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Early Diagnosis of Epithelial Ovarian Cancer - Analysis of Novel Biomarkers
Bjorg Kristjansdottir

Department of Obstetrics & Gynecology, Institute of Clinical Sciences
at Sahlgrenska Academy, University of Gothenburg, Sweden

ABSTRACT

Background: Majority of epithelial ovarian cancer (EOC) is detected in advanced stage with bad prognosis and
high mortality. Reliable diagnostic markers are lacking, pre-cancerous lesions in the more aggressive tumors are
not clearly defined, vague or unspecific early symptoms, and the localization of the ovaries, deep in the pelvis
contributes to late diagnose. Heterogeneity, not only different type of histology, but also different intrinsic
biology and behavior characterizes ovarian cancer. Invasive surgery with histological examination is needed to
confirm the diagnosis. Less than 25% EOC are diagnosed early, when there is great possibility to cure and 5-year
survival >90%, in contrast to 20-30% S-year survival in late stage EOC. Thus, early detection is of utmost
importance. Proximal fluids, like ovarian cyst fluid, are promising in the search for early markers. Cancer
antigen 125 (CA125), the most used biomarker since 30 years, and a promising marker human epididymis 4
(HE4) have recently been approved by FDA to be used in the prediction of malignancy in women with a pelvic
mass.

Aims: To explore ovarian cyst fluid as a source mining for new diagnostic biomarkers for EOC, and to validate
the markers found together with CA125 (Paper I-I1I); and to evaluate the diagnostic performance of HE4 and
CA125, to distinguish between benign cysts and EOC, and EOC divided into slow growing type I and the
aggressive type I EOC (Paper IV-V).

Method: Cross sectional, observational, explorative, and diagnostic clinical studies, with prospective and
consecutive collection of cystic fluid, blood and tumor tissue at the time of operation and retrospective analysis.
Women with suspicious malignant pelvic cysts, already scheduled for operation at our clinic for tumor surgery
were included. High throughput proteomic analyses were used for searching for novel markers, and selected
proteins were validated with ELISA or immunoblot. Paper I: The cyst fluid proteome was mined with surface-
enhanced laser desorption/ionization time of flight (SELDI-TOF) mass spectrometry (MS) (n=192). Paper II:
Enrichment of a selection of known cancer antigens to overcome high abundant proteins, and with focus on
inflammation, was followed by Immunoprecipitation MS (n=38). Significantly differently expressed chemokines
were validated (n=256). Paper II1: Serous cystadenoma (n=5) and serous adenocarcinoma (n=10) of different
stages were analyzed with isobaric tag for relative and absolute quantification (iTRAQ), followed by
immunoblot validation (n=68). Paper IV-V: HE4 and CA125 levels in plasma were analyzed with ELISA and
Risk of Ovarian Malignancy Algorithm (ROMA) was calculated (n=393). Significant differences, receiver
operator characteristics (ROC) area under the curve (AUC), cut-off levels, sensitivity and specificity were
estimated with regard to malignancy, grade, stage histologic subtype and type I and type II.

Results: Paper I: Combination of Apolipoprotein CIII and Protein C inhibitor had the best AUC (0.91) in cyst
fluid, and improved by CA125 (0.94). Abundant proteins were a problem in the cyst fluid analyses. Paper I1:
Interleukin-8 and Chemoattractant Protein-I were highly significantly increased expressed in cyst fluid.
Increased inflammatory response was present in early tumor development and earlier than in blood. Paper I1I:
Two of 87 differentially expressed proteins in cyst fluid, with high significance and fold change, Serum Amyloid
A-4 (SAA4) and astacin-like metalloendopeptidase (ASTL) were validated, and SAA4 was significantly
increased in cyst fluid, but not in blood. Paper IV: HE4 complemented CA125 in the diagnosis of ovarian cysts,
especially in the premenopausal women. Sensitivity for ROMA at set specificity of 75% was highest in the
postmenopausal cohort (87%). Paper V: HE4 and CA125 diagnosed the aggressive type II EOC most correctly
(AUC 0.93), but the results were not acceptable in early stage type II (AUC 0.85) or in type I EOC (AUC 0.79)
respective early type I AUC 0.73).

Conclusion: Ovarian cyst fluid is an excellent source for the search of novel biomarkers for early diagnosis of
EOC. Early events are found near the tumor in the early phase, like the inflammatory response and later on in the
peripheral circulation. HE4 complements CA125 in predicting malignancy in cystic ovarian tumors. The result
from this thesis support, that EOC should be looked upon as several different diseases. Finding early markers
that are specific for each histology subgroup will be the future challenge. Combination of such markers in a
panel could improve the early diagnosis of EOC.

Keywords: EOC; ovarian adenocarcinoma; ovarian cyst fluid; pelvic mass; tumor biomarker; mass
spectrometry; SELDI-TOF MS; iTRAQ;

ISBN 978-91-628-8727-8
http://hdl.handle.net/2077/33099





<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Gray Gamma 2.2)
  /CalRGBProfile (Adobe RGB \0501998\051)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.3
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.1000
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 99
  /Optimize false
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts false
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 150
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth 8
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /FlateEncode
  /AutoFilterColorImages false
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 150
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth 8
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /FlateEncode
  /AutoFilterGrayImages false
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages false
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /FlateEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile (None)
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /CreateJDFFile false
  /SyntheticBoldness 1.000000
  /Description <<
    /FRA <>
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
    /ENU <FEFF00440065006e006e00610020006a006f0062006f007000740069006f006e00660069006c002000e400720020006f007000740069006d00650072006100640020006600f6007200200044006f00630075005300790073002000700072006f00640075006b00740069006f006e>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.283 858.898]
>> setpagedevice



 
 
    
   HistoryItem_V1
   StepAndRepeat
        
     Trim unused space from sheets: no
     Allow pages to be scaled: yes
     Margins and crop marks: none
     Sheet size: 5.827 x 8.268 inches / 148.0 x 210.0 mm
     Sheet orientation: best fit
     Scale by 70.00 %
     Align: centre
     Bleed handling: Use trim box
      

        
     0.0000
     Use
     5.6693
     20.0001
     0
     Corners
     0.2999
     ToFit
     0
     0
     1
     1
     0.7000
     0
     0 
     1
     0.0000
     0
            
       D:20131009093119
       595.2756
       a5
       Blank
       419.5276
          

     Best
     507
     225
    
    
     0.0000
     C
     0
            
       CurrentAVDoc
          

     0.0000
     0
     2
     0
     1
     0 
      

        
     QITE_QuiteImposingPlus3
     Quite Imposing Plus 3.0d beta 2
     Quite Imposing Plus 3
     1
      

   1
  

 HistoryList_V1
 qi2base





