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DEFINITIONDEFINITION

The The termterm ofof tumortumor markermarker isis appliedapplied toto allall substancessubstances
producedproduced and and releasedreleased eithereither byby tumortumor cellscells or or byby hosthost
cellscells andand whosewhose presencepresence maymay bebe detecteddetected in thein the serumserumcellscells and and whosewhose presencepresence maymay bebe detecteddetected in the in the serumserum
or or otherother biologicalbiological fluidsfluids, , behavingbehaving asas anan indicatorindicator ofof the the 
presencepresence ofof thethe tumortumor..presencepresence ofof the the tumortumor..

((BallestaBallesta 1993)1993)((BallestaBallesta 1993)1993)



EvenEven ifif veryvery fewfew currentlycurrently usedused tumortumor markersmarkers can can bebe
consideredconsidered idealideal, some , some tumortumor--associatedassociated antigens antigens 
((mainlymainly identifiedidentified withwith thethe monoclonalmonoclonal antibodyantibody((mainlymainly identifiedidentified withwith the the monoclonalmonoclonal antibody antibody 
technologytechnology) ) maymay representrepresent usefuluseful biochemicalbiochemical toolstools forfor
the management the management ofof patientspatients withwith gynecologicalgynecologicalgg pp gy ggy g
malignanciesmalignancies, and , and particularlyparticularly ofof thosethose withwith ovarianovarian
carcinomacarcinoma

((GadducciGadducci 2004)2004)
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FEATURESFEATURES

ThTh id lid l tt kk h ldh ld hh hi hhi h iti ititi itThe The idealideal tumortumor markersmarkers shouldshould havehave a high a high sensitivitysensitivity
(SE) and a high (SE) and a high specificityspecificity (SP), in (SP), in orderorder toto discriminate discriminate 
cancercancer patientspatients fromfrom healthyhealthy subjectssubjects oror patientspatients withwithcancercancer patientspatients fromfrom healthyhealthy subjectssubjects or or patientspatients withwith
benignbenign conditionsconditions, and , and shouldshould bebe secretedsecreted intointo the the 
circulationcirculation in in concentrationsconcentrations proportionalproportional toto tumortumor burdenburdenp pp p
and and activityactivity

((GadducciGadducci 2004)2004)



OVARIAN GERM CELL TUMOROVARIAN GERM CELL TUMOROVARIAN GERM CELL TUMOROVARIAN GERM CELL TUMOR

AlphaAlpha--fetoproteinfetoprotein ((ααFPFP) ) isis producedproduced alwaysalways byby yolkyolk sacsac
tumortumor, , oftenoften byby embrionalembrional carcinoma and carcinoma and 
polyembryomapolyembryoma andand sometimessometimes byby immature teratomaimmature teratomapolyembryomapolyembryoma, and , and sometimessometimes byby immature teratomaimmature teratoma

(David 2002 Huang 2002)(David 2002 Huang 2002)(David 2002, Huang 2002)(David 2002, Huang 2002)

Beta Beta subunitsubunit ofof the the humanhuman chorionicchorionic gonadotropingonadotropine ae a subusubu oo ee u au a c o o cc o o c go ado opgo ado op
((ββHCGHCG) ) isis elevatedelevated in in patientspatients withwith choriocarcinomachoriocarcinoma, , 
embrionalembrional carcinoma, carcinoma, polyembryomapolyembryoma and and mixedmixed germgerm
cellcell tumorstumors containingcontaining choriocarcinomatouschoriocarcinomatous elementselements

((TalermanTalerman 19941994-- TakemoriTakemori 1998)1998)
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CA 125  IN OVARIAN CANCER: EUROPEAN CA 125  IN OVARIAN CANCER: EUROPEAN 
GROUP ON TUMOR MARKERS GUIDELINESGROUP ON TUMOR MARKERS GUIDELINESGROUP ON TUMOR MARKERS GUIDELINES GROUP ON TUMOR MARKERS GUIDELINES 
FOR CLINICAL USEFOR CLINICAL USE
M J DUFFY J M BONFRER J KULPAS G J S RUSTIN G SOLETORMOSM J DUFFY J M BONFRER J KULPAS G J S RUSTIN G SOLETORMOSM.J. DUFFY, J.M. BONFRER, J. KULPAS, G.J.S. RUSTIN, G. SOLETORMOS, M.J. DUFFY, J.M. BONFRER, J. KULPAS, G.J.S. RUSTIN, G. SOLETORMOS, 
G.C. TORRE, M.K. TUXEN, M. ZWIRNERG.C. TORRE, M.K. TUXEN, M. ZWIRNER
Int J Gynecol Cancer 2005; 15:679Int J Gynecol Cancer 2005; 15:679--691.691.

AbstractAbstract
CA125 CA125 isis currentlycurrently the the mostmost widelywidely usedused tumortumor markermarker forfor ovarianovarian
epithelialepithelial cancercancer. The . The aimaim ofof thisthis articlearticle isis toto provideprovide guidelinesguidelines forfor thethe

titi li i lli i l ff CA125 iCA125 i ti tti t ithith ii DD tt l kl kroutine routine clinicalclinical useuse ofof CA125 in CA125 in patientspatients withwith ovarianovarian cancercancer. Due . Due toto lacklack
ofof sensitivitysensitivity forfor stage I stage I diseasedisease and and lacklack ofof specificityspecificity, CA125 , CA125 isis ofof littlelittle
valuevalue in the detection in the detection ofof earlyearly ovarianovarian cancercancer. At . At presentpresent, , thereforetherefore,,
CA125, CA125, eithereither alone or in alone or in combinationcombination withwith otherother modalitiesmodalities, , cannotcannot bebe,, ,,
recommendedrecommended forfor screening screening forfor ovarianovarian cancercancer in in asymptomaticasymptomatic womenwomen
outsideoutside the the contextcontext ofof a a randomizedrandomized controlledcontrolled trial. trial. PreoperativePreoperative levelslevels
in in postmenopausalpostmenopausal women, women, howeverhowever, , maymay aidaid the the differentiationdifferentiation ofof
benignbenign andand malignantmalignant pelvicpelvic massesmasses SerialSerial levelslevels duringduring chemotherapychemotherapybenignbenign and and malignantmalignant pelvicpelvic massesmasses. Serial . Serial levelslevels duringduring chemotherapychemotherapy
forfor ovarianovarian cancercancer are are usefuluseful forfor assessingassessing responseresponse toto treatment.treatment.
AlthoughAlthough serial serial monitoringmonitoring followingfollowing initialinitial chemotherapychemotherapy can can leadlead toto
the the earlyearly detection detection ofof recurrentrecurrent diseasedisease, the , the clinicalclinical valuevalue ofof thisthis leadtimeleadtimeyy ,,
isis unclearunclear. CA125 . CA125 isis the the ovarianovarian cancercancer markermarker againstagainst whichwhich newnew
markersmarkers forfor thisthis malignancymalignancy shouldshould bebe judgedjudged..



STRUCTURE DISTRIBUTION OF CA 125 STRUCTURE DISTRIBUTION OF CA 125 
IN NORMAL TISSUESIN NORMAL TISSUES

AntigenicAntigenic determinantdeterminant on on glicoproteinglicoprotein withwith molecularmolecular
weightweight rangingranging fromfrom 200 200 toto 2000 2000 kdkd, , presentpresent in:in:

NormalNormal adultadult tissuestissues derivedderived fromfrom coelomiccoelomic epitheliumepithelium
((endometriumendometrium endocervixendocervix falloppianfalloppian tube)tube)((endometriumendometrium, , endocervixendocervix, , falloppianfalloppian tube)tube)
CellsCells ofof mesothelialmesothelial originorigin ((pleuralpleural, , pericardialpericardial, , peritonealperitoneal
cellscells))))
EpitheliaEpithelia ofof kidneykidney, , lunglung, , stomachstomach, , gallbladdergallbladder, pancreas , pancreas 
and colonand colon

CA 125 HAS A WIDESPREAD DISTRIBUTION AND CA 125 HAS A WIDESPREAD DISTRIBUTION AND 
LACKS ORGAN SPECIFICITYLACKS ORGAN SPECIFICITYLACKS ORGAN SPECIFICITYLACKS ORGAN SPECIFICITY

((DuffyDuffy 2005)2005)



SERUM CA 125 LEVELS IN HEALTHY SERUM CA 125 LEVELS IN HEALTHY 
SUBJECTSSUBJECTS

PremenopausalPremenopausal women > women > postmenopausalpostmenopausal womenwomen

TimeTime ofof menstruationmenstruation

PregnancyPregnancy

SmokingSmoking

Caffeine Caffeine consumptionconsumption
((DuffyDuffy 2005)2005)



INCREASED CA 125 IN GYNECOLOGICAL INCREASED CA 125 IN GYNECOLOGICAL 
BENIGN DISEASESBENIGN DISEASES

EndometriosisEndometriosis

Uterine myomasUterine myomas

Acute and chronic salpingitisAcute and chronic salpingitis

PIDPID

Meigs syndromeMeigs syndrome
(Jacobs and Bast 1989, Tuxen 2001)(Jacobs and Bast 1989, Tuxen 2001)



INCREASED CA 125 IN INCREASED CA 125 IN 
NONGYNECOLOGICAL BENIGNNONGYNECOLOGICAL BENIGNNONGYNECOLOGICAL BENIGN NONGYNECOLOGICAL BENIGN 

DISEASESDISEASES
LiverLiver cirrhosiscirrhosis

ChronicChronic activeactive hepatitishepatitis

Acute and Acute and chronicchronic pancreatitispancreatitis

LungLung and and pleuralpleural diseasesdiseases

AnyAny disorderdisorder thatthat inflamesinflames the the peritoneumperitoneum, , pericardiumpericardium
or pleuraor pleura

((JacobsJacobs and and BastBast 1989, 1989, TuxenTuxen 2001)2001)



INCREASED CA 125 IN NONOVARIANINCREASED CA 125 IN NONOVARIANINCREASED CA 125 IN NONOVARIAN INCREASED CA 125 IN NONOVARIAN 
CANCERSCANCERS

ElevatedElevated levelslevels ofof CA 125 can CA 125 can occuroccur in in mostmost typestypes ofof
d i (d i (b tb t l tl t lladenocarcinoma (adenocarcinoma (breastbreast, , colorectumcolorectum, pancreas, , pancreas, lunglung, , 

endometriumendometrium, , cervixcervix, , falloppianfalloppian tube), tube), especiallyespecially ifif
distantdistant metastasesmetastases areare presentpresentdistantdistant metastasesmetastases are are presentpresent

((JacobsJacobs and and BastBast 1989, 1989, TuxenTuxen 2001)2001)



SERUM CA 125 LEVELS AND DISEASE SERUM CA 125 LEVELS AND DISEASE 
STAGE IN OVARIAN CANCERSSTAGE IN OVARIAN CANCERS

STAGE FIGOSTAGE FIGO CA 125 INCREASEDCA 125 INCREASED

II 49/9649/96 (50%)(50%)

IIII 55/6155/61 (90%)(90%)

IIIIII 199/216199/216 (92%)(92%)

IVIV 77/8277/82 (94%)(94%)

(Jacobs and Bast 1989)(Jacobs and Bast 1989)







SERUM CA 125 LEVELS AND HISTOLOGY SERUM CA 125 LEVELS AND HISTOLOGY 
TYPE IN OVARIAN CANCERSTYPE IN OVARIAN CANCERS

HISTOLOGY TYPEHISTOLOGY TYPE

SerousSerous

CA 125 INCREASEDCA 125 INCREASED

254/317254/317 (80%)(80%)SerousSerous

MucinousMucinous

254/317254/317 (80%)(80%)

35/5135/51 (69%)(69%)MucinousMucinous

EndometrioidEndometrioid

35/5135/51 (69%)(69%)

39/5239/52 (75%)(75%)

Clear cellsClear cells 28/3628/36 (78%)(78%)

UndifferentiatedUndifferentiated 56/6456/64 (88%)(88%)

((JacobsJacobs and and BastBast 1989)1989)



CA 125 AS A MARKER CA 125 AS A MARKER 
FOR OVARIAN CANCERFOR OVARIAN CANCER

ScreeningScreening

DifferentialDifferential diagnosisdiagnosis ofof pelvicpelvic massesmasses

AssessingAssessing prognosisprognosis

AssessingAssessing responseresponse toto therapytherapy

FollowFollow--up up afterafter completioncompletion ofof initialinitial teraphyteraphy



SCREENINGSCREENING ΙΙSCREENINGSCREENING ΙΙ

CA 125 alone has a low positive predictive value (PPN=2.3%).CA 125 alone has a low positive predictive value (PPN=2.3%).

This would mean that 50 women would need undergo This would mean that 50 women would need undergo 
laparoscopy or laparotomy in order to detect one ovarian laparoscopy or laparotomy in order to detect one ovarian 
cancercancercancercancer

(H l 2000)(H l 2000)(Hensley 2000)(Hensley 2000)



SCREENINGSCREENING ΙΙΙΙSCREENING SCREENING ΙΙΙΙ

In In multimodalmultimodal screening, CA 125 screening, CA 125 isis assayedassayed first and first and 
ultrasound ultrasound onlyonly carriedcarried out out ifif elevatedelevated markermarker levelslevels are are yy
foundfound..

In a In a studystudy on 22000 women, the PPV on 22000 women, the PPV ofof CA 125 CA 125 followedfollowed
byby ultrasound ultrasound forfor the detection the detection ofof ovarianovarian cancercancer waswas
26%26%

((JacobsJacobs 1993)1993)





SCREENINGSCREENING ΙΙΙΙΙΙSCREENING SCREENING ΙΙΙΙΙΙ

AnotherAnother approachapproach involvesinvolves the the additionaladditional assayassay ofof
complementarycomplementary markersmarkers::complementarycomplementary markersmarkers: : 

OVX1 andOVX1 and macrophagemacrophage colonycolony stimulatingstimulating factorfactor (M(M CSF)CSF)OVX1 and OVX1 and macrophagemacrophage colonycolony stimulatingstimulating factorfactor (M(M--CSF)CSF)
((WoolasWoolas 1993)1993)

TumorTumor--associatedassociated trypsintrypsin inhibitorinhibitor, CA 19, CA 19--9, CA 72.4 and 9, CA 72.4 and 
inhibininhibininhibininhibin

((StenmanStenman 1995, 1995, RobertsonRobertson 1999)1999)



DIFFERENTIAL DIAGNOSIS OFDIFFERENTIAL DIAGNOSIS OFDIFFERENTIAL DIAGNOSIS OF DIFFERENTIAL DIAGNOSIS OF 
PELVIC MASSESPELVIC MASSES

ForFor women women presentingpresenting withwith a a pelvicpelvic mass, CA 125 can mass, CA 125 can 
idid tt kk ti lti l h thh th thth ii lik llik l ttaidaid toto knowknow preoperativelypreoperatively whetherwhether the mass the mass isis likelylikely toto

bebe benignbenign or or malignantmalignant, , especiallyespecially in in postmenopausalpostmenopausal
subjectssubjectssubjectssubjects..

((SchutterSchutter 1994)1994)



ASSESSING PROGNOSISASSESSING PROGNOSISASSESSING PROGNOSISASSESSING PROGNOSIS

SeveralSeveral smallsmall--scalescale retrospectiveretrospective studiesstudies havehave shownshown
thatthat eithereither the rate the rate ofof fallfall ofof CA 125 CA 125 levelslevels afterafter oneone, , twotwo
or or threethree coursescourses ofof chemotherapychemotherapy correlatedcorrelated withwith patientpatient
survivalsurvival, , butbut conflictingconflicting data data alsoalso existsexists..

((CanneyCanney 1984, Clark 2001)1984, Clark 2001)

MoreoverMoreover thethe prognosticprognostic valuevalue ofof CA 125CA 125 waswas foundfound totoMoreoverMoreover, the , the prognosticprognostic valuevalue ofof CA 125 CA 125 waswas foundfound toto
bebe timetime dependentdependent, i.e., , i.e., waswas onlyonly ofof valuevalue forfor the first the first 
yearyear afterafter surgerysurgeryyearyear afterafter surgerysurgery

((PetersPeters--EnglEngl 1999)1999)



ASSESSING RESPONSE TO THERAPYASSESSING RESPONSE TO THERAPY

AssayAssay ofof CA 125 CA 125 isis recommendedrecommended forfor monitoringmonitoring
chemotherapychemotherapy in in patientspatients withwith ovarianovarian cancercancer..
L lL l t dt d titi t t tt t t f ilf il h ldh ldLevelsLevels or or trendstrends suggestingsuggesting treatment treatment failurefailure shouldshould
resultresult in in discontinuationdiscontinuation ofof ineffectiveineffective therapytherapy, , switchswitch toto
anan alternativealternative therapytherapy oror randomizationrandomization inin trialstrialsanan alternative alternative therapytherapy, or , or randomizationrandomization in in trialstrials
evaluatingevaluating novelsnovels treatmentstreatments

((RustinRustin 2003, 2003, DuffyDuffy 2005)2005)(( yy ))



FOLLOW UP AFTER COMPLETION OF FOLLOW UP AFTER COMPLETION OF 
INIZIAL THERAPYINIZIAL THERAPY

FollowingFollowing primaryprimary treatment treatment ofof ovarianovarian cancercancer, , manymany
patientspatients are are regularlyregularly monitoredmonitored withwith CA 125, in CA 125, in orderorder totopp g yg y ,,
preclinicallypreclinically detectdetect recurrentrecurrent //metastaticmetastatic diseasedisease, the , the 
assumptionassumption beingbeing thatthat earlyearly administrationadministration ofof salvagesalvage
chemotherapychemotherapy enhancesenhances outcomeoutcomechemotherapychemotherapy enhancesenhances outcomeoutcome

((TuxenTuxen 2001)2001)
AnywayAnyway, the , the clinicalclinical valuevalue ofof thisthis earlyearly warningwarning remainsremainsy yy y,, yy gg
unclearunclear, , becausebecause itit isis wellwell knownknown thatthat recurrentrecurrent ovarianovarian
cancercancer isis usuallyusually incurableincurable withwith existingexisting treatmentstreatments..

ProspectiveProspective randomizedrandomized trialstrials are in progress.are in progress.



MARKERS THAT MAY COMPLEMENT CA125 IN MARKERS THAT MAY COMPLEMENT CA125 IN 
OVARIAN CANCEROVARIAN CANCEROVARIAN CANCEROVARIAN CANCER

MarkerMarker Type of Type of 
moleculemolecule

ReferenceReference

OVX1OVX1
MM--CSFCSF
TATITATI
CA19CA19 99

MucinMucin
Growth factorGrowth factor
Protease inhibitorProtease inhibitor
M iM i

Woolas et al.(34) and van HaaftenWoolas et al.(34) and van Haaften--Day et al.(35)Day et al.(35)
Woolas et al.(34) and van HaaftenWoolas et al.(34) and van Haaften--Day et al.(35)Day et al.(35)
Stenman et al.(36)Stenman et al.(36)
St t l (36)St t l (36)CA19CA19--99

InhibinInhibin
HMFG1 and HMFG2HMFG1 and HMFG2
CASACASA

MucinMucin
GlycoproteinGlycoprotein
Milk globulinMilk globulin
MucinMucin

Stenman et al.(36)Stenman et al.(36)
Robertson et al.(37)Robertson et al.(37)
Dhokia et al.(38)Dhokia et al.(38)
Devine et al (39)Devine et al (39)CASACASA

TPSTPS
Lysophosphatidic acidLysophosphatidic acid
ProstasinProstasin

MucinMucin
Cytokeratin 18Cytokeratin 18
LipidLipid
Serine proteaseSerine protease

Devine et al.(39)Devine et al.(39)
Devine et al.(39) and van Dalen et al.(40)Devine et al.(39) and van Dalen et al.(40)
Xu et al.(41)Xu et al.(41)
Mok et al.(42)Mok et al.(42)

OsteopontinOsteopontin
Kallikrein 6 and 10Kallikrein 6 and 10

GlycophosphoproteinGlycophosphoprotein
Serine proteaseSerine protease

Kim et al.(43)Kim et al.(43)
Diamandis et al.(44) and Luo et al.(45)Diamandis et al.(44) and Luo et al.(45)

MM--CSF, macrophage colony stimulating factor; TATI, tumorCSF, macrophage colony stimulating factor; TATI, tumor--associated trypsin inhibitor; HMFG, associated trypsin inhibitor; HMFG, 
human milk fat globulin; CASA, cancerhuman milk fat globulin; CASA, cancer--associated serum antigen; TPS, tissue polypeptide specific associated serum antigen; TPS, tissue polypeptide specific 
antigen.antigen.

2005 IGCS, International Journal of Gynecological Cancer 15, 6792005 IGCS, International Journal of Gynecological Cancer 15, 679––691691



OTHER TUMOROTHER TUMOR ASSOCIATED ANTIGENSASSOCIATED ANTIGENSOTHER TUMOROTHER TUMOR--ASSOCIATED ANTIGENSASSOCIATED ANTIGENS

CA 19 9CA 19 9CA 19.9CA 19.9
CA 15.3CA 15.3
CA 72 4CA 72 4CA 72.4CA 72.4
InhibinInhibin
InterleukinInterleukin--6 (IL6 (IL--6)6)InterleukinInterleukin--6 (IL6 (IL--6)6)
MacrophageMacrophage colonycolony--stimulatingstimulating (M(M--CSF)CSF)
ImmunosuppressiveImmunosuppressive acidicacidic proteinprotein (IAP)(IAP)ImmunosuppressiveImmunosuppressive acidicacidic proteinprotein (IAP)(IAP)
OVX1OVX1
sFassFas
CYFRA 21.1CYFRA 21.1
VascularVascular endothelialendothelial growthgrowth factorfactor (VEGF)(VEGF)

((GadducciGadducci 2004)2004)



A A multicentricmulticentric ItalianItalian studystudy showedshowed thatthat the the combinationcombination
ofof CA 125 and CA 72 4CA 125 and CA 72 4 diddid notnot significantlysignificantly increaseincrease thetheofof CA 125 and CA 72.4 CA 125 and CA 72.4 diddid notnot significantlysignificantly increaseincrease the the 
reliabilityreliability ofof CA 125 in the CA 125 in the preoperativepreoperative evaluationevaluation ofof
adnexaladnexal massesmasses in in postmenopausepostmenopausead e aad e a assesasses post e opausepost e opause

((MagginoMaggino 1995)1995)(( gggg ))



In In patientspatients withwith positive CA 125 positive CA 125 assayassay at at diagnosisdiagnosis, the , the 
concomitantconcomitant evaluationevaluation ofof CA 19.9 or CA 72.4 or CA CA 19.9 or CA 72.4 or CA 
15 315 3 diddid notnot offeroffer anyany additionaladditional benefitbenefit forfor monitoringmonitoring15.3 15.3 diddid notnot offeroffer anyany additionaladditional benefit benefit forfor monitoringmonitoring
ovarianovarian carcinoma.carcinoma.
ConverselyConversely the serialthe serial measurementsmeasurements ofof thesethese otherotherConverselyConversely, the serial , the serial measurementsmeasurements ofof thesethese otherother
antigens antigens maymay representrepresent anan interestinginteresting biochemicalbiochemical tooltool
forfor the management the management ofof patientspatients withwith negative CA 125 negative CA 125 
assayassay..

((GadducciGadducci 2004)2004)



INHIBIN    INHIBIN    II

SS i hibii hibi ii ii d td t ithith dd ttSerumSerum inhibininhibin isis anan ovarianovarian productproduct withwith decreasesdecreases toto
nonnon--detectabledetectable levelslevels afterafter menopause: menopause: howeverhowever some some 
ovarianovarian tumorstumors suchsuch asas mucinousmucinous carcinomascarcinomas andandovarianovarian tumorstumors, , suchsuch asas mucinousmucinous carcinomascarcinomas and and 
granulosa granulosa cellcell tumorstumors, continue , continue toto produce produce inhibininhibin whichwhich
providesprovides a a basisbasis forfor a a serumserum diagnosticdiagnostic testtestpp gg

((RobertsonRobertson 2002)2002)



INHIBIN    INHIBIN    IIII

Serum inhibin reflects tumor burden and its Serum inhibin reflects tumor burden and its 
measurement may be useful for assessing response to measurement may be useful for assessing response to 
chemotherapy and the followchemotherapy and the follow up of patientsup of patientschemotherapy and the followchemotherapy and the follow--up of patientsup of patients

(Boggess 1997(Boggess 1997 Stuart 2003)Stuart 2003)(Boggess 1997(Boggess 1997-- Stuart 2003)Stuart 2003)



KEY POINTS RELATING TO THE EGTM KEY POINTS RELATING TO THE EGTM 
GUIDELINES FOR THE USE OF CA125 INGUIDELINES FOR THE USE OF CA125 INGUIDELINES FOR THE USE OF CA125 IN GUIDELINES FOR THE USE OF CA125 IN 

OVARIAN CANCEROVARIAN CANCER

At present, CA125, either alone or in combination with other At present, CA125, either alone or in combination with other 
modalities, should not be used in screening asymptomatic subjects modalities, should not be used in screening asymptomatic subjects 

t id th t t f li i l t i lt id th t t f li i l t i loutside the context of a clinical trial.outside the context of a clinical trial.
Preoperative CA125 levels in postmenopausal women may aid in Preoperative CA125 levels in postmenopausal women may aid in 
the differentiating of benign and pelvic masses.the differentiating of benign and pelvic masses.g g pg g p
Alterations in serial levels of CA125 during initial therapy, using Alterations in serial levels of CA125 during initial therapy, using 
defined criteria, can be used to assess disease response or defined criteria, can be used to assess disease response or 
progressionprogressionprogression.progression.
Although serial determinations of CA125 following initial Although serial determinations of CA125 following initial 
chemotherapy can lead to the early detection of recurrent disease, chemotherapy can lead to the early detection of recurrent disease, 
the clinical value of this leadthe clinical value of this lead--time remains to be established.time remains to be established.
CA125 is the ovarian cancer marker against which new markers for CA125 is the ovarian cancer marker against which new markers for 
this disease should be comparedthis disease should be comparedthis disease should be compared.this disease should be compared.



ENDOMETRIAL CARCINOMAENDOMETRIAL CARCINOMA

R i dR i d CA 125CA 125 l ll l ( 35 U / l)( 35 U / l) hh bb t dt dRaisedRaised CA 125 CA 125 levelslevels (> 35 U / ml) (> 35 U / ml) havehave beenbeen reportedreported
in 11in 11--33.9% 33.9% ofof patientspatients withwith thisthis malignancymalignancy..
PreoperativePreoperative CA 125CA 125 levelslevels correlatecorrelate withwith stagestage depthdepth ofofPreoperativePreoperative CA 125 CA 125 levelslevels correlate correlate withwith stage, stage, depthdepth ofof
myometrialmyometrial invasioninvasion, , histologichistologic gradegrade, , cervicalcervical invasioninvasion, , 
peritonealperitoneal cytologycytology andand lymphlymph nodenode statusstatusperitonealperitoneal cytologycytology and and lymphlymph nodenode statusstatus

(Scambia 1994(Scambia 1994-- SoodSood 19971997-- HsiehHsieh 2002)2002)(( ))



CERVICAL CARCINOMACERVICAL CARCINOMA

SCC SCC antigenantigen, a , a subfractionsubfraction ofof the the glycoproteinglycoprotein TATA--4 4 
i l t di l t d ff llll i li l titi iiisolatedisolated fromfrom squamoussquamous cellcell cervicalcervical cancercancer tissuestissues, , isis
the the mostmost commonlycommonly usedused markermarker forfor cervicalcervical cencercencer..
ElevatedElevated antigenantigen levelslevels havehave beenbeen foundfound in 27in 27 87 7%87 7% ofofElevatedElevated antigenantigen levelslevels havehave beenbeen foundfound in 27in 27--87.7% 87.7% ofof
patientspatients withwith SCC SCC ofof the the cervixcervix..
PretreatmentPretreatment SCCSCC levelslevels areare relatedrelated toto tumortumor stagestagePretreatmentPretreatment SCC SCC levelslevels are are relatedrelated toto tumortumor stage, stage, 
tumortumor sizesize, , depthdepth ofof cervicalcervical invasioninvasion, , lymphlymph--vascularvascular
spacespace involvementinvolvement and and lymphlymph nodenode status.status.pp y py p

((GadducciGadducci 19921992-- Scambia 1996Scambia 1996-- TakedaTakeda 2002)2002)
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“…More than 30 serum markers have been evaluated alone and in 
combination with CA125 by different investigators Some of the mostcombination with CA125 by different investigators. Some of the most 
promising include: HE4, mesothelin, M-CSF, osteopontin, 
kallikrein(s), and soluble EGF receptor. Two proteomic approaches 
h b d i th tt f khave been used: one examines the pattern of peaks on mass 
spectroscopy and the other uses proteomic analysis to identify a 
limited number of critical markers that can be assayed by more 
conventional methods. Both approaches are promising and require 
further development. Several groups are placing markers on 
multiplex platforms to permit simultaneous assay of multiple markers p p p y p
with very small volumes of serum. Mathematical techniques are 
being developed to analyze combinations of marker levels to 
improve sensitivity and specificity. In the future, serum markersimprove sensitivity and specificity. In the future, serum markers 
should improve the sensitivity of detecting recurrent disease as well 
as facilitate earlier detection of ovarian cancer.”
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