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The Inhlbltol’y effects of novel prodrugs, |nclu5|on comp[exes of 3- (4’ geranyloxy 3’-methoxyphenyl} -2-trans propenouc aud
(GOFA) and auraptene {AUR) with B-cyclodextrin (CD), on colon carcinogenesis were investigated using an azoxymethane (AOM)/
. dextran sodlum sulfate (DSS) model. Male CD-1 (ICR) mice initiated with a single mtrapentoneal injection. of AOM (10 mg/kg
__f' bodv welght). were promoted by the addltlun of 1.5% (w/v) DSS to their drmkmg water for 7 days They were then given a basai _
diet containing 2 dose levels (100_'and 500 ppm) of GOFA!B CD or AUR/j} CD for 15 weeks At Week. 18, the_deveiopment of 8
. colenic: adenocarcmoma was 513::_ 'Fcantly mhlblted_by feedlng with’ GOFA/[i CD at dosi levels of 100 ppm (63% reductlon in

} GOFA,:‘B CD and AUR/;} CD iﬁhlb;ted c _lonlc |nftammatlon and also

: colonlc adenocarcmoma The dletary admmlstratlon WI

" modulated prollferatlon, apoptosns and the expressmn of several promflammatory cytoklnes, such as nuclear factor kappaB

" tumor: necrosis’ factor-e, Stat3, NF-E2- retated factor 2, interleukin (iL) 6. and IL- 1[5, wh;ch were mduced in the, adenocarcmomas
Cur fmdmgs |nd|cate that GOFA/ﬁ CD and AUR/B-CD, espec;ally GOFA/[} -CD, are therefore able to |nh|b|t colltls related co[on
l:arl:lnogerlESIS by modulatlng |nflammat|on prohferat:on and the expressmn of promﬂammatory cytoklnes in mlce j w
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There were ~1 million new cases of colorectal cancer (CRC)
in 2002 (9.4% of the total cancers).! Globally, the mortality
of CRC was reported to be 655,000 deaths per year in 2005.°
There is at least a 25-fold variation in the occurrence of CRC
worldwide.! The highest rates of incidence are in North
America, Australia/New Zealand, Western Furope and Japan,

especially in Japanese men.' These large geographic differen-
ces for CRC are probably explained by differences in envi-
ronmental exposures and lifestyles.

There are several types of pathogenesis of CRC.> Among
them, inflammation is linked with CRC development.” The
risk of CRC in patients with inflammatory bowel disease
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Additionaf Supporting Information may be found in the online version of this article

Mayu Tanaka and Takahiro Tanaka, who contributed equally to this work, were the summer students of the Department of Oneologic
Pathology at Kanazawa Medical University.

Grant sponsoi: Ministry of Education, Culture, Sports, Science and Technology of Japar; Grant numbaers: [8542076, 17015016; Grant
sponsor: High-Technology Center of Kanazawa Medical University; Grant numbers: H2008-12, H2009-12; Grant sponsors: Ministry of
Health, Labour and Welfare of Japan, Italian Ministero deil'Istruzione, Universitd e Ricerca (MIUR)

DOI: 10.1002/ijc.24833

History: Received 7 Apr 2009; Accepted 6 Aug 2009; Online 17 Aug 2009

Correspondence to: Takuji Tanaka, Department of Oncologic Pathology, Kanazawa Medical §indversity. -1 Daigake, Uchinada, Tshikawa
920-0293, Japan, Fax: +-81-76-286-6926, E-mail: takutt@kanazawa-med.ac.jp

Int. |. Cancer: 126, 830~840 (2010) © 2009 LHCC




