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Fig.1. Experimental Design.

Age (wks) 5 10 49
Exp. week (‘) 5‘ 4:1
AOM alone | Basul diet |
A A A
ZaCmCoo™ Exp. dict | Basal diet |
A A
Qﬂgﬁ:czgggzppm Basal diet Exp. diel
A A
%?1(2%]})1%%00)2 alone ixp. diet
S
Vehicle control | Basal diet I
N
A : AOM 15 mg/kg body weight, once a week for 3 weeks $ : Saline
Table 1. Incidence and multiplicity of intestinal tumors in each group
Treatment Small intestine Colon Total
AOM alone 12% 69% 69%
0.12 = 0.33° 108 = 1.23 119 £ 1.23
AOM + Zn 0.60% 50% 50%
0.06 £ 0.24 072 £ 189 0.78 = 094
AOM — Zn 0 21% 21%
024 + 043" 024 + 043"
Zn alone 0 0 0
Vehicle control 0 0 0
Zn * 2500 ppm Zn(CH3CO0)2
a ! Mean = SD

b Significantly different from AOM alone group (P<0.05)

Table 2. Incidence of kidney tumors (nephroblastoma) in each group

Treatment rt
AOM alone 12%
AOM + Zn 0
AOM — Zn 0
Zn alone 0
Vehicle control 0

It Total
8% 19%

0 0

0 0

0 0

0 0

Zn : 2500 ppm Zn(CH3COO)2
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Acyclic retinoid BRI
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1) Suzui, M., et al.
Growth inhibition
of human hepatoma
‘ cells by acyclic
retinoid is associated
with induction of
p21°"™ and inhibition

Fig.1 Chemical structures of (2£, 4£, 6£, 10£)-3, 7,

11, 15-tetramethyl-2, 4, 6, 10, 14, hexadeca-pentaenoic
acid (A: acyclic retinoid, ACR, NIK333) and 3-amino-2-
quinoxalinecarbonitrile 1,4-dioxide (B: TX402)

of expression of cyclin
D1. Cancer Res.. 62
3997-4006. 2002

Table 1 Combined effects of ACR plus TX-402 on HT29 cells

TX-402 concentration (M)

ACR (uM) 0.1 10 50
0.05 — + + ++ +
0.1 + ++ + ++ +
0.3 + + + + + + + 4+ + + + 4+ 4+ +

Note: — , moderate antagonism; = , additive effect; + + . moderate synergism:

+ + + . synergism; + + + + , strong synergism

2) Suzui, M., et al. Acyclic retinoid
activated retinoic acid receptor f
and induces transcriptional activation
of p21°" in HepG2 human hepatoma
cells. Mol. Cancer Ther., 3 309-316,
2004.

3) Shimizu, M., et al. Effects of
acyclic retinoid on growth, cell cycle
control, the EGFR signaling pathway,
and gene expression in human
squamous cell carcinoma cell lines.
Clin. Cancer Res., 70: 1130-1140, 2004.
4) Suzui, M, et al. Acyclic retinoid,
a novel synthetic retinoid, induces
growth inhibition, apoptosis, and
changes in mRNA expression of
cell cycle-and differentiation-related
molecules in human colon carcinoma
cells. Int. J. Oncol,, Z8: 1193-1199, 2006.
5) Suzui, M. Anticancer and
chemopreventive effects of acyclic
retinoid. In: Takuji Tanaka (eds),
Cancer: Disease Progression and
Chemoprevention, pp. 299-313,
Research Signpost, Kerala, 2007,

6) Nagasawa, H., et al. Antiangiogenic
hypoxic cytotoxin TX-402 inhibits
hypoxia-inducible factor 1 signaling
pathway. Anticancer Res., 23 4427-34,
2003.

7) Masunaga, S. et al. Dependency
of the effect of a vascular disrupting
agent on sensitivity to tirapazamine
and gamma-ray irradiation upon
the timing of its administration and
tumor size, with reference to the
effect on intratumor quiescent cells.
J. Cancer Res. Clin. Oncol,, 1.35: 47-55,
2007.
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