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1. Hepatoc~e, ' cy1otoXiCity Induced' by acrolein :~nsued : foI10WI.~'g 'cfepletlon'

~f cell~la.r.GSH . ~o ·G~ss'~ .~aS·fo~e~. :' :' >, ~. ~
" " , .

2. The addition of the reduci n~ agent DTT to' hepatocyte! p~el ncubated

- witA a~ro leinlPrevented :cytotO~ i~i0. -'~,-: -~ , , ' "

'3. Malondi~ld~hYde . 'allpld perO~ idiltton ·.meta~o l i teL w~s 'fo;'~ed during;

eithera:crol~jn ·o·r ·allYI . alco~o l l nqJba~ion· ~ith hepatoeYtes,"'·· · ; ,

. 4, Aith.o~gh , '~a1on~ia idehy~ ~· ·fci rmat·i~~ COUld b~' .prevented by the .

p~?se~c,e " of 'a.~UO~id~mts: ',and desterrlcxamlne.In~~tO?~~ · l nC(.lb~le·"
• cytotoxicitYwas only delayed, • . • ,', ". ' ," "

5,"'The xarith ln~" oxldase Inhibitor; allopurinol , dld'.~o~ jn~bl~ a'crolein, ." r ',' , ' ,. , - ' '., . .
Induced.lipid peroxidalion'or Prol~ .agal~st cytotO~i9~tY~

6,. ..Acroleln readily Induced Ca2+ r~ leas~ bY· iso,J.aied 'e.nerglzed

'. ~il0~~ondrl~, Jntr~mitochondria l NAO('p)H':was net ~'feci~d fnd lcatl~g " th,a~ ' ,

:. 'OXidative ~t~ess W~S "ri~ I 'lnvo ived, Th ~ reducing , ag~nt .OTT could ~r~vent 'the
" . . " . '--. , " . " . . . "

:AcrOlein may bS'~ causative. age'nt 01. hepatic 'n ebf~Sls ~du rllig the '

biPtransf~rm:ation Of,'ally; ~lC,O;'OJ ' : It has also b.sen lmp llc,~ted In he~orh~'gIC
cystitis ,of the,bladder Induc!3d by the antitumor ageht cyclophosphamide,' The

mecbanlsrn 6f ' ~y.toto~lcity ' iS be ri~v.e·d 'to~imiO IV~ ' ,l?NA' ~~d pr~le;~ ,alkyl!itl,on.

AZa , t2 ,5 -d iaZ i~ nY I -3 ,6~b1S (Carbo~t h~Xyaml ne)' 1 .4.·benZOq U I nO lle , Is a lipid '

-, SO J~~ le · antjtu.m~r' ag~nt ;h ~i ~~~ ,j~uccessfu ll~ co~pi'e~ea"P~'as~'1I drug t;i'al~,
_ The'"mec~,an.'! sm ' ·~'- cYt~ot~·x ic itY :is ' b~.\ievsd 10 involve p~A,cr~~~: t1nklng ; ~.~;

,~ H6weve'r, t~e ')ol;Owing evid~'n~e ' u~jng l~o,lated 'h~P~t~Cytes ' ~u'~~est~ tIlBt the " ' -.:. " ::;:;
" -- "" ,: , " - '>",: ' / - ,; ' , : ' : . ' " ' .: ". ' , : ' .,.-.,<..,---. .' .
cytotO.~icit)l I1),a~:,l n~ol~~, oxl.~ativ,e stress. IS~lated rat hepatocytes were'prepared _J' ., --;

'and I~cubated~ith acrotalnor A~Q. , ' :-:[;:,!;
. "". ':'~
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