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1 Table 1 Protective effect of canolol against DSS-induced colitis (at day 7).

Body Liver Length of large
Group weight (g) # weight (g) ~ bowel (cm) # DAI* #

OO~ WN =

Normal 44.5+£3.5%% 3.1x0.7 16.6 £0.4%* - 0

1 DSS 397449 24406  10.0+£08  96+03
12 DSS +0.1% canolol ~ 46.4+2.4* 28+05  12.8+0.5% 5.2 % 0.7%%

15 DSS + 0.3% canolol  46.9+33*% 2.7+0.5 13.3 & 1.0%* 3.7 £ 0.6%*

2  Data are means * SEM,:'n =6-10.
21 3  ®See text for details.
23 4 * P<0.05, ** P<0.01, versus the DSS group.

26 5 #, P<0.05 by one-way ANOVA.
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Table 2 Suppression of AOM/DSS-induced colon carcinogenesis by canolol (at 6 weeks)

Incidence rate and multiplicity

Body Liver Length of of tumors
Group . . large bowel — -
weight (g) weight (g) (cm) # Tamor Tumor
incidence rate  multiplicity #
AOM/DSS 44.0+33 20+£02  87+06 100 10.8+ 4.2
AOM/DSS + 44.6+6.1 2.1+0.1 10.9 £ 0.9* 60 53+£2.7%
0.1% canolol
AOM/DSS + 44.7+1.9 2.0+0.1 10.7 £0.3% 57 5.6x2.7%
25+04 13.0+£09** 0 0

Normal 48.0 £ 427

Data are means = SEM, n = ‘10——20, :

* P <0.05, versus the DSS group.

#, P <0.05 by one-way ANOVA.
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1 Tablé 3 Chznge in RBC, WBC, hemoglo‘byih, and plasma liver enzyme }e‘#’eis and kidnéy

2  function after feeding canolol (0.3% for 6 weeks) treatment of ICR mice'

OO ~NOOAWN =

RBC (10%/ul) WBC (10¥ul) . Hb (g/dL)

12 Normal 99224359 304+£42 16.0£0.6

14 5

15 Canolol 953.0 £20.2 28.8+1.9 15.1+04

20 BUN - Cr AST ALT LDH

22 ‘ (mg/dLjf " {mg/dL) (IU/L) (IU/L) (IU/IL)

24 Normal 20.7+08 0.15+£002 673+£28 284422 1383.0+54.7

Canolol® 215413 0.13x£000  651x45 37.6 242 1036.4+1493

30 4 ' No significant difference was found betWecﬁ' canolol feeding mice and normal mice in all

32 5  selected indices. Values are presented as means £ SE, n = 5-8.

35 6 * Canolol was administered at 0.3% (w/w) in diet. A;ssay's; were carried out at 6 weeks after

38 7  feeding canolol.

41 8  Abbreviations used are: Hb, hemoglobin; BUN, blood urea ni.tI'Ogcn; Cr, creatinine; AST,

aspartate aminotransferase; ALT, alanine aminotransferase; LDH, lactate dehydrogenase.
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Fig. S1. Cytotoxicity of Canolol on mice macrophages (A), human colon cancer Caco-2 cells (B), and human
embryonic kidney cells HEK293 (C). 3,000 cells/well were plated in a 96-well plate. After overnight preincubation, Canolol
at indicated concentrations was added to the cells. After an additional 48 hours of incubation, cell viability was determined by
using the MTT assay. Data are means + SEM (n = 6-8). *, P <0.05, **, P<0.01. See text for details.
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33 Fig. 82. Immunohistochemical analysis of COX-2 expression in the colon mucosa of AOM/DSS treated ICR mice fed
34 diet with or without canolol . Expression of COX-2 in colon mucosa upon different treatments was detected

gg immunohistochemically, using a rabbit anti-mouse COX-2 polyclonal antibody (diluted 1:500, Cayman Chemical, Ann Arbor,
37 Mi). To quantitate the degree of staining, numbers of COX-2 positive cells were counted in a distal quarter of colon mucosa

38 (since this region is target of AOM/DSS) and divided by the length of the evaluated colon specimens to compare each sample
39 equally. The numbers of COX-2 positive cells are illustrated in unit length (mm). #, P = 0.202 by Mann Whitney test. See text

40 ;
41 for details.
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32 Fig. 83. Effect of canoiol against a mouse colon cancer (Colon 26) xenograft model. Cultured Colon 26 cells (2 X 108)
33 were implanted subcutaneously in the dorsal skin of Balb/c mice. Ten days after tumor inoculation, when tumor reached a

34 diameter of 5-6 mm, canolol (dissolved in com oil) was orally administration at the dose of 100 mg/kg, corn oil without canolol
was used for control mice. Administration was carried out every second day, totaily for 3 times. Growth of the tumors was

37 monitored every 2-3 days by measuring tumor volume with a digital caliper, which was estimated by measuring longitudinal
38 cross section (L) and transverse section (W) according to the formula V = (L X W?2)/2. Data are means + SEM (n = 8). See
39 text for details.
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Osmotic pressure %

Ny

Blood flow

1. EBREFOMEIIEFEOMFICES, TONKMEFHOMBARENI L, 50
X, ZoMEOETAFRAUZI L. MROTWIIEFES 2N LR ERBETH D,
BN 300nm LLF o) 2 ki 713% O %2 B 5 i EIZERERE L (permeability) |
Z OREERBATICERE (retention) 5, ZOBRSARELIZEPRRE AL LEY (M
OMRILER EIZRR D),

XD NP jXF 7 2S—F t 7 )b, HP X hydrostatic pressure |Z7K/E. blood flow (XL D
J51A], osmotic pressure (XEEBEE T,

seses Tumor periphery ssss= Tumor core

NORMALIZED CONTRAST

TIME
X2 ESMEBELEIIVROGAEIIESFHEOERA GETF 2 Hh+) &R ’E%‘L
72 E 0 MRIERE CHAEEGZ T, GRIOEKEFIIEE (V7 ') TE D45 5
EAEHEORBELMEZETRT LTS, ZOELT GEER) T PEEOIFZ d%ﬁ@"é
2, IR RIS L V) AT S, FOEBAEREE EHICRET L2000, BHT
EEFNIRBITIEE LE&T 5, (E#RAEE Marcello Bernand [ & Lilia lleva K O4FEIZ &
%)
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X3, K2&LE RV, ZOBSIIBKEDT BT EZFHFIRNICEE LI~ T A0 MRI #
BEICX5EBEZRT, ERBERBIZRGRBEZBEL. BETA X 4~5mm iZ72o7- &
AT, BT R+ 2 RBEFIRNICER Lz, @I 2 AT ¢ 2 OBERIOERES
THA< (AL) #2225 GREARN), (b)IEE 24 BEZOER® GREMN) 137F ki
FOERIZLVIES (BL) #2D, ZOHE, 24 R THEEGOa L F TR MIEXE
P Thote, (KEMHEX M. Bernard (X & L. lleva KROFEIZX 3,)

Doxorubicin . .[
— “. & e
~150 nm ~90 nm
Adbaatutin T PEG coating— &
Gold shell 2 N Gold particle 1\
~ 10 nm thick £, -~ Silica % A
: [ core T .|_
~145 nm & N B 30 nm
7~PEG coating PEG coating

4, BAREHEULEFT/IATAIONOMN  BRICAVOATVE LD, H5
WETRBRF D 4 FlOF /R FOBEDOEKXR, () 77 7 %% ®kk/LY— 2 (Celgene)
HRERLET VT T, OEEAEDT LT I VIESFHHEER D7 U 2 32 AHR

FELELD, DIEra v YTy R Dar YD FXUARTHD (A AT AD
), THELELEESTFORIFYAELL UZAESTE IR — 28K Tho7=2, ML

11
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ﬁ%F%iz—y-#4IV2&@%~D4A3~0@?\E%ﬁ%@?(WW)%é@f
JRTOREIZESLEDDTHD (KLBM]),

50 nm
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— X 2B 57001, BIOFE, il i2YeEELER & CEERERIXZR b2y, (BE Ulrich
Baxa KOHFEIZL D),
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