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Department  of  Obstetries and  Gynecology, Samsung Medical Center, Sungkyunkwan University School of Medicine, Seoul,
Korea

 Chul Jung Kim, Yoo-Young  Lee, IIeeSeok Kang, Chel Hun  Choi, Tae-Joong  Kirn, Byoung-Gie  Kim, JeLHe Lee,
 Duk-Soo  Bae

Objectfs'e:TheaimafthisstudlwastoinvestigatethetexiciLyproMeandtherapeuticefficacyolanovelhighdosecornbtinationregimen,topotEcanpluscarboplatia,atfirstorsecondrelapsedepithelialovariEmcance:l'Iethods:
mepatientsivimrecurrrentepitheliaievariancaocerafterpLatinum'basedehernotherapysvereenteredonLothisstudyai]dreceivedtopotecaip]ustarboplatinattheSamsungMedica[CenterbetureenMarch20msandDecember

en07,Topatecanwasgivenataninitialdoseoflmg･imLdai1]'(da3,sl-5),combilledwithcarboplatinatadoseofAUC5(Calvertformuli]onduys5,Toiicas'wasassessedbeforeeverycycleaccordingtotheVEIOToxicit}･Cr[te･
riaTheprimaryesucaqFparameterswererespanserute(RRII,durationofrespollse,timetoprogression(TTPIiandovera]isurvivaLRespeasesweredeteminedaccordingtotheRECISTcriteriaResults:Mediunagewas51years

/lrange30'77years],TbemEiorityofpatientshRdaperformaacestatusofO[oLameourseseftbechemotherapyg'ereadminisLeredto53patientsi%patientszvhorecEivedo]epriorregimenandaspat[entsu,boreceivedt",o

prion'egime]s),Themediandose-lntensltyof[opotecaRforallpatientsxvaslA9mg,'m2u'eekly,closetothetargetdoseoiL67'mgi'm2-'eekly,Grade3i4nelltropeniavasexperiencedi]50,7%ofthetreatmentcoursesTreat･
mentwithG-CSFwasadministeredin30Szzofthecowses,Grade3i',lthrombocytopeniawasobservedjnsc5zaoithecour,sesandreguiredp]ate]ettrans[uslonsinngzzef'.hecoursesTbrombocytopeninwasassoeiatedwithase

tiousbleedi]geventintwepatientsinthefjrstandsecondcycle,respectivelyGrades3,i4anemiau'aseiperiencedin19,S%ofthetreatmentcogrseswithRectransfusionsinse2%oftheeourses,ThefeLvasn(/evidenceofcumu-

LaLk,eioxiciLy,Thereweresevenepisbdesoffebrile]eutropenia,butallepisDdescouidbemanagedsuecessfullyivithsupportivecareNodeathsoccurredcamsedbysepsis,AndnonhemaLo]ogietoxiritiesweiegenerall},mildA
RRef26,4%[,14of53patientsliLvasfouod"hichconsistedol9PRsand5CRsEigherresponseraieswereseeniipatientswho-'erep]2tinumsensitivecomparedwiththoseplatinumres[s[ant(re.D9Svg7%:P=OOIOIiandin

patiemswhohad)6monthsTFIcomparedwiththese<Gmonthsi142,3%ylLlzz;P=O,OIOLRespoi]sedurattonwas7momths[95C15,IT'-S,ss),TTP-'as6months(95CI,4,22'7,7S),andoverallmediansun'iva[was19months(95
CL13,tt-ca,7),Conclusions:Topotecancombjnedwilhcarboplatinhasaacceptah[etoxicityprDfi]eandconsiderableresponserateinpatientswithrecurrentovariancancerafterplatinum'basedchemot]ierapy,
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[ObjectiiJe] Drug-resistance is the major  problem  for treatment against  ovarian  caneer  patients. Since transcriptional  fac-
tor FOXO  were  reported  to be critical  mediators  oi  apoptesis  in cytotoxicity  inducing drugs in many  cells, we  investigated
the  role  of  FOXOI  in the mechanism  of  cytotoxicity  a]d  drug-resistance in ovarian  cancer.  [Methods] In ovarian  cancer

cell  lines, using  parent cell  line KF28, cisplatin  resistant  derivative cell  line KFr13 and  paclitaxel resistant  derivative cell

iine KFr13Tx, FOXO1  expression  and  its correlation  with  paclitaxel treatment  was  investigated by  cytotoxie  assay  and  si-

lencing experiment.  [Results] FOXOI  expression  was  distinctively upregulated  in paclitaxel resistant  cell  line, and  en-
hanced  by exposure  to paclitaxeL  FOXO1  si]encing  in paclitaxel resistant  cell line decreased its resistance.  Modification of
oxidative  stress  by  co-treatment  with  pharmacologic modulators  of  reactive  oxygen  species  pathway  attenuated  cytotoxic-

ity of  paclitaxel  in ovarian  cancer  cells,  suggesting  involvement of FOXOI  in altered  sensitivity  to paclitaxel  through  its
downstream  target.                [Conc                     lusion] These  results  indicate that FOXOI  links to cytotoxicic  stress  induced by  paclitaxel and
contributes  to the drug-resistance in ovarian  cancer  cells.
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[Objective] The  aim  of  this study  was  to investigate the predictors ef  the response  to thirdLIine chemetherapy  with  recur-

rent  ovarian,  fa11opian tube, andprimary  peritoneal cancer  (ROFTPPC) who  receivedplatinum/taxane  (PT) regimens  as
first"tine therapy.               [Methodsl We  retrospectively  reviewed  the medical  records  of  ROFTPPC  that  were  treated between
1999 and  2005 to investigate the relations  of  clinicopathological  factors to important clinical  endpoints  such  as  the response
rate  (RR), time to progression                         (TTP> andoverallsurvival  (OS) after  third-Iine  chemotherapy,  [Results] Atotal of172
patients received  first-line PT  regimens  during the study  period, among  whom  l11 had disease progression after first-line
chemotherapy.  Eighty-one  of these 111 patients  received  secondLIine  chemotherapy,  and  73 had disease progression.  Fifty-
four of  the  73 patients  with  disease progression received  third-line chemotherapy.  The  RR to third-line chemotherapy  was
40.796. The median  TTP  was  4.4 months,  and  the median  OS  was  10.4 months.  Perfbrmanee status  (PS) and  prima.ry  drug-
free interval (DFI) were  independent predictive  factors for the RR, TTP  and  OS. [Conclusion] PS  and  primary DFI  are  use-

fui predictors of the response  to third-line chemotherapy  in women  with  ROFTPPC.  In this setting,  however, both of these
variables  are  subject  tQ several  well-established  potential  biases and  Limitations,
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