58 Tl DAG OEED

BTN EEENS WERNA SN,
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BTIL AIN-93G ERSEEEICH A, Y1 X 1 @ ACF ¥iigho =8, 31
X 2 Bl E®D ACF EiZd i wWdmais shi,
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X1

Group 1
n=9, 3

Group 2
n=9, 3

Group 3
n=9, 3

Group 4
n=9, 3

Group 5
n=9, 3

Experimental Design

28 days

Animals: A total of 90 male F344 rats, 6-weeks old

Group 6
n=3, 3

Group 7
n=3, 3

Group 8
n=3, 3

Group 9
n=3, 3

Group 10 [

n=3, 3

1 : 15 mg/kg b.w. of AOM, s.c.

? : Saline, s.c.
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15.0

14.0

13.0

12.0

10.0

9.0

Food Intake

1W 2W 3W

4W

—&— groupA-1
—&— groupA-2
—a&—groupA-3
—— groupA-4
—®&— groupA-5
=l k== groupB-1
---F--groupB-2
---A---groupB-3
---C---groupB-4
---O---groupB-5
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| —=— AOM+AIN73A

—#— AOM+AIN93G

—&— AOM+AIN93G+DAG1.35%
—&— AOM+AIN93G+DAG2.75%
—®— AOM+AIN93G+DAG5.5%
---F-- saline+AIN73A

---F - - saline+AIN93G

---A--- saline+AIN93G+DAG1.35%
---{---saline+AIN93G+DAG2.75%
---0---saline+AIN93G+DAG5.5%
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£1 Effect of DAG on AOM-induced ACF in Rat Colon

Treatment with AC ~ ACHcolon AGs/colon ACaftocus.
AOM + AIN-76A 9/9 323.3:82.0(122%)  664.9 = 183.5 (126%) 2.02 + 0.06**
AOM + AIN-93G 9/9 266.2x727 (100%)  527.8 = 147.4 (100%) 1.90 + 0.08
AOM + AIN-93G-1.375%DAG 9/9 259.2 = 60.9 (97%) 489.0 + 124.1 (93%) 1.85 = 0.10
AOM + AIN-93G-2.75%DAG  9/9 269.6+38.3 (101%)  507.5+ 84.0(96%) 1.90 = 0.09
AOM + AIN-93G-5.5%DAG 9/9 253.7 + 60.1 (95%) 418.9 + 98.0 (79%) 1.70 = 0,110
Saline + AIN-76A 3/3 43+ 2.1* 4.7+ 1.5% 1.17 £ 0.29
Saline + AIN-93G 0/3 0 0 -

Saline + AIN-93G-1.375%DAG 0/3 0 0 -

Saline + AIN-93G-2.75%DAG 1/3 03+ 06 03+ 0.6 1.00
Saline + AIN-93G-5.5%DAG 0/3 0 0 -

Average + SD
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H4 Effect of DAG on AOM-induced ACF

AIN-76A
AIN-93G
93G+1.375%DAG
93G+2.75%DAG
93G+5.5%DAG

200 - i

Np. of ACF

100

Rectum Distal colon Middle colon Proximal colon
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Effect of DAG on Size Distribution of AOM-induced ACF

[X15

39
i
2z
<<
=

375%DAG
75%DAG
5%DAG

93G+1

93G+2

93G+5

*P<0.05

200
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X16

Serum lipid level

700

600 1

500+

400 1

200"

100 -

Effect of DAG on Serum Lipid Levels in Rats

AOM+AIN-76A
AOM+AIN-93G
AOM+93G-1.375%DAG
AOM+93G-2.75%DAG
AOM+93G-5.5%DAG
Saline+AIN-76A
Saline+AIN-93G
Saline+93G-1.375%DAG
Saline+93G-2.75%DAG
Saline+93G-5.5%DAG

* P<0.05
** P<0.01
300 - *** P<0.005
**x* P<0.001

TG(mg/dl) T-Chol(mg/dl) PL(mg/dl)
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2 Effect of DAG on Serum Lipid Levels in Rat Colon

Treatment No. of Triglyceride Total cholesterol Phospholipids Free fatty acids
samples  (mg/dl) (mg/dl) - (mg/dI) (LEQ/)
AOM + AIN-76A 6 123.7+45.8 (107%) 90.3 = 7.2 (126%)*** 163.0 = 16.8 (109%) 530.8 + 87.1 (106%)
AOM + AIN-93G 6 1156.2+11.7 (100%) 75.2 = 3.7 (100%) 149.5 + 6.5 (100%) 501.8 = 146.3 (100%)

AOM + AIN-93G-1.375%DAG 6 84.8 + 16.6 (74%)** 69.8 + 2.2 (93%)* 139.2 + 4.1(93%)*  481.2 = 117.2(96%)

AOM + AIN-93G-2.75%DAG 6 93.7+23.4(81%) 76.0+9.9(101%)  144.0+17.1(96%) 394.8 = 101.0(79%)

AOM + AIN-93G-5.5%DAG 6 843+23.4(73%)* 71.8x6.5(95%) 138.2 = 8.9 (92%)*  352.7 = 113.5 (70%)

Saline + AIN-76A

Saline + AIN-93G

Saline + AIN-93G-1.375%DAG
Saline + AIN-93G-2.75%DAG

Saline + AIN-93G-5.5%DAG

6

6

6

134.8 = 53.6 (133%)
101.2 + 22.6 (100%)
97.5 = 16.6 (96%)
105.0 = 17.9 (104%)

87.5 + 23.4 (86%)

91.2 * 6.9 (125%)***
72.7 + 7.1 (100%)
70.0 = 6.0 (96%)
73.8 + 9.0 (101%)

70.8 * 10.1(97%)

166.7 + 18.2 (117%)*
142.0 = 13.0 (100%)
137.0 = 13.2 (96%)
139.8 + 16.8 (98%)

134.3 + 18.7 (95%)

379.5 = 71.5 (101%)
377.3 + 82.5 (100%)
341.3 + 42.5 (90%)

414.7+ 66.3 (110%)

357.8 = 67.5 (99%)

Average = SD
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Body weight (g)
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= 3

Effect of DAG on Intestinal Polyp Development in Min Mice

No. of polyps/mouse

Treatment No. of Small intestine ‘
mice Colon Total
Proximal Middle Distal

AIN-76A 9 9.4 x1.4°7 24.0+4.4 50.0 =+ 8.9 13203 84.8 +13.8
AIN-93G 9 9.9 +1.1 27.1+4.3 47.0 £ 6.5 0.9+04 84.9 = 10.7 (100%)
93G-1.375% DAG 9 11.2+2.0 33.3+5.3 52.2+7.0 1.0+0.2 97.8 = 14.0 (115%)
93G-2.75% DAG 8 13.4 = 2.0 26.3 3.5 51.8 7.7 0.9x0.4 92.3 = 10.0 (108%)
93G-5.5% DAG 9 12.2 £3.5 28.2+8.5 546115 1.0z 0.3 96.0 = 22.8 (113%)

? Mean X SE.
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Effect of DAG on Intestinal Polyp Development in Min Mice

120 - m AIN-76A

O AIN-93G

m 93G-1.375% DAG
93G-2.75% DAG
@ 93G-5.5% DAG

No. of polyps/mouse

o M F7Z L 7 _ -
Proximal Middle Distal Colon Total

Small intestine
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# 4

Effect of DAG on Serum Lipid Levels in Min Mice

Genotype Treatment No. of Triglyceride Total cholesterol Free fatty acids
mice (mg/dl) (mg/dl) (LEQ/I)
Min AIN-76A 12 196.9 = 52.7° 99.8 +9.0 893.3 +117.3
AIN-93G 12 239.5 +64.7 (100%)  96.3 9.1 (100%) 786.3 = 122.1 (100%)
93G-1.375% DAG 12 354.8 +77.5(148%) 104.7 6.4 (109%) 791.4 +73.3 (101%)
93G-2.75% DAG 1 285.4 = 91.1 (119%) 99.1 +10.2 (103%) 766.3 + 89.9 (98%)
93G-5.5% DAG 11 328.9 £95.6 (137%)  119.1 % 9.9 (124%) 817.0 + 89.4 (104%)
Wild-type AIN-76A 6 45.2 = 15.0 83.2 £ 26.8 737.5 £ 169.6
AIN-93G 6 26.7 6.9 (100%) 70.8 = 17.7 (100%}) 691.0 = 127.5 (100%)
93G-1.375% DAG 6 35.8 +10.7 (134%)  65.2 = 15.8 (92%) 529.8 + 112.6 (77%)
93G-2.75% DAG 6 27.3 + 7.5 (103%) 72.2 = 18.8 (102%) 737.0 = 129.5 {107%)
93G-5.5% DAG 6 36.2 = 8.4 (136%) 88.3 +18.6 (125%) 815.7 £ 196.3 (118%)
4 Mean % SE.
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The Ratios of Cholesterol Lipoproteins
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