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Ace ta mi de ,  a  f oo d  co nt ami na nt ,  i s  know n a s  a  s t rong  

he pat o ca rc i no ge n  i n  ra t s .  T he  pre se nt  s t udy  i nv e st iga te d  t he  

me cha ni sm  o f  a ce ta mi de - induce d  he pat o ca rc i no ge ne s i s  i n  ra t s .  In  

Cha pt e r  1 ,  in  v iv o  mutag e ni c i ty  a ssay  re ve a le d  t hat  AA i nduce d  

Fe ulg en  re a ct i o n -po s i t i ve  in t ra cy to p l asmi c  in c lus i ons  in  

he pat o cy te s  wi th  h i gh  f req ue ncy,  de sp i t e  no  i n c rea se  i n  muta nt  

f r eq ue nc i es .  The se  resu l t s  sugg e s t  a ce t ami de  may  ca use  

chro m oso mal  abe rra t i ons ,  w hi l e  i t  wa s  non -m uta ge ni c  i n  t he  l i v e r.  

In  Cha pte r  2 ,  m i c ronuc l e us  a ssay  and  co m et  a ssay  rev ea l e d  

incre a se s  in  mi c ronuc l e i  and  la rg e  mi c ro nuc le i  sugge s t i ng  an  

induct i o n  o f  chro mo soma l  ab e rra t i on s  wi t ho ut  a c com pa ny ing  D N A 

da mag e .  I n  a ddi t i on ,  l a rg e  mi c ro nuc le i  ca use d  chro mo soma l  

rea rra ng em e nt s  such  a s  chrom oa nag e ne s i s ,  w hi ch  ma y  cont r ib ut e  

to  he pa to ca rc ino ge ne s i s .  F ur the rmo re ,  w ho l e  ge no me  seq uenc in g  o f  

a ce t ami de - i nduce d  he pat o ce l lu la r  t um o rs  dem o nst ra t e d  

chro m oso mal  rea rra ng em e nt s .  I n  conc l us i o n ,  t he  pre se nt  s t udy  

rev ea l e d  the  co n t r ib ut i o n  o f  chro mo soma l  rea rra nge me nt s  t o  t he  

he pat o ca rc i no ge ne s i s  o f  a ce ta mi de  v ia  mi c ro nuc l eus  fo rma t io n  due  

to  chrom o soma l  abe rra t i ons ,  a nd  the  i nv o l ve me nt  o f  chro mo so mal  

abe rra t i ons  in  t he  i n  v iv o  che mi ca l  ca r c i no ge nes i s .  

 A l l  m emb e rs  o f  t he  Boa rd  o f  t he  The s i s  Asse ssm e nt  

Co m mit te e  o f  TU AT unan im ous l y  approv e d  t h i s  D o c to ra l  T he s i s  ( i n  

Phi l o so phy ) ,  f o r  i t s  num e ro u s  f i nd i ng s  cov e re d ,  co nt e nt s  and  

s t ruc ture ,  a nd  t he  numb e r  o f  pub l i she d  a r t i c l e s .  
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