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The process of chemical carcinogenesis can be divided into three general stages, and chemopreventive agents have been
categorized according to the stage that they inhibit (6). Resveratrol inhibits cellular events associated with tumor initia-
tion, promotion. and progression. As noted above, the compound was identified on the basis of its ability to inhibit the
Cy dmmﬂmmac activity of COX-1 (median effective dose ED50 =15 pM]l (Fig. 2A), and this activity correlates with anti-
tumor promotion. .-‘tllhuugh its inhibitory activity was less than that of certain NSAIDs, such as indomethacin (ED50 =
2.3 uM) (Fig, 2A), it was much greater than that mediated by compounds such as aspirin (ED50 = 880 pM). Also, unlike
indomethacin and most other NSAIDs, resveratrol inhibited the hvdroperoxidase activity of COX-1 (ED50 = 3.7 pM)
(Fig. 2B). Resveratrol-mediated inhibition was specific for the cyclooxygenase activity of COX-1 because there was no
discernable activity when oxygen uptake was assessed with COX-2 (Fig. 2A), an inducible form of the enzyme associat-
ed with responses such as inflammation (7), and inhibition of the hydroperoxidase activity of COX-2 (ED50 = 85 pM)
(Fig. 2B) was greatly reduced relative to the activity observed with COX-1.

<=A| 2] o>
“Cancer chemopreventive activity of resveratrol, a natural product derived from grapes” (Science 275 [1997])¥ p.2180] A = O] 2
2 resveratrolO] 2t & 42 YW HLASt = HO SUOHA 2 =FQ “"Chemoprevention of Scutellaria bardata on human

cancer cells and tumorigenesis in skin cancer” (Phytotherapy Research 21 (2007))9 Result and Discussion®] £ 702 MM O X & H|
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The principal such activity turned out, upon partial purification and inhibitor characterization, to be an ~110 kDa thiol
metalloendopeptidase indistinguishable from IDE. IDE had previously been shown to degrade insulin. glucagon, atrial
naturetic peptide (ANF), and TGF-a. among other small peptides of diverse sequence. The recent addition of amylin to
this list (Bennett et al.. 2000) has furthered the hypothesis that IDE has little sequence specificity but recognizes a con-
formation that is prone to conversion to a p-pleated sheet structure. Such a property could explain its propensity to de-
grade several peptides that undergo concentration-dependent formation of amyloid fibrils (e.g, insulin, ANFE, amylin,
calcitonin, and Ap). Importantly, IDE has been found to degrade rat and human amvlin peptides similarly. despite the
fact that only the latter can form amyloid fibrils. It appears. therefore, that the motif recognized by IDE is not the p-pleat-
ed sheet region per se but a conformation of the monomer in a pre-amyloid state (Bennett et al., 2000).

One concern about the physiological relevance of IDE's ability to degrade secreted peptides such as insulin and Ap has
been that the enzyme occurs principally in a soluble form in the cytoplasm. However, a form of IDE can be labeled on
the cell surface, including in neurons, and is also present on intracellular membranes (Vekrellis et al., 2000). Its mode of
entry into membranes and the nature of its membrane anchor need to be resolved, as IDE does not have a known signal
peptide or transmembrane domain. Nevertheless, the existence of a membrane-anchored form of the protease suggests
that it could help regulate insulin signaling at the plasma membrane and could also participate in the degradation of
both soluble and membrane-associated forms of AP. The cleavage products of AP produced by IDE are not neurotoxic
and not prone to depositing on amvloid plaques, and therefore recombinant IDE reduces AP toxicity in cortical neuro-
nal cultures (Mukherjee et al.. 2000). While endogenous IDE has been specifically shown to degrade synthetic AR
monomers in homogenates and membrane

<A 719 o>
lClearing the brain’s amyloid cobwebs.1 ( TNeurong 32H 9 pp.177~178)0 Y= 0] 2 S UEH X o 2T O] EHEHO O 2
=& TAmyloid precursor protein, presenillins, and alpha-synuclein:..y ( TPharmacol Rev.s 547 (2002)9 p.477)0f A
WpZy71o R 20 OfLr o MM EHOR ZH 5O QT
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OHE=
We cannot legislate the language of the home, the street, the bar, the club, unless we are willing to set up a cadre of

language police who will ticket and arrest us if we speak something other than English.
-James C. Stalker, “Official English or English Only,” English Journal 77 (Mar. 1988):21.

@ FXAZEe a0 24719] of
We cannot pass laws about what we speak at home, on the street, or in restaurants, unless we also decide to toler-
ate having special police who will take us off to jail if they hear us not speaking English (21).

Q@ HMIcH= = 2 50| 472 of
Stalker points out that in a democracy like the United States, it is not possible to have laws against the use of a lan-
guage and it certainly would not be possible to enforce such laws in homes and public places (21).

<ah el RO} 7] - A5 790} A )2 ¥ 7-$-2] A> "

- 289 E2WME AUE GXEHHM R o HO{T H[ L0 ROR HHYO UZS & & U Ol E I ME ¥HHE
20[2td WO AAHOR O|HO O MEZ 22 & W &9 cut-and-pasteE S0M O 0[] =22 IHHLH
M W80t A28 O 4EY 284 43 U B0 e Y3 HU 2 O X oM ojH A
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<of|> g9 A A2 9553} (Chung, 2012), 39 (Kim and Lee, 1996), &4+l (Bang er al, 2007),

HAF (Kim er al, 2012; Park and Kong, 2012) F°] B0} gt}

<<ll> Parks} Kim (2012), Park 5 (1990 4H2A)718 w2g 2ol E5ol we} 4241717} vlg- Fasicie st
<> AEATE da g A EE) the %A1} vl Fasickn Si9ich Park and Kim, 2012; Park ef l,

2011).
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