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Structura1　analysis 　of 】）NA 　adducts 　f｛〕rmell 　from 　IV−nitrosotaurocholic 　acid （NO −TCA ）。
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　N −Nitresoglycocholic　acid （NO −GCA ）and ／＞」nitrosotaurocholic 　acid （NO −TCA ）have　been　reported 　to　be　mutagenic
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observed 　lη 瞭 o　when 　NO −GCA 　is　incubated　with 　calf 　thymus 　DNA ．　To　investigate　tle　formation　ofDNA 　adducts 　by
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method 　under 　nuclease 　PI　conditions ．　Three　kinds　ofadducts 　were 　detected　in　calf　thymus 　DNA 　treated　with 　NO −TCA ，

and 止 e 画 or　adduct 　was 　dete  ined　to　be冊 一ethanesulfonic 　acid −2’−deoxycytidine，　In　addition ，　two　bulky　adducts

、。ntai・i・g血・ bil・ a・id　m ・i・騨 ・・e　al ・・ P・・d・・ ed
，
・nd 　th・ ・tru・t・・e・ w ・・e　c … 1・ d・d　t・ b・M −

・h・lyl−2’−d・・xy ・ytidi・ ・

and 　IV6−cholyl −2’−deoxyadenosine，　respectively ．　When 　NO −TCA 　was 　singly　administered 　to　male 　Wistar　rats　by　gavage
at　a　dose　of250mg ！kg，　both　ethanesulfbnic 　acid −dC　and 　N4−cholyl −dC　were 　detected　in　the　glandular　stomach 　and 　colon ．

The　adduct 　levels　of ／＞3−ethanesulfonic 　acid −dC　were 　O．22 −0．29　per　l　O6　nucleotides ，　and 　values 　fbr　1＞4−cholyl −dC　were

about 　500一嫻 lower，　Since　NO ・TCA 　may 　be　forrned　by　nitrosation 　oftaurocholic 　acid 　in　the　human 　body，　the　presence
of ノ＞3−ethanesulfbnic 　acid −dC　and 　N4 −cholyl −dC　are 　now 　being　analyzed 　in　human 　tissues．
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Oxidative　DNA 　damage　induced　by　Carcinogenic　aromatic 　amines ，　o
−anisidine 　a 皿d　o−dianisidine
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　　o −Anisidine　and 　o −dianisidine，　which 　have　been　used 　as　interrnediates　in　the　production　of 　dyes，　are 　urinary 　bladder

carcinogens ．　We 　examined 　oxidative 　DNA 　damage 　induccd　by　these　aromatic 　arnines 　in　thc　presence　of 　cytochrome

P450 （CYP ）using ［
32Pl −5Lend−labeled　DNA 　fragments　obtained 　from　human　cancer −relevant 　genes．　o −Anisidine　and 　o−

dianisidine　induced　Cu （II）−mediated 　DNA 　damage’in　the　presence　ofCYPIA2 　and 　2C9 　to　a　greater　extent　than　CYP

lA1 ，2D6 　and 　2EL 　 o −Dianisidine　induced　DNA 　damage　much 　more 　efficiently　than 　o
−anisidine 　in　the　presence　of

CYP 　IA2 ．　CYPIA2 −pretreated　o −anisidine 　and 　o −dianisidine　formed　piperidine−labile　and 　Fpg−sensitive 　lesions　at

cytosine 　and 　guanine　residues 　ofthe 　5「−A（LG−3’

sequence 　complementary 　to　coden 　273（a　mutational 　hotspot）ofthep53

tt肛nor 　suppressor 　gene ，
　respectively ，　DNA 　darnage　induced　by　these 　aromatic 　amines 　was 　inhibited　by　catalase　and

bathocuproine，
　suggesting 　that　H202 　and 　Cu（1）were 　involved．　These　results 　suggest 　that　Cu（1）−hydroperoxo　complex 　is

the　primary　reactive 　species 　causing 　DNA 　damage．　Formation　of 　8−oxo −7，8−dihydr（）2’−deoxyguanosine，　an　indicator　of

oxidative 　DNA 　damage
，
　was 　significantly　increased　by　CYPIA2 −treated　o−anisidinc 　and 　o

−dianisidine　in　the　presence　of

Cu （II）．　Theref（）re，　it　is　concluded 　that　o−anisidine　and 　o −dianisidine　may 　express 　the　carc血ogenicity 　through　oxidative

DNA 　darnage　induced　by　their　metabolites ，
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