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PmlS-6 Change of  human  papitLomavirus type  16 DNA  level in women  with  cytological  abnormality
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[Objective] To  assess  the change  of  DNA  Ievel ofhuman  papillomavirus  (HPV) type  16 in wornen  with  cervical  intraepi-
theLial neeplasia  (CIN), [Methods] Cervical specimens  were  obtained  during past four years from  394 women  in the first tri-
mester  of  pregnancywith  nermal  cytology,  174 women  with  abnermal  cytology  (CIN), and  28 patients with  invasive cervi-
cal  cancer  with  the informed censent.  The  polymerase  chain  reaction  (PCR) was  used  to detect HPV  DNA  with  a  pair of
consensus  primers  for Ll  regien.  Typing  of  HPV  DNA  was  performed  by the  restriction  fragment  length polymorphism
with  restrietion  enzyrnes,  We  used  a real-time  PCR  assay  for quantification of HPV16  DNA  and  compared  the HPV  DNA
lex,el among  the specimens  of same  women,  [Results] The prevalence of HPV  DNA  was  14.7% in the pregnant  women  with

normal  cytolegy,  78,7% in women  with  abnormal  cytology,  and  64,3% in patients with  invasive cervical  cancer.  HPV  type
16 was  by  far the most  prevalent  HPV  type  among  all groups.  The  DNA  level of  HPV  type  16 was  similar  among  the  grade
of cytological  abnormalities,  The DNA  level of HPV  type 16 did net  change  significantly  during four years  in the thirty
cases  with  abnormal  cytology.  [Conclusion] Our data suggest  that HPV-positive  women  with  cytological  abnormality  need

follow-up beeause of  their high-risk HPV  types and  its unchangeable  virus  DNA  level during several  years.
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IIuman  papillomavirus (HPV) is associated  with  the majority  of  cervical  cancers  and  encode  a  transforming protein E6,
which  interacts with  the  tumor  suppressor  p53, We  looked for p53-independent  HPV  16 E6  interacting proteins using  yeast
two-hybrid  screening  and  identiiied BARDI  (BRCAI-associated ring  domain l). Here we  showed  that BARDI  was  not  de-
graded by E6 and  it formecl a physical complex  with  E6. Moreover, the mutations  of  metal  motif  in zinc  finger region  de-
creased  ability  of  E6 te interact with  BARDI. Transient co-expression  of  BARD1  increased the p53- mediated  actjvation  of

p21WAFI  promoter  despite the presence of  E6. We  showed  that  the  existence  of BARD1  gene  as a p53 ttimor co-suppres-
sor  inactivated HPV  E6 expression  and  it acted  as  a  NF"iCB regulator  in cervical  carcinoma  cells.  These findings suggest
that BARDI  play an  important role  in the biological activities  as  a tumor  suppressor  and  in cervical  carcinogenesis  through

transcriptional regulation  of  p53  and  NF-ni],
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Etopeside, pedophyllotoxin derivatives, which  has exhibited  pronounced  biological activity  as  strong  antiviral agents  and

as  antiproliferative  agents  for human  malignancies  including lymphomas, germinal tumors, and  lung cancer.  We  tried to
analyze  the antiproliferative  activtty  as well  as the antiviral effects  of etoposide  in cervical  cancer  cells.

In the IIPV-associated cervical  cancer  cells,  etoposide  showed  antiproliferative  activity  through  the membrane  death re-
ceptor-mediated  apoptotic  pathway  invoiving activation  ef  caspase-8  with  an  Apo-lfCD95  (Fas) -dependent fashion as
well  as  antiviral  activity  through  the  down-regulation of HPV  E6 and  E7 viral  oncogenes,  resulting  in activation  for p53
and  Rb  tumor  suppresser  genes.
Key words  : etoposide,  apeptosis,  cervical  cancer  cell, E6, E7


