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XYMAHHW ENWIAIUMACHM IIPOTEVH 4 Y TIPEUKIIAIA OBAPUJAJTHOT
KAPLIMHOMA KOJI MAIIMJEHTKHAH>A CA TYMOPOM JAJHUKA

Pe3zume

Yeoo

Oxo 10% xena y CjegumeHuMm Amepuukum J[pkaBama je y TOKY KMBOTa XOCHHTAJIU30BAaHO U
MOJIBPTHYTO XUPYPIIKOM TPETMaHy 300T CYCIEKTHE OBapHjalHe Mace Ha OBApHUjaIHYy HEOIUIa3My.
OrpanudeHe cy MOryhHOCTH THHEKOJIOTa y TIOKYIIIAjiMa JIa OTKpHje OOJIECT Y PaHOM CTaJHjyMy, Kaaa Cy
CUMIITOMH joul yBeK Hecrneuudununu. Kao nocneauna tora, kon oko 70% ykymHor 6poja GonecHuIa
JIMjarHo3a ce MoCTaBjba y HAMPEIHUM CTaHjyMHMa KaplUHOMA, Ca IETOTOJUIIHLIM MPEKUBIbABAHEM
MambuM o 30%. Hcexon kapuwHOMa jajHUKa je OOJbM  YKOJIUKO C€ JICYCHE CIPOBOAN Y

CHGIII/IjaJII/I3OBaHI/IM LHCHTpHUMA O] CTpaHC '’MHCKOJIOIIKHUX OHKOJIOTA.

Y ToM mpaBiy, mpaBHJiHAa Tpujaka ce Hamehe kako mmmnepatuB y o0e30ehuBamy ONTHMATHHUX

OIICPAaTUBHUX TPETMaHaA 3a 6OJ'IeCHI/II_[e ca OBapI/IjaJ'IHI/IM TYMOPOM.

Humesu paoa

YTBpAUTH BaUAHOCT TyMOpcKor Mapkepa HE4 y nujarHo3u kapiiiHOMa jajHUKa M yIIOPEIUTH je ca
BamuaHouthy CA125 wu ynTpa3Byka. YTBpPAWUTH BaJMIHOCT Hamer AJNropuTMa 3a NpeAuKIH]jY
OBapHjaJTHUX MAJMTHUTETA U YIMOPEAUTH Ta ca BaJuaHOIINYy OMOXEMHjCKMX TYMOPCKHX Mapkepa U
Beh nocrojehux anropurama u ynrpassyunux ckoposa (ROMA, CPH-1, RMI, MI, Pl u RI). TTocraButu

HaIll MOJIEN 33 IPEIUKIIN]Y EeUTETHUX MAJIUTHUTETA jJajHUKA.

Mamepujan u memooe

[TpoCTIeKTHBHO KIMHUYKO UCTpakuBame oOyxBatwio je 200 OojecHHIla y OKBHpUMA HCIHTHBAHE
rpyne ca TyYMOPOM jajHHKA JTUjarHOCTUKOBAHHMM YITPa3BYKOM. MHKIIY3UOHU KPUTEPHjyMU: KECHE
crapuje on 18 romuHa, OoJecHUIIEe ca AETEKTOBAHUM TYMOPOM jajHHKA TTOMONY ynTpa3ByKa KOjJH je
OMoO TUIaHUpaH 3a XUPYPUIKO OJCTpamuBamke. EKCKIY3MOHU KPHUTEPUJYMHU: TPYIHUIIE W JIOWUIBE,
OojecHHIIE Ca TMPETXOAHOM JEIHOCTPAHOM U 000CTpaHOM 00(GOPEKTOMHjOM, OOJECHHIE ca
aHaMHE30M 3a OMJIO KOjJy TPEHYTHY WJIM MPOILITY MaJIWrHy 0OJecT, TellKa XpPOHHYHA 000JbeHA.
Kontponna rpyma, koja mpeacTaBiba 37paBy MOMyJalMjy *KeHa, cacTojania ce ox 100 skena ca

HOPMAaJIHMM YJITPa3By4YHHM HaAJIa30M MaJle KapJuLe.

[Mocne ynrpasByunor nperiyiesna Ha anapary GE Voluson E8 tpancBarunanaom congom RIC5-9D, 4-9
MHz (mopdonoruja Tymopa jajHHUKa ¥ AOIUIEp KPBHHUX CYJOBa TyMOpa), IPUCTYIHIIO CE Y3UMAmby
BeHCKe KpBH 3a Tymopcke mapkepe HE4 u CA125. Ilocnme xupypmikor TpeTMaHa W aHAIU3E
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XHUCTOJIOMIKOT MaTepHjasia, 00JIECHHIIE Cy OUJIe MOJIeJhbeHe Y TPYITY Ca MAJIMTHUM M TPYIy ca OCHUTHUM

TyMOpHMa jajHUKA.

Pezynmamu

On 181 GomnecHuie ca TymopoM jajHuka, 40 je OO ca MAJIMTHUM EMUTEITHHM TyMOPHMA, JIBE Ca
cTpoMaiHuM, 6 ca “borderline” n 133 ca GeHUTHUM TyMOpHMa jajHUKA. AHATH3UPATH CMO YKYITHO 79
3apaBux ucnutaHuna. Bamuanoct mapkepa HE4 u CA125 je u3paduyHaBana camo 3a CiiydajeBe ca

MQJIMTHUM EMHUTEIHUM TYMOPHMA jajHUKA 1 OCHUTHUM TyMOpHMa jajHUKA.

CensuruBHocT, cnemuduunoct, PPV, NPV 3a HE4: 75,00%; 87,69; 65,22; 91,94 u 84,71;
koHcekBeHTHO. 3a CA125: 80,80%; 59,23%; 37,65%; 90,59 u 64,12; xoncekBentHo. 3a ROMA:
97,50%; 69,23%; 49,37%; 98,90 u 75,88. 3a CPH-I: 92,50%; 84,62%; 64,91% 97,35% u 86,47%. 3a
RMI: 92,50%; 83,85%; 63,79%; 97,32% u 85,88%. 3a MI: 85,00%; 56,23%; 92,77%mu 65,29%. 3a PI:
65,00%; 52,31%; 29,55%, 82,93% u 55,29%. 3a RI: 52,50%; 90,77%; 63,64; 86,13; u 81,76%. 3a
APOM: 90,00%; 97,69%; 92,31%; 96,95% u 95,88%.

ROC — AUC 3a HE4: 0,946; CA125: 0,876; ROMA: 0,957; CPH-I: 0,956; RMI: 0,934; MI: 0,836;
PI: 0,717; RI: 0,746; APOM: 0,977.

3akmwyuak

CA125 ce nokasao kao Hemto ceH3uTuBHUjU o7 CAL125, anu je HE4 nanexo cnenuduunuju Mapkep.
On cBux ucnutuBanux mapamerapa, ROMA je najcensutuBHuju, a APOM je HajcneunpuvHuju y

MpEeIUKIN]U KapLIUHOMA jajHUKA.

Kuyune peuu:

HE4, CA125, ROMA, CPH-I, RMI, MI, nornep, APOM, oBapujaniHu KapimHOM, IpeIUKIIH]ja

Hayuna oonacm — Meouyuna

Yotca nayuna oonacm — 'unexonocuja

V/IK: 618.11-006.6-036:577.112



HUMAN EPIDIDYMIS PROTEIN 4 IN PREDICTION OF OVARIAN
CARCINOMA IN PATIENTS WITH OVARIAN TUMOR

Summary

Background

In the Unites States of America, near 10% of women in their lifetime will be hospitalized and operated
on because of ovarian mass suspected for an ovarian cancer. Diagnostic options are limited for a
gynecologist to detect ovarian cancer in its early stages. As a result, around 70% of ovarian cancer cases
are diagnosed in the advanced disease stages, when 5-year survival is sometimes less than 30%. The
prognosis is better, if the surgery is performed by gynecological oncologist in specialized cancer care
centers. In that direction, a proper triage is of pivotal importance for an optimal surgical treatment and

consequently a better survival.

Obijectives

To find out the validity of tumor marker HE4 in diagnosis of ovarian cancer and compare it with the
validities of CA125 and ultrasound. To find out the validity of our Algorithm for prediction of ovarian
malignancy (APOM) and compare it with validities of biochemical tumor markers previously
mentioned, algorithms, ultrasound scores and doppler indices (ROMA, CPH-I, RMI, MI, PI and RI).

Material and methods

Prospective clinical trial included 200 cases in the study group with detected ovarian tumor by
ultrasound. Inclusion criteria were: women 18 years of age and older with an ovarian mass, scheduled
for surgical intervention. Exclusion criteria: pregnant women, women during lactation, women with
prior unilateral and/or bilateral oophorectomy, women with history of current or past malignancy and
advanced chronic diseases. The control group represented by healthy women included 100 women

with normal ultrasound scan of the ovaries.

Ultrasonography was performed using GE Voluson E8 ultrasound machine with a transvaginal
ultrasound probe RIC5-9D, 4-9 MHz (ovarian tumor morphology and doppler of the tumor vasculature).
Afterward, patients were scheduled for vein blood sampling for HE4 and CA125 determination. After
the surgery and histology verification of the operative material, patients were grouped according to the

finding in a group with malign ovarian tumor and a group with benign ovarian tumor.
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Results

Out of 181 cases with ovarian tumor, 40 were diagnosed with epithelial ovarian cancer, 2 with stromal
malign tumor, 6 “borderline”, and 133 with benign ovarian tumor. We have analyzed in total 79
healthy women. Validities of tumor markers HE4 and CA125 were calculated only for epithelial

ovarian cancer cases and benign ovarian tumors.

Sensitivity, Specificity, PPV, NPV and Accuracy for HE4: 75,00%; 87,69; 65,22; 91,94 and 84,71,
respectively. For CA125: 80,80%; 59,23%; 37,65%; 90,59 and 64,12; respectively. For
ROMA: 97,50%; 69,23%; 49,37%; 98,90 and 75,88. For CPH-I: 92,50%; 84,62%; 64,91% 97,35%
and 86,47%. For RMI: 92,50%; 83,85%; 63,79%; 97,32% and 85,88%. For MI: 85,00%; 56,23%;
92,77% and 65,29%. For PI: 65,00%; 52,31%; 29,55%, 82,93% and 55,29%. For RI: 52,50%; 90,77%;
63,64; 86,13 and 81,76%. For APOM: 90,00%; 97,69%; 92,31%; 96,95% and 95,88%.

ROC — AUC analyses for the tested parameters as follows: HE4 AUC = 0,946; CA125 AUC = 0,876;
ROMA AUC = 0,957; CPH-I AUC = 0,956; RMI AUC = 0,934; MI AUC = 0,836; Pl AUC = 0,717;
RI AUC =0,746; APOM AUC = 0,977.

Conclusions

On the whole population tested (both pre- and postmenopausal together), CA125 appeared to more
sensitive than HE4, but, HE4 was far more specific. Of all tested parameters, ROMA was the most
sensitive, and APOM was the most specific in the prediction of epithelial ovarian cancer in patients

with ovarian tumor.

Key words:

HE4, CA125, ROMA, CPH-I, RMI, Ml, doppler, APOM, ovarian cancer, prediction

Scientific field — Medicine

Scientific discipline — Gynecology

UDC: 618.11-006.6-036:577.112
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Jlucma ckpahenuuya

HE4 — Xymanu enuauauMucHu nporern 4 (Human epididymis protein 4);
CA125 - Kannepcku anturen 125 (Cancer antigen 125);

ROMA — Pusuk 3a oBapujanau MmasimrauteT aaroputam (Risk of Ovarian Malignancy Algorithm);

CPH-I —Konenxaren unzaekc (Copenhagen Index);

RMI — Unnekc pusuka 3a mamurautet (Risk of Malighancy Index);
Ml — Mopdomnomku ungexe (Morphology Index);

Pl — Unnekc nyncaruje (Pulsatility Index);

RI — Unnekc pesuctennuje (Resistance Index);

APOM — Anropurtam mpeavKIifje OBapujaTHOT MAJIUTHUTETA;
1IPM — IIpemenonaysa;

I[IOM - IlocTtmeHnomnay3a,

SD — CrangapaHa neBujanyja,

SE — CranjmapaHa rpenika;

Cl — Wutepran noy3aanoctu (confidence interval);
BMI — WUnaexc TenecHe TeXUHE,

S — CeH3UTHBHOCT;

Sp — CrnenuguyHocr;

PPV — [lo3uTHBHA NPETMKTUBHA BPEAHOCT;
NPV — HeratuBHa nmpeAMKTHBHA BPEIHOCT;
Acc — Ilpeuunsnocr;

ns — HecurnuukantHo;

Mdn — Menujana,

M — Cpenma BpeIHOCT;



XYMAHHW ENWIAIUMACHM IMIPOTEVH 4 Y TIPEUKIAIA OBAPUJAJTHOT
KAPLHIMHOMA KO/ MALIMJEHTKUIHLA CA TYMOPOM JAJHUKA

1. ¥YBOJ

Oxo 10% »xena y CjenumenuM AMepuukum JlpxaBama Oylie y TOKY JKMBOTa XOCIHUTAIM30BAHO U

MOJIBPIHYTO XHPYPUIKOM TPETMaHy 300T CyCIIEKTHE TYMOPE jajHHKa Ha OBapujaiHu KapiuHoM (1).

OBapujaiHu TYMOpPH CE€ MOTY CPECTH KOJ K€Ha pa3lM4yUTe CTApOCTH, ajH Cy 4Yelmnu KOj >KeHa y
HOCTMEHOMAY3H, KOJ KOjuX je mpumehena mpeBaneHuuja ox oko 18% (2). Pusuk 3a mManurauTer

Bapupa y 3aBUCHOCTHU O CTApPOCTH, Ca MC,I[I/IjaHOM on 63 I'OJUHC.

[Tpouemwyje ce 21.280 HOBUX cllydajeBa OBapHjaHOT KapiuHoMa 3a 2016. ronquHy Ha TEPUTOPHUjU

Cjenumennx Amepuukux J[pxasa, a o1 kojux je 14.240 HOBUX CMpPTHHX citydajeBa (3).

3a pa3nuKy of IpYTruX THHEKOJIOIKUX KapIIMHOMa, KapIIUHOM jajHHKa HEMa CBOj€ MPEKaHIIEpO3HE Je3uje.
OrpanuueHe cy MOryhHOCTH THHEKOJIOTa Jia MOKYIa J]a OTKpHUje OOJNECT y paHOM CTaiujyMy, Kajia cy
CHMITTOMH joIl yBeK Hecrnenuduunu. Kao nocneauna Tora, kox oko 70% ykymHOr Opoja GorecHuIa
JIMjarHo3a Ce MOCTaBJba y HAPEIHUM CTAMjyMHMa KapIIMHOMA, Ca TICTOTOUIIHAM TPEKUBIbABAHEM

mamwuM o1 30% (4).

VYKOIMKO ce TyMOp jajHHKa AWJarHOCTHKYje y PaHOM CTaJHjyMy, MaKCUMajiHa IMTOpPEIYyKLHja

obehaBa 00JbH UCXO]I, ITO je U IIMJb THHEKOJIOMKUX oHKoora (5), (6).

Jocananime myOJMKOBaHE CTyAM]e TOKa3yjy Ja j€ MCXOJ KapIMHOMa jajHUKa OOJbH YKOJIMKO CE

JICYCH:C CIIPOBOAU Y CHCI_[I/IjaJ'II/BOBaHI/IM HEHTpHUMA O] CTPAaHC T'MHCKOJIOIIKNUX OHKOJIOTa (7)

Ananusupajyhu nomymanujy ox 291 GonecHunie ca AMjarHOCTMKOBAHUM KapIIMHOMOM jajHUKa y
paauM cragmjymuma, McGowan L. u cap. cy 3axpydnnu ga je 97% THHEKOJIOIIKAX OHKOJIOTa
MPaBWJIHO CTAIUpPalio OBapHjaJIHU KapIIMHOM, HacynpoT 52% ommrtux ruHekosora/akyuepa u 35%

ormmTux xupypra (8).

['MHEKONMOIIKY OHKOJIO3H CY CIEIH]jaIu30BaHu 32 00aBJhamhe MAKCUMATHUX ITUTOPEIYKIHja, aTH CaMO
MOJIOBHHA O] YKYITHOT Opoja OoJjiecHUIIa KOje MMajy UjarHOCTUKOBAH KapIIMHOM jaJHHKA CTHDKE JI0

TMHEKOJIOIMKHUX oHKoJora (9).

MehyTtum, nanapockomnuja 1 JlanapoToMuja ce 4ecTo 300r JIoIIe TpHjaXke U3BOJIE OJ1 CTPaHE OIMIITUX
TMHEKOJIOTa, KOJU HUCY ynyheHH y OHKOJIOIIKY XUPYPIH]jy, 112 HeaJleKBaTHU XUPYPIIKH TPETMaH U

craaupame Oosect yrude Ha kpahe npexxusibaBame Oonecuuia (10), (11).




Nnentudukaiyja 6oecHUIIa ca BACOKMM PU3UKOM 32 EMUTETHA KapIIMHOM jajHUKA ¥ FBUXOBO yITyhrBame

y cyOcCIeIujaTuCTHIKe YCTaHOBE oMoryhaBa 00JbH TpETMaH O0JIECTH U TY)KE TIPEKUBIbaBAHE.

Nmajyhu y 063up BaXXHOCT MpaBUIIHE JUjarHo3e U Tpujaxke OOJECHUIA Ca aHEKCATHUM TYMOPOM,
OMOXEMHjCKUM MapKepHMa, IPUMEHCHUM 3ace0OHO MJIM 33j€IHO Ca YITPa3ByKOM, Kao M HHUXOBUM
KOMOHMHAIMjaMa y CKJIOIYy ajJropuTaMa 3a MPEIUKIHjy MaJUTHUTETa, MOXE CE Y BEIHMKO] MepHu
nonpuHeTH 00e30ehuBamy ONTUMATHNUX IPEONEPAaTUBHUX U ONIEPATUBHUX TPETMaHa 3a O0JIECHUIIE ca

OBapHjaTHUM TYMOPOM.

1.1 DBeHUrHUW TYMOPH jajHHKA

BeHurnu TymMopH jajHUKa Ce MOTY JaBUTH Kao IIUCTUYHE, COJIMIHE WK MemaHe cTpykType. Oko 90%
CBHMX OBapHjaIHUX Maca je OCHUTHO W YETBPTH Cy Hajuemiiu y3pOK XOCHHUTaIH30Bama xeHa (12).
[lucre cy 4ecTo acMMIITOMAaTCKE U CIIOHTAHO HECTajy. BaHO je pa3inukoBaTH oBapHjajHe LUCTE, 3

KOje cy MoTpeOHe ajbe mpeTpare ¥ MHTEH3UBHU]H TPETMaH, O]l OHUX KOje c€ CIIOHTAHO MOBJIAYE.

Benurnu Tymopu jajHuka Mory OUTH (PU3HOIOMIKH U TTATOJIOIKH.

1.1.1 dusuojoLIKe OBapHjaJiHe LUCTE

Ou3MoNoIIKEe OBapHjaHE I[HMCTE MOTY HapacTh M JOOUTH TyMOpO3HE KapakTepuctuke. Mmak,
YIJIaBHOM Cy aCUMITOMATCKE, HaJla3e C€ CIy4ajHO, MPUIMKOM MEIBUYHUX KIMHUYKUX UCIIUTHUBAa
WU yITpa3BydHuM TmpersieqoMm. Hajuemhe ce Hamaze koj KeHa y PENpOaYKTHBHOM TEPHOIY.

[Tymeme noBehaBa pu3nK 3a BUXOBY 110jaBy, HACYNPOT KoHTpaneniuju. (13), (14).

11.1.1 JeanocraBHe (poJIMKYJIApPHE LUCTE

JennocraBHe QonMKyIapHe IUCTE CE jaBJbajy Kao pe3yaTaT aHoByanuje. Hactajy HepynTypupameM
JOMUHAHTHOT (DONMKyna WM yCJea OJICYTHE aTpe3uje HemoMuHaHTHUX (onukyna. Hajuemrhe cy
OCHUTHE U OTKPHBAjy C€ CIy4ajHO KOJ KE€Ha y PENpoayKTHUBHOM 100y, yoOMYajeHO y NpBUM
MOCTMEHAPXaJHUM ToJuHaMa. JeIHOCTpaHe Cy, ca jJaCHMM HBUIAMa U 0e3 ManmuIOMaTO3HHUX
eduiopeciieHIIMja TpemMa JTyMeHy. MOTy pyNnTypupaTtd U NMPEe3eHTOBATH C€ KIWMHUYKOM CIIMKOM 3a

AKyTHH a6JIOMI/IH AJIHU CUHIPOM.

1.1.1.2 IImcre :xxyTor Temaa (Corpus luteum)

Corpus luteum dyecto uae y3 HEHTpaTHY NUCTH(PHUKAILN]Y, YAPYKEHOM Ca XEMOPArujoM y JyMEHY.

Moryhe je cTBapame Koaryiayma o]l U3JIMBEHE KPBU Y JIYMEHY IHCTE, KOja MOXKe JaTH JaXKHY CIUKY




MaJUTHOT TyMopa jajHuka. Huje peTko ma oBe nucte pyntypupajy u Oyay npomnpaheHe KIMHUYKOM
CIMKOM abnoMuHaimHe xemoparuje. Lluctnuna aunaranmja ox 2 1o 3 CM ompasjaaBa jaa ce COrpus
luteum umenyje kao ucra corpus luteuma wmm nucra xyror tena. Lucre cy jemHocTpane, ca jacHUM
uBHUIIaMa. XeMoparuje ce Mory jaBUTH y CamMoj LIUCTH Y IEPUOy OBYJIalMje WM HAKOH e, Hajuyenthe

ox 20. 1o 26. nana (15).

1.1.2 TlaToJIOIIKH TYMOPH jajHHKA

Hajsehun neo OeHurHux oBapujalHUX TyMOpa j€ LMCTHYaH, a Haja3 COJIMOHHX 30Ha noBehaBa
BepoBaTHOhy 3a wmamurnuter. Mnak, ¢ubpomm, Texome, HEepMOMIHE IMCTE M HEKH OJ

TPAH3UIUOUCIYJIApHUX TyMOpa Cy OCHHUIHU U mnopea ACJIMMUYHO UJIW KOMIIJICTHO COJIMAHC rpal')e.

1.1.2.1 BeHMIHU FepMHHATUBHU TYMOPH

Jlepmouone yucme (3penv UUCTUYHU TEPATOMH )

JlepMouIHE LIUCTE WM T3B. 3pEJIM LUCTUYHU TEPATOMHU YMHE OKO 58% cBux OeHUrHuX Tymopa (16).

[TojaBsbyjy ce yriaBHOM ko Miaahux sxkena oko 30. rogaune sxuBota (17).

MakpocKoICKH, AepMOHIHE IUCTE CY OBOMIHU TyMOPH, Hajuenthe My ITHIOKYJIapHe, ca I1jaMeTpoOM O
0,5 no 40 cm, ca IJaTKOM CIOJbALIEKHOM TOBPLUIMHOM U UCIYHEHE JIOjeM, JUlakamMa U KOXKOM.
Manurausanyja Hacraje y 1-2% aepmonnnux nucra. Tpeba nx pa3iavKoBaTH Of HE3penuX (MaJUTHUX)
TeparoMa. JaBipajy ce Omiarepaino y 10% ciydajeBa (18). Omucane KOMIUTHKAIUje CY TOP3Hje OKO

COIICTBEHE NETJHE U PYNTYpa.

1.1.2.2 BeHMIHU eNUTEJHU TYMOPH

Oxko nBe TpehnHe cBUX OCHUTHUX TyMOpa jajHUKA j€ €MUTEIHOT MOpeKIIa, a pu3uK ce nosehana ca

ctapourhy.

Behunna mux mpousnase U3 enuTella OBapUjallHUX MOBpIIMHA KOjU C€ pa3BHja U3 Me30Tena, Tj.
LIEJIOMCKOT eHUTeNa KOjU MOKpUBa eMOpHOHAIHE TOHa/ie. Y TOKY eMOpPHOHAIHOT pa3Boja, OBaj €IUTEN
j€ Y KOHTHUHYHTETY ca IeJIOMCKUM E€IUTENIOM, KOjU MEeHeTpHpa y Me3eHXuM U popmupa Muiepose
kanaune. [Tocroje pa3nuunTH MpaBLy 0/1Bajama oBOT enuTena. Kajga ce ojiBajame BpIIM IpeMa enUTeny
JjajoBoJia, pa3BHjajy ce CEPO3HU TYMOPH, O/IBajarb€ y MPaBIly €HIOLEPBUKATIHOI €MUTENa JT0OBOIHU 10
M0jaBe MYIIMHO3HUX ¥ TPAH3UIHOIETyJIapHUX TyMOpa, Y IPaBIly €HIOMETPHjATHOT eMUTeNa pa3Buja

Ce €HJJOMETPUOUIHU TYMOP, U Y TIPaBIly €MuTeIa ypOTPaKTa CEPO3HHU WU CBETIONENNjCKU TYMOPH.

Cwmarpa ce na HajBehu 1eo oBUX TyMopa MOTHYE OJf MPEKYpP30OpHE Jie3uje, Kao MITO CYy CEpO3He

MHKJIy3Wje, MOBPUIMHCKE Mpoiudeparyje, MeTamasije u eHaoMeTpuose jajuuka. OBU TymMopH ce




MIPETEKHO jaBJbajy y Miiahe )KuBoTHO 100a, y mopehemy ca lUXOBUM MaJUTHUM BapujaHTama, ma ce

Hajuerthe OTKpHBajy KoJ skeHa y ueTpaecetum (19).

Benucnu ceposnu mymopu

Cepo3Hu 1HCTaIcHOMH Cy Hajuemhu TUI OSHUTHUX EMUTETHUX TyMopa W BbUMa mpumnana 66% cBux
OeHUTHKX TyMOpa jajHuKa KoJ keHa miaahux ox 50 roauna (16). Hajuenrhe cy yaunarepanau, anu y 10
1o 20% cy ownarepanau (20). Mory OMTH yHH- WIH MYATWIOKY/IapHH. Mory moctulin orpomHe
BEJIMUMHE, ca AujameTpoM of 15 10 20 cm. Lucre cy rinaTke NOBPIIMHE, aJTH MOTY UMATH U OJIUIIOUIHE
expecteHnuje. Mcrmymene cy OuctpuM cazpikajeM xyhkacre 6oje. Psammoma tenaiiia, koje cy peruje

¢duHe KanuduKanyje, MOry OMTH pacejaHa 1o TyMOpPY U JIAKO UX j€ BU3YEIU3UPaTH paauorpagpom.

XHCTOJOIIKH, OBE IUCTE Cy THIIUMYHO IIOKPHUBCHC CHUTCIOM CIUYHUM CIUTCIOM jajOBOI[a, ca

BapHjaOMIIHUM CTEIICHOM LIWJIHjallyje.

benuenu myyunosnu mymopu

beHurHn MyIMHO3HU TYMOPH Cy JIPYT'M Hajuemhu THI €NUTEITHHX TyMOpa jajHuka. Mory moctuhu
OrpOMHE JAMMEH3H]e, ca nujametpoM u3Haa 30 cm u macom usHan 4 kg (19). ITokpoBHM enuTen HUCTe
j€ KOJlyMHapHU W W3JIydyje MynuH. Hajuenthu Tum je enmuten HHTECTHHAIHOT TUIIA, & CKOPO YBEK ce
nalyy rooster henuje. Pele, enmurenHn nokprBay Moke OUTH IEPBUKATHOT Topekia. Tymop je y 5 1o

7% cny4ajeBa obunatepanan (20). Manurso je 5 10 10% myruHO3HEX TyMopa jajauka (18).

benuznu enoomempujannu mymopu

OBu cy TyMOpHU peTKU. XUCTOJIOIIKE OUIMKE YhHE J00po audepeHnrpane hemuje eHaoMeTpujasHor
TUna. YoOu4ajeHo Cy yHWIaTepajiHe U Hemajy creuuduuyHe kauHuuke cumnrome. Kana je crpoma

IIPOMHHEHTHa, JIe3Hja ce KJIaCU(PHKYje Kao €HI0METPHO3A.

Tpanszuyuouenynapnu mymopu (bpenepos mymop)

OBH TYMOpH Cy CauMIbEHH O] CMHUTEIHHX eJeMeHara, CIMYHUX enuTeNly yportpakra (transitional
epithelium). ¥V najsehem Opojy cinydajeBa Tymop je OeHUTHHU U conuaHe je rpahje. OBOM THUIY TyMOpa
npunaga oko 1-2% cBux Tymopa jajumka um y 10-15% cnydajeBa onm cy Omnarepamnu (19).

MaxkpoCKOIICKH C€ OTMKY]Y IIaTKOM JIOOYIUPaHOM HOBPIIUHOM.

Ceposnu unu ceemnohenujcku (mezonepoud) mymopu

OBu TyMOpH BOJI€ TOPEKIIO U3 cepo3HUX henuja u mokaszyjy Maiy nudepennujanujy. Pehe cy 6enurau.
TunuyHM XUCTONOIMIKKM M3TJEN je AeTEpMUHUCAH CBETIMM WJIM KJIMHACTUM henujama, paziuuyuTHX

npornopiyrja GudpoMaTO3HIX KOMIIOHEHATA.




1.1.2.3 bBeHUTHU CTPOMAJHU TYMOPH MOJIHE BPIILEe

I'panynosa-henujcku mymopu

OBu ciopopactyhu MaJlUTHY TYMOPH jajHUKA Cy Hajuemhy CTpoMaIHu TyMopH nojHe Bpiie. Oxo 5%
TyMOpa jaBJba C€ KOJ JIeBOjUMIIA Tpe MybepTeTa WIM TOKOM mybepreTa, a 95% Kom keHa y
MIOCTMEHOIIAY3U U y BHIIIE OJ1 IIOJIOBUHE Ciy4ajeBa IpornpaheHn Cy BarMHAIHUM KPBapemheM, IITO je

pe3yaTar eCTporeHcke cexpenuje rymopa (19).

Thecoma

Texomama (Thecoma) mpumana mame o 1% cBux oBapujanHux Tymopa. [lojaBibyjy ce KOJ KeHa y

MIOCTMEHOIIAY3H, & CaMO je HEKOJIMKO 3a0erexeHux ciydajeBa skena muahux on 30 romuna (19).

Oxo 70% Tekoma jyde ectporeHe, 15% anaporene, a ocrtajge cy XopMoHCkH HeaktuBHe (20).
[TocTmMeHONIaY3aITHO KPBAPEH-C U a0 JOMUHAITHH 00 TJIaBHE ¢y MaHudectupajyhe ommike. AHIpOreHa

aKTHUBHOCT j€ Pa3JIOT XUP3yTH3Ma.

Duopomu

Dubpomuma ipunaa Buiie o1 66% CBUX CTPOMATHHUX TymMOpa nojHe Bprie. Y Buiie o1 90% jaBibajy

ce koJ xkeHa crapujux ox 30 roauna (19).

Acnur je npucyrtan y npubnuxHo 10% ciiydajeBa u JemaBa ce KoJa TyMopa 4uju je aujamerap Behu
on 10 cm. Oko 1% oBux ciyvajeBa J0BOIH ce y Be3dy ca Mejrcosum (Meigs) cMHApOMOM (acIUT U

wieypanta edysuja) (19).

Tymopu Cepmonu-Jlajouzosux heauja (apenoonacmom)

Tymopu Cepmonu-Jlajoucosux henuja, Ha3BaH| jolI U apeHOOIACTOMH, Cy peTkH. tbuma mpunama oko
0,5% cBux Tymopa jajuuka (20). Kona »xena, Tymopcke hesmje MOTy JIy4HTH aHAPOTEHE, IITO
pesyarupa BupuiauzanyjoM. Mnak, Heku Tymopu Cepronu-Jlajaurosux henmja gyde ectporese, a 0ko

80% cy neaktusHu (20). OOUYHO ce jaBbajy Ka0 YHHJIATEPATHU.

Tonaoobnacmom

I'onanoGnacroM je Hajuemrha HeoruiazMa Koja ce pa3BHja y AUCTE€HETHYKUM roHajaama. M mopex tora
mTo je 6eHurau, e ox 50% ciryyajeBa je yApy»KeH ca 10jaBOM MAIMTHUX TePMUHATUBHUX TYMODA,
yoOHWUajeHo ca nucrepMuHoMama. Y THM CiIy4dajeBHMa, METacTa3e Cy PeTKe, alid Kaja ce jaBe,

MIPOrHO3a j€ JIola.




Xunycnu mymopu (leydigoma)

XWITYyCHU TYMOPH CY PeTKH, rpalhjenu o unonanux henuja nanuk Jlajaurosum. ['natke cy nospiimnte,

cmeho-xkyhkacre 6oje u Bennumne o1 0ko 5 ¢cm (20).

1.2 Enaomerpuo3a

Enmomerpunosa ce neduHmMIIE Ka0 MPUCYCTBO SHIIOMETPHUJaTHOT TKMBA (3KJIE3JIE M CTPOMa) BaH yTepyca.
OBapujasiHe eHIOMETpro3e Cy MaHHu(decTayja eHJIOMETPHO3E U JIpyre Cy Mo peay Kao y3pok 3a Behe
olepaTUBHE MHTEPBEHIIMje KO/ skeHa Mitahux ox 45 romunaa. CMarpa ce Ja mpeBajieHIrja eHIOMETPUO3E

U3HOCH 01 2 110 25% *eHa, y 3aBUCHOCTH O] uctiutuBane nomynamyje (21), (22), (23), (24).

EnpomMerprosa ce MoXxe pa3BUTH OWIO TIEe Y MOJAPYYjy KapiuIle W W3BaH He. JajHUK, MEIBUYHU
MEPUTOHEYM, MpeamH U 3aamu Cul-de-sac u yrepocakpaiHu juraMeHar Hajuenihe cy 3axBahieHH
nporecoM. PeKTOBarMHaIHU CENTyM, ypeTep u pelje Oeminka, mepukapaujyM, XUPYpIIKE paHe |

ieypa MOry Takohe OUTH MHBaIUpaHE.

OBH TyMOpH jajHHKA, Ma3HUX MUBUIIA, UCIYEEHH CY TYCTHM CaJpiKajeM YOKOJIAJHOT HU3TIIe[a U MOTY
OuTH yHH- WK MyaTiiokynapuu. [Ipema Teopuju Hughesdona, nocrasbenoj 1957. romune, cmatpa
ce J1a OBapHjalHU €HJAOMETPHjyM HacTaje MHBaruHaIljoM OBapUjaTHOT KOPTEKca U CyOCEKBEHTHOM
WHKOPITOPAIINjOM MEHCTPYaJIHOT JIe0prca KOju Ce CTBapa ca CTpaHEe €HJIOMETPHJaTHO MPOMEHEHE
oBapujanHe noBpumHe (25). Teopuja Nisollea objammaBa HacTajambe €HIOMETPHUO3E Kao pe3yaTar

[IEJIOMCKE MeTaIuia3ije HHBarnHUPaHHUX SMUTEITHUX HHKITy3Hja (26).

1.3 TyOooBapujajHu ancuec

Ty6ooBapujannu arcuec je HHGpIaMaTOpHU TyMOpP KOju 00yXBaTa jajHHK, jajOBOJI, @ TOHEKa U OKOJIHE
oprane: Mokpahuu Mexyp u npepa (27). Moxe ce MaHu()eCTOBAaTH Kao TyOOOBapHjaHH KOMILIEKC,
arJiyTUHAIM]ja CIIOMEHYTHUX CTPYKTYypa WX KOJIEKIIMjoM THoja. OBH ancriecu cy Hajuenthu Koj xKeHa
y PENpOAYKTUBHOM MEPHOJY M THIMYHO Cy PE3ylTaT INeHUTATHUX HHGEKIHja U KOMIUIMKALHWja
neJBUYHUX MH(IamatopHux O6ojectu. KimHUYKa cUMOTOMATONOTH]a, pe3yaTaTH J1abopaTOPHjCKUX
aHaM3a ¥ yATpa3Byk omoryhasajy naky audepeHijanmjy TyMopa, ajld MoHeKal OBapHjaTHH arcIiec

MO’K€ UMaTH OU3apHy CTPYKTYpPY U Ha YJITPa3ByKy UMUTUPATH MAJTUTHUTET.




1.4 MaJuram TyMOpPH jajHUKA

14.1 Enmaemmuosoruja

KapuuaoMm jajHuKa je HajiaeTaNTHHjU Mel)y THHEKOJIONIKMM KaplIMHOMHMAa M YETBPTH IO pPeay
Hajuerhu y3poK cMpTH KOJI JkeHa. VIHIK/eHIIrja KapIIMHOMa jajHIKa IIMPOM CBETa BapHpa, IpU yemMy
ce HHCKe cTore Oenexe y Janmany, Tpu Ha 100.000 >xeHa, a HEKE O/ BUILIUX CTOMA EBUIACHTHPA]Y CE Y
ckaHauHaBCcKuM 3emibama, 20 Ha 100.000 xena (19). Bapujanuje ce Takohe Genmeke y 3emibama
EBporie, 1 To ca HIXKMM CTOTIaMa y MeTUTepaHCKUM 3eMJbama. KapIimHoM jajHuKa ce Ko/ BehnHe eHa
jaBJba y CBOjUM HampeanuM craaujymuma, I11 u IV, a nmeroroauiime npexxuBibaBame je oko 40% (28).
VYrinaBHOM je OoJyiecT jKeHa Yy MOCTMEHOMNAY3W M ca HajBUIIMM IMPOIEHTOM KoJ keHa ox 50 mo 75
roauna (19). [MpubawkHO jeman o ocaM TyMopa jajHuka Ko OosecHuia miaahux ox 45 roauHa je
masiurau. Ca apyre cTpaHe, jefjaH oJ] TpH TyMOpa jajHUKa je MaJIMTHU KOJI IpyIie O0JIECHUIIA CTapHjUX
on 45 roaunHa (29). Hajuemhu XHUCTOJIOMIKK THUTIOBU CYy KapIIMHOMH CMUTEIHOr Mmopekiia, oko 90%
ciyyajeBa (30). Cepo3Hu KapuuHOMH Cy Hajuerhu u 300T Tora IITo Cy TyOapHH KapIUHOMHU CEPO3HH,

uaeHTU(UKAIMja TPUMAPHOT TyMOpa MOXe OUTH BPJIO TEIIKa.

1.4.2 Etunonaormja

['maBHa Teopuja Koja ce mojAprkaBajia Iyrd HU3 TOAMHA je “Teopuja oBynanuje”. [lpema oBoj Teopuju,
PU3MK 3a MaJUTHUTET OBapujyma je IMpolopluoHaiaH Opojy oByinamnuja. PaHa MeHapxa M KacHa
MeHomay3a, a ¢ TUM 1 Behu Opoj oBynanuja, pe3yaTupa noehaHuM pU3MKOM 3a KapLMHOM jajHUKA.
Tpynnoha m nyrorpajHMja KOHTpalEMNlFja MOKE YMambHUTH PU3MK CIIpeyaBambeM oBynanuja. bp3u
o0OpTtaj henuja y Toky pa3Boja jajHe henmje, moBpesa jajHuKa TOKOM u30adaja 3pene jajue hemuje uz
¢dbonukyna, ka0 M CTpOMajiHa MHBArMHaIfja Koja c€ jaBJba ca CaMOM OBYJIAIIM]OM, JIOMPHUHOCE
nosehaHoM pU3MKy 3a ManurHuTeT. Mnak, cMatpa ce Aa cy oBJie y MUTamby KOMIUIEKCHU]H (aKTOPH.
ITo3Haro je na mporecTepoH y KOHTPALENTUBHUM MUITyJIaMa MPOy3poKyje aronTo3y, Tj. U3yMUpame

oBapujaiIHuX henuja, IITO MOXKe OMTH KOPUCHO Kao MPEeBEHTUBHA Tepamnuja y OyayhHocTH.

Pa3zno3m 3a oBapujasiHM KapIMHOM MOTY OWTH: WHOEPTUIUTET U €HIOMETPHUO3a, ATH U JEIOBAKkE

TOHAaAOTPOIIMHA Kao U KOHTaMI/IHaI_II/Ija CIIOJbA.

Jlyro roamHa ce cMaTpaiio Ja moctoju Be3a u3aMel)y mHpepTmnmTeTa M pH3HMKa 3a OBapHjaTHH
KapIMHOM, aJii, MI1aK, MIOCTOju HU3 ompeunux u3semraja (31), (32). Temko je ga ce oBe JaBe MojaBe
MOBEXY 300T HEIOBOJHHO MOCTYITHUX PagoBa ca MOJAlMMa O THITy MEIWNKaMeHaTa y TpeTMaHy
MHEPTIINTETA, Tpajarby TpeTMaHa, Kao U ucxoay Tpyanohe. IToctoju cTyamja y Kojoj ce OTKpuBa

BEJIMKU TIPOLICHAT AMCIUIA3Uje jajHUKa KOJ OOJEeCHHIA MOABPrHYTUM IN Vitro deprmwmsanumju (33),




(34). Unak, HeomxomHe Cy Jaa/be JOHTHTYAWHAIHE CTyAWje Koje OM TOTBpAWie Be3y u3aMely

MH(pEepTUINTETa U KapIIMHOMA jajHUKa.

Enoomempuosa 4ecto mpeTXoAu MAJMTHUM OBapHjalHUM TyMmopuMa. TyMopHu Koju Cy y Be3u ca
€HIOMETPHUO30M Cy CEPO3HU WIH CBETIOheNHjCKU KaplMHOMH. EHIOMeTprOuIHN TyMOpH cy Takohe
MMO3HATH CBOJOM IIOBE3aHOIINY ca €HJIOMETPHO30M, ajli je oBa Be3a ciabwja. Haheno je ma cy
ceerTiohenujcku TymMmopu Hajuemhu y JamaHy, W TOpea YWIbCHHIIE Ja JamaH wWMa HajHUXKY
npeBajeHUUjy y nopehemy ca cinyyajeBuma mupoMm cBera. CTaHOBHIITE Ja je €HAOMETPHO3a
MIPEMAIUTHO CTAEhE 3aCHUBA CE Ha CIIOCOOHOCTH €HIOMETPHO3€ J1a METAaCTa3Hpa, a Takohe u Ha 4ecTo)]
MOBE3aHOCTH CHIIOMETPUO3E Ca OBapUjaIHUM KapiuuHoMuMa. [loTpeOHO je BUIlE pajoBa y OBO]
o0JIacTH, alM je CUTypHO Ja OOJIECHHIIC Ca CHIOMETPHO30M HMajy BehH pellaTHBHH PH3UK 32

KapuuHoM jajuuka (35), (36).

T'onadomponuncka xunomesza TPETIIOCTaBJba Ja JOYroTpajHAa H3JIOKEHOCT jajHAKA BHCOKHAM
IUPKYIUIIyhM HUBOMMAa TOHAJOTpONKHA MoBehaBa OMacHOCT OJ HACTaHKa KaplLWHOMA, U OOpHYTO,

(bakTOpH KOjU CMamby]jy UPKYIHUITyhr HOBO OBUX XOPMOHA, CMamby]jy pU3KK 3a KapimHoM (37), (38).

Xunomesa Kapauune KOHmMamuHayuje HACTOJU OOJaCHUTH YJIOTY HEKOT O]l CIIOJbHUX YTHUIAja Y
HACTAaHKY €MUTEITHOT KapIIMHOMA jajHUKA U TTO0JIa3H OJ] TOTa JIa KapIIMHOT€HEe MaTepyje MOTy cTHhH 110
JajHUKa IyTeM reHUTaIHor Tpakta. OBa Xunoresa noTeplyje YnmbeHua 1a ynorpeda Tainka nosehasa
PU3UK OJf HACTaHKAa OBOI KaplIMHOMA, Kao M Jia je PU3UMK MamM KOJ KeHa KojuMma je ypalheHa

XUCTEPEKTOMH]ja WM 000CTPAHO JIMTUPAHE JaJOBOJIA.

VY oaHOCY Ha T€HETHUKY, MPOIEHEHO je aa je oko 10% kapiuHoMa jajHHKa HACJIEIHO, a MMOTBPHEHO je
Ja TIOCTOjU HACJIEAHOCT U KOoj KapuuHoma jajoBoxa (19). Jpyru je 3HatHO pehu, amu mpeactaBiba
JIOBOJbAH pa3jior 3a OJCTpamMBaKE jajoBOJAa TOKOM H3BOhema MPOMUIAKTUYKUX XUPYPIIKHX
tpermana. /IBe rimaBae myranuje cy BRCA 1 u BRCA 2. Oe myranuje cy y Be3u ca epukacHomhy
TYMOP-CYIPECOPCKOT TeHa P53, a To TOBOIM J0 NMpOrpecrje MaIUTHUX Tporeca. Behn je pusuk xon
xeHa koju umajy BRCA 1 myranyjy, unju je pusuk 20-45% na y Toky kuBoTa 000J1€ 0] KapLiuHOMA
jajHuKa 3a pa3nuky o Hocuiana BRCA 2 myranuje, ko kojux je pusuk 10-20% (39), (24). Kapuaom
JajHUKA KOJI ’Ke€Ha ca TeHETCKUM ontepehemeM jaBiba ce 10 roguna panuje y ynmopehemy ca onuMa 6e3

renetckor ontepehema (40).

Jpyra ¢amMuiijapHa IOBE3aHOCT je KaplMHOM jajHuKa u Lynch 2 curapoM, Koju ULy y3 MyTaIlHjy IeTor
xpoMo3oma. Koz oBux nmopouiia yenrhy je KapIiiHOM LIPeBa, ajlv j€ U pU3UK 332 OBapHjaIHU KapILIMHOMA
Behu u m3HocH 12% y mopeljery ca HOpMaTHOM TOMyJIaIjoM, Ko koje uznocu 2% (19). Kox oBux
OOJIECHUIIA TIOCTOJU PH3MK 332 SHIOMETPHjaTHH KapIMHOM, IITO HABOAW JIa TOKOM MPOQHUIAKTHIKE
MHTEpBEHIIMje Tpeba OJCTpaHUTH U yTepyc. KapiHom jajHuKa KO KeHa ca TeHEeTCKUM orntepehemeM

jaBspa ce 10 roguna panuje y ynopehemwy ca renercku Heontepehernum xxenama (40).




Jenan o acniekaTa KapiiMHOMa jajHHUKA j€ OTPAaHUYCHO pa3yMeBambe OMOJIOTH]e TYMOpa U IPUPOTHOT TOKa
6onectu. Hajpehu mporieHat OGosiecHUIIA jaBiba C€ y HANPEIHUJUM CTaJIdjyMHUMa OOJIeCTH, 300T KacHe

MIPe3eHTaI]e CHMITTOMA OOJIeCTH.

Kox xapumHOMa jajHuKa, MOJIEKYJIapHH MapKepH Cy eKCTEH3UBHO HCTPAKUBAHH M TIOPE]] HEOBOJHHOT

pazyMeBama OHOJIOTHj€ TyMOpa.

[Iporeomuune cTyauje ce MHTEH3UBHO paZie M OYEKyje ce OJ] HBHUX Jla Pe3yaTHpPajy KOPHUCHUM

uHpopMalrjaMa Koje Ou oJlaKIIajie pa3yMeBame KapiuuHoMa jajauka (41).

1.4.3 Kaacupukanuja MaJIurHux TymMopa jajHuka

Hajuemthe xopumhena xnacudukanuja Tymopa jajHuka Jgeduuuiie CBeTcka 37paBCTBEHA
opranuzaija (42). To je mopdosorika kacudukaimja Koja 10BOIU y Be3y NeHjCKH THI i CTPYKTYpe
TYMOPCKOT TKHMBa ca TKMBUMa KOja Cy HOPMAJIHO MPUCYTHA Y jajHUKY. [IprMapHHM TymMOpH Cy Ha Taj
HAuWH M0JIEJbEHN HAa TyMOPE EHMHUTEIHOT MOPEKia, KOjU CTPOro CYrepuIly HOPEKIO KapLuHOMa OJ
enuTeNa Ha MOBPUIMHY jajHUKA U MouIekehe cTpome, CTpOMaliHe TYMOpE IOJIHE BPIIIE TOHAIATHOT

TUIIA U TYMOPE TepMUHATUBHO-NENINjCKOT THIIA, KOJU BOJIC TIOPEKIIO O/ TePMHUHATUBHUX henwmja.
Knacugukayuja manuznux mymopa jajuuka

Manuenu mymopu enumennoe nopexaa (90% ceux MarueHux mymopa jajHuxa):
CeposHu;
Myyunosnu;
Enoomempuouonu,
Ceemnohenujcxu;
Ilanunapnu ceposnu;
bpenepos mymop;

Heoudghepenyupanu adenoxkapyurnomu u capkomu.

Manuenu mymopu nopexiom 00 eepmunamuenux heauja (5% ceux unsasusnux mymopa) (43):
Tepamome;
Mamypne mepamome;
Hmamypne mepamowme;

Struma ovarii;




Kapyunouo;
Dysgerminoma;
Embryonal cell carcinoma;
Endodermal sinus;
Primary choriocarcinoma;

Gonadoblastoma.

Ocmanu kapyunomu (5% UHEA3USHUX MYMOPA jAJHUKA):
Stromal cell;
Granulosa cell;
Theca cell;

Tymopu Cepmonu-Jlajoueosux henuja.

Manuenu enumennu mymopu

EnurenHu TyMOpH IOpEKJIOM Cy M3 €luTella MOBPLIMHE jajHUKAa M IpeacTaBibajy 90% cBux

WHBa3MBHUX Tymopa (16).

[Ipema Tuny enutenne henuje wu3BpIIeHa je cyOkimacuuKamMja Ha: CEPO3HH, MYIMHO3HH,
€HIIOMETPUOUTHH, CBETIIONEITH]CKH, TPAH3UIHOLICITYIAPHHU, CKBAMOLIETYJIAPHHU KApIIHOM. Y 3aBHCHOCTH

Ol MAKpOCKOIICKOT" U3TJIC[d, ITOACIIa TYMOpAa BPIIN CE€ HAa: COJIMAHE, TUCTUYHEC U MAITUJIapHE.

Jlo6po nudepeHnrpany KapLMHOMH jajHHKA ce yelrhe OTKpUBAjy y paHUjeM CTaaujyMmy Oosectu, a
creneH audepeHIjanrje jeé y Be3u ca MPeKUBJHaBAKEM, OCUM y HaJHANPEIHUJUM CTaJIl]yMUMA.
Bosby nporuo3y umajy AUIUIOUIHYA TYMOPH Y PAaHHJUM CTaIi]yMUMa 00JI€CTH. XHUCTOIOMIKO-NEeIN]CKU

THUI HUj€ IPOTHOCTUYKH OMTaH.

VYkonuko ce ynopene OoJieCHHIIE ca UCTUM CTaJUjyMOM U CTENEHOM JIudepeHyjaimje, He IocToje
pasiuKe y MpeXuBibaBamby KOJ Pa3IMYUTHX ENUTENHHX TunoBa. Mnak, y nmopehemy ca cepo3HuM
LMCTaICHOKAPIIMHOMHUMA, MYIMHO3HU M EHIOMETPUOUIHH KapLUUHOMH OTKPHUBAJy CE€ Y paHUjUM

CTaJ1jyMUMa U OHHU CY ca HWXKHMM T'pajycoM IudepeHujaimje.

Cepo3nu Kapyunom

Oko 75% cBHUX emUTETHUX KapIMHOMAa jajHUKAa CEPO3HOT Cy XHUCTOJIOMIKOT Tuma. Pa3Bujajy ce

WHBarvHAIMjOM MOBPIIHHE oBapHjaiHor ernutena (18).

10



Maxkpockoncke kapakmepucmuxe

Hajsehu meo mokasyje MemIaBuHy COJNMIHHMX M HUCTHYHHX ejleMeHTa. CepO3HH KapIlMHOMH HMajy
ocobuny OmnatepasiHoctd y oko 50% mo 90% cayuajeBa (19). Camo kox 25-30% ciyuajeBa

JMjarHOCTHUKY]y ce y mpBoM cranujymy (19).

Mukpockoncke kapakmepucmuxe

bosse mudepenHnypann TyMOpPH HMajy OUYHUIVIEAHY HalWIapHy CTPYKTYpPY ca HEPaBHOMEPHOM
CTPOMAJTHOM MHBa3ujoM U PSammoma tenariiia koja ce cycpehy ko 80% ceposnux kapipaoma (18).
Bucoko nudepennupane ¢popme CEpO3HHX MaMUIAPHUX KapIMHOMA, T3B. “PSammoma kapuuHomu’,
cagpke BeMUKU Opoj Psammoma rtenamma, nMmajy MOBOJBHY MPOTHO3Y M HOPE YMI-CHHIE J1a Ce
HajBehu Opoj Tymopa aerektyje y Tpehem craaujymy 6onectu. Hujenna o oBUX KapaKTepHCTHKA,
nocMaTpaHa WHAWBHIYaJHO, HEMa JMjarHOCTHYKM 3Haudaj 3a cepo3He Tymope. llopen mux, u
SHJIOMETPHOUIHN ¥ CBETJIONENMjCKH KapIMHOMH, Ka0 W MYIWHO3HHM KapIMHOMH jajHUKA, MOTY

dbopMupaTH nanuiapHe CTPYKTYpe.

Myuyuno3nu Kapyunomu

MynrHo3H4 KapirHoMu yrHe 8 10 10% CBUX €MUTEIIHUX MAJIMTHUX TyMopa jajauka (18).
yII p yMopa jaj

Maxkpockoncke kapakmepucmuxe

MyLVHO3HN KapLIMHOMHU Cy TUIIMYHO MYJITHJIOKYJIApHHU, Ca TAaHKUM 3UIOBHMA, IIATKOM BamkCKOM
MOBPIIMHOM M CaJip)ke MYLIMHO3HY TeuHocT. JIoKkyne Bapupajy y AMMEH3ujaMa U TyMOp C€ 4YecTO
CacTOJH O]l jeIHE BEIHMKE IIYIJbUHE Ca IIYHO MAJIUX LUCTA y CacTaBy 3UJa BEIMKe HucTe. MyIIMHO3HU
KapuuHOMHU cy Mel)y HajBehuM TymMopuMa jajHUKa, & AWjaMeTap LUCTe o1 25 CM je MPUINYHO YecTa

nojasa (19), (30). V oko 8 o 10 % ciyuajeBa cy ounatepanau (18).

Hekn manmuram Tymopu Mory MaHM(ecTOBaTH H3pa3sUTO COJMJHE 30HE, MOHEKaJ ca HEKpO30M U
xemoparujoMm. KapuuHoMu y HampegHUM CTaadjyMUMa Cy Yy aaxe3ujama ca OKOJHUM OpraHuMma.

[IpucyraH je ¥ MaJIUTHU aCITUT.
Muxkpockoncke kapakmepucmuke

MyIMHO3HU aJIeHOKapLIMHOMH MPE3EHTY]Y PA3HOIMKOCT XUCTONOMIKHUX ciinka. OHU MOTY J1a cajipike
henuje cnuyHe OHMMa Ha EHJOLIEPBUKCY, heluje ClIMYHE LpeBHMa MM KOMOMHaIMjy o0a Tuma.
MelhytuMm, gecTo cy cacTtaB/beHEe M O] MyIIMHO3HUX henrja Koje ce He MOTY KiIacu(pUKOBaTH MpemMa
usrieny. IlpucyTtHa je ctpomanna uHBa3uja. 300r Tora mro je audepeHnujanmja uryossexa, hemmje

HOCTajy TCIKEC MPCIIO3HATIbUBC U BbUX0OB MYIIMHO3HU caupncaj HCCTajC.
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Enoomempuouonu xapyunomu

EHIOMETpHOUIHY KapIIMHOMHU YHHE OKO 6 10 8% CBUX emuTeaHuX TyMmopa jajuuka (18). Yapyxenu

Cy ca MeJIBUYHOM eHaoMeTpuo3oM y 11-42% ciyqajesa (19).

Maxkpockoncke kapakmepucmuxe

Jluye Ha MaJIMTHE HEOIUIa3Me CMUTETHOT, CTPOMAITHOT MJIM MEIIOBUTOT MOPEKIa, Koje ce 00MYHO ce
Haymasze Ha eHmoMeTpujymy (44). Ilarosor mMopa MpaBUTH pPas3avKy u3Mely MeTarlaCTHYHUX U
pPCaKTHBHHUX TMPOMEHA KOJ CHIOMETPHO3¢ M TMPaBUX HEOIUIACTUYHHUX TPOMEHA Yy Ciydajy
eHJIOMETpUONIHUX KapruHoma. Y 15 no 20% cmydajeBa jaBjba ce 3ajeHO ca KapIHOMOM

ennomerpujyma (18).

[TocToju Mano KapakTepucTHKa MpeMa KOojuMa ce TYMOp jajHHKa Moxe audepeHIupatd Kao
SHJIOMETPUOUJHA THUI TOJIMM OKOM. YTJAaBHOM je IUCTHYaH, OOMYHO YHHWJIOKYJIApaH W CaAPKHU
TypOUIHO OpaoH TEYHOCT. YHYTpallka TOBPIIMHA IUCTE je yoOWuYajeHO paraBa, ca OKPYIJIHM,
MOJIUTIOUTHUM TIPOjEKIIMjaMa U COJIMTHUX 30HA, 110 YEMY CE Pa3IuKyje O]l MauIapHUX eKPeCICHIIN]a

CCPO3HUX TyMOpaA.

Muxkpockoncke kapakmepucmuxe

I'paba je yobruajeHo TyOynapHa 1 MOXKe CIIMIUTH POIH(EepaTUBHOM €HIOMETpHjyMy. EHoMeTproniHI
KapILTHOMH jajHUKA Cy BUILIE MaNMJIapHU HETO IPUMapHU €HIOMETpHjalTHA KaplimHOMHU. VicToBpeMeHo ca

MPEMO3HAT/BUBOM EHIIOMETPHO30M, Bujie ce y 5—-10% cBux cmy4uajeBa (19).

Ceemnohenujcku kapyunomu

[Ipema ydecranoctu, cBeTiohenHjCcKu KaplIMHOMU Cy Hajpehu 0] CBUX MaJMTHUX €MUTETHUX TyMOpa
jajuuka. thuma mpunama 5-10% cBux kapumHoma jajuuka (45). Ilonekan ce cycpehy 3ajenno ca

(l)OKaJ'IHI/IM npocropuMa CHAOMETPUO3€C U CHAOMECTPUONIHUX KapIITUHOMA.

Maxkpockoncke kapakmepucmuxe

Hema 6m10 KakBUX KapaKTEpUCTUKA IO KOjuMa OM Ce CBETJIONENINjCKH KapIIMHOM jajHUKA Pa3IMKOBa0
OJ1 OCTaJINX IMcTaieHoKapuuHoMa. Hajeehu neo Tymopa nma ae6eo 31, yHUIOKYJIApHU CY U caJipike
TypOuIHO OpaoH WJIM KpBaBU Ca/pKaj, ca COJMUIHUM, MOJMIIOMIHUM MpOjeKIfjamMa Koje pacTy M3

yHyTpaiibe nospimae. Oko 10% cy ounatepanau (19).
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Muxkpockoncke kapakmepucmuxe

CetyiohennjcKkd  KaplIMHOMH jajHUKA KapaKTEpHIIy C€ CBOJUM BapHjeTETOM apXUTEKTOHCKHX
crpykrypa. [lo6unm cy mme mo cBeriiuM henujama, anu HEKe 30HE TOKazyjy TyOyJIO-IUCTUYHY

CTPYKTYpPY Y3 KapaKTEpUCTUYHU KIMHACTHU U3IJIE]] €IUTENA.

Tpanzuyuoyenynapru Kapyunomu

Tpan3zunuonenynapHi KapuuHOMH cy peTku. Uune oko 1-2% cBuX TymMopa jajHuka u Hajuenthe cy
oenurnn (19). Kama ce jaBe y 00MKYy Kapl@HOMa, CTpOMajHa KOMIIOHCHTA UM j€ CIMYHA OHOj Y
¢ubpoMnma, a MaJMrHA je TPEACTaB/beHA MAJUTHO-AITEPUPAHMM TpaH3UIUMOHUM henmjama. 3a
pasnuky onx manurtHor bpeHepoBor Tymopa, mo TomMe MTO ce 4Yemhe OTKMBA y HaMpeIHUjUM

CTajMjyMuMa, CTOTA IPEKUBIbaBamba je Hika (46).

1.5 Tymopu HECKOT MAJIMTHOT MOTeHIUjaxa - “Borderline”

eNUTEJHU TYMOPH jajHUKA

Oko 10% cBHX €MUTETHUX TYMOpPa jajHUKa Cy HUCKOT MJMTHOT IMOTEHIMjana win T3B. “borderline” u y
50% ciyuajeBa ce jaBibajy Koj sxkeHa ucron 40 roauna (18). Ox mux je 30% MyIUHO3HOT THIIA, TOCTIe
kojux crnequ ceposnu tn (19). Hpyru “borderline” tymopu cy perku. XHCTOJOLIKA AUjarHO3a 3a
“borderline” Tymop mMoxe OUTH TelKa, TOCEOHO KO/l MYIIMHO3HHX THIOBA. OHHU TOKa3yjy BapHjaOrIHH
CTCNIEH HYKJICapHE artumje W moBehalke y OKBHPUMAa MHTOTHYKE AKTUBHOCTH, BHIIECIOJHOCT
HeorutacTiyHux henuja u popmupame henmjckux mynosska. He nmoctoju naBasuja crpoma. Hajsehu neo

“borderline” Tymopa ocraje orpaHHIeH Ha jajHUKY, IITO je 3HAYajHO 3a 00JbY MPOrHO3y OosectH (46).

[lepuroHeanHe ne3uje cy NMPUCYTHE Y HEKUM CllyyajeBUMa M IOpe] Tora LITO caMo Majik JIeo Jaje
Mmeractaze. Kog MHOrux ce He npumehyje pact, 4ak U perpenupajy HakoH OJCTpamUBama NpUMapHOT
TymMOpa. XHPYPIIKH TATOJOMIKA CTaaujyM M cyOkiacupukaiuja eKcTpaoBapvjaiHe OOJIecTH Ha
WHBAa3MBHE Y HEMHBA3MBHE Cy HajBOKHU]H MPOrHOCTUYKH MHMKATOpH 3a ceposHe “horderline® tymope.
[lpexxuBibaBambe y HampemIHUM CTaadjymMuMma cepo3Hux “‘borderline” tymopa ca HeMHBa3MBHUM

umrutanTuMa je 95% y nopehemy ca 66% Tymopa ca HHBa3UBHUM UMILTIaHTHMA (47).
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1.6 JIujarHocTuka ajHeKCaJIHUX TyMOpa

1.6.1 Cepymcku TYMOPCKH MapKepHu

buomapkepu Ou Morim uMaTd HajBehwm 3Ha4yaj y AWJarHOCTUIM W 3a TNPEKUBJhaBambe OOJECHHUIIA
YKOJIMKO ce ynotpede Kao 7eo e(eKTUBHE CKPUHUHT CTpaTeruje. Y KOJIMKO ce O0JIECT OTKpHje y paHOM
cranujymy (craamjym [), meroroauime mnpexuBibaBambe Ou mocturio 90%, y3 ONTUMATHY
IUTOPEAYKIH]Y W TPEHYTHO JOCTYMHUX KOMOMHAIMja XEMOTEpamujCKuX cpeacrtaBa. Mehyruwm,
KapIIMHOM jajHHKA KOjU CE€ MPOIIMPHO y IEPUTOHECATHO] ITYTIJbUHM WJIA BaH abaoMena (ctaaujymu 111
u IV) naje usrinene 3a nMeTorouIImke NPeKUBIbaBambe Mambe 011 30% (48). Mame ox 25% kapuuHoma
jajHHKa OTKpHUBA ce y paHoM ctaaujymy oonect (I cragujym) (49). U kan 6u tymopcku mapkep CA125
oTkpuo cBux 80% ciydajeBa KaplIMHOMA jajJHUKA Y pAaHOM CTaJlijyMy, UIaK, [IPEOCTaje Ol HajMambe
20% cny4ajeBa koju Ou Owmm mpomymrend (50), (51). Ymorpeba myatumHux OuoMapkepa,

yKIbyuyjyhu xymanu enuauauMucHu npoters 4 (HE4), moriia Ou HaIOMECTUTH Taj HEOCTATaK.

1.6.1.1 Xymanu enuauaumucau nporeun 4 (Human epididymis protein 4 — HE4)

Xymanu enuaumumucHu nporeud 4 (HE4) otkpunu cy Korchoff u cap. 1991. roaune. Ilpunama
MOPOJUIM KUCEIUX MPOTEHHA ca YeTUPH AUCYI(PUAHA je3rpa Koja TUIUYHO (YHKLHOHMIIY Kao
npoteasuu uaxuouropu (52). Ha nmouerky je ren 3a HE4 norupan y enutentum hesujama TUCTaTHUX
JIe7I0Ba SMUANANMUC TYKTYCa, yKa3aBIik Ha MOTyhy yJIoTy MpoTenHa y ca3peBamy criepmujyma (52).
Kao u Behmna npyrux Ouomapkepa, HE4 je excnpumupan y MHOTUM HOpPMalHUM U MAJIUTHUM
TkuBUMa. HopmanHa jkie3gaHa TKHMBa JI0jKe, )KEHCKH T'€HUTAHH TPaKT, eMUIAUIMMUC, CEMEHOBO/,
IWCTAIHE peHaJHe TyOylie, peCnUpaTOPHH eIHTel, IJbyBayHe JKJIe3[e W CIy3HHIa JIedernor mpesa
MoKazyjy uMyHopeakTuBHOCT 3a HE4. Mamwe koHILIeHTpauuje cy 3amaxeHe y uiyhuma, npocTaTH,
xunousu, TUpouaHOj xie3au u Oyopesuma (53). IlosutmBHa HE4 uMyHOpEakTHBHOCT, Kao
NPUIMYHO MPOMUHEHTHA, IIPUCYTHA j€ KOJ KaplIMHOMA jajHUKA, aJld U KOJ: MEPUTOHEATHUX U3JIMBA,
Me30TeIroMa, CHIOMETPHjaTHOT KapIIMHOMA, KapIIMHOMA JI0jKe, TaCTPOUHTECTUHAIIHOT, PEHAIHOT U
mwiyhuor kapuunoma (53), (54), xpounune OyOpexne Oojectu u Oyopexne cimaboctu (55), (56).
ITomenyTa cTama MOpajy ce UCKIbYYUTH NMPHIMKOM HHTepIpeTanuje pesyntara HE4 kxon 6onecHuna

ca aJHCKCAJIHOM MaCOM.

Ob6asmenn cy CDNA ynopennu XxuOpHIIHM €KCIIEpUMEHTH KOju MOTBplyjy na moctoju mosehana
ekcripecuja HE4 ko HEeKMX KapIIMHOMA jajHUKA y oJHOCY Ha HopMaiHo TKuBoO (57). U npyre cryauje
KOje KOpPHUCTE CepUjCKe aHaJM3e MeHEeTCKe eKcrpecHje Ko oBapujanHux henuja motplyjy HE4 kxao

MOTEHIIMjaTHA MapKep Koju je moBehaH KoJ ciaydajeBa KapunHoMa jajHuka (58).
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Cexkpemupajyhu HE4

36or yumenune ga je HE4 mpexomepHo excripuMupaH KOJ KaplMHOMAa jajHuKa, y mopehemy ca
HopManHuM TkuBuMa, Hellstrom je moueo ucnutuBatm HE4 kao cexperupajyhu Ouomapkep 3a
kapruHoMme. MypuHa MoHOokIoHamHA anTuTena 2H5 u 3D8 cy npunpemsbena nporuB HE4 nporenna
npousBeneHux y henujama cucapa koncrpykiujom 1gG2a Fc pparmenara. Cnena mpo0a je mokaszana
cnenuduaHOCT M ceH3uTUBHOCT 3a HE4, koja je 6mna ynopenua ca CA125, anu je cepymcku HE4

pehe 6uo noBuIieH KO OOIeCHUIA ca OCHUTHUM THHEKOJIOMIKUM cTambuma (59).

HE4 ce uecto MoyKe IETEKTOBATH Y ypUHY OOJICCHUIIA Ca KAPIIMHOMOM jajHHKa 300T CBOj€ Majie MOJICKYJIapHE

Mace koja usnocu 25 kD (60). Takiie, Mmapkep ce MOKe KOPUCTUTH U KaO HEMHBAa3HBHA METO/IA.

1.6.1.2 Kapuunomcku anturen 125 (Cancer antigen 125 — CA125)

Tymopcku mapkep CA125 je moOpo yCTaHOBIbEH NMPHWIMKOM HCIHMTHBAMKba OBapUjaTHUX mucrta. U
nopej Tora IITO HHUje crenuduyaH 3a KaplHMHOME jajHuka, HUBO u3Hanm 35 U/mL cmatpa ce
abHnopmanuuMm. benurna crama koja moBehaBajy HuBo CAl125 cy enmomeTpuo3a U MeNBHYHA
uH(IamaTopHa 6oJiecT, 3aTUM OBapHjajIHe [ICTe, MUOMHU U eHoMeTpuose (61). O ManurHux crama,
CH/IOMETPHjaJIHH, IIEPBUKAIHNA M KapiuHoM Iiyha nosehaBajy muBo CA125 (51), (62). Moxe ce

nosehatu u ko OosiecTH jeTpe u OyOpera wim nepuToHeanHor u3nusa (63).

HuBowu u3nax 250 U/mL yBek yka3yjy Ha manuray 6onect. 3a HuBoe CA125 koju cy MOBHIICHH Y
npeko 80% kapluuHOMa jajHUKA, YKOJIHUKO Ce KOPHCTH cpeba BpenHoct o 30 U/mL, tectupamem ce

MOCTHKE CeH3UTUBHOCT 011 81% 1 cnenmpuanocT ox 75% (64).

1.6.2 Yarpa3Byk

HpI/IJ'II/IKOM HUCIIUTUBAmka MCJIBUYHUX OpraHa KOpUCTU CC€ YIIIABHOM TpPAaHCBATMHAJIHU YIITpPa3BYK Ca

dpexsennujom usmehy 8 u 15 MHz (65).

VYaTpa3BydyHH Hajla3 TyMOpa jajHUKA je OuTaH 3a oJipehuBame cTeneHa MATUTHATETA KOJU C€ KOPUCTH

y TIpeoriepaTUBHO] MPOIICHU pU3UKaA 01 OOJIECTH.

Yampaszeyuna mopghonozuja y ymephueamwy paznuka usmelly denuznux u MaiuzHux neieuuHuUX maca

OACycTBO COMMAHMX KOMIIOHEHAaTa M OWJIO KAaKBUX HEMPABUIHOCTU Y MEJIBUYHO] MACH TOKOM
YITPa3BY4HOT Tperjiesia yKa3yje Ha OeHUrHOCT TymMopa. buiio koja uperyiaapHOCT TyMOpCKe KarcyJie
WM CaMOT TyMOpa CYTepullle MaJIUTHUTET. YHWIOKYJIapHE M MYJITHIOKYJIapHE IHUCTE y KOjuMa

HC,Z[OCTajy COJIMAHC KOMIIOHCHTC CY OCHUTHE HUCTEC, U MOpCa TOTa IITO HCKEC MUCTC Ca CKCTPEMHO
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BEIMKKM OpojeM Jokyiyca, mory Owtu “borderline” myruaosne nucrageHome (66), gak u y

Cﬂy‘lajeBI/IMa ca OJICYTHHUM HUPETYIApHOCTUMA UJIK COJIMAHNX KOMIIOHCHATA.

KOI[ ONUCTHYHUX TyMOpa €a COJIMIAHUM KOMIIOHCHTHMA, Behe u HUpETYyJIapHC COJMAHC KOMIIOHCHTC

03Ha4aBajy Behu pU3MK 32 MaJTUTHUTET.

Kox comunuux Tymopa, Beha uperyiaapHOCT MOBPILKHE KallCyJie U YHYTPaIIkbOCTH TyMOpa, O3HayaBa
Behu pusuk 3a Manmurautet (67). MHOre JTaXKHO MO3UTUBHE U JIAXKHO HETaTUBHE JIHjarHO3€ Y OJHOCY
HAa MaJUTHUTET HCTO CE€ TAaKO MOTy OO0jaCHUTH NTPHUCYCTBOM MYIIMHO3HUX IMCTAJCHOMA WIIH

mynuHo3HEX “borderline” Tymopa, 300r mrX0Be mpekianajyhe yarpassydne Mmopdosoruje.

1.6.2.1 VYaora gonsepay pa3jMKoBamby OeHUTHUX 0] MAJTUTHHUX NMeJIBUYHUX Maca

V HajBehieM Opojy CTyauja ce KOpeKTHA 1jarHo3a IoCcTaBjba Ha OCHOBY T3B. CHBE cKauie (gray scale)
yatpasyka. Pulsatility Index (Pl) u Resistance Index (RIl) cy Hiku KO MaqurHHUX Tymopa, ajiu

MOCTOj U MpEeKJIaname pe3yiTara u3mel)y oBe JiBe KaTeropuje Tymopa.

1.6.2.2 Yarpa3ByuHe KapaKTepHCTHKe 3peJIMX HUCTHYHHUX TepaTomMa

HajkapakTepucTiyHmje yaTpa3By4qHe OJUIMKE 3pEINX TepaToMa Cy: MPUCYTHOCT Oerne jonTe (oAroapa
caJipkajy Koce ¥ MacTu), Iyre, exoreHe Oee JTMHHje U TPOMUHEHTHE €XOTeHe TaYKe y TEYHOCTH IHCTE
(oaroBapa TMPUCYTHOCTH JJIaKe KOje IUIMBAjy y HEMacHOM cajapikajy u 3aceHuewmy) (68), (69).
3aceHueme 4ecTo Npoy3poKyje noremikohe y onpehuBamy rnpase AUMeH31j€ TyMopa. 3pesid TepaTOMU
Mory OUTH MaJli U He 1eopMHUITy 00JIUK jajHUKA. IHTpanucTuyHe c1000/JHe KYTJINIIE MACTH CE MOT'Y
UICHTU(PUKOBATH KOJ 3peluX Teparoma, Aajyhu apamaTuunu usrien. Judepeninujanna nujarsosa
3peNuX TepaToMa je OHEeKa | TEIIKa ako Cy y IUTamky: SHIOMETPUOME, MyLIMHO3HE IMCTaIeHOMe, Struma

ovarii, cepo3He nucraaeHome, rucraaenoduopome u bperepos (Brenner) tymop (70), (71), (72).

1.6.2.3 Yarpa3ByuyHe KapaKTepHCTHKe eHA0MeTPHO03a

EHnomerprose KapakTEepUCTHINE CIIMKA CIOMJBEHOT CTakia, Koja ce TMpUKasyje CHBOM CKalIOM
yarpaconorpaduje (71), (73). IIpuanyno 4ecTo MOXKe ce MPUMETHTH jeIHa WK BHUIIE COJIUAHUX Maca
KOje MpoTpyaupajy y JaymeH mucre. Oko 20% CcBHX €HIOMETpHO3a MPE3eHTY]Y ce Kao MpoTpy3Huje, Tj.
HoxmynapHoct (74). Patel u cap. obaBemraBajy 0 MHOTO M3paXKEHH]O] y4ECTAIOCTH XHUIIEPEXOT€HHUX
dokyca Ha 3UJOBMMAa EHAOMETPHOTHYHE IIMCTE€ HEro OCTaTak ajHekcaiaHe martonoruje (74).
Ennomerprose Mory Outu yHUIaTepaaIHe WK OWIaTepaliHe, a y CiIydajy OMIaTepalHOCTH, €XOTEHOCT Ha
00e cTpane Moxke 6uTH pasnuunra. [loctoje audepeHIujanHo-11ujarHoCTHYKe MoTemKohe y oHOCY Ha
JIEpMOUJIHE IIMCTE, arlcliec, oBapujaiHe aaeHopuOpomMe, oBapujaiHe GUOpoMe, MYIIMHO3HE M CEPO3HE

pcTageHomMe u xemoparuyne mucre (75), (70), (71), (72), (76).
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1.6.2.4 VYarpasByuHe KapakTepucTuke xemoparuunor Corpus luteuma

Xemoparuuau COrpus luteum je nucra Koja UMa TUIUYHO MayIuHACTY CTPYKTYPY (74). YV yHYTpaImoCcTH
LMCTE MOTY CE BHJIETH OM3apHH KOAT'yJTyMH, KOJU KaTKaJl HAUIMKY]Y Ha ManuIapHe ITPOJEKINje U OCTaBIba]y
YTUCAK Ja je y muTamky Maauraud tymop (74). Jlomtep ynrpa3sBydHa eBajyaldja MOXKE MOMONH KOJ
OBaKBHUX CTama. JloTuiep CUrHam je yBeK OJICYTaH y CllydajeBUMa KPBHHX Koaryiyma u oOpHyTo. Jloriep

CHUTHAJI j€ TIPUCYTaH y CITy4ajy ManuiapHe IpojeKIHje.

1.6.2.5 Yarpa3ByuHe KapaKTepHCTHKe NeJBHYHEe HH(IaMaTOPHe 0ojiecTH

HajkapakrepucTudnuja yaTpa3BydHa O/UIMKa yIajle jajoBoja Cy LHUCTHYHE CTPYKType HaJHMK KoOacuie
UCITyI€HE TEYHOIINy, ca HEMOTIYHHM cenTtama. 1y0OOBapHjaIHM arciec Ce MOXE IPE3eHTOBATH
YHIJIOKYJIADHOM IIMCTUYHOM CTPYKTYPOM WJIHM K0 KOMIUIEKCHA MYJITHIMCTHYHA CTPYKTYpa ca Ae0enum
3U/IOBUMA M Ie0CITM CEeNTaMa, UCITYHeHa XOMOT€HO-€XOTeHUM MaTepHjalioM, HAMK CJIOMJBEHOM CTaKITy.
Nmajyhu y BUIy KOMIUIEKCHE €XOT€HOCTH, TyOOOBAPHjATHU aIICIIEC j€ YeCTO TeXe MUPEPEHIIUPATH OJT

CH/IOMETPHO3a WK MaTUTHUX TyMopa (75), (77).

1.6.2.6 Yarpa3ByuHe KapaKTepUCTHKe MAPAOBAPHjaTHUX HUCTH

[TapaoBapujanHe 1EcTe ce Ha YATPa3BYKY BUE KAO IKCTE KOj€ Cy jaCHO OJIBOjEHE O] jajHUKA U aKo ce
JQJHUK HE BHUIM, MOK€ OUTH NpPaKTUYHO HeMmoryhe jia ce IycTa JMjarHOCTHKYje Kao MapaoBapHjasiHa.

[lucra Moxxe OuTH aHexoreHa wim exorena. Takolje, Mory OuTH pucyTHE u nanmwiapHe npojekimje (78).

1.6.2.7 Yarpa3ByuyHe KapaKTepUCTHKe MEPUTOHEATHHX MCEYA0NMCTA

Tunuyna yntpa3sBydHa MOpQoJOrvja MEepUTOHEATHUX ICEYIOLHUCTa Cy IMCTMYHE Mace Koje mpare
KapJIMyHe KOHTYpe (M MOope] Tora ILITO OBE IIUCTE MOTY OMTH OBajiHE WM OKpYyIJe), ca AeopMUCaHUM
JAJHUKOM TIOCTaBJbEHUM Hu3Mehy aaxesuja neHTpaiaHo win nepudepno. Caapxaj 1MUCTe MOXE OUTH

AHEXOTeH WJIM €XOTeH, a IICTa MOYKE J1a CaJIpXKU cenTe u mammiapHe npojekimje (79), (80).

1.6.2.8 Yarpa3ByuyHe KapaKTepHCTHKe COJMIHMX OEHUTHUX TYMOpa jajHUKA

®ubpomu u pudpoTekoMe yoOHUajeHO Jajy €XO Haja3 KOju ce He pas3liiKyje O]l OHOT KOjHu Jaje
neayHKyaapHd MHOM. OHU Cy COJIMIHH, OKPYTJIA WM OBAJTHH, TJIATKUX WBUIA U UMA]y peryiapHO
TpaKacTy eXOreHOCT. Pa3iuuTy THIOBH OSHUTHHUX COJHMIHUX TyMOpa MOTY MaHH()ECTOBATH CIUYHY
€XOTeHOCT TOKOM cuBe ckaie conorpaduje (81), (82). 30or Tora je BaxXHO pa3IMKOBaTH OCHUTHE OJT

MaJIUrHUX Tymopa (71).
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1.6.2.9 VYarpa3ByuHe KapaKTepHCTHKE OBAPUjaJTHUX CEPO3HUX U MYIITHHOZHUX

UCTAJAEeHOMA

Cepo3HH ¥ MYIMHO3HHM IIMCTAJCHOMH MOTY C€ YCIIEIIHO IHjarHOCTHKOBATH IYTEM CHBE CKaje
yatpaconorpaduje (83). Buy u cap. jomnr cmarpajy Aa ce CEpO3HHM IUCTaJICHOMH KapaKTEpHIILy
YHUJIOKYJIapHOIhy mim OWIOKYyTapHOIIhy ca XOMOT€HOM BOJEHOM €XOTeHOIINY, TAHKUM perylapHUM
3WJIOBUMA, TAHKHUM pEryJapHHM CeNTymMHMa W ojcycTBoM Bererauuje (84). 3a pasnuky of HHX,
MYIIMHO3HU IMCTAJCHOMH Cy MYJITHIOKYJApHE IMCTE KOje Ccaapyke TEYHOCTH ca pasInduTOM

exoreHolihy, ca peryjiapHiuM 3uI0BUMa U CeTyMHUMa, ainu 0e3 Bereramuje (84).

Bemuku Opoj cTyawja aHanmu3Wpa TaHele TYMOPCKHMX — Mapkepa, cyrepuiryhm pasBoj
MYJITHBApHjaHTHUX JMjarHOCTHYKHAX MOJIENa, ajld 300T BHCOKE IIGHE M HEIOCTAaTKa JbYJICKUX W
TEXHUYKUX pPecypca, MYITHMAPKEPCKH JTHjarHOCTHYKH MPHUCTYI CE jOII HE KOPUCTH INUPE Yy
KIMHUYKO] TIPAaKCH. 3aT0 je HEONMXOAHO KPEHPATH jeTHOCTABHU]H M IPAKTUIHU]U TPETUKTUBHHE MOJIETT
3a JMJaTHOCTHKY KapIMHOMA jajHWKa, KOjU OM WMao BHUCOKY BAJIMIHOCT W YjeAHO omoryhwo

60H6CHI/IHaMa Ca aJHCKCAJIHUM TyMOpHMa OIITUMAJIHU ITPCOIICPATHUBHU TPECTMAH.
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2. HHUJBEBU NUCTPAXKUNBAIbA

1. VTBpautu BayMaHOCT TyMOpcKor Mapkepa HE4 y nujarnosu kapiuHoMa jajHUKA.

2. Hcnuratu moryhnoctu HE4 tecra y audepeniumjantoj qujarHo3u yITpa3BydyHO MOTBPHEHUX
TyMOpa jajHHKA.
3. UM3Bpmmrtu KOMIapanujy CEH3UTMBHOCTH M CIEHU(PUYHOCTH TyMOpcKor Mapkepa HE4,

Mapkepa CA125 u ynrpacoHorpadckux mapaMmerapa y NpeauKInju KapiiHOMa jajHUKa.

4. YTBpauTu Koja GU3HMOJIOINIKA CTakha U KOje OCHUTHE XUCTOJIOIIKE MPOMEHE MOT'Y YTHUIIAaTH Ha

cMmameme BamuaHoctd HE4 u CA125 mapkepa.
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3. HAYYHA XHUIIOTE3A

Xymanu enuauaumucHu npotenH 4 (HE4) je TyMopcku Mapkep KOju MMa BHCOKY CEH3UTHUBHOCT M

cnenupUIHOCT y MPEANKIN]H KapIIMHOMA jajHUKA.

Tymopcku mapkep HE4 nosehasa cnennduunoct mapkepa CA125 xoju ce KOPUCTHO 70 caja U TO
HAapOYWTO KOJ Cly4yajeBa CHeNU(PUYHUX XHCTOJIONIKMX THIIOBA TymMopa jajHHKa (KOX

€HJIOMETPUOUAHUX TUIIOBA U KOJ MH(IAMATOPHUX TYMOpa).

ITpopauynaBame ROMA wunpexca (Risk of ovarian malignancy algorithm), koju mpeacrasiba
KoMOuHaimjy Tymopckux mapkepa HE4 n CA125, uma 3HavajHy ynory y NpeIuKUIUju KapIHHOMA

jajHuKa KoJ OOJIECHHIIA Ca TYMOPOM OTKPHUBEHUM YIITPA3BYKOM.
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4. MATEPUJAJIE U METOJAE UCTPAKHUBAIBA

4.1 HN300p ucnuTaHULA

CrpoBelieHO je MNPOCHEKTHUBHO KIMHUYKO HCTpaXKMBakhe HAa YHHUBEP3UTETCKO] KIMHUIM 3a

TUHEKOJIOTH]Y U aKylepcTBO y CKOIIbY.

HctpaxuBame je oOyxBaTmwio 200 GonecHUIa Y OKBUPUMA UCITUTHBAHE TPyIE ca TyMOPOM jajHUKA

JIMjarHOCTUKOBAHUM YIITPa3BYKOM.

Haxkon I.HTOjG N3 I'pyne UCKIbYUYCHO 19 HCIIMTAHUIIA, 3d TUJBEBC aHAJIN3C OCTAJIU CY PE3YJITaTU KOje ce

onHoce Ha 181 ucnuranuny.

Paznosu 3a uckspydeme 19 ucnmranuna cy cnenehn: kox 11 Huje 6mmo Mmoryhe U3BpIIMTH XUPYPIIKH
ONEpPaTUBHU 3axBaT 300T BHTAJIHE YrPOKEHOCTH (TEIIKa aHEeMHja, KapIuo-IyJIMOHAIHE clabocTu,
Temka OyOpekHa MHCybUIUjeHIja); KoA S5 OonecHuna noOWjeHH MaTepujal U3 KpBU HHUje OUO
JOBOJbAH 32 TMOTpeOHE TadOpaTopHjcKe aHanu3e, a TPH OOJNIECHHLE Cy On0Wie Aajbu TPeTMaH Ha

YHHUBEP3UTETCKO] KJIMHUIM 32 THHEKOJIOTH]Y U aKyIIePCTBO.
Kpurepujymu 3a yKibyduBame y HCITUTHBAKE OUIIH CY:
e JKene crapuje on 18 rogusna;

e bosnecHuie ca 1eTeKTOBaHUM TYMOPOM jajHHKa MOMONy yiITpa3ByKa, KOju je OMO IIaHUpaH 3a

XUPYPIIKO OJCTPAHUBAGE.
Kputepujymu 3a HCKIbyUHBaWke U3 UCITUTUBAKA OUIIH CY:
e TpynHHIE U JOUIBE;
e bosiecHHIIE ca MPETXOIHOM j€THOCTPAHOM U 000CTPaHOM 00(OPEKTOMH]OM;
e bonecuuiie ca anamMHe30M 3a OMIJIO KOjy TPEHYTHY WJIH MPOILTY MAJIUTHY OOJIeCT;
e Temka XpoHHUYHA 000JbEHA.

Kontpomna rpyma, koja mpeacTaBiba 37paBy MOMYJIANH]y JXKeHa, cacTojaima ce ox 100 skeHa ca

HOPMAaJIHMM YJITPa3By4YHHM HaAJIa30M MaJle KapJuLe.

HakoHn 1mro je N3 BbC UCKIbYUYCHA 21 HUCIIMTaHUIa, 3a HUJbCBC aHAJIM3C OCTAJIU CY PE3YyJITaTu KOjI/I Cce

oJIHOCE Ha 79 MCIUTaHUIIA.

Paznosu 3a uckpydewe 21 ucnuranuie cy ciaeaehu: 11 ucnuranuia on0uiIo je BEHEMyHKIN]Y, 8 je

MMaJio XeMOJIM3UPAHU y30paK KPBHU, U 3a JIB€ UCIIUTAHUIIE HUICMO 00U JIaOOpaTOPHjCKU pPe3yiTar.
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3axTeBajo ce J]a CBaka HMCIMTAHWIA ITOTHHIIE CarjJacHOCT O I/IH(bOpMI/IcaHOCTI/I 1 Ha OCHOBY TOra,

HCTpaXXUBAE j€ 00yXBaTHUIIO CaMO OHE KOje Cy C€ carjacuie Jia y4eCTBY]y.

Opx cBUX WCTIMTAaHUIA Y3UMaHa je JIeTajbHa JInyHa U (haMuirjapHa aHamHe3a. JloOujeHu moaam cy ce

VHOCHWJIH Y CTICIIH]jaJTU3UPAH YITUTHHK.

VuuTHuk O6YXBaTa mogaTke o0 roguHamMa CTapoCTHu, BUCUHU U TeJ'ICCHOj TCXHWHH, HA OCHOBY 4€ra ce€

npopayyHaBao MHJAEKC TeiecHe mace (BMI), nmuuna anamuesa, gamuivjapHa aHaMHeE3a, MyIMIAYKH

cTaryc (mymnrau/Henymad), JaTyM MoCleAlhe MEHCTPYallije, MEHCTPYaITH! UKITYC (AyKUHA [UKITyca

U Tpajame KpBapema), 6poj TpyaHoha, 6poj mopohaja, 6poj abopTryca.

4.1.1 Yarpa3By4HHM mperJiej

KOI[ CBUX HUCIIMTAHUIIA, [IOCTABJbCHUX Y TMHCKOJIOIIKN nono;xaj, 6I/IOje ypaheH YIATPA3BYYHU HPCTIICT

MaJie Kapiuiie Ha yirpa3BydHoM amnapaty mapke GE Voluson E8 ca tpancBarunanaom congom RIC5-

9D, 4-9 MHz. VY nepuony He AyxeMm oa 6 Heaesba OojecHHIE Cy mpuMibeHe Ha Onesbeme 3a

T'HMHCKOJIOIKY OHKOJIOFI/ij 3a JaJbu XUPYPILIKH TPECTMAH.

Yy OAHOCY Ha KAPAKTCPUCTUKEC YJITPA3BYYHOI' HaJIa3a Y3UMaHU Cy U OenexeHu cy CJ'IeI[ChI/I nmoganu.

BCIIMYMHA QaJHCKCAJIIHOT TYMOpa HOpeACTaBJb€HA Yy TpPU ,Z[I/IMCHSI/Ije U H3paxXeHa Yy

MUIHEMeTpuMa (mm);

JIOKaJM3aluja TyMmopa (yHUJIaTepalHOCT/OuIaTepaHoCT);
KOH3MCTEHIIMja TyMopa (UBPCT/TEUHHU);

u3ries (XeTeporeHu/XoMOreHn );

BOJIyMEH Tymopa (MpopadyHaT o GopMyJu: JyKHHA X BHCHHA X mHpHHA X 0,523);
JOKYJapHOCT (YHUJIOKYJIapHa/MYITHIOKYIapHA);

cenTyM (MpUCyTaH/OACyTaH);

ne0JprHA CenTyMa U3pakeHa y MuiiuMeTpuma (mm);
ne0JbHHA Karcyie u3pakeHa y MumMerpumMa (mm);
npoaudepanje (MpUcyTHe/0ACyTHE);

naujaMeTap nponudepaliije u3pakeH y MIIumMerpuma (mm);
acuT (IPUCYTaH/OACYyTaH);

“peritoneal caking” (mpucyran/oacyran);
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4.1.1.1 Jlonjiep ¥ TMII MPOTOKA

OnpehuBao ce gomiep KpBHUX CyIOBa TyMOpa M €JIEKTPOHCKOM KaJIKYJAlKjoM J00WjaH ce TIO/IalH O
unaekcy myncamuje (Pl) u uanexcy pesucrenimje (RI). 3a Pl BpeqHocT y3umana je HajHmka 100MjeHa

BPEIHOCT, U3MEPEHa Ha TPU MecTa (LIMCTUYHH 311, CETITYM, BEreTalyja Wiv COJUIHU JIE0 LIUCTE).

Kako Ou moOunm pernpoayluOmiIHe pe3yiraTe, MyJICHa perneTHIIMoHa (PpeKBEeHIIMja KOJIOp JIoTiepa
ouna je nmoxgenieHa va 400 Hz, 1ok ce 3a myJiCHH JIOIJIep ayTOMATCKH MEmalia ca JyOHHOM IPOMEHE,

cBe 10 HajHke Moryhe dpekBennyje. @unrpu cy Ounu noaemenu Ha 50 Hz.

VY ciydajy TyMOpPCKUX Maca Ha 00a jajHHKa, 3a IUJbeBe aHam3e y3umao ce Huxu Pl u R, jep mpema

J0CaaIb0j MMyOJIMKOBAHO] JIATEPATYPH, OHU Cy Yenihe y Be3u ca MaJTUTHUTETOM.

BonecHuliie ca BUCOKUM PU3UKOM 32 MATUTHUTET Oujie ¢y oHe koa kojux je Pl mmwxku ox 1 w/umm Rl

H1ku ox 0.4.

4.1.2 BeHenmyHKIHja u J1a00paTopHjCcKe aHAIN3e TYMOPCKHX MapKepa

MakcumanHo 48 caTH Tpe XHPYPIIKOT TpeTMaHa y3MMaHa j€ BEHCKa KpPB 3a IUJBEBE OBOT

UCTPAKUBAA.
Y3umarwe u obpaoa kpsu

Kps ce cakynspana y Bakyym ca EJITA (Ethylenediaminetetraacetic acid). Y3umaio ce oko 10 mL
KpBU. Y POKY OJ] UETUPH caTa O]l y3uMama IyHe KpBe, enpysere cy HeHtpudyrupane (1.500 x g)
10 muHyTa, 1a O ce cepyM OJIBOjHUO. 3aTHM Ce€ CEPYM CaKyIMJjbao y enpyBere o1 o 5 mL u cmp3aBao
ce y ¢opmxunepuma Ha —20° C. Ox ose kpBu onapehuBana ce xonnentpauuja HE4 u CA125.
Cepymcka HE4 u CA125 kounenTpaiija ananusupania ce Ha Architect HE4 u Architect CA125 11
aHaIM3aTOPUMa OJ] CTpaHE TPEHUPAHOT oreparepa y aboparopuju Ha MHCTUTYTY 32 OHKOJIOTH]Y

u paauotepanujy y Ckompy.

41.2.1 OpnpehuBame TYMOPCKHX MapKepa

Architect HE4 (Abbott Laboratory, Abbott Park, IL 60064 USA) je XeMHIyMHHHUCIICHTHH

MUKpPO-TIAPTUKYJIapHA UIMYHOECE] 3a KBaHTUTAaTUBHO oJpehuBame HE4 anTurena y xymanom cepymy.
Architect HE4 je nBoetanmHu nuMyHOECE].

VY mpBoj eranu KOoMOHMHYjy ce y3opak cepyma ca 2H5 antu-HE4 oGnoxenum mnapa-marHeTCKUM
mukponaptukyauma. Anturen HE4 koju je mpucyran y y3opky cepyma Bexe ce 3a aHtu-HE4

00JI0KEHNX MUKPOMIAPTUKYJIA.
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[Tocne ucimpama, y npyroj eranu, aoaaje ce 3D8 antu-HE4 akpuamaujym oGenekeHor Kombyrara 1a

Ou ce mocturia mehypeakiyja.

Pesyntupajyha xeMuTyMHHHCIIGHTHA peakimja Mepu ce kao RLUc (relative light unit). IToctoju mupekTHa

kopenatja mmel)y komrunae HE4 antirena y y3poky u RLUc nerexroBannm niomohy Architect i Cucrema.

Ha ocHoBy mobwujenor pesynrara 3a HE4, GonecHuiie cy Owmiie KaTeropucaHe y rpyle ca HUCKUM U
BHUCOKHM PHU3MKOM 3a MaJIMTHUTET, MOCEOHO 3a JKEHE y NMpEMEHONay3W M MOCTMEHomnay3u, 300r

paznuuurtor Cut-off-a monyhenor ox crpane npoussohaua.
Bonecnuye y npemenonaysu:

HE4 < 70 pmol/L nucku pusuk 3a manuenumem,

HE4 >70 pmol/L sucoku pusux 3a maruenumem.
FBonecnuye y nocmmenonaysu:

HE4 < 140 pmol/L nucku pusuk 3a maruenumem;

HE4 > 140 pmol/L sucoku puszuk 3a maruenumem.

Architect CA125 Il (Abbott Laboratory, Abbott Park, IL 60064 USA) je XeMUTyMHUHUCIIEHTHH MUKPO-
MapTUKYyJapHA UMyHOece] 3a KBaHTUTaTHBHO onpehuBame OC 125 nedurmMcaHOr aHTUTEHA Y

xymaHoM cepymy Ha Architect i Cucremy.

CA125 Il Bpennoctu ce aedunuiry nomohy OC 125 monoknonannux antutena. OC 125 je renepucan
nyreM XuOpuaM3alnuje MUIjUX Mujenoma henuja y nujeHamHUM henujama MHIIEBa NMPETXOIHO

MMYHHU3UPAHUX XYMaHUM CEPO3HUM IUCTAJECHOKAPIMHOMCKUM henMjcKUM JIMHUjaMa Ha3BaHUM

OVCA 433 (85).

Architect CA125 je tymopcku Mapkep apyre reHepanuje 3a otkpuBambe OC 125 nepuHmcanor
antureda. Kopuctu OC 125 MOHOKJIOHalHa aHTHTENA, Kao (UKcAIMjcKa aHTUTENa Koja BEXY
monekyne koje cagpxe OC 125 nedunncanm antureH. OBU ce aHTUTCHHM KBaHTH(HKYjy moMohy

aKpuaAMHU]yM obenexennx M11 anturena.

Ha ocHoBy nobujenor pesynrara 3a CA125, 6onecHulie cy Ouiie Kareropucate y rpyre ca HUICKUM U

BUCOKHM PU3UKOM 3a MAJIUTHUTCT.
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CA125 < 35 U/mL nuzak pusux 3a marucnumem.
CA125 > 35 U/mL eucox puzuk 3a maiueHumen.

Xupypwku mpemman

Cge OosecHuIle Ouiie Cy MOABPTHYTE XUPYPIIKOM OACTpPAmbUBAKY OBApHjaTHE Mace HE KacHHU]je O]l

1IecT HeZleJba HaKOH YATpa3By4YHE BU3yalll3alllje TyMOpa jajHHUKa.

YKoONUKO je Ko 00JIeCHUIIa HHTPAOIIEPAaTUBHO OMO JAMjarHOCTUKOBAH KapIIMHOM jajHUKA, XUPYPIITKO
CTaiupame paJuiio ce mpeMa Kputepujymuma MelhyHaponue denepanuje 3a TUHEKOIOTH]Y U

akymepctBo (FIGO) (86) (Anekc 1).

YOUTHUK caApH MoJaTKe 0 XUCToNomKoj ananu3u Tymopa u FIGO cragujyme 6onectu: I (1A, IB u
IC); 11 (1A u 1IB); HI (A, 1IB u HIC); IV (IVA u IVB).

Xucmonowrxa ananuza onepamuernoz Mmamepujaia

OmnepatuBHM MartepHjall je y3MMaH O]l CBHX OOJIECHHIIA W TIOCJIAT 32 XHUCTOJIOIIKY aHAIW3y Ha
WMHucTuTyT 3a maTojoumky aHatoMujy MeauuuHckor gaxyirera y Ckomby. XHCTOJIO3U KOJjU CY
aHAIM3UPATM XUPYPIIKM Marepujal HUCY OWIM yIO3HAaTH ca JIabOpaTOpHjCKHM pe3yiTaTuMa

HCIIUTHBAaHUX TYMOPCKUX MapKepa.
Hcro Tako, maboparopujcka TecTupama cy ypaheHa 0e3 Ouyio xakBe wHpopMaiuje jlabopaHara o
pe3ynTaTuMa XHUCTOJOIIKE aHATH3E.

Mopdghonowku unoexc (MI)

Ha ocnoBy Bonmymena (TV) u ctpykrype tymopa (TS), npopauyHaBao ce Mopdosoriku usrien (Ml)

tymopa npema Uelandovim kputepujymuma (87). Pesynratu cy ce YHOCHIN Yy YIIUTHHK.

Ha ocHoBy ykymHOT ckopa 3a mymopcku eonymer (TV) uspauynasan je Ml (Mopdoromky uHICKC)

nyteM ckopoBa ox 0 10 5 u mymopcka cmpykmypa (TS) ckopoBuma ox 0 10 5.

YkymHau ckop Mmopdosonkor nHaekca moxe Bapupatu o1 0 1o 10. Kareropusanuja je mpukazana Ha

Comn 1.

25



Tymopcku éonymen (TV) Mepuro ce y TPH TUMEH3HjE U IpopadyHaBao momohy dopmysie:

TV = gyxuHa X mupuHa X BacuHa X 0,523 (pakrop kKopekuje);
TV =103 TV<10cm?

TV=13aTV>10u<50cm3

TV =23aTV>50u < 100 cm?;

TV =33a TV > 100 u < 200 cm®;

TV =4 3a TV > 200 u < 500 cm®;

TV = 5 3a TV > 500 cm?®;

Tymopcka cmpyxkmypa (TS) onpehuBana ce npema usrieay tymopa jajauka (Ciouka 1):
TS = 0 3a xomozeny yucmuuny opmayujy, obucmpoe caopaicaja,
1S = ] 3a xomoeeHy yucmuuny gopmayujy, eywhee caopacaja,
TS = 2 3a xemepozeHy mymopcKy gopmayujy, be3 nporughepayuje u mankum cenmymom;
TS = 3 3a xemepoeery mymopcKy gopmayujy ca conuoHUM UHMPATYMUHATHUM NpoTugepayujama,
TS = 4 3a xemepoeeny u OOMUHAHMHO CONUOHY MYMOPCKY (popmayujy;

TS = 5 3a xemepozeny u OOMUHAHMHO CONUOHY MYMOPCKY POopMayujy ca nPUCYmHuM acyumonm.
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MORPHOLOGY INDEX

TUMOR VOLUME TUMOR STRUCTURE
0 <10 cm®
1 10-50 cm?®
2 >50-100 cm®
3 >100-200 cm®
4 >200-500 cm®
5 >500 cm®

Cnuxa 1. Kamezopuzayuja mopgonowroe unoexca (Ueland FR. u cap., 2003)

Ha ocHoBy ckopa gobujenor 3a mopdosomku uuaaekce (Ml), Bpmmia ce kareropusaiija 00JIeCHHIIA Y

rpyIe ca HUCKUM pu3uKoM, e je Ml < 5, u one ca Bucokum pusukom rae je Ml > 5.
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Huoexc pusuxa 3a maruenumem (Risk of malignancy index — RMI)

Ha ocHoBy ynTpa3ByuHOr Hajlaza UCTe, MEHOIay3alHor ctatyca u BpeaHoctu CA125 mpopauynaBao

ce MHJEKC pu3HuKa oa Manuraoctu o Jacobsu (RMI) (88).
RMI ckop je uzpauynat nomohy popmysie:

RMI = U X M x CA125 (64).

“U” ce omHocM Ha YITpa3BY4YHH Haia3, “M”’ Ha MeHomay3aimHu craryc u ‘“‘cepymcku CAL125” je

konrenrparuja CA125 Tymopckor Mapkepa y cepymy, uspaken y mL (U/mL).

VY omHOCy Ha yNTpa3BYYHHU Haias, Jaje ce jenan 0oj 3a CBaky of cienchux, MPUCYTHHUX YIITPa3BYyIHUX

KapaKTEPUCTUKA: MYIMUIOKVIAPHOCH, COTUOHE 30He, OUNamepantu mymop, acyum u yoabeHe Memacmase.

VYarpazByunu ckop o3Hauymiud cmo BpenHoctuma 0, 1 u 3, y 3aBHCHOCTH Of Opoja HIPHUCYTHHX
YATPa3BYUYHUX KapaKTEPUCTUKA MPEIMETHUX TyMopa (MYITHIOKYIAPHOCT, OUIATepATHOCT, COHIHE

30HE, aCOUTCC, CyMBba HaA MCTACTATCKE HpOMeHe).

VarpazByunu ckop je 0 (Hyna), YKOIMKO HHje MPUCYTHA HHjEIHA OJ] YJITPA3ByUHHX KapaKTEPUCTHUKA
TyMopa; 1 (jenan), yKOJIMKO je MPUCYTHA jeHa KapaKTEePUCTHKA U 3 (TPH), YKOJIUKO Cy MPHUCYTHE JBE JI0 5

KapaKTepPUCTHKA.
U = 0 3a imaging 36up 600oéa = 0,
U = / 3a imaging 36up 600oéa = 1,

U = 3 3a imaging 36up 60006a 00 2 do 5.
VY onHOCy Ha MEHONay3aJlHM cTaTyc “M”, *eHe y mpeMeHomnays3u gooujane cy ckop 1y ¢popmynu, a
KEHE Yy ITOCTMEHOIIay3U CKOp 3.

M = 1 3a srcene y npemenonaysu,

M = 3 3a orcene y nocmmenonaysu.
Caa Tpu mapameTtpa cy TOMHOXeHa Jia 6u ce mpepadyHao Bpeanoct RMI unnexca.

Ha ocHoBy nobujeHor pesynrara, 6ojecHuIe cy kiacupuKoBaHe y TpynamMa ca HUCKUM, CPEIEbUM U

BHUCOKHM PHU3UKOM 32 KapIIMHOM jajHUKA.
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ckop < 25 U/mL — nucku pusux;,
ckop 00 25 0o 250 U/mL — cpeodrvu pusux;
ckop > 250 U/mL — eucoku pusux.

Anzopumanm 3a puzuk 00 manuchumema jajuuxa (Risk of ovarian malignancy algorithm — ROMA)

Ha ocHoBy nooujenux pesynrara CA125 u HE4 n meHOMmay3amHor crtaTyca 00JIeCHHUIIA, MpopadyHaBao

ce ROMA anropuram u yHocuo y ynutHuk (89).
CA125 je nmpukaszan y jenuaunama kpo3 mutmurap (U/mL), a HE4 y mukomon kpo3 mutap (pmol/L).

Kox GomecHuIa 3a Koje HeIoCcTaje mojaTak O MOCIeAkh0j MCHCTpYyalnju U crapoctu 48-55 roauna,
Kao M KOJ OHHX Ca MPETXOIHO ypal)eHOM XHUCTEPEKTOMHjoM, oapehuBania ce BpeaHOCT (BOIHUKYIIO-

crumynupajyher xopmona (FSH).

Bpennoct FSH Beha o1 40 mg-dl y3umara ce kao MHAMKAaTHBHA 32 TOCTMEHOIIAY3Y.

Oopehusare npedurkyuje seposammuohe

Jenan on uJbeBa KIMHUYKOT I/ICTpa)KI/IBaI-baje KJ'IaCI/I(bI/IKaI_II/Ija 6OJI€CHI/II_Ia ca OBapI/IjaJ'IHI/IM TYMOpPOM

U I'pyna ca BUCOKMM U HUCKHUM PU3UKOM 34 KapLIMHOM jajHI/IKa.

OBo je ypaheno momohy npemukTrBHOT aroputMa ROMA, koju je moceOHO M3padyHAT 3a KEHE Y

MPEMCHOIIAY31 U IMOCTMCHOIIAY3U Ha CJ'ICI[ChI/I HAa4YUH:
JiCeHe y NPeMeHoONnay3u:

Predictive value (PI) = —12,0 + 2,38 X In(HE4) + 0,06268 X In(CA125) ;
HCene 'y nocmMeHonay3uZ

Predictive value (PI) = —8,09 + 1,04 X In(HE4) + 0,732 X In(CA125);

Bepopatroha=e®V /(1 + e®V)
ROMA npeiMKTHBHH aJITOpUTaM je u3padyHart mpeMa MoJIeiTy KOjH je pHKasaH y crynuju Moora v cap. (89).

Ha ocnoBy no6ujenor ROMA anroputma, OojieCHHIIE Cy KaTeTOpUCaHE Y IpyIe ca HUICKMM M BUCOKUM
PH3MKOM ¥ TO MOCEOHO 3a OHE y NPEMEHONay3W W IIOCTMEHOmay3H, 30or pazmmuntux Ccut-off

BpeanocTH 32 ROMA anropuram nmonyheHHX o] cTpaHe mpou3Bohaya.
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bonechuye y npemeHonaysu:.
< 7,4% Hucku pusux 3a mMaiucHumem,
> 7,4% eucoxu pusux 3a mManuecHumen.
bonecHuye y nOCmMMeHOnay3u:
< 25,3% Hucku puzux 3a maiucHumem,
> 25,3% 8ucoxu pusuk 3a MaiucHumemn.

Konenxazen unoexc (Copenhagen Index — CPH-I)

Ha ocnoBy nobujenux pesynrata CA125 u HE4 u crapoctu 6onecHuia, nmpopagyHaBao ce CPH-1 u

YHOCHO C€ y YIIUTHHUK.

CA125 je nmpukasaH y jenuaunama 3a mutaaurap (U/mL), a HE4 y nukomonuma 3a mutap (pmol/L).

Oopehusarwe npedurkyuje seposammuohe

BonecHuiie cy Ouiie kareropucaHe y rpyre ca BUCOKMM M HHCKHM PU3MKOM 32 KApIUHOM jajHHKA

nomohy dopmyie:
AGE
CPH-1 = —14,0647 + 1,0649 X log,(HE4) + 0,6050 x log,(CA125) + 0,2672 X BT

pPp = e(CPH—I)/(1 + e(CPH—I));

PP — npeasubena Beposataoha (predicted probability).
CPH-I npemKTHBHI a/ITOpUTaM je M3padyHaT [peMa MoJIeiTy KOju je mpukasan y cryauju Karlsona v cap. (90).

Ha ocnoBy no6ujenor CPH-I nnnekca, GonecHulle cy KaTeroprcane y rpyme ca HUICKUM ¥ BUCOKHM

pu3uKoM, ipema opuruHaaTHuM CUt-off Bpennoctuma npemnoxenum oz Karlsena u cap. (90).
< 0,07 — Hucku puzuk 3a marueHumem,

> 0,07 — sucoku pusux 3a manrucHumem
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Anzopumam npeouxyuje osapujannoz maruznumema (Algorithm for Prediction of Ovarian
Malignancy — APOM)

Ha ocHoBy noOujenux pesynrara CA125 u HE4 wu enexrtpoHckm oOpadyyHaBaHOT WHAEKCA

pesucrenimje (R1), mpopauynaBao ce APOM u yHOCHO C€ y YIIUTHUK.
CAL125 je mpukasas y jequaunama 3a mumantap (U/mL), a HE4 y nukomonuma 3a aurap (pmol/L), a
Rl y ancomyraum Opojkama.
Oopehusarwe npedurkyuje seposamuohe
BonecHuiie cy O6wiie kareropucaHe y rpyre ca BUCOKHM M HUCKUM PH3UKOM 3a KaplMHOM jajHUKA
nomohy dopmyie:

APOM = —11,442 + 2,534 X InHE4 + 0,632 X In CA125 — 10,538 X (Doppler RI)

PPAPOM — eAPOM/(l + eAPOM)

PP4prom — npeasulena Beposataoha (predicted probability).

APOM je Ham IOTUCTHYKO-PETPECHOHN MOJIENT 32 TIPEAUKIIN]Y SMTUTEITHOT OBAPHjATHOT MAJTUTHUTETA

(kapIMHOMA jajHUKA).

Ha ocnoBy no6ujenor APOM unnekca, 6oecHuIle cy KaTeropucane y rpyre ca HUCKUM U BUCOKMM

pusukom, npema cut-off Bpennoctu ox 0,3.
< 0,3 — HucKu puzuK 3a MarucHUMen;

> 0,3 — sucoku pusux 3a manueHumen.
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5. CTATHUCTHYKA AHAJIN3A

5.1 Marepujaau u Mmeroae

CratucThuka aHanu3a je ypalhena xopuimhemeM cratucTuukux mnporpama SPSS 22,0 (IBM Corp.
Released 2013. Armonk, NY) u MedCalc. Hymepuuke Bapujabie cCy ommcaHe MIPHMEHOM
neckpurnTiBHEe craTucTrke (Mean + SD, median u min-max) u ynopehusane CTyJICHTOBUM T-TECTOM,
Man-ButhnujeBum U Tectom u  Kpyckan-Bamucosum Ttectom (multiple sample statistics).
Kateropujcke Bapujabie cy ynopehusane Chi — kBampat tectom (y? test). Kopenauuja je yrphena

CnupmaHOBOM paHr kopenarjom (Spearman Rank correlation).

Bamuanoct tymopckux mapkepa HE4 u CA125, anropuram ROMA u CPH-I, RMI, mopdomnomiku
uaaekc (M), wunpgexc pesucrenmmje (RI), wamekc myncammje (Pl) Owmm cy oapehuBanu
MpOpadYyHaBamkbEeM CCH3UTUBHOCTH, CHEMU(GUYHOCTH, IO3UTHUBHE W HETaTHBHE MPEIAUKTHBHE
BpeIHOCTH, rtobanHe tauHocTH U Youden Indexa. U3pauynare cy ROC kpuBa M MOBpIIMHA HCIO/
kpuBe (ROC — AUC) ca 95% unteprana noysnanoctu (confidence interval). Kopumihen je metos koju

onucyje DeLong at all (1988) na 6u ce npopauynaie pasiuke nsmehy ROC — AUC.

CBe cTaTUCTHYKE KOMIapalje HampaB/beHE Cy 3a HUBO MOY3AaHOCTHU o7 95%, Tj. TECT ce cMaTpa

curnuuxanTaum 3a p < 0,05.
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Onuc cBUX HCIIUTAHUIIA

5.2

OBaj 7A€o HUCTpaXkHWBama Jaje MpHUKa3 pe3yiTrara Koju cMo no0uinu obOpamzoM u aHamuzoM 260

WCIUTAHUIIA, O] Kojux je 181 ucnuranuma ca exoromorpadcku Bepu(puKOBaHUM TYMOPOM jajHUKA U

79 ucnuTaHMIA Ca yPeIHUM €XO0TOMOTpa)CKUM HaIa30M Majie KapIuie.

Crapoct ucniutanuiia je y rpanunama o 18 no 81 roaune, a mpocedna crapoct usHocu 46,71 + 14,47

0,9 rox.) (I'padukon 1).

ronuna (SE

= 46,71
14,472

Cpeama BpegHoct
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N=260

Nneay

MbIN
Ny
AAMMMMaaansaa...s.

S

AT

AbLAI]IIN
A__,.-S

40

//////////////////,

Z

257

20

LI0IrBLI9h A

20

Crapoct

I'pagpuxon 1. Xucmozpam, cmapocm ceux ucnumanuya
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5.3 JlecKpMNTHMBHA CTATHUCTHKA 3PABUX UCNIMTAHUIA

3apaBe ucnuTaHuIile ¢y ctapoctu ox 21 1o 79 roguna, a mpoceyHa crapoct je oa 45,87 + 12,73 roqune

(SE = 1,43 rox.) (I'paduxon 2).

15
Cpeama Bpeanoct = 45,87
Cra. JAeujauuja = 12,733
N=79

N

?|>

Yuecrajgocr

£

0- s
20

40 50

Crapoct

I'paghuxon 2. Xucmozepam, cmapocm 30pasux ucnumanuya

Hajumxka m3mepeHa ternecHa maca je 47 Kg, MakcuManHa TenecHa mMaca 85 Kg, a mpoceuna BpeaHOCT
TerecHe mace je 65,98 + 7,79 kg (SE = 0,88 kg). anekc TenecHe mace kpehe ce y rpanumiama ox 17,51 1o
31,99 u npoceuno usnocu 24,01 + 2,98 (SE = 0,33).

KomopOuaurerHa crama cy perucrpopana koj 25 (31,6%) nucnuranuna, ox kojux je y sehem aeny, 20

(80,0%) ecenmujanHa XUMepTeH3Hja.

[TosutnBHY aHamMHe3y ManUTrHUX OoJiectu umaro je 20 (25,3%) ucnuranuna, o kojux 18 (90,0%) ca
(damunujapHoM aHaMHe30M ManurHuX Oonectu aojke M ase (10,0%) wmcnuranume ca MaaUrHOM

Oonemrhy jajHuka.
VY onHocy Ha mymiadku cratyc, 23 (29,1%) ucnuranuiie cy ce u3jacCHWIE J1a Cy aKTUBHU IyIIavH.

[Toganm u3 ruHEKOJOMIKE aHaMHe3e MpHukKasyjy na je 50% wucnuranuia Beh mMmaio BUIE O] JBE

TpynHohe u Buiie of a8a nopohaja (Tadena 1, I'padukon 3, I'padukon 4, ['paduxon 5).
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Tabena 1. [leckpunmusne kapakmepucmuke 30pasux UCnuUmaruya

Bapujadaa mean + SD (SE) min—max
Crapoct (roaune) 45,87 + 12,7 (1,43) 21,0-79,0
Tesecna maca (kg) 65,98 + 7,79 (0,88) 47,0-85,0
BMI 24,01 + 2,98 (0,33) 17,5-32,0
JIuuna aHamMHe3a 0 MPHCYCTBY KOMOPOM/IUTETA N (%)

He2amueHa 54 (68,4%)

NO3UMUBHA 25 (31,6%)

Io3uTnBHA anaMHe3a MasurHux 6oJiectu N (%0) 20/79 (25,3%)

(bamujapHa anamHe3a KapiHoMa ojke N (%) 18/20 (90,0%)

(amrjapHa aHamHe3a oaprjaHux KapipHoma N (%) 2/20 (10,0%)

IMymayku craryc N (%)

Henyuay 56 (70,9%)

nyuay 23 (29,1%)

Bpoj Tpyanoha MeaujaHa; min—max 2 (0-10)

Bbpoj nopohaja Me/ujaHa; min—max 2 (0-3)

Bpoj adoptyca Me/ujaHa; min—max 0 (0-7)

VY onHocy Ha MeHomnay3aiaHu craryc, 74,7% ucnutanuna wia 59/79 je y npemenonaysu, oA Kojux 32
y TpBOj ¢as3u, 25 y npyroj ¢dasu, a 3a JBe HUCIHUTAHUIIE HeMa mojaraka, Aok je 25,3% wumm 20/79

UCIHTAHUIIA Y TOCTMEHOMAY3H.
VY tabenu 2 mpukaszaHa je U IeCKPUITHBHA aHajm3a 00a Tymopcka mapkepa: HE4 u CA125.

HE4 Bpeanoctu xkpehy ce ox 13,3 g0 105,9 pmol/L. Menujana, 1j. cpeama Bpeanoct je 37,4 pmol/L
(Tabena 2, 'padukon 6, I'padukon 7).

CA125 Bpemnoctu kpehy ce ox 2,1 mo 76,2 U/mL. Menujana uznocu 12,3 U/mL (Tabena 2,
I'padukon 7, I'padukon 8).
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Tabena 2. Knunuuke kapakmepucmuxe 30pagux UCNUmaHuya

Bapujabaa

MeHonay3aJHH CTaTyC N (%)
[TPM (nmpemeHomnay3a) 59 (74,7%)
[TOM (nocTmeHomay3a) 20 (25,3%)
Mencrpyanna daza N (%)

| pasa (bomukynapHa) 32 (54,2%)
Il pasza (;ryrennnsupajyha) 25 (42,4%)

Jlaboparopujcke kapakTepucruke

mean = SD; (SE); meaujana; min—max

HE4 (pmol/L)

CA125 (U/mL)

38,41 +17,22 (1,94); 37,4; 13,3-105,9

16,94 + 13,30 (1,50); 12,3; 2,1-76,2

I daza (pomuxynapna) — ox 1. mo 14. nana; 11 daza (myremrnsupajyha) — oz 15. mo 28. nana;

20

Yuecrajgocr

%\m 222

Cpenma Bpeanoct = 38,41
Cra. AeBujanuja = 17,217
N=179

40

0 80
HE4 (pmol/L)

I'paghuxon 6. Xucmoepam — mapxep HE4 30pasux ucnumanuya

100
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I'pachuron 7. Kymujacmu oujacpam — mapxep HE4 u CAL125 30pasux ucnumanuya
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I'paghuxon 8. Xucmoepam — mapxep CA125 30pasux ucnumanuya
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54  JlecKpMNTHBHA CTATHCTHKA MCIIMTAHUIA ca BePUPUKOBAHUM

TYMOPOM jajHUKA

Hcnurannie ca BepurukoBaHUM TyMOPOM jajHHKA cy ctapoctu o1 18 mo 81 roamne, ca mpoceyHoM

crapouthy ox 47,07 + 15,19 roguna (SE = 1,13 rox.) (I'padukown 9).
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I'pagpuxon 9. Xucmozpam — cmapocm uchumanuya ca 6epu@duKo8aHum mymopom jajHuKa

Hajumxka m3mepena tenecHa Maca je 48 kg, makcumanHa TernecHa maca je 99 Kg, mpoceuna BpeIHOCT
TenecHe mace u3HocHu 66,58 + 7,07 kg (SE = 0,53 kg). Unnekc TenecHe mace kpehe ce y rpaHuiiama o

18,07 mo 47,96 u npoceuno usnocu 24,61 + 3,07 (SE = 0,23).

Komop6uaurerHa crama cy peructpoBana koa 53 (29,3%) ucnuranuiie, o1 kojux kKon Beher aena, 42

(79,2%), ecenrujanHa XUMepTeH3Hja.

[losutnBHy aHamHe3y wManuraux Oojectu uma 14 (7,7%) wucnuranuma, u 10 9 (64,3%) ca

(damuIujapHOM aHAMHE30M MaJIMTHUX OonecTH nojke u 5 (35,7%) ca Mamuraum 6osiecTUMa jajHUKA.
VY omHOCY Ha MyIIavky craryc, 59 (32,6%) ucnuraHuia ce U3jacCHUIIO 1a Cy aKTUBHHU ITyIIAYH.

[omarm 13 ruHEKONOIIKe aHaMHE3€ TToKazy]jy Aa je 50% ucriuTanuIa Masio BHIIE OJT IBE TPYAHONE 1 BUIIIE OJT

nBa opohaja (Tabena 3, I'padukon 10, I'padukon 11, I'padukon 12).
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Tabena 3. [leckpunmusHne Kapakmepucmuke UCNUMAHUYA cad 8ePUDUKOBAHUM MYMOPOM jajHUKA

Bapujadaa mean = SD (SE) min-max
Crapoct (roaune) 47,07 £ 15,2 (1,13) 18,0-81,0
Tesecna maca (kg) 66,58 + 7,07 (0,53) 48,0-99,0
BMI 24,61 + 3,07 (0,23) 18,1-48,0
JIuuna aHaMHe32a 0 MPUCYCTBY KOMOPOUIMTETA N (%)

He2amueHa 128 (70,7%)

NO3UMUEHA 53 (29,3%)

Io3uTnBHA aHaMHe3a Maauraux dosectu N (%0) 14/181 (7,7%)

bamusnjapaa anamue3a kapuuaoma gojke N (%) 9/14 (64,3%)

(amrjapHa aHamHe3a oBaprjaHuX KapipHoMa N (%) 5/14 (35,7%)

IMymayku craryc N (%)

Henyuay 122 (67,4%)

nyuay 59 (32,6%)

Bpoj Tpyanoha MeaujaHa; min—max 2 (0-14)

Bbpoj nopohaja Me/ujaHa; min—max 2 (0-9)

Bpoj adoptyca Me/rjaHa; min—max 0 (0-6)

VY onHocy Ha MeHomay3anHu craryc, 59,1% ucnuranuna nian 107/181 je y npemMeHonaysu, oA KOjux
43 y npBoj da3u (donukynapna), 64 y apyroj ¢asu (ayreunusupajyha), nok je 40,9% umu 74/181

HUCIIUTAHUIA Y TIOCTMCHOIIAY3H.

VY rtabenu 4 mpuKa3aHa je M JECKpUNITHBHA aHaimu3a Tymopckux mapkepa: HE4 u CA125, ROMA

armroputMa, CPH-1 anroputma, Pl, Rl u RMI.

Bpennoctu HE4 kpehy ce ox 9,7 mo 6.488,0 pmol/L. Menujana, oqHOCHO Cpeiba BPEIHOCT je
52,3 pmol/L (Ta6ena 4, I'padukon 13, I'padukon 14).

Bpennoctu CA125 kpehy ce ox 3,3 mo 8.092,0 U/mL, menujana muszuocu 33,9 U/mL (TaGena 4,
I'padukon 14, I'padukon 15).

Bpennoctu ROMA anroputma kpehy ce ox 0,4 mo 99,99%. Menujana, OTHOCHO cpefiEha BPEIHOCT je

9,03%. Bpenroctu CPH-| anropurma kpehy ce ox 0,001 1o 0,999, ca menujanom ox 0,02. Bpennoctu Pl
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kpehy ce o1 0,38 10 1,20, ca mequjanom ox 0,98. Bpennoctu Rl kpehy ce o 0,20 no 0,80, ca menujanom
ox 0,60. Bpenroctu RMI kpehy ce ox 0,0 10 56.298,6, ca meaujanom ox 95,7 (Tabena 4).

Tabena 4. Knunuuke kapaxmepucmuxe UCRUMaHUya ca 6epupuKo8aHum mymopom jajHuka

Bapwujaoua

MeHonay3ajHH cTaTyC N (%)

ITPM (mpemeHomaysa) 107 (59,1%)

I[TOM (mmoctMmeHoImay3a) 74 (40,9%)
MenctpyanHa dasa N (%)

I paza (dponukynapHa) 43/107 (40,2%)

I paza (;myreunusupajyha) 64/107 (59,8%)
JlabopaTopujcke KapaKTePUCTHKE mean + SD (SE); meamjana; min-max
HE4 (pmol/L) 293,6 = 745,2 (55,4); 52,3; (9,7-6.488,0)
CA125 (U/mL) 395,2 +1.089,6 (81,0); 33,9; (3,3-8.092,0)
ROMA (%) 28,76 + 35,19 (2,62); 9,03; (0,4-99,99)
CPH-I 0,220 + 0,361 (0,03); 0,02; (0,001-0,999)
RMI 2.481,8 +7.963,9 (591,9); 95,7; (0,0-56.298,6)
Pl 0,885 + 0,204 (0,02); 0,98; (0,38-1,20)

RI 0,554 + 0,145 (0,01); 0,60; (0,20-0,80)

I paza (ponukymnapua) — oz 1. mo 14. nana; Il pasza (myrennusupajyha) —ox 15. mo 28. naHa;
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I'pagpuxon 13. Xucmoepam — mapxep HE4 ucnumanuya ca eepugpuxosanum mymopom jajuuxa
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I'pagpuxon 14. Kymujacmu oujacpam — maprep HE4 u CA125 ucnumanuya ca sepugpuxosanum

MYMOPOM jajHUKa
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I'paghuron 15. Xucmoepam — mapxep CAL25 ucnumanuya ca epughuxosanum mymopom jajuuxa

On ykynHo 181 ucnuranuiie ca exotomorpagcku BEpru(pUKOBaHUM TYMOPOM jajHUKA, MaTOXUCTOJIOMIKA
OeHurHu Tymop je nokasas kon 133 (73,5%), xkon 42 (23,2%) ucnutaHulie paay ce 0 MAIMTHO] HEOTIIa3MU

jajauka, 10k Koz 6 (3,3%) npomena “borderline”.

VY rpynu 6eHMrHuX TyMopa jajHHKa, EHAOMETpHo3a je Hajuenrhe 3acTynibeHa ca 31,6% ciyuajeBa, a

3aTUM ciejie OEHUTHU eNUTEHU TYMOPH U GyHKLIMOHAIHE IucTe ca 25,6% u 19,5%.

On 42 manurxa oBapujanHa Tymopa, 40 (95,2%) cy enurennu. Ceux 6 “borderline” Tymopa cy Takohe

enutenna (Tabena 5, I'padukon 16).
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Tabena 5. Jucmpubyyuja npema namoxucmoiomKom Haaa3y

Tun Trymopa N (%)
Benuruu 133 (73,5%)
UH(IaMaTOPHU TYMOPH 15 (11,3%)
MHOM yTepyca 4 (3,0%)
CHIOMETPHO3a 42 (31,6%)
(bYHKIIMOHATIHE IUCTE 26 (19,5%)
NICEY/IOIMCTE 1 (0,8%)
napaoBapHjaiHi TYMOPH 4 (3,0%)
CIMUTEITHH TYMOPH 34 (25,6%)
CTPOMAITHH TYMOPH 2 (1,5%)
FePMUHATUBHU TYMOPH 5 (3,8%)
Masaurnu 42 (23,2%)
CMUTEITHH TYMOPH 40 (95,2%)
CTPOMAITHH TYMOPH 2 (4,8%)
“Borderline” 6 (3,3%)
CMUTEITHA TYMOPH 6 (100%)
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I'paghuron 16. bap epagurxon namoxucmonrowkux Hanaza

On 42 manursa Tymopa jajauka, npema FIGO cragujymy, Hajsehu 6poj npunaza ctaaujymy “1C”, 11
(26,2%), cnene mamurHu Tymopu y craaujymy “3C”, 8 (19,0%) mox HajmMamu Opoj mpumama
cragujymuma “1A” u “1B” jenan (2,4%) (Tabena 6, I'paduxon 17).

Tabena 6. Jucmpubyyuja npema FIGO cmaoujymy

FIGO craaujymmu N (%)

14 1 (2,4%)
1B 1 (2,4%)
1C 11 (26,2%)
2B 5 (11,9%)
34 6 (14,28%)
3B 6 (14,3%)
3C 8 (19,5%)
4B 4 (9,5%)
YKynHo 42 (100%0)
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I'paghuxon 17. bap epaguxon FIGO cmadujyma

VY tabenu 7 mpukasyjeMo aHalu3upaHe Bapujadne 175 ucnuranuna, uzmely rpyne ucnuraHuna ca
MQJIUTHUM TyMopuMa jajHuka, 42 (23,2%) u rpyne ca OeHUTHUM Tymopuma jajHuka, 133 (73,5%).

“Borderline” tymopu, mux 6 (3,3%), HCKJbYUEHH Cy U3 JaJ/bUX aHAJIH3a.

Hcnuranuie ca 6eHUTHUM TyMOpUMa jajHUKa cy cUrHu(ukaHTHO Miahe y nopehemy ca ncnuranuiama

ca MaTMrHUM TymMopuma (43,37 + 14,44 vs. 57,60 £ 12,40; t (173) = —5,75; p < 0,001).

IIpoceyna BpeAHOCT HHAEKCA TeJleCHE Mace y o0e Trpyle pa3iuKyje ce HECHUTHU(pHUKAHTHO

(24,45 + 3,36 vs. 25,14 + 2,12; t (173) = 1,24; p = 0,22).

Chi — kBamgpaT TecT je MOTBPAMO Ja MOCTOjU CUTHU(HUKAHTHA pa3iuka u3Mely MalurHuTEeTa U
meHomay3anHor craryca (2 (1, N = 175) = 26,3; p < 0,001). Koy ncnuTaHuIa y TTOCTMEHONAY3H
nocroju Beha BepoBaTHONA /1a MOCTOjU MAJUTHUTET HETO KOJ MCIUTAHHIA y MPEMEHONay31 U TO Y
oxHocy 44,3% : 10,5%. Kopenauuja uzmel)y Manuraurera U MEHCTPYAJHOI CTaTyca jé YMEpEHO

cHaxxHa (@c = 0,39; p < 0,001) (Tabena 7, I'paduxon 18).

Kon nenymaua, 85 (72,0%) mux numMa 6€HUTHU TYMOD jajHHKa, a 33 (28,0%) manurnu. Kox nymaya je
48 (84,2%) ucriuTaHUIA AUjarHOCTHKOBAH OCHUTHU TyMOp, a Ko 9 (15,8%) mamurau. Chi — kBagpar
TECT je TIOTBPAMO Ja HE MOCTOjH MOBe3aHOCT n3Mel)y manuraurera u mymaukor cratyca (x2(1, N =

175) = 3,12; p = 0,08) (Tabena 7, I'padukon 19).
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Tabena 1. [leckpunmusne kapakmepucmuke UCNUMAHUYA cad 8ePUDUKOBAHUM MYMOPOM jajHUKA

Bapujadaa Benurnu Majuraun t (df) P-BpeaHOCT
N =133 (76%) N =42 (24%)

Crapoct™ 43,37 +14,44  57,60+x12,40 t(173)=-575 p < 0,001

BMI* 24,45 + 3,36 2514+ 2,12 t(173)=-1,24 p=022ns

Menonay3ajanm cratyc™™

[TPM (npemenomayza) 94 (89,5%) 11 (10,5%) ¥?(1,N=175)=26,3 p <0,001

I1OM (mocrmenonaysa) 39 (55,7%) 31 (44,3%) @c = 0,39;*** p <0,001

IMymauku cratyc**

Henywau 85 (72,0%) 33 (28,0%) v*(1,N=175)=3,12; p=008ns

nyuay 48 (84,2%) 9 (15,8%)

*Bapuja0iie Cy mpruKa3aHe CpeImkoM BpeaHoINy * cTaHaapHa qeBujaluja u yrnopehusane t-testom;

**Chi-Square test of independence; ***Cramer’s V association; NS — HECUTHU(DUKAHTHO,
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VY Tabenmu 8§ mpukazaHa je aHaTM3a TPH TPYIE MCIUTAHUIA: ca OCHUTHUM TymopoM 133, ca MaiurHuM
TymMOopoM 42 u 3apaBux 79 ucnuranuiia. Menujana mapkepa HE4 y rpynu O€HUTHUX M MaJIMTHUX TyMOpPa
jajHMKa, Kao M y TPYIH 31paBuX ucruranuia m3Hocu 41,0 (min—-max; 9,7-221,2 pmol/L), 876,4 (min—max;
31,2-6.488,0 pmol/L) u 37,4 (min—max; 13,3-105,9 pmol/L). Ananu3a motBphyje na ce HuBo mapkepa HE4
CUTHU(HMKAHTHO pas3iukyje usmely tpu rpyne ucnmranuna (y?(2, N = 254) = 91,57; p < 0,001). Post hoc
aHanmM3a, npuiaroheHa 3a BUIIECTEIICHE KOMITapaluje, y3 MOAu(UKOBaHN HUBO CUTHU(HKAHTHOCTH
npema ‘“‘Bonferroni correction” (o= 0,016), moTBpauia je na je HuBo mapkepa HE4 curandukantao
BUIITM KOJI MCIUTAHWIIA Ca MAIUTHUM TYMOPUMAa y OJHOCY HAa WCIUTAHUIIE Ca OCHUTHHM TyMOpHUMa
(U=3885; p < 0,001), kon ucnuraHua ca OCHUTHAM TyMOPHUMa Yy OJHOCY Ha 3/IpaBe HCITUTAHHUIIC
(U=3.832,5; p < 0,001), ko ¥CNUTaHUIIA CA MAIUTHAM TYMOPHUMa y OJHOCY Ha 37paBe HCIMTAHMIIC

(U=198,0; p<0,001) (“U” o3nauasa Behy paziuky usmel)y rpymna) (Tabena 8).

Tabena 8. [{eckpunmuene kapaxmepucmuxe mapkepa HE4 ucnumanuya ca éepugpuxosanum

MYMOPOM jajHUKa
JeckpuntuBHa ctarucruka — HE4 (pmol/L)
I'pyna N  mean + SD (SE) MearjaHa  min—-max IQR
benurnu tymopu jajHuka 133 58,78 £45,00 (3,9) 41,4 9,7-221,2 24,9

Manurau Tymopu jajuuka 42 1.062,4 +1.280,2 (197,5) 876,4 31,2-6.488,0 1.094,2

31paBe UCIIUTAHUIIS 79 38,41 +17,22 (1,94) 37,4 13,3-105,9 24,7
TecTupane paziuke CTATHCTUYKHU TECT P-BpeIHOCT
B vs. M vs. 3U* v2 (2, N = 254) = 91,57 p < 0,001
M vs. B** U =388,5 Z=-8,40 p < 0,001***
b vs. 31** U=3.8325 Z=-329 p < 0,001***
M vs. 311** U=298,0 Z=-8,50 p < 0,001***

*y2 (Kruskal-Wallis ANOVA by Ranks); **U (Mann-Whitney rank test);
***Bonferroni correction moaemiena 3a alpha levels, 0,016 mo tecty (0,05/3);

b — Genurau Tymopu jajauka; M — Manurau TymMopH jajauka; 3 — 3apaBe HCIUTaHULIE;

VY Tabemu 9 npencraribeH je mapkep CA125. Meaujana y rpynu OEHUTHUX Tymopa u3HocH 27,7 (min—
max; 3,3-1.326,4 U/mL), y rpymnu ca MaJTMrHuM TyMOpHMa jajauka 633,4 (min—-max; 8,3-8.092,0 U/mL),
JIOK y TpymH 3apaBux ucrnutanuna mapkep CA125 nma menujany ox 12,3 (min—max; 2,1-76,2 U/mL).

Anammza motBphyje ma ce HuBo CAl25 curHuukaHTHO pazivKyje KOA TpU Tpyne HCIUTAHUIA
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(x2(2, N = 254) = 90,86; p < 0,001). Post hoc ananu3a, npunarol)eHa BUIIECTEIIEHUM KOMIIapalyjama, y3
MOIM(UKOBAaHN HUBO CHTHU(UKAHTHOCTU mipema ‘‘Bonferroni correction” (a.= 0,016), motBphyje na je
HuBo CA125 curanuKaHTHO BHUINM KOJ UCIIUTAHHUIIA Ca MAJIMTHUM TYMOPOM Yy OJHOCY Ha MCITUTAHHUIIE
ca 6eruraum Tymopom (U =785,5; p < 0,001), xox ucruTaHuia ca OCHUTHUM TYMOPOM Y OJHOCY Ha
3apase ucrmranuie (U = 2.757,5; p < 0,001), on ucnuranuiia ca MaTUTHAM TYMOPOM Y OJJHOCY Ha 3/IpaBe

ucrmranuie (U = 183,0; p < 0,001) (“U” o3nauasa Behy pasziuky usmel)y rpyma) (Tabemna 9).

Tabena 9. leckpunmusrne xapaxmepucmuxe mapkepa CA125 koo ucnumanuya ca eepuguxosarum

MYMOPOM jajHUKA
HeckpuntuHa craTucruka — CA125 mapkep (U/mL)
I'pyna N mean + SD (SE) Meaujana min-max; IQR
benurau Tymopu jajHuKa 133 65,34 £ 149,5 (13,0) 27,7 3,3-1.326,4 47,6

Manurau Tymopu jajuuka 42 1.467,4+1.893,2(292,1) 633,4 8,3-8.092,0 2.168,2

31paBe UCIIUTaHULE 79 16,94 + 13,3 (1,50) 12,3 2,1-76,2 9,2
TCCTI/IpaHe pa3jauKke CTAaTUCTHYIKH TECT p-Bpe}]HOCT
B vs. M vs. 311* x* (2, N = 254) = 90,86 p < 0,001
M vs. B** U=7855 Z=-7,01 p < 0,001***
B vs. 3IT** U=2.757,5 Z=-578 p < 0,001%**
M vs. 1% U =183,0 7 = 8,04 p < 0,001***

*y2 (Kruskal-Wallis ANOVA by Ranks); **U (Mann-Whitney rank test);
***Bonferroni correction noxemena 3a alpha levels, 0,016 o recty (0,05/3);

b — Genurnn Tymopu jajarka; M — Manurau TyMopH jajauka; 31 — 3apaBe HCITUTaHUIIE;

Haj3actynsbeHnju OEHUTHU TYMOPH jajHUKA Yy IPYIH JK€Ha Y MIPEMEHOIay3aIHUX CY €HAOMETPHO3a,

(yHKIIMOHATTHE ITUCTE ¥ eMUTETHA OCHUTHU TYMOPH, Yrja je 3acTyrbeHocT 39,4%, 20,2% u 16,0%.

VY rpymnu jkeHa y HOCTMEHOIay3H Haj3acTyNJbEHU]U Cy ENUTENHN OCHUTHU TyMopH, ca 48,7%, a
3aTUM U (DYHKIIMOHAJHE IIUCTE M €HIOMETPHO3a ca NMPOLEHTOM I0jaBJbuBama koa 17,9% u 12,8%

xeHa (Tabena 10).
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Tab6ena 10. benuenu mymopu jajuuxa K00 UuCRUManuya y npemeHonay3u u noCmmeHonaysu

Benurau Tymopu IMPM N (%) IIOM N (%)
uH(IaMaTOPHA TYMOPH 13 (13,8%) 2 (5,1%)
MHOM yTepyca 2 (2,1%) 2 (5,1%)
EHIOMETPHO3a 37 (39,4%) 5 (12,8%)
(GYHKIIMOHATIHE IIUCTE 19 (20,2%) 7 (17,9%)
IICEYIOLMCTE 0 (0,0%) 1 (2,6%)
napaoBapHujaIHi TYMOPH 3 (3,2%) 1 (2,6%)
CIUTEITHA TYMOPH 15 (16,0%) 19 (48,7%)
CTPOMAITHHA TyMOPH 1 (1,1%) 1 (2,6%)
repMHUHATUBHU TYMODPH 4 (4,3%) 1 (2,6%)
YKynHo 94 (100%0) 39 (100%0)

I[IPM — npemenonaysa; IIOM — noctmMeHonay3a;

Ceux 11 ucnuranuia y npeMeHONay3u UMajy eUTESITHA MAJIMTHU TYMOD jajHUKa, TOK y TpymnH o 31
UCIUTaHMIIE Yy TOCTMEeHonay3H, ko1 29 (93,6%) je 11jarHOCTUKOBAH EMUTEIHU MAaJTUTHU TyMOD, KOJT

nBe (6,4%) cTpomaiHu Manurau Tymop jajauka (Tabena 11).

Tabena 11. Manuenu mymopu jajuuxka Koo UChUMAaHUya y npemeHonay3u u NOCmMmeHonay3u

Majauram Tymopu MMPM N (%) MNOM N (%)
Enurennu Tymopu 11 (100%) 29 (93,6%)
CTtpomaiiHu TyMOpH 0 (0,0%) 2 (6,4%)
YKynHo 11 (100%0) 31 (100%)

IIPM — npemenomnaysa; IIOM — moctmeHnonays3a;

VY rpynu “borderline” rymopa cBuX 1IecT HCIUTaHUIIA MMa STUTETHU TPAaHMYHH THIT TYMOpa U TO JIBa

CY KOJI KeHa y TIPEMEHOIAy3H U YeTHPH KO UCIIUTaHuIa y moctMeHonaysu (Tabena 12).
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Tabena 12. “Borderline” mymopu jajruka koo ucnumanuya y npemeHonay3su u noCmmeHonay3u

“Borderline” tymopu IMPM N (%) IIOM N (%)
Enurennu Tymopu 2 (100%) 4 (100%)
YKynHo 2 (100%0) 4 (100%0)

IIPM — mpemenonay3a; [IOM — noctmeHomnay3a;

5.5 Majaurau TyMOpH jajHUKA

VY Tabemu 13 mpukasaHa je NECKpPHITHBHA aHain3a BpeaHocTH Mapkepa HE4 xon enutenHux u

CTPOMAJHUX MAJMTHUX TyMOpa jajHUKA.

Menujana mapkepa HE4 ko1 enmuTeHIX 1 CTPOMATTHUX MAJTMTHHUX TyMopa u3Hocu 928,5 pmol/L (min—max;

31,2-6.488,0) u 66,75 pmol/L (min—max; 40,4-93,1) (Tab6ena 13, I'paduxon 20, I'padpukon 21).

Tabena 13. Jleckpunmusne kapaxmepucmuxe mapkepa HE4 enumennux u cmpomannux manueHux

mymopa jajHuxa
Tun MaJuraor HMeckpuntusHa crarucruka — HE4 (pmol/L)
oBapujaIHOr TyMOpa N  mean = SD (SE) MeaMjaHa Mmin—-max IQR
CTUTEITHH 40 1.112,2+1.292,1(204,3) 928,55 31264880 1.117,5
CTPOMATHU 2 66,75 + 37,3 (26,4) 66,75 40,4-93,1
YKkynHo 42
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Pesynratn ucnutuBaHux kopenarmuja mapkepa HE4, y rpynmm ucnurtanwma ca MajaurHUM TyMOpuMa
JjajHuKa ca crapolrhy UCIIMTaHHUIIA, MHACKCOM TelIeCHE Mace, OpojeM TpyaHoha, 6pojem nmopohaja u 6pojem
abopryca mpukazanu cy y Tabeimu 14. BpemHoct koedurmjenta CrmpmanoBor (Spearman) paxra
Kopelnalmje mokasyje Ja mocroju ciaba kopenanuja u3Mehy nmpomatpaHe Bapujadbie u mapkepa HE4,
KopeJaryja je Takohe necuruudukantHa (P > 0,05). Mosxemo 3aksbyuntu qa HuBo HE4 koj ucnmranumia

ca MaJIMTHAM TyMOpYMa jajHUKa HHj€ 3aBUcaH o1 crapocTd, BMI, 6poja TpyaHoha, mopohaja u abopryca.

Tabena 14. Cnupmanos pane koperayuje maprepa HE4 manuenux mymopa jajnuxa

Kopemauuja HE4/ Spearman Rank rs t (df) P-BpeIHOCT
CTapoCT rs (42) = 0,022 t(40)=0,14 p=0,89
BMI rs (42) = —0,148 t (40) =-0,95 p=0,35
6poj Tpyanoha rs (42) = 0,028 t (40)=0,18 p =0,86
6poj opohaja rs (42) = 0,142 t (40)=0,91 p=0,37
bpoj abopryca rs (42) = —0,156 t (40) =-0,99 p=0,33

Me,I[I/IjaHa HE4 KOJ HCIIMTaHHIla Ca HCTaTUBHOM M IIO3UTHBHOM aHAaMHC30M KOMOp6I/II[I/ITeTa HU3HOCHU

983,0 pmol/L (min—max; 31,2-6.488,0) u 466,0 pmol/L (min—-max; 40,4-3.656,0).

Menujana HE4 kon wucnuTaHuiia ca HETaTUBHOM M TO3UTHBHOM (aMMIMjapHOM aHAMHE30M
KapLuHOMa JI0jKe WM jajauka usnocu 862,7 pmol/L (min—max; 40,4-6.488,0) u 1.002,4 pmol/L (min—
max; 31,2-3.541,0).

Menujana HE4 ko ucniuranuiia HemyIaya u myirada usHocu 893,0 pmol/L (min—max; 31,2-3.656,0)
u 613,0 pmol/L (min-max; 40,4-6.488,0) (Tabena 15).

Kon ucnuranuia ca MauraiM Tymopuma jajuuka HuBo HE4 ce He pasnukyje curHudukantHO m3mely
WCIIMTAHMIIA Ca TO3UTUBHOM U HeratiBHOM JindHoM aHaMHe3oM (U = 199,0; p = 0,62), uzmely ucnimranuiia
ca MO3UTHBHOM M HEraTMBHOM (aMWIIMjapHOM aHaMHe30M KapimHoma aojke u jajauka (U = 102,0;

p = 0,85), kao u u3meljy ucrmranwmiia mymada u Herrymiada (U = 140,0; p = 0,81).
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Tabena 15. /leckpunmusne xapaxmepucmukxe mapkepa HE4 3a komopououmemna cmaroa u

NYWAYKy CMamyc UCRUMAaHUYa ca MAaaueHux mymopumda jajHuxa

HMeckpuntusHa crarucruka — HE4 (pmol/L)

Bapujadaa N  mean = SD (SE) MeaMjaHa Mmin—max IQR

JInuHa anamMHe3a

He2amueHa 23 1.132,6 +1.352,4 (282,0) 983,0; 31,264880  932,0
nO3UMUEHA 19 977,4+£1.218,1(279,4)  466,0; 404-3.656,0 1.311,8
Mann-Whitney U =199,0 Z=-049 p=062 ns

damMuaMjapHa aHAMHe3a

He2amusHa 36 1.048,4 +1.299,1(216,5) 862,7 40,4-6.488,0 1.121,3
NnO3UMuUeHA 6 1.146,2 £ 1.271,0 (518,9) 1.002,4 31,2-3.541,0 1.645,5
Mann-Whitney U=102,0 Z=-022 p=085* ns

IIymaykm craryc

Henywau 33 1.010,9+1.041,0(181,2) 893,0 31,2-3.656,0 1.192,1
nyuau 9 1.251,2 + 2.003,5 (667,8) 613,0 40464830 8784
Mann-Whitney U =140,0 Z=-026 p=081* ns

*TayHa CUTHU(PUKAHTHOCT; NS — HECUTHU(DUKAHTHO;

Menujana mapkepa HE4 y rpynu skeHa y NMpeMeHONay3u ca MaJUTHUM TyMOpPHMa jajHUKa U3HOCH
997,0 pmol/L (min—-max; 31,2-6.488,0), 10K y rpynu UCHHUTaHWIA Y TIOCTMEHONAay3u Menujana HE4
MMa HIXKY BpeaHoCT u uznocu 859,9 pmol/L (min—max; 40,4-3.656,0).

Kon ncnurannna y npemeHonaysu koje cy y | gpasu (honukymnapaa) MEHCTpyaTHOT IIUKITyca Me/InjaHa
HE4 w3nocu 3.879,0 pmol/L (min—max; 1.270,0-6.488,0), mox kon ucnuranuna y |l ¢asm
(myrenHm3upajyha) MEHCTpyaTHOT MUKITyca MMa HIDKY BpeaHocT u u3Hocu 287,0 pmol/L (min—max;
31,2-1.843,0) (Tabemna 16).

Huso HE4 ce He paznukyje curHu(UKaHTHO U3Mel)y ucnuTaHuIa Koje ¢y y mpeMeHoIay3H y OHOCY Ha
ucnutaHumiie Koje cy y nocrmenomnaysu (U = 154,0; p = 0,65). 3a 11 ucnuranuia y npeMeHOnay3u HUBO

Mapkepa HE4 ce He pasznukyje curandukanTHo u3mel)y ncnuranuia ko kojux je tect ypahen y I dazu
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(bomukymapHa) MEHCTpyaIHOT IUKITyca y oaHocy Ha oHe y |l dasu (myrenumsupajyha) MmeHcTpyaaHor
muknyca (U = 2,0; p = 0,15).

Tabena 16. /leckpunmusne kapakmepucmuke mapkepa HE4 3a mencmpyannu cmamyc u

MEHCmPYanny (hazy MarueHux mymopd jajHuxka

JeckpuntuBHa cratucruka — HE4 (pmol/L)

Bapujaoia N  mean = SD (SE) MeadjaHa Mmin-max IQR

MeHCTpYyaJIHU CTATYC

ITPM 11 1.279,6 £1.839,9 (554,8) 997,0 31264830  1.2955
I[IOM 31 985,3+1.043,1(187,3) 8599 404-3.656,0  1.009,8
Mann-Whitney U=154,0 Z=-047 p=0,65* ns

MeHcTpYyaTHU HUKJIYC

I paza 2 3.879,0+3.689,7 (2.609) 3.879,0 1.2700-64880
(dbomukymapua)
Il paza 9  701,9+6821 (227,4) 287,0 312-18430  1.227,0
(ryrennusmpajyha)

Mann-Whitney U=20 Z=-165 p=015* ns

I dpaza (ponukymapua) — ox 1. mo 14. mana; |l pasa (myrenuusupajyha) — oz 15. mo 28. nana;

*TayHa CUTHU()UKAHTHOCT; NS — HECUTHU(UKAHTHO,

VY Ttabenu 17 mpukaszaHa je MECKpUIITHBHA aHaim3a BpeaHocTH Mapkepa CAl25 xon enmuTenmHUX U

CTPOMAJIHUX MAJMTHUX TyMOpa jajHUKA.

Menujana CA125 ko emUTENHUX B CTPOMATHUX MAJIMTHHX TyMopa m3Hocu 687,1 U/mL (min—max;

12,0-8.092,0) u 62,1 U/mL (min-max; 8,3-115,8) (Tabena 17, I'padukon 22, I'padukon 23).
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Tabena 17. Jleckpunmusne kapaxmepucmuke mapkepa CA125 3a enumenne u cmpomanue manucre

mymope jajHuka

Tun MajJaurHor rymopa HMeckpuntuHa crarucruka — CA125 (U/mL)

jajHuKa N  mean *SD (SE) Menmjana  min-max IQR

CMUTEITHU 40 1.537,7+1.913,5(302,6) 687,1 12,0-8.092,0 2.336,8

CTPOMAJIHU 2 62,05 + 76,01 (53,6) 62,1 8,3-115,8

YKynHo 42

8192 S
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1024

512

2567

128
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I |
Enurenujanun Crpomaiau

MaJiurte oBapujajine mace

I'paghuxon 22. Kymujacmu oujacpam — maprep CAL25 enumennux u cmpomanuux mMaiueHux mymopa

Jajuuxa
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I'paghuron 23. Xucmoepam — mapxep CAL25 enumennux manuenux mymopa jajHuxa

Pesynratu ucnurtrBama kopenamuje Mmapkepa CA125 y rpynu ucniranuiia ca MaIMTHAM TyMOpUMA jajHHAKa
U CTapOCTH HMCIMTAHMIIA, MHIEKCA TellecCHe Mace, Opoja TpyaHoha, 6poja mopohaja u Opoja abopTyca cy
nprikasanu y Taberu 18. Bpemroct koeduimjenta CriipmanoBor (Spearman) panra Kopenarigje okasyje 1a
nocroju cmaba kopernarmja u3mel)y mpomartpane Bapujabme m mapkepa CAL125; xopemammja je Takohe
HecuraudukanTHa (P > 0,05). Moxxemo 3aksbyunth f1a HuBo CA125 ko1 MCIUTaHKI[a Ca MATTATHHM TYMOPHMa

JjajHMKa HUje y 3aBUCHOCTH o[ crapocTu, BMI, Gpojem TpynHoha, mopohajuma u aboprycuma.

Tabena 18. Cnupmanos pane kopenrayuje maprepa CAL25 manuenux mymopa jajuuxa

Kopenanuja CA125/ Spearman Rank rs t (df) pP-BpeIHOCT
CTapocT rs (42) =—0,02 t (40) = 0,13 p =0,90
BMI rs (42) =-0,13 t (40) = 0,83 p=0,41
Opoj TpyaHOha rs(42) =—0,01 t (40) = —0,06 p =0,95
Opoj mopohaja rs (42) =—-0,01 t (40) =-0,06 p=0,95
0poj abopTyca rs (42) =—0,02 t (40) = 0,13 p =0,90

Menujana wmapkepa CA125 kox wucnuTaHWIa ca HETAaTUBHOM U TO3UTHBHOM aHAaMHE30M

KoMopOuaurera uznocu 673,9 U/mL (min—max; 28,9-5.454,0) u 592,8 U/mL (min—max; 8,3-8.092,0).
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Menunjana CA125 kon MCHUTaHUIIA ca HETaTUBHOM M MO3UTHBHOM (aMHUIMjapHOM aHaMHE30M
KapluuHOMa J0jKe MK jajuuka uznocu 633,4 U/mL (min-max; 8,3-8.092,0) u 968,6 U/mL (min—
max; 27,9-3.986,0).

Menujana CA125 kon ucnuTaHuIla Hemymiaya W myirada usHocu 556,5 U/mL (min-max; 12,0-
8.092,0) u 1.000,9 U/mL (min-max; 8,3-3.210,5) (Ta6ena 19).

Kox ucnuranuna ca MamurauM TymopumMa jajauka HuBo CA125 ce He pasinKyje CHrHU(GHKaHTHO u3Mehy
UCIIUTAHMIIA Ca TMO3UTHMBHOM M HeraTMBHOM jmuHoM aHamue3om (U = 218,0; p = 0,99), mmehy
WCIUTAHUIA Ca TIO3UTHBHOM W HETAaTUBHOM (paMUIMjapHOM aHAMHE30M KaplMHOMa JOjKe M jajHHUKa

(U =199,0; p=0,77), kao u uamel)y ucrnuranuna mymrada u Hemymada (U = 128,0; p = 0,55).

Tabena 19. /leckpunmusne xapaxmepucmuxe mapkepa CA125 3a komopbuoumemua cmaroa u

NYWAYKY CIAMYCc MATUSHUX mymopa jajHuKa

HMeckpuntuHa crarucruka — CA125 (U/mL)

Bapujadaa N  mean = SD (SE) MeaMjaHa Mmin—max IQR

JInuna anamMHe3a

He2amueHa 23 1.245,0 +1.390,9 (290,0) 673,9 28,9-54540  2.099,5
Nno3UmMuUBHa 19 1.736,6 £2.379,1 (545,8) 592,8 8,3-8.092,0 3.131,3
Mann-Whitney U=218,0 Z=-0,01 p=099 ns

damMuaMjapHa aHaMHe3a

HeeamueHa 36 1.470,0+1.947,8(324,6) 633,4 8,3-8.092,0  1.983,7
nO3UMUGHA 6 1.451,7 + 1.682,7 (687,0) 968,6 27,9-3.986,0 3.015,7
Mann-Whitney U=99,0 Z2=-032 p=0,77* ns

IIymayku craryc

Henyway 33 1.483,6 +2.056,0 (357,9) 556,5 12-8.092,0 2.003,0
nyway 9 1.407,9 + 1.206,6 (402,2) 1.000,9 8,3-3.2105  2.3225
Mann-Whitney U=128,0 Z=-0,63 p=055* ns

*TayHa CUTHU(PUKAHTHOCT; NS — HECUTHU(DUKAHTHO;
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Memujana mapkepa CA125 y rpynu jkeHa y MpeMEeHONay3d ca MaJIMTHAM TYMOpHMa jajHUKAa U3HOCH
556,5 U/mL (min—max; 12,0-3.220,7), 10K y Tpylu HCIOHMTaHUIA y IIOCTMCHONAY3H MerjaHa MapKepa
CA125 uma Behy Bpeanoct u uzHocu 673,9 U/mL (min—max; 8,3-8.092,0).

Kon ucnuranuma y npemenomnay3u y [ ¢asu (pomukynapHa) MEHCTpyaaHOT HHUKIyca Me/HjaHa
mapkepa CA125 m3uocu 1.086,0 U/mL (min—max; 232,0-1.940,0), nox xox ucrutanuia y Il dasu
(myrennm3upajyha) MeHCTpyalHOr IUKIyca MMa HUKY BPEIHOCT W M3HOCH 556,5 U/mL (min-max;

12,0-3.220,7) (Ta6ena 20).

Huso CA125 ce e pasnukyje curHudukanTHo u3Mely mcrnuTaHumna Koje Cy y MpeMEHONay3Hu H
noctmenonaysu (U = 155,0; p = 0,67). Kox ucnuranuna y nmpeMeHonay3u ca MajJurHUM TyMOpPHUMa
jajuuka HuBO Mapkepa HE4 ce He pasnukyje curnudukanTHo n3mel)y ncnuraHuia Koa Kojux je Tect
usBpiireH y [ ga3u (donukynapHa) MEHCTpYaIHOT IHKiIyca y ofaHocy Ha Il ¢asy (myreumnusupajyha)

meHcTpyansor mukityca (U =8,0; p =0,91).

Tabena 20. /leckpunmusne kapaxmepucmuxe mapkepa CA125 3a mencmpyannu cmamyc u

MEHCMPYanny hasy MarueHux mymopa jajHuxa

HMeckpuntuHa crarucruka — CA125 (U/mL)

Bapuja6.ia N  mean = SD (SE) MeaMjana  Mmin—max IQR

MencTpyasaHu cTaTyc

I[TPM 11 1.088,2 +1.189,3 (358,6) 556,5 12,0-3.220,7  2.099,5
[1OM 31 1.602,0+2.087,0(374,8) 6739 8,3-8.092,0 24517
Mann-Whitney U = 155; Z=-044 p=067* ns

MeHcTpyaHH HMKJIYC

I paza 2 1.086,0 + 1.207,7 (854,0) 1.086,0 232,0-1.940,0
(bomukymnapua)
Il paza 9 1.088,7 £ 1.259,2 (419,7) 556,5 12,0-3.220,7 2.366,3
(myTennusmpajyha)

Mann-Whitney U=38,0 Z2=-0,24 p=091* ns

| ha3za (ponukynapua) —oxn 1. no 14. nana; Il pasa (myremnmsupajyha) — ox 15. no 28. naHa;

*TayHa CHTHU(UKAHTHOCT; NS — HECUTHU(DUKAHTHO;
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5.6 beHUrHH TYyMOpHM jajHHKA

VY tabenu 21 npuka3aHa je JECKpUIITHBHA aHan3a BpeaHocTu HE4 xox OeHUTHUX TyMoOpa jajHUKA.

Menujana HE4 uma HajBHIy BPEIHOCT KOJ CTPOMAIHHUX TyMopa u u3Hocd 96,6 pmol/L (min-max;
33,0-160,1), 3aTuM KO MHTpAJIMraMeHTaPHUX MHOMa yTepyca u uznocu 92,0 pmol/L (min—-max; 54,0—
155,2), nox je menujana HE4 HajHIKa KO TePMUHATHBHUX TyMOpa u u3HocH 33,7 pmol/L (min—max;
17,3-40,3) (I'padukon 24).

Tabena 21. Jleckpunmusne kapaxmepucmuxe HE4 npema muny 6enuenux mymopa jajuuxa

Tun Tymopa jajHuxa HMeckpuntuHa crarucruka — HE4 (pmol/L)

N  mean = SD (SE) MeaujaHa Mmin—-max IQR
uH(pIAMATOPHH 15 57,22 + 31,93 (8,25) 59,2 27,3-152,1 30,7
CTIUTEITHH 34 78,13 56,54 (9,70) 51,2 22,2-221,2 92,4
MHOM yTepyca 4 98,30 + 41,96 92,0 54,0-155,2 76,3
SHIOMETPHO3a 42 39,81 +18,42 (2,84) 36,4 14,4-138,6 11,7
(GYHKIIMOHATIHE IUCTE 26 65,33 £ 54,54 (10,70) 47,0 15,4-201,3 34,8
CTPOMAITHH 2 96,55 * 89,87 (63,55) 96,6 33,0-160,1
NICEYIOLUCTE 1 34,7 34,7 34,7
napaoBapHjaTHu 4 39,65 + 22,75 (11,38) 41,8 9,7-65,0 45,3
TepMUHATHBHU 5 30,64 £+ 10,63 (4,75) 33,7 17,3-40,3 20,8
YkynHo 133
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I'paghuron 24. Kymujacmu oujacpam — HE4A npema muny 6enuenux mymopa jajruxa

Kox rpyne Genurnux tymopa jajuuka, HE4 curnudukanTHO Kopenupa ca crapolnhy MCIUTaHUIIA,
Opojem TpyaHoha u 6pojem nopohaja, 10K HECUTHU(DUKAHTHO KOpEIHpa ca MHAEKCOM TelleCHE Mace U
OpojeM aboprtyca.

Bpennoct koedunmjenta CriupMaHOBOT paHTa KopeJaluje IMOKa3dyje Jla MOCTOju cinada TMO3UTHUBHA
MOHOTOHMYHA Kopenanuja uzmel)y HE4 ca crapomthy (rs (133) = 0,359, p < 0,001), 6pojem TpyaHoha
(rs(133) = 0,219, p < 0,01) u 6pojem pohere aere (s (133) = 0,289, p < 0,001). To mokasyje aa ce KO
HCIUTaHUIA ca OEHUTHOM TyMOpPOM jajHuka BpeaHocty HE4 nesnaTHo nmoBehasajy ca craporithy, 6pojem

tpyaHoha u 6pojem nopohaja (Tabema 22, I'padukon 25, I'padukon 26, 'padukon 27).

Tabena 22. Cnupmanos pane koperayuje HE4 ko0 b6enuenux mymopa jajuuxa

Kopenanuja HE4/ Spearman Rank rs t (df) p-BpeaHOCT
CTapoCT rs (133) = 0,359 t(131)=4,40 p <0,001
BMI rs (133) = 0,170 t(131) =1,97 p =0,051
0poj Tpyanoha rs(133) = 0,219 t(131) = 2,57 p<0,01
Opoj mopohaja rs (133) = 0,289 t (131) = 3,46 p <0,001
Opoj abopryca rs (133) = 0,087 t (131) = 1,00 p=0,32
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I'paghuxon 26. Jujaepam pacnpuenocmu, HE4 — 6poj mpyonoha
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Ipachuxon 21. Jlujacpam pacnpuenocmu, HE4 — 6poj nopohaja

Me,I[I/IjaHa HE4 KOJ HCIIMTaHHIla Ca HCTaTUBHOM M IIO3UTHBHOM aHAaMHC30M KOMOp6I/II[I/ITeTa HU3HOCHU

40,4 pmol/L (min-max; 9,7-221,2) u 53,0 pmol/L (min—-max; 15,4-166,4).

Menujana HE4 xon ucrimTanuia ca HeraTHBHOM M MO3UTHBHOM (DaMIIIMjapHOM aHaMHE30M KaplHOMa

nojke mwim jajauka uzHocu 40,9 pmol/L (min—-max; 9,7-221,2) u 55,6 pmol/L (min—max; 27,6-152,1).

Menujana HE4 xon ucnuTaHuIa Hemyiaya u mymrada uzHocu 41,8 pmol/L (min—max; 15,4-208,3) u
40,5 pmol/L (min—max; 9,7-221,2) (Tabena 23, I'padukon 28).

Kox ucnuranuna ca 6eHUrHUM TymopuMma jajHuka, HuBo HE4 ce He pasnukyje CUrHHM(PHUKAHTHO
u3Mel)y UCIHMTaHUIA ca MO3UTUBHOM M HeraTuBHOM juuHoMm anHamue3om (U =1.355,0; p = 0,23),
u3Mel)y UCIMTaHUIIA ca TTO3UTUBHOM U HETaTMBHOM (haMHUJIMjapHOM aHaMHE30M KapIMHOMa J0jKe U

jajauka (U = 350,0; p = 0,36), kao u u3mely ucriuranuiia nymada u Henymada (U = 1.990,0; p = 0,85).
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Tabena 23. /leckpunmusne kapaxmepucmuxe HE4 3a komopououmemna cmaroa u nywauku cmamyc

OeHueHUx mymopa jajHuka

HMeckpuntusHa crarucruka — HE4 (pmol/L)

Bapujadaa N  mean = SD (SE) MeaMjaHa Mmin—max IQR

JInuHa anamMHe3a

He2amueHa 102 56,68 + 45,07 (4,46) 40,4 9,7-221,2 23,7
nO3UMUEHA 31 65,71 + 44,90 (8,06) 53,0 15,4-166,4 53,8
Mann-Whitney U=1350 Z=-120 p=0,23 ns

damMuaMjapHa aHAMHe3a

Hecamuena 126 58,41 £ 45,30 (4,04) 40,9 9,7-221,2 24,3
NnoO3UMUBHA 7 65,46 + 42,22 (16,0) 55,6 27,6-152,1 45,3
Mann-Whitney U =350,0 Z=-092 p=0,36 ns

IIymaykm craryc

Henywau 85 57,20 +42,18 (4,58) 41,8 15,4-208,3 24.3
nywad 48 61,58 +50,00 40,5 9,7-221,2 26,4
Mann-Whitney U=19990 Z=-019 p=085 ns

NS — HECUTHU(DUKAHTHO;
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I'paghuron 28. Kymujacmu oujacpam — HE4 u nywauku cmamyc ucnumanuya ca benueHu

mymopuma jajHuxka

Menujana HE4 y rpynu xkeHa y npeMeHomnay3u ca OSHUTHUM TyMOpOM jajHuka uzHocu 40,2 pmol/L
(min—max; 14,4-163,9), nok y Trpynu HCHOHTaHHWIA Yy TMOCTMeHomnay3u Mmemujana HE4 wma Burry

BpeaHocT U u3Hocu 57,4 pmol/L (min-max; 9,7-221,2).

Kox ucnuranuna y npemenomnaysu koje cy y | hasu (ponukynapHa) MEHCTpyalIHOT UKITyca, MEHjaHa
HE4 uznocu 40,15 pmol/L (min—max; 15,4-163,9), nok kox ucnutanuna y 11 ¢asu (myrenHnsupajyha)
MEHCTPYaJHOT LUKIyca MMa BUINy BpemHocT W u3Hocu 40,20 pmol/L (min-max; 14,4-157,8)
(Tabena 24, I'padukon 29).

Huso HE4 ce paznukyje curHu(UKaHTHO M3Mel)y MCIUTaHMIa Koje Cy y IMpeMeHOoIay3H y OfHOCY Ha
ucnutanumile koje cy y noctmenonaysu (U = 1.016,0; p < 0,001). Kox ucnuranuia y npeMeHonaysu ca
OEeHUTHIM TyMOpPOM jajHuka HuBo HE4 ce He paziukyje cCurHupUKaHTHO U3Mel)y HCIMTaHULIA KO KOJUX
je tect m3BpmieH y | ¢dasu (pommkynapra) MeHcTpyasHOr mukiyca y omHocy Ha Il ¢asy

(myrenHmnsmpajyha) mencrpyansor nukinyca (U = 1.062,5; p = 0,89).
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Tabena 24. Jleckpunmusne kapaxmepucmuxe HE4 3a mencmpyannu cmamyc u mencmpyanny ¢azy

OeHueHUx mymopa jajHuka

HMeckpuntusHa crarucruka — HE4 (pmol/L)

Bapujadaa N  mean = SD (SE) MeaMjaHa — Min—max IQR
MeHcTpyasHu cTaTyc
I[1PM 94 44,70 + 23,32 (2,41) 40,2 14,4-163,9 19,2
[1OM 39 92,72 + 63,54 (10,7) 57,4 9,7-221,2 118,7
Mann-Whitney U=10160 Z=-40 p=0,001
MeHCcTpYyaTHH HHMKJLYC
| haza 40 44,73+ 24,71 (3,91) 40,15 15,4-163,9 16,8
(pomukynapua)
Il paza 54 44,68 + 22,81 (3,10) 40,20 14,4-157,8 20,0
(myrenHu3upajyha)
Mann-Whitney Uu=10625 2Z=-013 p=0,89 ns

| paza (ponmkymnapua) —ox 1. mo 14. nana; Il pa3za (;myrennusupajyha) — ox 15. mo 28. naHa,

ns — HGCPIFHI/I(l)I/IKaHTHO;
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I'paghuron 29. Kymujacmu oujacpam — mapkep HE4 3a mencmpyannu cmamyc ko0 denuenux

mymopa jajHuxa

VY Tabenmu 25 npukaszaHa je IeCKpHITUBHA aHan3a BperHocTh CAL125 ko OeHUTHUX TyMOpa jajHUKA.

Mennjana CA125 nma HajBUILY BPEJHOCT KOJ MHTPAIUTAMEHTApHUX MUOMa yTepyca M M3HOCH
66,4 (min—max; 22,9-1.326,4), 3atum koja uH(MIAMATOPHHUX TyMmMopa, u3Hocu 66,42 U/mL (min-
max; 22,9-1.326,4), nok je meaujana CA125 HajHmka KoJ repMuHATHBHUX Tymopa, 10,7 U/mL
(min—max; 7,3-73,4) (I'padukon 30).
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Tabena 25. /leckpunmusne xapaxmepucmuxe CA125 npema muny 6enuenoe mymopa jajuuxa

Tun tymopa jajauka

JeckpunrtuHa cratucruka — CA125 (U/mL)

N  mean £ SD (SE) MeadjaHa min—-max IQR
uH(IIaMaTOPHU 15 98,42 £ 119,37 (30,8) 40,9 8,7-457,8 108,3
CIUTEIHU 34 61,02 169,80 (29,1) 20,8 5,0-1.000,0 30,2
MHOM yTepyca 4 370,53 £ 637,59 (318,8) 66,4 22,9-1.326,4  979,7
CHIOMETPHO3a 42 52,88 + 46,36 (7,15) 31,3 3,3-172,4 66,9
(GYHKIIMOHATHE [IUCTE 26 43,05 £ 48,22 (9,46) 22,6 5,4-154,1 37,9
CTPOMAITHH 2 33,15+ 16,19 (11,5) 33,2 21,7-44.6
TMICEYIOLHCTE 1 14,9 14,9 14,9
napaoBapHjagHu 4 27,95 £ 25,64 (12,9) 18,3 9,8-65,5 442
TepMUHATUBHA 5 24,72 £ 28,06 (12,5) 10,7 7,3-73,4 41,2
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I'paghuron 30. Kymujacmu oujacpam — CA125 npema muny 6enuenux mymopu jajuuxa

benurne nejasu4yHe Mmace

72



Kon rpyme Oenurnux tymopa jajuuka CAL125 curHudukaHTHO Kopenwpa caMo ca crapoirhy
WCIIUTAHMIIA, JOK HECUTHU(HUKAHTHO KOPEJINpa ca MHIAEKCOM TellecHe Mace, OpojeM TpyaHoha, 6pojem

nopohaja u 6pojem abopryca.

Bpentoct CrnimpmanoBor (Spearman) padra Kopenaije IMoKasyje Ja MOCTOjU BpJo cjaba HeraTWBHA
MOHOTOHMYHA Koperanuja u3Mehy mapkepa CA125 u crapoct (Is (133) = —0,178, p < 0,05). To mokasyje 1a
KOJl MCIMTaHWIa ca OeHWTHOM TymopoM jajHuka BpemHoctH CA125 HesHatHO omamajy ca crapomhy

(Tabena 26, I'padukon 31).

Tabena 26. Cnupmanos pane koperayuje CA125 benuenux mymopa jajruxa

Kopenanuja CA125/ Spearman Rank rs t (df) P-BpeIHOCT
CTapocT rs(N=133)=-0,178 t(131) =-2,07 p<0,05
BMI rs(N =133) =-0,127 t(131)=-1,47 p=0,144
6poj Tpyanoha rs (N = 133) =-0,158 t(131)=-1,83 p=0,070
0poj mopohaja rs (N =133) =-0,103 t(131)=-1,19 p=0,236
0poj abopTyca rs (N =133) =-0,159 t(131)=-1,84 p=0,068
o
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I'paghuxon 31. /lujacpam pacnpuenocmu — mapxep CA125 y oonocy na cmapocm ucnumanuya
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Menujana CA125 xon umcnuTaHWIla ca HETaTUBHOM W TO3MTHBHOM aHaAMHE30M KOMOPOHMAHWTETA

usnocu 28,1 U/mL (min—-max; 5,0-1.326,4) u 23,7 U/mL (min—max; 3,3-172,4).

Memujana CA125 kon ucnivtaHuITa ca HETATHBHOM U TTO3UTHBHOM (DaMUITHjapHOM aHAMHE30M KapInHOMA

nojke wi jajauka uzHocu 28,1 U/mL (min—max; 3,3-1.326,4) u 20,9 U/mL (min—max; 7,6-127,3).

Menujana CA125 kox ncnmranuna Hemyinada usaocu 25,3 U/mL (min—max; 3,3-1.326,4) u Humxka je ox
meaujane mymada (6,3-1.000) (Tabena 27, I'padukon 32).

Kox ucnurannna ca 6eHurHuM TymopoM jajHuka, HUBo CAl125 ce He pa3nukyje CUTHH(UKAHTHO
u3Mel)y McrnuTaHWIa ca MO3MTHBHOM M HeratuBHOM juuHoM aHamue3oMm (U = 1.440,5; p = 0,46),
n3Mel)y ncnuraHMa ca MO3UTHBHOM M HETaTHBHOM (haMMIIMjapHOM aHAMHE30M KapIHOMA JI0jKE U
jajauka (U = 379,0; p = 0,53), 1ok ce curHudukaHTHO pa3iuKyje u3Mel)y ucnuranuia myiiada u

nenymrada (U = 1.584,5; p < 0,05).
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Tabena 21. Jleckpunmusne kapaxmepucmuxe CA125 3a komopbuoumemua cmaroa u nyuwauxu

cmamyc UChUMaHuya ca OeHUSHUM MyMOPOM jajHUKA

HMeckpuntuHa crarucruka — CA125 (U/mL)

Bapujad.a N  mean = SD (SE) MeaMjaHa Mmin—max IQR

JInyHa anamHe3a

He2amueHa 102 72,40 + 168,57 (16,7) 28,1 5,0-1.326,4 52,0

NnO3UMUBHA 31 42,09 +43,83(7,87) 23,7 3,3-172,4 35,2
Mann-Whitney U=14405 Z=-0,75 p=046 ns

damMuaMjapHa aHAMHe3a

HecamueHa 126 66,99 £ 153,17 (13,6) 28,1 3,3-1.326,4 494

nO3UMuUBHA 7 35,66 + 41,26 (15,6) 20,9 7,6-127,3 19,1
Mann-Whitney U=379,0 Z=-063 p=053 ns

IIymaykm craryc

Henywau 85 52,07 + 144,17 (15,6) 25,3 3,3-1.326,4 34,1

nyway 48 88,85+ 157,24 (22,7) 33,8 6,3-1.000,0 1025

Mann-Whitney

U=15845 Z=-213 p<0,05

NS — HECUTHU(DUKAHTHO;
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I'paghuron 32. CA125 3a nywauxu cmamyc benucHux mymopa jajHuxa

Menujana CA125 y rpynu skeHa y mpeMeHomnay3u ca OCHUTHUM TyMOpOM jajHuka usHocu 31,5 U/mL
(min—max; 5,4-1.326,4), 10k y rpymu HCHOHMTAHUIA y mocTMeHomnay3u meaujana CAL25 uma HUKY

BpenHocT u u3nocu 17,6 U/mL (min-max; 3,3-127,3).

Kon ucniutanuiia y mpemenomnaysu koje ¢y y | hasu (honukynapHa) MEHCTpyalTHOT ITUKITyCa, MEIHjaHa
CA125 uznocu 46,5 pmol/L (min—max; 5,4-457,8), nok kox ucnuranuia y Il ¢pazu (myrennusupajyha)
MEHCTPYaJHOT IMKJIyca OH WMa HWXXY BpemHOCT W u3nocu 27,2 pmol/L (min-max; 8,0-1.326,4)
(Tabena 28, I'padukon 33).

Huso CA125 curHudukaHTHO ce pas3uKyje u3Mel)y ncnuranniia Koje ¢y y nmpeMeHonay3u y OJHOCY Ha
ucnmranuie Koje cy y nocrmeronaysu (U = 1.214,5; p < 0,01). Kox ucrnuTanuia y mpeMeHoONnays3u ca
O6eHUrHUM TyMopoM jajHuka HuBo CA125 ce curHnukanTHO paziuKyje u3mely HCIHUTaHUIA KO/ KOJUX
je tect m3BpmieH y | ¢dasu (pommkynapra) MeHcTpyasHOor mmkiyca y omHocy Ha Il dasy

(myremnmzupajyha) mencrpyansor uknyca (U = 812,5; p < 0,05).
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Tabena 28. /leckpunmusne kapakmepucmuxe CA125 3a mencmpyannu cmamyc u mencmpyanuy ¢asy

JeckpuntuHa cratucruka — CA125 (U/mL)

Bapujaoaa N  mean = SD (SE) MeadjaHa Mmin-max IQR
MeHcTpyaaHHu cTaTyc
I[1PM 94 80,47 £ 174,95 (18,0) 31,5 5,4-1.326,4 74,2
[1OM 39 28,86 + 27,91 (4,47) 17,6 3,3-127,3 33,1
Mann-Whitney U=12145 Z=-3,06 p<0,01
MeHcTpYyaIHU HUKJILYC
| paza 40 80,85+ 86,35 (13,7) 46,5 5,4-457,8 110,8
(bonukynapHa)
Il paza 54 80,19 + 219,60 (29,9) 27,2 8,0-1.326,4 39,8
(;myTennusupajyha)
Mann-Whitney U=28125 Z=-205 p<0,05

| hasza (bonukynapua) —ox 1. 10 14. nana; Il dasza (myrennusupajyha) —ox 15. 1o 28. naua;
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I'paguxon 33. CA125 3a mencmpyannu cmamyc beHueHux mymopa jajHuka
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5.7 Bammanoct HE4, CA125, ROMA, CPH-I, RMI, MI, Pl n RI

BamunnocT tymopckux mapkepa HE4 u CA125, anroputmuma ROMA u CPH-I, uanexcuma RMI u MI
u porep uHAekcuma Pl m Rl y mpemukiuju oBapujamHOT KapiuHoMa yTBphyjeMo, padyHajyhu
BUXOBE NepdopMance: CEH3UTUBHOCT, CIIEHU(PUIHOCT, MPeIUKTHBHE BpeaHocTH (no3utusHu [111B,

u "HeratuBau HIIB), npenusnoct, nospumny ucrnox ROC kpuse (AUC) u Youden unpexc.

ITaToxucroomku Hana3 npeacrasjba 3JIaTHU CTaHAapd, OJHOCHO pe(bepeHTHI/I TECT, HA OCHOBY KOra

CC U3BOJU BPECAHOBAKLEC ,Z[I/IjaFHOCTI/I‘lKOF, Tj. HHIOCKCHOI' TECTA.

VYnopehuBame pesynrara KOju NpPOU3IIa3e M3 JUjarHOCTHUKOI TECTa, OJHOCHO TECTa 4YHja CE€ Ta4HOCT
yTBphyje pesyararuma pedepeHTHOr TecTa MpecTaBba Ce y AWjarHOCTUYKO] Tabermu (2 X 2), y K0joj ce

HUCIIMTAHUIIC KIIaCI/I(l)I/IKyjy Kao0 NO3UTHUBHC U HCTATUBHC HA OCHOBY 3JIATHOT' CTaHAapAa U THACKCHOTI' TECTa.

Tabena 29. /lujacnocmuuka mabena

3JaTHHM CTaHAAp/A — MATOXHMCTOJIOTHja

JMjarHOCTHYKH TeCT YkynHo
no3umueHe He2amuegHe

NnO3UMUEHU Uil JIIT NII + JIIT

He2amueHuU JIH NH JIH + BH

YkynHo HII + JIH JIII + UH uI1 + JI + JIH + UH

WIT— uctuacku no3utusHY; JII1 — maxkao no3utusay;, JIH — naxxuo Heratusan; MH — MCTHHCKY HEraTUBHY,
Cen3utuBHOCT (S) — CrIOCOOHOCT TecTa Aa HACHTH(HUKYje OHE KOjH UMajy 00JIecT;

NI1/ WII + JIH;

Cneuuduunoct (Sp) — CrocoOHOCT TeCTa J1a UCKJbYUH TOCTOjambe 00IeCTH;

WH / JIIT + UH;

Mo3uTtuBHa npeamkTuBHa BpeaHoct (PPV) — mnponenar OosiecHux wmel)y wucnutanunama ca

IIO3UTUBHUM TCCTOM,
WIT / VITT + JIIT;

HeraruBua mnpenuxruBHa BpeaHoct (NPV) — mporenat 3apaBux Mmel)y HCnHMTaHHIIaMa ca

HECraTUBHUM TCCTOM,

VH / JIH + VH;
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Ipeuusnoct (ACC) — mponopIMja TAYHUX Pe3yJITaTa;
WII + WH / UIT + JII1 + JIH + UH;
Youden uuaexkc =S + Sp —1;

VY ananusu onpehuBama BaIMIHOCTH aHATTM3UPAHUX MapKepa 3a AjarHo3y KapluHOMa jajHUKA YKIbydeHe
cy 173 ucnuranuue oxn ykynso 181 ucnuranune. On 173 ucnuranune, 133 cy ca GEHUTHUM TyMOpPOM
jajauka, 40 ca MaJIMTHUM TyMOpPOM jajHuKka. M3 Oyayhux aHanmsa UCK/bYYEHO je€ IIECT MCIUTAHUIIA Ca

“borderline” Tymopuma, Kao  JBe ca CTPOMATHMM MaJUTHUM TYMOPHMA.

Kana cy y ananmusy Owune yksbydeHe cBe ucrnutanuile (173), He3aBUCHO Off MEHCTPYaJIHOT CTaryca,
ONTHMAaJIHa TPaHWYHA BPEIHOCT 3acHOBaHa Ha Youden J wmmpmekcy, 3a HE4 npuiukom aeTexije
KapuuHOMa jajHuka uzHocu 92,8 pmol/L, ca censutusHoihy o 95% u cnienmduunonthy ox 86,5%. 3a
UCIIMTAHUIIE Yy MpEeMEHoNay3d 1A00ujaMo onTuMaaHd rpanuuad ckop HE4 om 107 pmol/L, ca
censutuBHoIhy of 81,8% u cnemuduanonthy ox 97,9%, nok 3a HCIUTAaHUIE y TIOCTMEHOTIAY3H JOOUjeH

je cut-off HE4 o 221,2 pmol/L, ca censutuBHohy o 68,97% u crietuduanorthy ox 100%.

Ontumannau rpaHudHE ckop npema Youden J mnpekcy 3a CA125 y nmerekiuuju KapiuHOMA jajHUKA Y

HaimMm pesyntatuma usnocu 214,4 U/mL, ca censuruBHohy oz 72,5% u crnermduynonthy o 97,7%.

I'parnunn ckop 32 ROMA anroputam npema Youden J unaekcy uzHocu 27,9%, ca cenzutuBHOMNY 01
95% u cnemuduunomthy on 87,2% 3a cBe HCIUTAHUIIE, 3a UCIHUTAHUIIE y MPEMEHOIay3u J00HjaMo
ontumanHu rpaHuyHu ckop ROMA amroputma ox 32,7%, ca censutruBHomhy on 81,8% wu
cieuduynomthy ox 97,9%, mok 3a ucnuraHWie y TocTMeHomay3u nooujenu cut-off sa ROMA

anroputam u3Hocu 66,4%, ca cenzutuBHouihy 82,8% u cnenuduunonthy 100%.

Youden rpanmynu ckop 3a CPH-lI amropuram wmsnocu 0,64%, ca censuruBHoihy ox 77,5% wu

cnermunotihy ox 99,3% (Tabena 30).
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Tabena 30. Onmumanua cenzumusrocm, cneyuguunocm u cut-off npema Youden — J unoexcy

MeHonay3ajaHu Joobujen cut-off

crarye Mapkep cut-off S (%) Sp (%) Youden —J

CBE UCIIUTAHULIE HE4 (pmol/L) >928 95 86,5 0,81
CA125 (U/mL) >214,4 72,5 97,7 0,70
ROMA (%) > 27,9 95 87,2 0,82
CPH-I (%) > 0,64 77,5 99,3 0,77

I[1PM HE4 (pmol/L) > 107,0 81,8 97,9 0,79
ROMA (%) > 32,7 81,8 97,9 0,80

IIOM HE4 (pmol/L)  >221,2 69,0 100 0,69
ROMA (%) > 66,4 82,8 100 0,83

Kopucrehn cut-off BpegnocT anannsupanux Mapkepa npernopydeHux oJ] Iporu3Bohaua, aHanu3npaiu
cmo nepdopmance mapkepa CA125 u HE4, kao u anroputme ROMA u CPH-1 y nujarHocTukoBamy

MajurHe 00JIeCTH jajHUKA TOKOM, y Mpe- U TOCTMEHOIAY3H.

[Tpu aHanmm3m CBHX MCIUTAHUIIA, HAjBehn Opoj axHO MO3UTUBHUX pesynrtara aaje CA125 u 1o 53,
HajMambU Opoj JaKHO MO3UTUBHUX pe3ynTara naje HE4 mapkep, 17, 3a koMOMHaNM]y UCIUTAHULIA Y
IIPEMEHOIIay3H U MOCTMEHOMAy3H 3ajeTHO, UCTO Tako A00ap kiacudukatop je u CPH-I anropuram ca
22 nakHO TO3UTUBHE HcnuTanuile. Hajoospu mokazaTesb MCTUHCKH MTO3UTUBHUX pe3ynrara cy HE4 ca
JEIHOM HCITUTAHUIIOM, 3a TpaHUYHY BpeaHocT o1 57,5 pmol/L, ca 75% cnenuduynoctu, kao u ROMA
alropuTaM ca jeJHOM HCIHUTAaHHWIIOM, 3a KOMOMHAIM]y HCIUTaHWLA Yy MpPEeMEHONay3u M

MMOCTMEHOMAY3H 3aje/IHO.

VY rpyIv uCIUTaHMIIA Y IPEMEeHOMay3u, Hajpehn Opoj TaxHO mMo3uTHBHUX pe3ynTara naje CA125, 41,
Mamu 0poj JIIT mo6ujen je mpunukoMm ucnutuBama Tagnoctd ROMA 27, nok HE4 mapkepom 1o6uja
net JIII pesynrata. OBo 3Hauu 1a je kox 41 GosnecHule y mpeMeHomnays3u ca OeHUTHUM IpoMeHama
jajauka CA125 je mosutuBan (> 35 U/mL), xon 27 ucnuranuia ROMA je moszutuBan (> 7,4%) 1 Koz
5 ucnuranunia HE4 je mosutuan (> 70 pmol/L). JIaxxHO HEraTUBHU pe3yJITaTH CY MakbH 3a CBA YETHPHU

Mmapkepa, aBa 3a HE4, CA125 u CPH-I, u jenan naxxno HeratuBal pesynrar naje ROMA, omHoCcHO,
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KOJI OBHX HCIIUTaHUIA Ca MAJUTHUM I[IPOMEHaMa jajHHKa aHaJU3upaHU MapKepH Cy HEraTUBHHU U

MMajy BPEIHOCTH KOj€ Cy HIKE O]l TPAaHUYHHUX.

VY rpymnu xena y nocrmenonay3su ROMA naje najpehu 6poj 1akHO MO3UTUBHUX pe3ynTara, 15, anu
HUjelaH JIa)KHO HETaTWBHU PEe3yJTaT, OJHOCHO KOJ HHjEJHE HCIHUTAHHUIIE y MOCTMEHOIAy3HW ca
KapIMHOMOM OBapHjyMa He IOCTOjJU BPEIHOCT Koja je HibKa of] rpanuyune, 25,3%; HE4 mapkep naje
12 JIIT u 8 JIH pe3ynrara, CA125 mapkep 12 JIIT u 6 JIH pesynaratra u CPH-1 unnexc 14 JIIT u 1 JIH
pesyarar (Tabena 31).
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Tabena 31. /lujacnocmuuxa mabena 3a mecmose HE4, CA125, ROMA u CPH-I k00 ucnumanuya

KA1ACUUKOBAHUX NpemMa MEHCMPYAIHOM CIAmycy

Menonaysa.m Tect N ca puzuxkom MUII HUH JIIT JIH

craryc

CBE MCIUTAHULIE HE4* 47 30 116 17 10
HE4** 72 39 100 33 1
CA125 85 32 80 53 8
ROMA* 81 39 91 42 1
ROMA** 72 38 99 34 2
CPH-I 59 37 111 22 3

I[1PM HE4 14 9 89 5 2
CA125 50 9 53 41 2
ROMA 37 10 67 27 1
CPH-I 17 9 86 8 2

[IOM HE4 33 21 27 12 8
CA125 34 23 27 12 6
ROMA 44 29 24 15 0
CPH-I 42 28 25 14 1

N ca pusrkom (Opoj ucnimTanuia Koje uMajy Bpeanoctu 3a HE4 > 70 (pmol/L) (ITPM) u HE4 > 140 (pmol/L)
(IIOM); Bpeanoct 3a HE4** > 57,5 (pmol/L) 3a 75% cneunduunocty; Bpeanoct 3a CA125 > 35 (U/mL);
BpeaHoctr 32 ROMA > 7,4% (ITPM) 1 ROMA > 25,3% (ITOM); BperHoct 32 ROMA** > 12,8% 3a 75% cniermgudHoCT;
Bpexsoct 3a CPH-1 > 0,07; Bpemroctn 3a HE4* 1 ROMA* — TTPM 1 ITOM ucITUTaHUIIE 3aj€/IHO);

NI — uctuacku nozutvuBaM; TH — uctuncku neratuay; JIIT — naxkno no3utusay; JIH — 1a)kHO HETaTUBHMU;

VY tabenu 32 koMIapaTUBHO Cy NpHKa3zaHe nephopMaHce aHATM3UPAHUX MapKepa TOKOM HCITUTHBAKbA

HUXOBE JIMjarHOCTUYKE TAUHOCTH Y OTKPUBay KaplIMHOMA jajHHUKA.

[Ipu ananmu3u cBUX UCIIUTaHUIIA, HajBehy CEH3UTHUBHOCT moka3yje HE4 mapkep 3a rpaHiYHY BPETHOCT

ox 57,5 pmol/L ca 75% cneuuduunocty, kako 1 ROMA anropuram 3a KOMOWHAIH]Y UCITUTAHHUIIA Y

82



MIPEMEHONAay3 W TOCTMEHONay3u 3ajefJHO IoKa3yje CeH3UTUBHOCT ona 97,5%. Jloxk Hajmamy
CEH3UTHBHOCT nokazyje HE4 mapkep 3a koMOWHAIH]y UCIIMTAHKIIA Y TTPEMEHOIIAay31 M IIOCTMEHOIIAaY3H1
3ajenHo ca 75%. CriermuHOCT CBUX TECTOBA je Mama 011 90%, 1ok Hajcnadujy crenuuIHOCT MOKa3yje

CA125 mapxkep ca 60,15%. Hajsehy npeunsnoct nokazyje CPH-I anropuram u on uznocu 85,55%.

Pesynratn mokasyjy Aa W y moceOHO aHaIM3UpaHUM TpyllamMa HCIUTAHWIA y TPEMEHONAy3U |
noctMeHonaysu Hajeehy censutuHocT iMa ROMA anropuram u usnocu 90,91% u 100%. To 3nauu ga
MPOLICHAT MCTUHCKU TO3UTHUBHUX pE3yiTara, WM WCIUTAHHUIIE ca MAIMTHOM Oonemhy jajHUKa, KOjH
yrBphyje oBaj uuaekc je 90,91% y mpemenonay3anHoj rpynu U 100% y mocTMeHONay3alHOj TPYITH
ucnurannna. Hajsehn mponeHar MCTHHCKO HEraTHBHUX pPe3yNTaTa, OJHOCHO Hajeha crienmmdudHoCT y
IpyNM UCIUTAaHULA Y IpemeHonay3u uma mapkep HE4 u ona uznocu 94,68%, a CA125 uma HajBehy
crier(pUIHOCT Y TPy UcuTaHuia y mocrmenonaysu, 70,00%. Hajsehy npenmsHoct y knacudukarmju
ucnurtanuna y npemenonaysu uma HE4 on 93,33%, a kox ncnuraHuia y mMOCTMEHOIAY3U aJITOPUTMH

ROMA u CPH-I noka3yjy ucry npeuusHoct of 77,94% (Tabena 32).
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Tabena 32. Cenzumusnocm, cneyugpuunocm, I111B, HIIB u npeyuznocm 3a mecmose HE4, CA125,

ROMA u CPH-I ko0 ucnumanuya kracuguxo8anux npema MeHcmpyaiHom Cmamycy

Menonaysammt 1 er cutoff  S(6)  Sp(6) PPV% NPV%  Acc (%)

craryc

oo ncrmramime  HEA >70,140 7500 8722 6383 9206 84,39
HE4 >575 9750 7519 5417 9901 8035
CA125  >35 8000 6015 37,65 9091 64,74
ROMA  >74:253 9750 6842 4815 9891 7514
ROMA  >128 9500 7444 5278 9802 79,19
CPH-I  >007 9250 8346 6271 9737 8555

TPM HEA >70 81,82 9468 6428 9780 9333
CA125  >35 81,82 5638 1800 9636 59,05
ROMA  >7.4% 9091 7128 27,03 9853 7333
CPH-I  >007 8182 9149 5294 9773 9048

TIOM HE4 S140 7241 6923 6364 7714 7059
CA125  >35 7931 7000 6571 8235 7391
ROMA  >253% 100 6154 6591 100 77,94
CPH-I  >007 9655 6410 6667 9615 77,94

S — censutuBHOCT; SP — cnenuduaHoct; PPV — no3uTuBHA MPENKTHBHA BPEIHOCT;

NPV — HeratuBHa npeJUKTHBHA BpeAHOCT; ACC — NPELM3HOCT;

ITpu anamm3u ROC — AUC xpuBe 3a cBe ucnuranune 3ajeaHo anropuraMm ROMA uma najsehy
nospmay AUC = 0,957; (95% CI 0,915-0,982), nox HE4 uma najmawy nospumny AUC = 0,879;
(95% C1 0,821-0,923). Tectupane pasiuke u3meh)y ROC — AUC kpuBe mokasyje ga CHrHH(pHKaHTHA
pasznuka nocroju n3mehy mapkepa HE4 u CA125, p = 0,039, kao u u3mel)y mapkepa CA125 u ROMA

anroputMa, p = 0,011.

3a cBe TUIIOBE M CBE CTaJMjyMe KapIIMHOMA jajHUKa, Y IPYNH UCIHUTaHHUIA y npemeHonay3un CPH-I

anropuram uma Hajsehy mospmmay ROC kpuse, AUC = 0,916; (95% CI 0,845-0,961), 3atum cieau
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HE4 AUC = 0,912 (95% CI 0,841-0,958), mok ce CA125 kapakrepuiire HajMamboM moBpurnaoM ROC
kpuse AUC = 0,825 (95% CI 0,739-0,892). To mokasyje na Bpeaunoct CPH-I Behy ox 0,07 mokasyje
91,6% >xeHa y mpeMeHOIay3u ca KapIMHOMOM jajHuKka, 10K BpemHoct CAL125 sehy ox 35 U/mL
nokasyje camo 82,5% wucnuranuia ca OeHUTHOM IpoMeHoM jajuuka. Ynopehusame ROC — AUC 3a
HE4, CA125, ROMA u CPH-I moka3yje HecurnudukantHy pasnuky usmehy HE4 vs. CA125
(p =0,29), usmehy HE4 vs. ROMA (p = 0,62), uzmelyy HE4 vs. CPH-1 (p = 0,82), uzmeljyy CA125 vs.
ROMA (p = 0,30), usmel)y ROMA vs. CPH-I (p = 0,79) u usmehy CPH-I vs. CA125 (p = 0,20).

VY rpynu ucnuranuna y nocrmeHonaysn ROMA anropuram mma Hajsehy noBpmmny ucnog ROC
kpuse, AUC = 0,951 (95% CI 0,870-0,989), nox ce HE4 kapakTepuiiie HajMamOM HOBPIIHHOM HCITOJ
ROC kpuse, AUC = 0,888 (95% CI 0,788-0,951). Tect moka3syje CUTHU(PHUKAHTHY Pa3IUKy u3Mehy
mapkepa HE4 u ROMA anroputma, p = 0,031. OBu pe3yararu notBphyjy na je ROMA anropuram Kox
UCTIHUTAHUIA Y TIOCTMEHOMAY3U O0JbH Cemaparop y pasrpaHuuemhy MAIMTHUX OJf OCHUTHUX TyMopa
jajuuka, y mopehemy ca mapkepom HE4. Moxe na aujarHocTHKyje KapIUHOM jajHHUKa ca

npersHothy ox 77,94% (Tabena 33, I'paduxon 34, I'padukon 35, I'padukon 36).
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Tabena 33. Tecmupane paznuxe usmelhy mecmosa HE4, CA125, ROMA u CPH-I ko0 ucnumanuya

KA1ACUQUKo8aHux npema MeHcmpyaiHom cmamycy

Menonaysaimin Tect ROC - AUC (95% CI) Tecrupane pa3iuke
cTraryc
CBE UCIIUTAHULIE HE4 0,943 (0,898-0,973) HE4 vs. CA125 p =0,039*
HE4 vs. ROMA p=0,08 ns
HE4 vs. CPH-I p=20,80 ns
CA125 0,879 (0,821-0,923) CA125 vs. ROMA p=0,011*
ROMA 0,957 (0,915-0,982) ROMAVs.CPH-I p=029 ns
CPH-1 0,939 (0,892-0,969)  CPH-Ivs. CA125 p=0,062 ns
IIPM HE4 0,912 (0,841-0,958)  HE4 vs. CA125 p=029 ns
HE4 vs. ROMA p=20,62 ns
HE4 vs. CPH-I p=0,82 ns
CA125 0,825 (0,739-0,892) CA125vs.ROMA  p=0,30 ns
ROMA 0,911 (0,839-0,958) ROMAVs.CPH-I p=079 ns
CPH-I 0,916 (0,845-0,961) CPH-I vs. CA125 p=0,20 ns
[IOM HE4 0,888 (0,788-0,951) HE4 vs. CA125 p=023 ns
HE4 vs. ROMA p=0,031*
HE4 vs. CPH-I p=0,38 ns
CA125 0,930 (0,842-0,978) CA125vs. ROMA  p=0,18 ns
ROMA 0,951 (0,870-0,989) ROMAVs.CPH-S p=027 ns
CPH-I 0,922 (0,831-0,973) CPH-1 vs. CA125 p=0,80 ns

*p < 0,05; ns — HeCUTHU(UKAHTHO;
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I'paghuron 36. ROC xpusa 3a mecmose HE4, CA125, ROMA u CPH-| — IIOM ucnumanuye

AHanu3e pe3ynTaTa y ca Be3H ca CTApOCHHUM TpyliaMa MokKasyjy Ja KapIHOM jajHHKa HeMa HUjeqHa
ucnuTaHuia y Hajmiahoj rpynu ox 18 1o 25 ronuHa, jenHa HCIUTaHUIA Y Tpynu o1 26 1o 33 roauHe,
TPH UCIIUTAHULIE Y IPEMEHONaY3U U JeIHa UCIIMTaHUIIa y TIOCTMEHONay3H y rpymnu oA 34 1o 41 ronuwne,
6 ucrnMTaHuIa y mpeMeHomnay3u y rpymu o1 42 no 49 roauHa, 7 y MOCTMEHOIAay3u y rpynu o 50 10
57 roauHa, a jelHa y IpeMeHonay3H u 9 y mocTMeHomnaysu y rpynu o 58 1o 65 roauna, kao u 12 y

MOCTMEHONAY31 y IpynHu 011 66 rojluHa U cTapuje.

VY rtabenu 34 npukazan je 6poj uctuHcku nosutuBHUX (MII), uctuncku nerarusuux (MH), naxuo
no3utuBHuX (JIIT) n naxxno HeraruBHux (JIH) pesynrara aHanm3upaHux Mapkepa 3a CBaKy CTapOCHY

TpyMy OJIBOjEHO.
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Tabena 34. /lujacnocmuuxa mabena 3a mecmose HE4, CA125 u ROMA ko0 ucnumanuya

SPYNUPAHUX NpeMa CIapoCcmu U MEHCMPYaIHOM CIAmyCy

Menonaysa.m Tecrt N ca pusukom HII HH JII JIH

craryc

18-25 200una n = 15

I[1PM HE4 0 0 15 0 0
CA125 7 0 8 7 0
ROMA 2 0 13 2 0

26—-33 2oouna n = 27

I[1PM HE4 1 1 26 0 0
CA125 15 1 12 14 0
ROMA 7 1 20 6 0

34—41 co0una n = 29, 00 xojux 27 y [IPM

I[1PM HE4 4 2 22 2 1
CA125 11 2 15 9 1
ROMA 12 2 14 10 1

42—49 200una n = 30, 00 kojux 29 y IIPM

I1PM HE4 7 5 21 2 1
CA125 16 6 13 10 0
ROMA 12 6 17 6 0

50-57 coouna n = 21, 00 xojux 16 y IIOM, 5 y [IPM

oM HE4 9 5 5 4 2
CA125 8 7 8 1 0
ROMA 9 7 7 2 0
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58-65 ecoouna n = 29, 00 xojux 27 y I[IOM, 2 y [IPM

[1OM HE4 11 6 13 5 3
CA125 12 7 13 5 2
ROMA 16 9 11 7 0

>66 coouna n =22

[1OM HE4 13 10 7 3 2
CA125 15 9 4 6 3
ROMA 18 12 4 6 0

N ca pusrkom (6poj ucnMTaHmIa Koje uMajy Bpeanoctu 3a HE4 > 70 (pmol/L) (ITPM) u HE4 > 140 (pmol/L)
(TIOM); Bpeanoct 3a CA125 > 35 (U/mL); Bpenroctu 38 ROMA > 7,4% (ITPM) u ROMA > 25,3% (ITOM));

NI — uctuncku no3utvuBHY; TH — uctuncku neratusuy; JIIT — naxxno no3utushu; JIH — n1akHO HEraTUBHY;

Crenupuanoct HE4 y crapochoj rpynu ox 18 mo 25 roguna je makcumanna, 100%, mro 3Hauu na
Ta4HO KJacu(uKyje cBe OCHUTHE MeaBHUYHE Mace. HajMamy crienupuIHOCT y OBOj CTApPOCHO] TPyNH

noka3yje CA125 on 53,33%, u 46% ucnuranuia 1axxHo Ki1acu(uKyje Kao MO3UTUBHE.

CeH3UTHBHOCT CBa TpH Mapkepa je MakcumainHa, 100%, y crapocHoj rpynu ox 26 a0 33 roause, mTO
noka3yje ga mapkepu HE4, CA125 1 ROMA anropurtam nmajy criocoOHOCT Ja IETEKTY]y CBE UCITUTAHUIIC
ca KaplIMHOMOM jajHuka. MehyruM, y oBoj rpymu crierduanoct CA125 je Beoma Hucka, 45,15%, mTo

3Ha41 J1a OH noceﬂyje HUCKY CIIOCOOHOCT 3a ACT eKI_II/ij HUCTUHCKH HECTaTUBHUX PE3YyJITaTa.

VY crapocnoj rpynu oa 34 no 41 rogune, censutuBHocT HE4, CA125 u ROMA anroputma je 66,67%,
IITO yKa3yje Ha cabujy CTOCOOHOCT 3a JIETEKIIN]y UCITUTAHUIIA ca KapIIMHOMOM jajHUKa. Y OKBUpPHUMaA
oBe crapocHe rpymne, HE4 nokasyje Benuky crnenupuyHOCT UCTO KAa0 Yy JIBE MPETXOJHE TpyIe, Tj.

BUCOKY CIIOCOOHOCT Ja I[CTCKTij HCTUHCKH HETAaTUBHC PE3YJITATC.

VY crapocHoj rpymnu o 42 1o 49 roguna, CA125 u ROMA anropurtam umajy censutuBHocT o1 100%,
JaKiie, CIIOCOOHOCT Jla JIETEKTYjy CBE HCHHUTAHUIE ca KapIMHOMOM jajHuka, mpu demy ROMA

aJIropuTaMm 1mokasyje Behy crnernupuaaocT y ogHocy Ha mapkep CA125, 73,91% nacympot 56,52%.

VY crapocHoj rpymm o7 50 o 57 romuaa, CA125 1 ROMA anropuram nmajy cersutuBHOCT oxt 100%, mpu
yemy CA125 nokazyje Behy cniermduynoct y onHocy Ha ROMA anroputam, 88,89% Hacynpot 77,78%.
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Kon o6e najcrapuje rpyne ROMA anroputam numa cenzutuBHocT o 100%. OcTana nBa mapkepa,
HE4 u CA125, umajy censutuBHOCT o1 66,67% u 77,78% y rpynu ox 58 g0 65 roauHa u OKO

83,33% u 75,00% y rpynu ucnutaHuia crapujux o 66 roguHa (Tabemna 35).

Tabena 35. Censumusnocm, cneyugpuunocm, I111B, HIIB u npeyusnocm 3a mecmoge HE4, CA125 u

ROMA k00 ucnumarnuya epynucanux npema cmapocmu u MeHCmpyaiHomM CImamycy

Menonay3ajHu
Tect cut-off S (%) Sp (%) PPV% NPV%  Acc (%)
craryc

26-33 coounan =27

[1PM HE4 >70 100 100 100 100 100
CAl125 >35 100 46,15 6,67 100 48,15
ROMA >74% 100 76,92 14,29 100 77,78

34-41 coouna n = 29, 00 xojux 27 y IIPM

[1PM HE4 >70 66,67 91,67 50,00 95,65 88,89
CA125 >35 66,67 62,50 18,18 93,75 62,96

ROMA >74% 66,67 58,33 16,67 93,33 59,26

42—49 2o0una n = 30, 00 xojux 29 y [IPM

I[TPM HE4 >70 83,33 91,30 71,43 95,45 89,66
CAl25 >35 100 56,52 37,50 100 65,52
ROMA >74% 100 73,91 50,00 100 79,31

50-57 coouna n = 21, 00 xkojux 16 y [IOM, 5 y [IPM

[IOM HE4 > 140 71,43 55,56 55,56 71,43 62,50
CAl25 >35 100 88,89 87,50 100 93,75
ROMA  >253% 100 77,78 77,78 100 87,50
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58-65 coouna n = 29, 00 xojux 27 y I[IOM, 2 y [IPM

[TOM HE4 > 140 66,67 72,22 54,55 81,25 70,37
CA125 >35 77,78 72,22 58,33 86,67 74,07
ROMA  >253% 100 61,11 56,25 100 74,07

> 66 rogquua N = 22

[TOM HE4 > 140 83,33 70,00 76,92 77,78 71,27
CA125 >35 75,00 40,00 60,00 57,14 59,09
ROMA  >253% 100 40,00 66,67 100 72,73

S — ceH3UTHBHOCT; SP — crieruduanoct; PPV — mo3uTHBHA MIpeINKTHBHA BPETHOCT;

NPV — HeratuBHA MPEeIUKTUBHA BPEIHOCT; ACC — IIPENU3HOCT;

Hajsehy moBpmmny ncnog ROC kpuse uma HE4 y rpynu xena ox 42 no 49 ronuna, AUC = 0,964
(95% CI 0,820-0,999), CA125 3a rpyny ox 50 mo 57 romuua, ucto kao u ROMA anropuram
AUC = 1,000 (95% CI 0,794-1,000). Tectupane pasnuke usmehy ROC kpuBa 3a cBe cTapocHe rpyIe

MI0Ka3y]y HECUTHU(PUKAHTHOCT.

ROMA anroputam 3a rpymy u3Han 50 roamHa MpeAcTaBjba COJMUAAH MPEAUKTOP KapIUHOMA
jajHUKa KOJ HCTIMTaHUIIa y TocTMeHomnay3u. therosa nospmmua ucnogq ROC kpuse y rpynu o 58
10 65 roguna usHocu AUC = 0,951 (95% CI 0,792-0,997), 1ok je y rpynu u3Hag 66 romuHa
AUC =0,917 (95% CI 0,718-0,991) (Tab6ena 36, I'padpuxon 37, I'paduxon 38, I'paduxon 39,
I'padukon 40, I'padukon 41).
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Tabena 36. Tecmupane paznuke usmely mecmosa HE4, CA125 u ROMA ko0 ucnumanuya

SPYNUPAHUX NpeMa CIapoCcmu U MEHCMPYaIHOM CIAmyCy

Menonay3ajHu
Tecr
craryc

ROC — AUC (95% CI)

TecTupane paszinke

34-41 2o0una n = 29, 00 xojux 27 y IIPM

[TPM HE4 0,694 (0,489-0,856) HE4 vs. CA125 p=0,33 ns
CA125 0,861 (0,674-0,963) CA125vs. ROMA  p=0,33 ns
ROMA 0,694 (0,489-0,856) @ ROMA vs. HE4 p=1,00 ns

42—49 2o0una n = 30, 00 xojux 29 y I[IPM

[1PM HE4 0,964 (0,820-0,999) HE4 vs. CA125 p=0,10 ns
CA125 0,877 (0,702-0,999) CA125vs. ROMA  p=0,10 ns
ROMA 0,964 (0,820-0,999) ROMA vs. HE4 p=1,00 ns

50-57 coouna n = 21, 00 xojux 16 y IIOM, 5 y IIPM

[IOM HE4 0,873 (0,614-0,984) HE4 vs. CA125 p=0,19 ns
CA125 1,000 (0,794-1,000) CA125vs.ROMA  p=1,00 ns
ROMA 1,000 (0,794-1,0000 ROMA vs. HE4 p=0,19 ns

58-65 coouna n = 29, 00 kojux 27y [IOM, 2 y [IPM

[IOM HE4 0,889 (0,708-0,976) HE4 vs. CA125 p=034 ns
CA125 0,938 (0,774-0,994) CA125vs. ROMA  p=0,40 ns
ROMA 0,951 (0,792-0,997) ROMA vs. HE4 p=0,22 ns

> 66 coouna n = 22

[IoM HE4 0,908 (0,707-0,989) HE4 vs. CA125 p=0,37 ns
CA125 0,833 (0,615-0,956) CA125vs. ROMA  p=0,19 ns
ROMA 0,917 (0,718-0,991)  ROMA vs. HE4 p=0,86 ns

*p < 0,05; ns — HeCUTHU(UKAHTHO;
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I'paghuxon 38. ROC xpusa 3a mecmose CA125, HE4 u ROMA — epyna ucnumanuya y I[IPM 00 42 oo

49 200una
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Crapoct 50 — 57 ron. BPM vs. EOC (ITOM)
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I'paghuron 39. ROC xpusa 3a mecmose CA125, HE4 u ROMA — epyna ucnumanuya y I10M 00
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I'paghuron 40. ROC xpusa 3a mecmose CA125, HE4 u ROMA — epyna ucnumanuya y [1OM 00
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Crapoct > 65 ron. BPM vs. EOC (IIOM)
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I'paghuron 41. ROC xpusa 3a mecmose CA125, HE4 u ROMA — epyna ucnumanuye y IIOM

usHao 65 2oouna

Tabena 37. Jucmpubyyuja npema FIGO cmaoujymy

FIGO cramujymu N (%) Knacudukanuja
1B 1 (2,5%) I

1C 11 (27,5%) I

2B 5 (12,5%) I

34 5 (12,5%) i

3B 6 (15,0%) i

3C 8 (20,0%) "

4B 4 (10,0%) v

YKynHo 40 (100%0)

VY 0BOj cepuju MCIUTAHUIA, KAPLUMHOM jajHuKa kiacudukosan npema FIGO I cragujymy nma 12/40

(30%) ucruTanuia, 0 KOjUX 6 y IpeMEHOIay3H U 6 y TOCTMEHOIAY3H.
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VY rpynu ucnuranuina y npemenonaysu CA125 naje najpehu Opoj 1aykHO MO3UTUBHUX pe3yiaTaTa, 41,

JIOK HHMjeJlaH OJ1 MapKepa He J1aje JIaKHO HEeraTUBHE pe3yJiTare.

Jlok y rpynu ucniutanuna y nocrmenonay3u ROMA anropuram naje Hajsehn Opoj JakHO MO3UTUBHUX
pesynrata, 15 u Hujenan naxuno HeratuBHH pe3ynrar, CA125 naje Hajehu Opoj aKHO HETATUBHUX

pe3yiiTrara, 1Ba, Kao 1 12 1a)XHO MO3UTUBHHUX pe3yiarara.

Tabena 38. /[ujacnocmuuxa mabena 3a mecmose HE4, CA125 u ROMA ko0 ucnumanuya

kaacughuxosanux y I cmaoujymy no FIGO y oonocy na mencmpyannu cmamyc

Meysammt Tecr N ca puzuxkom MHII HNH JIII JIH

craryc

CBE UCIUTAHULIE HE4 28 11 116 17 1
CA125 63 10 80 53 2
ROMA 54 12 91 42 0

I1PM HE4 11 6 89 5 0
CA125 47 6 53 41 0
ROMA 33 6 67 27 0

[1OM HE4 17 5 27 12 1
CA125 16 4 27 12 2
ROMA 21 6 24 15 0

N ca pusukom (Opoj ucruTanuIa Koju umajy Bpearoctu 3a HE4 > 70 (pmol/L) (ITPM) u HE4 > 140 (pmol/L)
(TTIOM); Bpeanoct 3a CA125 > 35 (U/mL); Bpenroctr 32 ROMA > 7,4% (TTPM) u ROMA > 25,3% (ITOM));

WI1 — uctuncku no3utuBa; TH — uctuncku Heratusay; JIIT — naxkao no3utusau; JIH — 1akHO HEraTUBHU,

[Tpu aHanm3m OCHUTHUX TEIBUYHUX Maca HACYNMpPOT EMHUTEIHUM OBApHjaTHUM KapIIMHOMHMA KOjU
npunazaajy FIGO | cragujymy 3a ucnuranuie y npeMeHonay3u, CBU MapKepHy MOKa3yjy CEH3UTUBHOCT
100%, nok ko WcUTaHUIA Y TOCTMeHoMay3u HajBehy censutuBHOCT mMa ROMA anroputam, 100%,

HajMamky CEH3UTUBHOCT mokasyje mapkep CA125, 66,67%.

Hajsehy cienmpuanocT ko ncnuranuia y mpeMmeHomnaysu nokasyje HE4, 94,68%, a najmamy Mapkep
CA125, 56,38%. Kon nucnuranurie y moctMeHomnay3u ceH3uTHBHOCT je ucta 3a HE4 u CA125 u uznocu

69,23%, nok 3a ROMA anropuram usHocu 61,54% (Ta6ena 39).
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Tabena 39. Cenzumusnocm, cneyugpuunocm, I111B, HIIB u npeyuznocm 3a mecmose HE4, CA125 u
ROMA k00 ucnumanuya xnacuguxosanux y I cmaoujymy no FIGO y oonocy na

MEHCMPYaIHu cmamyc

MeHony3aJaHu
Tect cut-off S (%) Sp (%) PPV% NPV%  Acc (%)
CTaTyc

CBE UCIIMTAHULIE HE4 >70;140 91,67 87,22 39,29 99,15 87,59

CAl25 >35 83,33 60,15 15,87 97,56 62,07
ROMA  >74;253 100 68,42 22,22 100 71,03
I[TPM HE4 >70 100 94,68 54,55 100 95,00
CA125 >35 100 56,38 12,77 100 59,00
ROMA >74% 100 71,28 18,18 100 73,00
I[1OM HE4 > 140 83,33 69,23 29,41 96,43 71,11
CAl25 >35 66,67 69,23 25,00 93,10 68,89
ROMA  >253% 100 61,54 28,57 100 66,67

S — censutuBHOCT; SP — cnenuduaHoct; PPV — no3uTuBHA MpeNKTHBHA BPEIHOCT;

NPV — HeraTuBHa NMPEeIUKTUBHA BpEIHOCT; ACC — IIPENU3HOCT;

[pu aHanM3M WCNMTaHUIA y TIPEMEHONAay31 M IoCTMeHonay3u Hajeehy mospiuHy ucrnon ROC kpuBu
uma ROMA anropuram, AUC = 0,984; (95% CI1 0,947-0,987), nok HajMamy nospimHy umMa CA125, AUC
=0,899; (95% CI 0,839-0,943). [1pu Tectupamy pasiika u3mel)y kprBa CMTHU(QHUKAHTHA Pa3IkKa OCTOjH

usmel)y HE4 nacynpor CA125 (p = 0,034), kao u m3meh)y CA125 nacynpor ROMA (p = 0,035).

Kon ucnuranuna y npemenonaysu Hajsehy nospuuny ucnojs ROC kpuse nokasyje HE4 u ROMA
anroputram, AUC = 1,0; (95% CI 0,964-1,000), nox nmoBprmmuaa CA125 uma AUC = 0,977; (95%
C10,925-0,997).

Koz ncriuranmiia y mocrmeHonaysu Hajehy nopmriay uma ROMA anropuram, AUC = 0,910; (95% Cl
0,787-0,975), nok cy nospimHe mapkepa HE4 u CA125 jennake, AUC = 0,889; (95% CI 0,759-0,963).

Tectupane pasznuke uzmehy nospmune ROC kpuBa 3a AMjarHOCTUYKE TECTOBE KOJ| MCIHMTAHUIA Y

MpEMEHONAay3u 1 MOCTMEHOIAy3H HE MOKa3yj]y CUTHU(UKAHTHY Pa3iuKy Y BbBUXOBOj CITOCOOHOCTH Ja
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miudepeHnrpajy OCHUTHE MEIBUYHE Mace O eMUTENHjaHuX oBapujaiHux kapuuHoMa (Tabema 40,

I'paduxon 42, I'padukon 43, I'padukon 44).

Tabena 40. Tecmupane pasnuxe uzsmehy mecmosa HE4, CA125 u ROMA k00 ucnumanuya

kaacughuxosarnux y I cmaoujymy no FIGO y oonocy na mencmpyannu cmamyc

Venonaysamn Tect ROC — AUC (95% ClI) Tectupane pa3iauke

craryc

CB€ HUCIIUTAHULIE HE4 0,981 (0,943-0,996) HE4 vs. CA125 p =0,034*
CA125 0,899 (0,839-0,943) CA125vs.ROMA  p=0,035*
ROMA 0,984 (0,947-0,997) ROMA vs. HE4 p=0,035 ns

I[TPM HE4 1,000 (0,964-1,000) HE4vs. CA125 p=0,22 ns
CA125 0,977 (0,925-0,997) CA125vs.ROMA  p=0,22 ns
ROMA 1,000 (0,964-1,0000 ROMA vs. HE4 p=1,00 ns

[1IOM HE4 0,889 (0,759-0,963)  HE4vs. CA125 p=1,00 ns

CA125 0,889 (0,759-0,963)  CA125vs. ROMA p=0,27 ns

ROMA 0,910 (0,787-0,975) ROMA vs. HE4 p=041 ns

*p < 0,05; NS — HECUTHUPUKAHTHO;
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I'paghuron 42. ROC xpusa 3a mecmose HE4, CA125 u ROMA — FIGO cmadujym | koo ucnumanuya
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I'pagpuron 43. ROC rkpusa 3a mecmose HE4, CA125 u ROMA — FIGO cmaoujym I koo ucnumanuya
y ITIPM
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I'pagpuxon 44. ROC kpusa 3a mecmose HE4, CA125 u ROMA — FIGO cmaoujym I koo ucnumanuya
vy IIOM

VY 0BOj cepuju ucHHUTaHUIlA, KapuuHOM jajHuka y craaujymy I u Il mpema FIGO knacuduxauuju

nmal7/40 umm 42,5% ucnuTtanuia, oJ1 KOjux je 8 y mpemMeHonay3u u 9 y mocTMEHOIay3u.

VY rpymu xxeHa y npemenonay3un CA125 naje majehn Opoj makHO MO3UTUBHUX M JIAXKHO HETATHBHUX
pesynrata, 41 u 1. He peructpyjy ce Ja)kHO HEraTWBHM MPUJIIMKOM HCIHUTHBama TayHocTu HE4 u

ROMA anroputma.

VY rpynu ucnuranuna y noctmenonaysu, CA125 maje Tpu nakHO HeTaTHBHA Hajasa, JABa JIAXKHO
HeraTHBHA Hasla3a 100ujajy ce mpuiaukoM kopuimhema HE4, a aujenan ROMA unnexcom. C npyre
cTpaHe, Opoj naxHo mno3uTHBHUX pe3yinrara 3a HE4, CA125 u ROMA amroputma y
mudepeHpamby OSHUTHUX TyMOpa jajHMKa OJf KaplLMHOMAa Yy NPBOM MJIM JIPYrOM CTaaujymy

uszHocu 12, 12 u 15 (Tabena 41).
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Tabena 41. Jlujacnocmuuxa mabena 3a mecmose HE4, CA125 u ROMA ko0 ucnumanuya

knacuguxosanux y I u Il cmaoujymy no FIGO y oonocy na mencmpyannu cmamyc

Menonaysam Tecrt N ca pusuxkom MII HH JII JIH

craryc

CBE UCIUTAHULIE HE4 32 15 116 17 2
CA125 66 13 80 53 4
ROMA 59 17 91 42 0

I[1PM HE4 13 8 89 5 0
CA125 48 7 53 41 1
ROMA 35 8 67 27 0

[1OM HE4 19 7 27 12 2
CA125 18 6 27 12 3
ROMA 24 9 24 15 0

N ca pusrkom (Opoj ucniMTanuia Koje uMajy Bpeanoctu 3a HE4 > 70 (pmol/L) (ITPM) u HE4 > 140 (pmol/L)
(TIOM); Bpeanoct 3a CA125 > 35 (U/mL); Bpenroctu 38 ROMA > 7,4% (ITPM) u ROMA > 25,3% (ITOM));

NIT — uctuncku no3utuHY; MH — uctuncku neratuBuy; JIIT — naxxno no3utusay; JIH — 1akHO HEraTUBHY,

Hamm pesynratu npuka3syjy makcumanHy ceHsutTuBHocT HE4 1 ROMA anropurtma kox GonecHuna y
npemeHomnay3u kinacupukoBanux y I m Il crammjymy mpema FIGO, u ROMA anroputma xon
OonecHuna y noctmenonaysu y uctuM FIGO craamjymuma. MawmM npolieHaT TayHO MO3UTHBHHUX
pe3ynaTara, OJIHOCHO HUXa CEH3UTUBHOCT oA 87,5% y mpemeHonays3u u 66,67% y noctMeHonay3u

nobwuja ce 3a mapkep CA125.

C nmpyre crtpane, cnenuduaHOCT y mpeMeHomnay3u je Hajpumia 3a HE4 u usHOoCcH 94,68%, mok y
MMOCTMEHOMAY3H HajBUIIU MPOIIEHAT TAYHO HETAaTUBHUX PE3y/TaTa, OJJHOCHO HajBUIIY CIIEIU(DUIHOCT

umajy mapkepu CA125 u HE4 u ona uznocu 69,23% (Tabena 42).
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Tabena 42. Cenzumusnocm, cneyugpuunocm, I111B, HIIB u npeyuznocm 3a mecmose HE4, CA125 u
ROMA ko0 ucnumanuya xnacuguxosanux y I u Il cmaoujymy no npema FIGO-y y oonocy

HA MEHCMPYaIHU CIamyc

MeHonay3ajHu
Tect cut-off S (%) Sp (%) PPV% NPV%  Acc (%)
CTaTyc

CBE UCIIMTAHULIE HE4 >70;140 88,24 87,22 46,88 98,31 87,33

CAl25 >35 76,47 60,15 19,70 95,24 62,00
ROMA  >74;253 100 68,42 28,81 100 72,00
I[TPM HE4 >70 100 94,68 61,54 100 95,10
CA125 >35 87,50 56,38 14,58 98,15 58,82
ROMA >74% 100 71,28 22,86 100 73,53
I[1OM HE4 > 140 77,78 69,23 36,84 93,10 70,83
CAl25 >35 66,67 69,23 33,33 90,00 68,75
ROMA  >253% 100 61,54 37,50 100 68,75

S — censutuBHOCT; SP — cnenuduaHoct; PPV — no3uTuBHA MpeNKTHBHA BPEIHOCT;

NPV — HeraTuBHa NMPEeIUKTUBHA BpEIHOCT; ACC — IIPENU3HOCT;

VY rpynu ucnuraHuia y npemeHonaysu Hajsehy nospimHy ucnos ROC kpuse o6yxsara HE4 1 ROMA
airopurtam, AUC = 0,997 (95% CI 0,959-1,000). Tectupane pasnuke uzmel)y nospirrae ROC kpuse 3a

TPH JIMjarHOCTHYKA T€CTa KOJI HCTIMTAHUIIA Y TIPEMEHOTIaYy3H MT0Ka3y]y HECUTHU(DUKAHTHOCT.

VY rpynu uctutanuia y nocrmenomnaysu ROC mospimae nMajy Bpexnoct AUC = 0,883 (95% CI 0,758—
0,958) 3a HE4, AUC = 0,903 (95% CI 0,783-0,969) 3a ROMA anropuram u AUC = 0,889 (95% ClI
0,765-0,961) 3a CA125. Tectupame KpHBE HHUje MMOKa3al0 CUTHU(UKAHTHE pasiuvke usMmel)y Tpu
JMJarTHOCTHYKA TeCTa Yy HCIUTHUBAky MHXOBE CIIOCOOHOCTH Ja KIACH(PUKY]y HCIHUTAHUIE ¥
MIOCTMEHONAay3H ca OEHUTHUM TYMOPOM jajHHKa O/ OHUX Ca MaJUTHUM KapLIMHOMOM, KOje ce Ipema

FIGO craaujymy nanaze y [ u Il rpynu (Tabena 43, I'padukon 45, I'padukon 46, I'padukon 47).
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Tabena 43. Tecmupane paznuke usmelhy mecmosa HE4, CA125 u ROMA ko0 ucnumanuya

knacuguxosanux y I u Il cmaoujymy npema FIGO y o0nocy na mencmpyannu cmamyc

Menonaysaimin Tect ROC - AUC (95% CI) Tecrupane pa3iuke

craryc

CBE UCIIUTAHULIE HE4 0,973 (0,932-0,992) HE4 vs. CA125 p =0,015*
CA125 0,855 (0,788-0,907)  CA125vs.ROMA  p=0,015*
ROMA 0,977 (0,939-0,995) ROMA vs. HE4 p=0,27 ns

[TPM HE4 0,997 (0,959-1,000) CA125vs. HE4 p=0,22 ns
ROMA 0,997 (0,959-1,0000 CA125vs.ROMA  p=0,32 ns
CA125 0,876 (0,796-0,933) HE4vs. ROMA p=1,00 ns

[1OM HE4 0,883 (0,758-0,958)  CA125vs. HE4 p=0,84 ns
ROMA 0,903 (0,783-0,969) CA125vs. ROMA  p=0,43 ns
CA125 0,889 (0,765-0,961)  HE4vs. ROMA p=0,35 ns

*p < 0,05; NS — HeCUTHU(PUKAHTHO;
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I'paghuron 45. ROC xpusa 3a mecmose HE4, CA125, u ROMA — FIGO I u Il cmaoujym ucnumanuya
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I'pagpuxon 46. ROC kpusa 3a mecmose HE4, CA125, u ROMA — FIGO I u Il cmaoujym ucnumanuya
y ITIPM
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I'pagpuxon 47. ROC xkpusa 3a mecmose HE4, CA125, u ROMA — FIGO I u Il cmaoujym ucnumanuya
vy IIOM

Camo Tpu MCIIUTaHHULIE y TPEMEHONay31 UMajy KapLIMHOM jajHUKA y TpeheM cTaiujyMy, a HUjeIHa y
4eTBpTOM cTamujymy. O THUX TpHjy HCHUTAHUIA, KA0 JAKHO HEraTWBHE, OJHOCHO ITOTPEIIHO

knacuduxosane cy nse HE4 mapkepom, jenna ROMA anroputmom n CA125 mapkepom.

VY rpynu ucnuTaHuia y nocrMmeHomnay3u 20 MCIMTaHHMIIA MMa KaplUMHOM jajHUKa y Tpehem wmiun
YEeTBPTOM CTaJujyMy. Y 0BOj Ipymu, Hajsehu Opoj J1laXkHO HEraTUBHMX Haslasa, BUX IecT, naje HE4
Mapkep, TpH JakKHO HeraTHBHUX Hanaza naje CA125, a aujenan ROMA anroputam. ROMA anropuram

KJIacupUKyje CBE HCITUTAHUIIC KOje CYy UCTHHCKH Mo3uTHBHE, kX 20 (Tabena 44).
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Tabena 44. Jlujacnocmuuxa mabena 3a mecmose HE4, CA125 u ROMA ko0 ucnumanuya

knacuguxosanux y Il u IV cmaoujymy npema FIGO y oonocy na mencmpyannu cmamyc

Menonaysam Tecrt N ca pusuxkom MII HH JII JIH

craryc

CBE UCIUTAHULIE HE4 32 15 116 17 8
CA125 72 19 80 53 4
ROMA 64 22 91 42 1

I[1PM HE4 6 1 89 5 2
CA125 43 2 53 41 1
ROMA 29 2 67 27 1

[1OM HE4 26 14 27 12 6
CA125 29 17 27 12 3
ROMA 35 20 24 15 0

N ca pusrkom (Opoj ucniuTaHuIa Koje uMajy Bpeanoctu 3a HE4 > 70 (pmol/L) (ITPM) u HE4 > 140 (pmol/L)
(TIOM); Bpeanoct 3a CA125 > 35 (U/mL); Bpenroctu 32 ROMA > 7,4% (TTPM) u ROMA > 25,3% (ITOM));

NIT — uctuncku no3utuHY; MH — uctuncku neratuBuy; JIIT — naxxno no3utusay; JIH — 1akHO HEraTUBHY,

[IpopauyHnare BpeIHOCTH CEH3UTUBHOCTH, CHELU(PUYHOCTH, NMPEAUKTUBHE, KA0 U OIILITA Ta4HOCT

HE4, ROMA u CAl125 y nerekumju KapIuHOMa jajHMKa y TpeheM W 4eTBpTOM CTagujymy y

MMPEMCHOIIaY3H1 OJHOCE CC CaMO Ha TpHU UCIIUTAHULIC Ca OBUM ):[I/IjaFHOSOM.

VY noctmenonay3u Mapkep HE4 y 70% cnyuajeBa naje MCTMHCKM MoO3UTHBHE pe3ynrate, ROMA

anroputam kiacupukyje 20 ucrnuTaHuIla ca KapIIMHOMOM jajHUKa y TpeheM Ui 4eTBPTOM CTaJujyMy

Kao MCTUHCKHU mo3uTuBHE, 10k CA125 y 85% ox ciydajeBa jaje ICTHHCKH TO3UTHBHE PE3yiTare.

HpOL[CHTI/I anKa3yjy CCH3UTUBHOCT MAapKCpa y HUCIUTUBAKLY HBHUXOBC ,Z[I/IjaI‘HOCTI/I‘{Ke TAYHOCTH Y

OTKpHUBamwYy KapuuHoma jajauka y Il u IV cragujymy npema FIGO.

CrieunuyHOCT, OJJHOCHO MPOLIEHAT OTKPUBEHUX MCTUHCKU HETaTMBHUX Hajla3a je MCTa 3a MapKepe

CA125 u HE4 u uzHocu 69,23%, a Huxka je kog ROMA anroputma u u3Hocu 61,54% (Tabena 45).
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Tabena 45. Cenzumusnocm, cneyugpuunocm, I111B, HIIB u npeyuznocm 3a mecmose HE4, CA125 u

ROMA k00 ucnumanuya xnacuguxosanux y Il u IV cmaoujymy npema FIGO y oonocy

HA MEHCMPYaIHU CIamyc

Menomaysams Tect cut-off S (%) Sp (%) PPV% NPV%  Acc (%)

craryc

CBE€ HCIUTAHUIIE HE4 >70;140 65,22 87,22 46,88 93,55 83,97
CA125 >35 82,61 60,15 26,39 95,24 63,46
ROMA  >74,253 95,65 68,42 34,38 98,91 72,44

[TPM HE4 >70 33,33 94,68 16,67 97,80 92,78
CA125 >35 66,67 56,38 4,65 98,15 56,70
ROMA  >7,4% 66,67 71,28 6,90 98,53 71,13

[1OM HE4 > 140 70,00 69,23 53,85 81,82 69,49
CA125 >35 85,00 69,23 58,62 90,00 74,58
ROMA >253% 100 61,54 57,14 100 74,58

S — censutuBHOCT; SP — cnenuduaHoct; PPV — no3uTuBHA MpeNKTHBHA BPEIHOCT;

NPV — HeraTuBHa NMPEeIUKTUBHA BpEIHOCT; ACC — IIPENU3HOCT;

ROC ananuza noka3syje na je ROMA anroputam Bpiio 106ap AMjarHOCTUYKH TECT y KJIACU(PHKOBabY

KaplMHOMa jajHUKa y TpeheM WM 4YeTBpTOM CTaJujyMy, HAcCympoT OEHUTHHM IpOMEHaMa Yy

noctmeronay3un AUC = 0,973 (95% CI 0,893-0,998). Hajmamy criocoOHOCT Kiacudukamuje uma
HE4, AUC =0,890 (95% CI 0,781-0,956) u oBa je pa3nuka CHrHu(uKaHTHO Mamba y ogHocy Ha ROMA
anropurtam (p = 0,03) (Tabena 46, I'paduxon 48, I'padukon 49, I'padukon 50).
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Tabena 46. Tecmupane paznuke usmely mecmosa HE4, CA125 u ROMA ko0 ucnumanuya

knacuguxosarnum y Il u IV cmaoujymy no FIGO-y y oonocy na mencmpyannu cmamyc

Menonaysaimin Tect ROC - AUC (95% CI) Tecrupane pa3iuke

craryc

CBE UCIIUTAHULIE HE4 0,922 (0,868-0,959) HE4 vs. CA125 p=0,49 ns
CA125 0,896 (0,838-0,939) CA125vs.ROMA p=0,21 ns
ROMA 0,942 (0,893-0,973) ROMA vs. HE4 p=0,10 ns

[TPM HE4 0,684 (0,582-0,775)  HE4vs. CA125 p=0,98 ns
CA125 0,688 (0,586-0,778) CA125vs. ROMA  p=0,96 ns
ROMA 0,681 (0,578-0,772) ROMA vs. HE4 p=0,62 ns

[1OM HE4 0,890 (0,781-0,956)  HE4vs. CA125 p=0,19 ns
CA125 0,949 (0,858-0,989) CA125vs.ROMA p=0,21 ns
ROMA 0,973 (0,893-0,998) ROMA vs. HE4 p =0,03*

*p < 0,05; NS — HeCUTHU(PUKAHTHO;
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I'pagpuxon 50. ROC xkpusa 3a mecmose HE4, CA125 u ROMA — FIGO Il u IV cmaoujym ko0
ucnumanuya y IIOM

[TaTOXMCTONMOWIKM Hana3 JAWjarHOCTMKOBAO je 7 CEepO3HMX KaplHMHOMa y TpyNH HCIHMTaHUIA Yy
npeMeHonaysu. Y oBoj rpynu, npumehyje ce na je Opoj JaKHO MO3UTUBHUX pe3yiTaTa KoJ
ucnuTrBaHUX TagyHocTH Mapkepa CA125 Bucok, Tj. kon 41 ucnuraHume ca OEHUTHOM MPOMEHOM
jajuuka cepymcke Bpeanocti CA125 cy Bume ox 35 U/mL. IToctoju camo jenaH JaxHO HEraTHBHU

Hauaz 3a mapkepe HE4 u CA125 u Hujenan 3a ROMA anropuram.

VY rpymu ucniutanuna y mocrmenonaysu HE4 naje 12 JIIT u 4 JIH pesynrata, ROMA naje 15 JIIT u
nujenan JIH pesynrar, CA125 naje 12 JIIT u 2 JIH Hanasza.

Bamugnoct mapkepa HE4, CA125 u ROMA anroputma y A1jarHOCTUKOBaKkY MYIIMHO3HUX KapLHHOMA
JajHUKa aHAJTM3UPATIM CMO CaMO KOJ1 ICITUTAHUIIA Y TOCTMEHOIIAY3H, 3aTO IITO CAMO je/IHa UCTIUTaHHUIIa

Yy NIpEMCHOIIAY31 UMa TaKaB TUIT KaplIMHOMaA.

bpoj naxxHO MO3WTUBHUX pe3yiTara y OBOj aHaim3W W3HOcH 12 3a mapkep HE4, 15 3a ROMA
anroputam u 12 3a CAl125. Bbpoj naxkHO HeraTMBHUX pe3yaTara, Tj. Opoj HCHHUTaHUIA Y
MOCTMEHOMNAaYy31 ca MYIIMHO3HUM KapIMHOMOM U ca BpeaHoctuma mapkepa HE4 u CA125 xao u
anroputMa ROMA HmxuM o rpaHuvHWX, u3HocH nBa 3a HE4, tpu 3a CA125 u HujenmaH maxHO

HeratuBad Haa3 38 ROMA anropuram (Ta6ena 47).
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Tabena 41. Jlujacnocmuuxa mabena 3a mecmose HE4, CA125 u ROMA ko0 ucnumanuya

K1ACUUKo8aHux npema namoxucmoloUKoM Hand3y y 0OHOCY HA MEHCMPYAIHU CIAmyc

MeHonay3aJHu
Tecrt N ca pusuxkom MII HH JII JIH
cTaTyc

benuene nensuune mace \s. Cepo3He Kapyunome

I1PM HE4 11 6 89 5 1
CA125 47 6 53 41 1
ROMA 34 7 67 27 0
[1OM HE4 25 13 27 12 4
CA125 27 15 27 12 2
ROMA 32 17 24 15 0

OenuzHe nensuyne mace Vvs. MYYUHO3HU KAPYUUHOMU

[1OM HE4 16 4 27 12 2
CA125 15 3 27 12 3
ROMA 21 6 24 15 0

N ca pusrkom (6poj ucniMTaHmIa KOju UMajy Bpeanoctu 3a HE4 > 70 (pmol/L) (ITPM) u HE4 > 140 (pmol/L)
(TIOM); Bpeanoct 3a CA125 > 35 (U/mL); Bpenroctu 38 ROMA > 7,4% (ITPM) u ROMA > 25,3% (ITOM));

NI — uctuncku no3utvuBHM; TH — uctuncku neratusuy; JIIT — naxxno no3utushy; JIH — n1akHO HEraTUBHU;

CensutuBHocT Mapkepa HE4 u CAl25 y oTkpuBamy CEpO3HUX KapIHMHOMAa KOJ HCIUTAHHUIA Y
npeMeHoImnays# je o1 86%, nok HE4 uma 3uarHO Behy crienmpuanaocT y ogHocy Ha Mapkep CA125 u o
94,68% nacympot 56,38%. Kox ncnuranuna y mocrmenomnaysu creruduanoct HE4 u CA125 kpehe ce

y rpanunama o 76,47% u 88,24%, y3 HUCKYy cieniuuHOCT y rpaHuiiama oa 69%.

CensutuBHoct HE4 u CAl125 y oTkpuBamy MYIMHO3HHX KapIMHOMAa jajHUKa j€ HHUCKa Y
MOCTMEHONay3u M u3HocHu: 66,7% u 50%, MOK BHCOKY CEH3UTHUBHOCT Y OTKpHUBaWmy CEpPO3HUX
KapuuHOMa y mnpemeHomnay3su uma ROMA amropuram, u to 100%. CnenmpuvHOCT TecTtoBa y
JeTEeKIIMjU MYLIMHO3HUX KaplIMHOMA je peJlaTUBHO HUCKa U u3HOocHU 69,23% 3a mapkepe HE4 u CA125
u 61,54% 3a ROMA anropuram. ROMA anroputam ce KapakTepHile MaKCUMaIHOM CEH3UTUBHOILINY

y JETEKIHju MYIIMHO3HUX W YJ€HO CEPO3HUX KapIMHOMa jajHHUKa, a pa3jvKa je y TOME INTO Yy
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JETeKIjU CEepO3HMX KapuuHoma mMa Behy cnemuduvHocT y mpemenonaysu, 71,28%, Hero xon

noctmeHonayse, 61,54% ucnuranuna (Tabena 48).

Tabena 48. Censumusnocm, cneyugpuunocm, I111B, HIIB u npeyusnocm 3a mecmoge HE4, CA125 u
ROMA ko0 ucnumarnuya Kiacugpuko8aHux npema namoxucmoiouKoM Hanasy u

MEHCMPYATHOM CIMAmMycy

Menonay3aanuun  Tect cut-off S (%) Sp (%) PPV% NPV%  Acc (%)

cTaTyc

benuene nensuune mace Vs, CeEPO3HEe KapyuHome

[1PM HE4 >70 85,71 94,68 54,55 98,89 94,06
CAl25 >35 85,71 56,38 12,77 98,15 58,42
ROMA >7,4% 100 71,28 20,59 100 73,27
I[1OM HE4 > 140 76,47 69,23 52,00 87,10 71,43
CAl25 >35 88,24 69,23 55,56 93,10 75,00
ROMA  >253% 100 61,54 53,13 100 73,21

benuene nensuune mace \VS. MYUUHO3HU KAPYUHOMU

[IOM HE4 > 140 66,67 69,23 25,00 93,10 68,89
CAl125 >35 50,00 69,23 20,00 90,00 66,67
ROMA  >253% 100 61,54 28,57 100 66,67

S — ceH3UTHBHOCT; SP — crieruduanHoct; PPV — mo3uTHBHA MpeIMKTHBHA BPETHOCT;

NPV — HeraTuBHa IpeIUKTUBHA BPETHOCT; ACC — IPEIIU3HOCT;

AUC Bpennoctu koj 6onecHnna y npemenomnaysu usnoce 0,974 (95% CI 0,921-0,995) 3a HE4; 0,974
(95% C1 0, 921-0, 995) 3a ROMA anropuram u 0,816 (95% CI 0,727-0,886) 3a CA125. OBu pe3ynratu
nctnay HE4 u ROMA anropuraM Kao TeCTOBE KOjH UMajy Haj00Jby CIIOCOOHOCT J1a pa3aBOje CEpPO3HE
KapIIMHOME jajHHKa 0]l OCHUTHUX MEIBHYHUX Maca y NMPEeMEHONay3adHOM IEpUOaY, OJHOCHO KOJ
’KEHa ca OBaKBHM THIIOM KapIIMHOMa [T0CTOjU BepoBaTHOha ox1 97,4% na umajy Bpennoctu HE4 Burre

ox 70 pmol/L u Bpearnoct ROMA anropurma Buiie o1 7,4%.

Kon ncrinranuna y mocrmenonaysu Bpennocta AUC 3a HE4, ROMA anropuram u CA125 cy 0,897
(95% CI 0,787-0,962), 0,968 (95% CI 0,883-0,997) u 0,961 (95% CI 0,872-0,994). V oxBupuma
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oBe rpyne, HE4 ce moka3zao kao penaTUBHO CIabWju IHUjarHOCTUYKHU TecT y omHocy Ha CAl25 u

ROMA anroputam.

[Ipema BpenHoctuma uctof nospumHe ROC kpuBe, MOKeMO 3aKJby4WTH Ja IMOCTOjU BepoBaTHOha o
87,6% >xeHa y MOCTMEHOIAy3d Cca MYLMHO3HMM KapIMHOMOM, y mopehemy ca oHuMa ca OSHUTHOM
POMEHOM jajHHKa, J1a UMajy cepyMcKy KoHteHTtpanujy HE4 suriry ox 140 pmol/L, Bepoataohy o 91%
na rporienat ROMA anroputma O6yae uznan 25,3% u BepoBatHohy o1 82,9% 1a uma cepyMcKe BpeTHOCTH

mapkepa CA125 usnan 35 U/mL (Tabena 49, I'padukon 51, I'paduxon 52, I'padukon 53).

ROC ananm3za 3a cepo3He KaplIMHOME jajHUKa, HACYTIPOT OCHUTHUM IMPOMEHaMa, TaKol)e Huje ImoKasasa
curHuukanTHe pasnuke usmehy BpenHoctu nopmmue ucnon kpuse HE4, ROMA u CA125 3a

MMpEMCHOIIay3aJIHH1, a Yje,ﬂHO " 3a IMTOCTMCHOIIAY3aJIHU IICPUO.

Tabena 49. Tecmupane pasnuxe uzsmehy mecmosa HE4, CA125 u ROMA ko0 ucnumanuya

KAACUDUKOBAHUX NpemMa NAMOXUCMOJIOUKOM HANA3Y ) OOHOCY HA MEHCMPYAIHU CINAmYyc

Menonay3aJHu
Tect ROC - AUC (95% CI) Tecrupane pa3inke
craryc

benuene nensuune mace VS, CEePO3HU KapyuHomu

TIPM HE4 0,974 (0,921-0,995)  HE4 vs. CA125 p=017 ns
CA125 0,816 (0,727-0,886) CA125vs.ROMA  p=0117  ns

ROMA 0,974 (0,921-0,995) ROMA vs. HE4 p=1,00 ns

IOM HE4 0,897 (0,787-0,962)  HE4 vs. CA125 p=011 ns
CA125 0,961 (0,872-0,994) CA125vs.ROMA p=029  ns

ROMA 0,968 (0,883-0,997) ROMA vs. HE4 p=0,06 ns

OeHueHe nensuyHe mace Vvs. MYUYUHO3HU KAPYUHOMU

TIOM HE4 0,876 (0,744-0,955)  HE4 vs. CA125 p=052 ns
CA125 0,829 (0,687-0,925) CA125vs.ROMA  p=019  ns

ROMA 0,910 (0,787-0,975) ROMA vs. HE4 p=0,26 ns

*p < 0,05; ns — HecUTrHUPHUKAHTHO;
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I'paghuron 51. ROC xpusa 3a mecmose HE4, CA125 u ROMA 6enucnux neasuunux maca \Vs.

cepo3num Kapyunomuma 3a ucnumanuye y I[IPM
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I'pagpuxon 52. ROC rkpusa 3a mecmose HE4, CA125 u ROMA, b6enucne nensuune mace vs. cepo3Hum

Kapyurnomuma 3a ucnumanuye y 11OM
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BPM vs. EOC myuuno3uu (ITOM)

100f—
sof- )
. L
S 60
- |
m
: =3
=
~
= i
O 408
U =3
20
i — HE4
——- CAI25
5 1P S S S P, ROMA (%)
| ] ST T N -
0 20 40 60 80 100

100-Crientmpuunoct

I'pagpuxon 53. ROC rkpusa 3a mecmose HE4, CA125 u ROMA, b6enucne nensuune mace \VsS.

MYYUHOSHUM KapyuHomuma 3a ucnumarnuye y [IOM

VY tabemu 50 mpukazaHa je BaTMAHOCT YATPa3BYUYHUX KapaKTEPUCTHKA Y MPEIUKINjH MATUTHUTETA KO
TyMoOpa jajHUKA. Y OIHOCY Ha YJITpa3BydHe KapakTepUCTHKe, peaMeT aHammse owtu cy RMI o Jacobs-y,

moposomku uuaekc (M), norep ca uaaekcom mysicamuje (Pl) u unaexcom pesucrennuje (RI).

bpoj nakHO MO3UTHBHUX pe3yiTaTa y oBoj aHanusu je 34 3a RMI, 54 3a MI, 62 3a Pl u 12 3a RI.
bpoj na)kHO HeraTUBHUX pe3ynTara je npuwinyHo Hu3ak 3a RMI u usnocu 3, 3a MI 6, nok 3a Pl u

Rl uznocu 14 u 19.
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Tab6ena 50. /[ujacnocmuuxa mabena 3a mecmose RMI, M, Pl u RI

Tecr N ca pusukom MII HNH JIII JIH

OenucHe nensuyne mace VS, enumeste oeapujaﬂﬂe Kapyurnome

RMI 58 37 112 21 3
RMI* 71 37 99 34 3
Ml 88 34 79 54 6
Pl 88 26 68 62 14
RI 33 21 118 12 19

N ca puznkoM (0poj ucnuTaHUIla Koju nMajy Bpearoct 3a RMI > 200; Bpegroct 3a RMI* > 136,9;
BpeaHoct 3a MI > 5; Bpennoct 3a Pl < 1; Bpearoct 3a Rl < 0,4); W1 — HCTHHCKY TO3UTHBHU;
WH — uctuncku veratusay; JII1 — naxkHo mo3utueay; JIH — nmaxHo HeratuBHU; M/ — MOP(OIOIIKYH HHICKC;

Pl — unanekc myncamuje; Rl — nanexc pesucreHmyje;

RMI Behu o1 200 yka3yje Ha MaurHy O0JIECT jajHUKA U peructpoBaH je kox 58 (33,53%) ucnuranuiia

on ykynHo 173.

RMI Behu ox 136,9 peructpoBan je xon 71 (40,04%) ucnuranune on ykymHo 173. JenuHcTBeHa
rpannyHa BpegaHocT (cut-off) 3a RMI mo Jacobsu onpehena je 3a neny rpyny ucnuranuna (173) u

nepunucana je ROC — AUC kpuBoM 3a 75% criermupuaHOCTH.

OBaj mapamerap, y nopehemy ca ocTamuM TeCTOBHMA, UMa HAjBUIILY CEH3UTHUBHOCT, 92,5%, mTo
nokasyje Ja oH aaje Behu Opoj TauHO MO3UTUBHUX Haaza, 37. Cnermduunoct je 84,21 3a cut-off > 200
u 74,44% 3a cut-off > 136,9, mrto ykasyje Ha 21 u 34 nakHO MO3WTHBHA Hajlasa, 0K je Opoj JTaKHO

HEeraTHBHUX Haja3a kox Tpu ucrnutanuile (Tadena 51).

Mopdonomku unaexc (MI) Behu o 5 ykasyje Ha MaTUrHy OOJIECT jajHUKA U PETUCTPOBaAH je Koa 88

(50,87%) ucniuranuua ox ykymnso 173.
Osgaj mapaMeTap uMa CeH3UTHBHOCT 85% u crieruduanoct o1 59,4% (Tabena 51).

Wunexc myncarmje (Pl) mamu ox 1, mTo o3HavaBa MO3UTHBHH PE3YJTAT, PETHCTPOBaH je Koa 88

(51,76%) ucnuranuua ox 170 ncnuranua ca ylITpazByyHUM Hala30M TyMOpa jajHUKA.

Cen3uTHBHOCT OBOr' mapamerpa je 65%, naje 14 naxxHO HeraTMBHUX pesynraTta, uma 52,31%
cnenuUIHOCTH, OJJTHOCHO HU3aK MPOIIEHAT TAYHO HEraTMBHUX Halsla3a, 300T 4era /aje BeTUKH Opoj

JIAXKHO MMO3UTHBHUX Haiaza, dak 62.
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Wunekc pesucrentaoctd (RI) Hmwku ox 0,4, Koju ce cMaTpa aOHOPMAaJTHUM TECTOM, IETEKTOBAH j€ KOJI

33 (19,4%) ox 170 ucriuTaHuIa ca yATPa3BydHO BEpH(PHUKOBAHUM TYMOPOM jajHHKA.

OBaj mapamerap KOjH y J1jarHOCTUKOBAabY MAIMTHUX TyMOpa jajHUKA UMa CEH3UTUBHOCT 011 52,5%
u MakcuManHy crenuduunoct ox 90,77% npaje 19 naxkHO HEraTHMBHHX pe3ynaTara ¥ 12 jaxHO

IMO3UTUBHUX PEC3YyJITaTa.

Tabena 51. Cenzumusnocm, cneyughuunocm, IIIB, HIIB u npeyusnocm 3a mecmose RMI, MI, PI u RI.

Tect cut-off S (%) Sp (%) PPV% NPV %  Acc (%)

benucne nensuuHe mace vs. enumentum oeapujaﬂHuM KapyuHomuma

RMI > 200 92,50 84,21 63,79 97,39 86,13
RMI >136,9 92,50 74,44 52,11 97,06 78,61
Ml >5,0 85,00 59,40 38,64 92,94 65,32
Pl <10 65,00 52,31 29,55 82,93 55,29
RI <04 52,50 90,77 63,64 86,13 81,76

S — cerm3uTUBHOCT; SP — crieruduaHoct; PPV — mo3uTHBHA MpeIMKTUBHA BPETHOCT;
NPV — HeraTuBHa MPEIUKTUBHA BPpEAHOCT; ACC — mpeuu3HocT; M1 — MOp(hOJIOIIKY HHACKC;

Pl — unnekc myncamyje; Rl — unnekc pesucrenuyje;

ROC ananusa ynTpa3By4HHX Hanaza uHAekca mokasyje Bpeanoctu AUC 010,934 (95% CIl 0,886—
0,966) 3a RMI; 0,836 (0,772-0,889) 3a mopdosomiku uuaexc; 0,717 (95% CI 0,643-0,889 3a unygekca
nyicanuje u 0,746 (95% CI 0,673-0,809) 3a unaekc pesuctennuje. CTaTUCTHUKKA HECUTHH(PUKAHTHO
pasnukyjy ce noppurrae ucnog ROC kpuse uzmely Rl vs. Pl (p = 0,66), Rl vs. MI (p = 0,18), Pl vs. Ml
(p =0,09), nox ce curHupukantTHO pasiukyjy nospiiuHe ucrnoa ROC kpuse mzmehy Pl vs. RMI

(p = 0,002), Rl vs. RMI (p = 0,002) u M1 vs. RMI (p = 0,017).

Hamm pesynraru notephyjy aa je RMI 3nauajHo 6061 TecT 3a nudepeHnyjarmjy MaTurHiux o1 OeHUTHUX
TyMOpa jajHUKa, y iopehemy ca noruiep uHaekcuma. thera kapakrepuie 1o6pa JujarHOCTUYKa TAYHOCT
y NpeAuKIMjU MaJIUTHUTEeTa jajHuka. MHaekc pesucteHTHOCTH HMKU of 0,4 mokasyje BepoBaTHOhY 3a
MaJIMTHUTET €X0ToMOorpadcke BepupUKOBaHE TYMOPCKE poMeHe o1 74,6%, MHIIEKC IMyJIcaIiije HUKH 01
jenan maje BepoBatHohy on 71,7%, mopdonomku naaekc Behu ox 5 maje BepoBarHOhy 3a oBapujaHU

kaprmHoM ox 83,6% (Tabena 52, I'padukon 54).
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Tabena 52. Tecmupane paznuxe usmehy mecmosa RMI, M1, Pl u RI.

Tect ROC - AUC (95% CI) Tecrupane pa3inke

benuene nensuune mace NS, enumentum oeapujaﬂHuM KapyuHomuma

RMI 0,934 (0,886-0,966)  RMI vs. Ml p=0,017*
RMI vs. PI p = 0,002*
Ml 0,836 (0,772-0,889) Ml vs. PI p=0,09 ns
Ml vs. RI p =0,09 ns
PI 0,717 (0,643-0,889) Plvs. RI p=0,66 ns
RI 0,746 (0,673-0,809)  RIvs. RMI p = 0,002*

*p < 0,05; ns — nvecuraudukantao, MI — mopdononrku nanekc; Pl — uagekc myncanyje;

Rl — uapexc pesuctennyje;

BPMvs. EOC

CeH3UTUBHOCT

— RMI (Jacobs)
—— M

----- Doppler PI
—-— Doppler RI

0 20 40 60 80 100
100-Cneundpudnoct

I'paghuxon 54. ROC xpusa 3a mecmose RMI, MI, Pl u RI
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5.8 ®akTopu Koje yTHUY HA HUBO Mapkepa HE4

3a WCIUTaHUIE ca TYMOPOM jajHMKa moTBpheHum ynrpa3BykoMm (181) m3BpiieHa je BHUIIECTETICHA
JIMHeapHa perpecroHa aHajau3a Ja Ou ce mpenBuaeo HUBO Mmapkepa HE4, 3acHoBan Ha cienehum
(dakTopuMa: cTapocT, MEHCTPYAIHH CTAaTyC, MHJICKC TeJIECHE Mace, IMyIIavyKu CTaTyc, Opoj mopohaja,
Opoj abopTyca, KOMOPOHIUTET, JIOKYJIAPHOCT M XOMOI'CHOCT/XETepOoreHoCT. YTBpheHO je nma je
perpecuona ananusa curandukantaa (F (9, 167) = 6,57, p < 0,001) u R? = 0,261. Bapujauuje Huoa
mapkepa HE4 on 26,1% o0jammena je TMHEApHOM perpecujoM, AOK IpuiaroheHu xoeuiivjeHar
nerepMuHanyje uznocu 22,2%. Y tabenu 53 Moxke a ce BUIU J1a O CBUX HE3aBUCHHUX Bapujadi,
camo cy crapoct (p = 0,045) u xomorenoct/xereporeroct (P = 0,020) curanpuKaHTHH PETUKTOPU
nuBoa HE4. U3 ananuse cy MCKJbydeHHU CllydajeBH KOjJU MMajy HajMame JIB€ BpeAHOCTH Behe on
rpaHuYHe BpeAHOCTH yTBpheHe mo crnenehum dakropuma: mahalanobis distance, cook’s distance u

leverage. Huso mapkepa HE4 moxe npubinxHo 1a ce npeasuau cieaehom hopmyaom:

jy=e (3,291+40,23%x(age)+0,46x(homogeneous/heterogeneous))

Age cy ronune, a (homogeneous/heterogeneous) xoMoreHOCT/XeTeporeHoCT je Koaupana Ha cieachu

naunn (homogeneous = 0, heterogeneous = 1).
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Tabena 53. 36upnu pezyrimamu suwecmeneHne TUHEaApHe pecpecuone aHaluse

IIpomen/buBe B SEs p p 95% CI

intercept 3,291 0,917 0,001 1,481-5,101
CTapocT 0,023 0,011 0,275 0,045 0,001-0,046
MEHCTpYaJIHU CTaTyC 0,557 0,302 0,215 0,067 ns —-0,039-1,152
HHJIEKC TEJIeCHE Mace -0,023 0,040 -0,045 0572 ns -0,102-0,056
MyIIAYKH CTATYC -0,152 0,186 -0,056 0,416 ns -0,519-0,215
Opoj mopohaja 0,107 0,092 0,93 0,249 ns —-0,076-0,290
Opoj abopryca -0,089 0,07/8 —-0,083 0,251 ns -0,243-0,064
KOMOPOHUIUTET -0,272 0,220 -0,098 0,218 ns -0,706-0,163
JIOKYJapHOCT 0,114 0,178 0,045 0,523 ns —-0,237-0,464
XOMOTEHOCT/XETepOreHOCT 0,460 0,196 0,163 0,020 0,073-0,848

*p < 0,05; ns — HecuraupukanTHO,; B — HECTAaHAApAHU perpecnoHn KOeUIlHjeHaT,

SEg — cranmapana rpemika perpecuoHor koeduiyjenTa; f — cTaHnapIn30BaHu Koe(hUInjeHTa;

5.9 Auaropuram npeauxKuuje 0BapujaJHOT MAJIUTHUTETA

VY Toky McTpakuBama HU3BEACHA je OMHOMHA JIOTHUCTUYKA perpecuja Ja Ou ce YTBpAWIN edeKTu
mapkepa HE4 u CA125, unnexc pesucrenuuje (RI), nnaexc nyncanuje (Pl), MeHcTpyanan craTyc u
CTapoCT y KJacH(pUKaAIMjU MAJTUTHOCTH TyMOpa jajHUKA. JIMHEapHOCT KOHTHHYHpPAHUX Bapujadbiau y
oxHocy Ha logit 3aBucHuUX Bapujadim mporemena je mpexo Box-Tidwell (1962) nponenypa. Ha ocHoBy
OBe MporieHe, YTBpHEeHo je Ja Cy cBe KOHTHHYHpaHe He3aBUCHE BapHujabJie nHeapHO y Be3u ca logit
3aBUCHUM Bapujabiama. V3 aHanm3e cy UCKJbydeHa TPH Cllydaja, jefiaH oJ BuXx je mMao studentized
residual Bpennoctu ox 10,158 cranmapane nesujanuje, u aBa ciydaja kon kojux je dfbeta 6uo Behu
on1 jeman. JIOTMCTHYKY PerpecHoHH MOJeN je OMO0 CTaTHCTHYKH 3HadajaH, x> (3) = 110,182, p < 0,001.
OBaj mozen je oGjacamo 89,0% (Nagelkerke R?) BapmjaHcH MaNWTHHTETa jajHMKAa M HCIPaBHO
kIacupukoBao 96,9% cnydajeBa 3acHOBaHUX Ha CUt-Off BpennocTima on 0,3. 'paHryHa BpeqHOCT je
neduHrcaHa Ha ocHOBY Youden Indexa = 0,877, u naje censutuBHOCT 011 90,% ¥ cienUIHOCTH 011

97,7%. On mect nMo4eTHUX Bapujadiin, camo JBe Cy OHJie CTaTHCTUYKH curHu(duKkanTHe: Mmapkep HE4
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n unaekc pesuctennyje (RI), mox mapkep CA125, nako HHje OMO CTAaTHCTUYKH CHUTHU(HUKAHTaH, 300T
IETOBOI 3Hauaja y IMpeaBuljerby MalUTHUTETa, HUje OMO MCKJbydeH u3 majbe aHaiamse (Tabema 54).
Hajeehu monpunoc y npensuhewsy mManuraurera uma mapkep HE4, u to 12,61 myra Buie mancu na

Oorect Oyie MATUTHA YKOJIMKO j€ TIOBUIIICH HETOB HUBO.

Hcro Tako je u3BpieHa u BepuduKkaimja AJropuT™Ma NpeIdKIfje OBapujaTHOT MAIMTHUTETA. 3a Taj
Wb, y30pak on 170 ucnuranuna, ox kojux 130 ca 6eHurnoM Oosiecty jajuuka v 40 ca MaJUTHOM,
NoJIeJbeH je y JBa nena, y mpomopumju 75% VS. 25%. Kako je Beh HamomeHyTO, TayHOCT
Kiacudukanyje TpeHUHT IpuMepka u3Hocu 96,9%, a npu Banuganuju, 1oo6ujeHa je mano Beha Taunoct
kinacudukanrje U oHa uzHocu 97,5%. To ykasyje na nmpumepak Banujanuje uMa Behy TayHOCT y

KJ'IaCI/I(I)I/IKaL[I/ij MAJIMTHUTETA HCT'O TPCHUHI IIPUMCPAK.

®opmysia AIropuT™Ma IPEAUKIKjE OBAPHjATHOT MATUTHUTETA:
APOM = —11,442 + 2,534 X InHE4 + 0,632 X In CA125 — 10,538 X (Doppler RI) ;
PPypon = e4POM /(1 + e4POM) ;
PP.4rom < 0,3 nHucku puzux 3a manuenumem;
PP.pom > 0,3 sucoku pusux 3a manruenumen.

Tabena 54. 36upnu pezyimamu guuecmenene 102UCMUYKe pecpecuone anaiuse

IpomensbuBe B SEs  Wald df p nponopuuje 95% CI
intercept -11,442 3,765 9,238 1 0,002 12,606 2,210-71,912
InHE4 2,534 0,888 8,137 1 0,004 1,882 0,904-3,917
InCA125 0,632 0374 2855 1 0,091 ns 2,7E-5 2,2E-8-0,031
RI -10,538 6,511 8516 1 0,004 1,1E-5

*p < 0,05; ns — necurauukanTHO; B — HEcTaHMapAHM perpecnonr KoeuIjeHar;

SEg — cranmapana rpemika perpecronor koedunujenra; df — cremenu cnobose;

5.9.1 BaauaHocT AJIropuTMA NpeIUKIHje 0BAPHjATHOT MAJUTHUTETA

Kopuctehu cut-off o 0,3, 6a3upane Ha ontumaaaom Youden Indexu anamusupanu cmo iephopmance
aJliropuTama y JujarHOCTUKOBamby MalurHe OojiecTH jajHuka. [Ipu aHanus3u MokeMo Ja 3aKJby4HnMO

7la je anropuraMm JocTa a00ap y cemnapanuju OeHurHe OOJIECTH jajHHKA O MajUTHE, OJHOCHO Kao
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MCTUHCKU HeraTuBHE NoTBphyje xox 127 ucnuranuna ox ykymnHo 130, ognocHo 97,7%. Kao nobap
NPEIUKTOP C€ I0Ka3ao Kaxa Cy Y3€TH caMO CIy4ajeBH MaJWTHUTETa KIacH(PUKOBaHU Y
FIGO cranujymy I, anu 1 xaga cy 3ajeHO y3eTH Cily4ajeBH MaJMrHuTeTa kinacuduxosanu y FIGO
cranujymuma [ u II. ¥V o6e cutyanuje no0OujeHo je Hyna JaKHO HeraTWBHUX pe3yntara. Ca apyre
ctpane, kimacudpukanuja y FIGO cragmjymuma III u IV y3etn 3ajenHo pana je 4eTHUPH JIAXKHO

HeratuBHa pe3yirara (Tabemna 55).

Tabena 55. /lujacnocmuuka mabena 3a Aneopumma npeouxyuje 08apujaitHoe MaiucHumema

N ca puzuxkom MII HH JII JIH

CBE UCIUTAHULIE 39 36 127 3 4
I[1PM 9 9 93 0 2
[1OM 30 27 34 3 2
FIGO -1 15 12 127 3 0
FIGO—-Iull 20 17 127 3 0
FIGO-Illu IV 22 19 127 3 4
benuche nensuune mace \s. 26 23 127 3 1
ceposHU KapyuHomu

benuche nenguune mace \s. 8 5 127 3 2

MYYUHO3HU KAPYUHOMU

N ca pusnkom (Opoj MCITUTaHUIIA KOje Majy BpeaHocTH 3a PPapm > 0,3);

UIT — nctuacku nosutnean, MH — nctuncku seratusamy; JIIT — naxxno nosntueay; JIH — nakHo HeraTnBHY,

Kako 1mTo ce MoXxe BUIETH U3 MPETX0IHe Tabese, HajBehy CEeH3UTHUBHOCT HAlll AJIFOPUTaM TOKazyje y
FIGO cramujymy I u y FIGO cramgujymuma 1 u Il ananusupanum 3ajennHo. JleMoHcTpupaHa je
cersutuBHoCcT o1 100% u cnenuduanoct ox 97,69%. Anropuram Hajcaabujy CEH3UTUBHOCT IOKa3yje

3a MyIHHO3HE Kapiumaome o1 71,43%.

Haj6ospy cnennpuyHOCT Haml aqropuraM MMa 3a HCIUTaHHIE y npeMeHomnay3n u To 100%, nox
Hajcnabujy cneur(UYHOCT fAaje 3a UCHUTaHHIEe Yy moctMeHomay3n M To 91,89%. Ilpenumsnoct
aNIropuTMa Hajla3| ce y Iujana3zony o1 92% 3a ncnuranuile y moctMeHonaysu 10 98% 3a ucnuraHuiie

y npemenomnaysu (Tabemna 56).

123



Tabena 56. Cenzumusnocm, cneyugpuunocm, I111B, HIIB u npeyuznocm 3a Aneopumma npeouxyuje

08apUjaIHO2 MalUcHUmMema

cut-off S (%) Sp (%) PPV% NPV %  Acc (%)

CBE UCIIMTAHHMIIE >0,3 90,00 97,69 92,31 96,95 95,88
[1PM >0,3 81,82 100 100 97,89 98,08
[TOM >0,3 93,10 91,89 90,00 94,44 92,42
FIGO -1 >0,3 100 97,69 80,00 100 97,89
FIGO -1 &Il >0,3 100 97,69 85,00 100 97,96
FIGO-IIl &IV >0,3 82,61 97,69 86,36 96,95 95,42

benuzene nensuune mace \s. >0,3 95,83 97,69 88,46 99,22 97,40

CEePO3HU KapyuHomu

benuzne nenguune mace \s. >0,3 71,43 97,69 62,50 98,45 96,35

MYYUHO3HU KAPYUHOMU

S — ceH3uTUBHOCT; SP — crieruduaHoct; PPV — mo3uTHBHA MIpeINKTHBHA BPETHOCT;

NPV — HeraTuBHA MPEeIUKTUBHA BpEeIHOCT; ACC — IIPENHU3HOCT;

[Mpu anamm3u ROC — AUC xpuse, anroputam mma HajBehy moBpmmmny y FIGO cragmjymy |
AUC =0,997; (95% CI 0,969-1,000), mok HajMary MOBPIIMHY Jaje 3a MYIIHHO3HE KapIHHOME
AUC =0,957; (95% CI 0,908-0,984) (Tabena 57, I'padpuxon 55, I'padukon 56, I'paduxon 57,
I'padukon 58, I'padukon 59, I'padukon 60, I'paduxon 61, I'padukon 62).
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Tabena 57. ROC — AUC 3a Aneopumma npedukyuje o8apujainoe maiueHumema

ROC — AUC (95% CI) SE

CBE UCIIUTAHULIE 0,977 (0,941-0,994) 0,0126 p < 0,001
I[TPM 0,960 (0,902-0,989)  0,0373 p <0,001
[1OM 0,969 (0,894-0,996) 0,0172 p < 0,001
FIGO - 0,997 (0,969-1,000)  0,0025 p < 0,001
FIGO—Iull 0,996 (0,967-1,000)  0,0032 p < 0,001
FIGO-Illu IV 0,963 (0,919-0,987)  0,0212 p < 0,001
benuene nensuune mace Vs. 0,993 (0,964-1,000)  0,0044 p <0,001

CEPO3HU KapyuHomu

benuene nensuune mace \Vs. 0,957 (0,908-0,984) 0,0266 p <0,001

MYYUHO3HU KAPYUHOMU

*p < 0,05; NS — HECUTHU(PUKAHTHO;

BPMvs. EOC
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I'paghuxon 55. ROC xpusa Ancopumma npeduxyuje ogapujantoz manuenumema ucnumanuya y IIPM

u I1OM 3ajeono
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CEeH3UTUBHOCT

I'paghuron 56. ROC xkpusa Ancopumma npeduxyuje osapujainoz MaiueHumema — UCnUmManuye y

1IPM
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I'paghuron 57. ROC xpusa Aneopumma npeduxyuje 08apujainoe MaiueHumema — UCHUmManuye y

11OM
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I'paghuron 58. ROC kpusa Aneopumma npeduxyuje osapujanrnoe maruenumema — FIGO

BPMvs. EOC FIGO cranujym |
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I'paghuron 59. ROC xkpusa Ancopumma npeouxyuje osapujanrroe maruenumema — FIGO I u Il

BPMvs. EOC FIGO cragujym I u 11
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CEeH3UTUBHOCT

I'paghuron 60. ROC xpusa Ancopumma npeouxyuje ogapujannoz manuenumema — FIGO Il u IV
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I'pagpuxon 61. ROC kpusa Aneopumma npeduxyuje oeapujarioz maiucHumema, OenueHe neiguyHe

mace vs. CEPO3HUM KAPYUHOMUMA
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BPM vs. EOC MyuMHO3HU
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I'paghuron 62. ROC xkpusa Ancopumma npeduxyuje ogapujaiHoz MaiueHumema, OeHusHe neiguine

mace vs. MyyuHO3HuUM KapyuHomuma

5.9.2 Komnapamnuja AjnropurMa npeauKimje oBapujaaHor MAJUTHUTETA €A OCTATIHM

TECTOBUMA

VY TabGenu 58 komnapaTHBHO Cy IpHKa3aHe neppopMaHce CBUX aHAIM3UPAHUX TECTOBA U yrnopeheHu
ca AnroputMoM mpemukigje oBapujanHor MaiurHutera (APOM) TokoM ucCIMTHBama HHUXOBE

JMJarHOCTHYKE TAYHOCTH Y JIETEKIM]H KapLIMHOMA jajHUKA.

W3Bpiiena je listwise anamiza va 170 ucnuranmiia, o kojux 40 HCIMTAHKIIA MMa MAITTHU CIUATEIUjaTHA
oBapujaHu TyMop, a 130 ucrmranuiia O6enurau. Ilpyn aHamu3u cBUX ucnMTaHMIA HajBehu Opoj JIaXHO
MO3UTHBHUX pe3ynTara aaje Pl (uaaekc mymncaryje), 62, iCTo Tako BUCOKH OpOj JTAXKHO TIO3UTUBHUX PE3yJTaTa
najy M1 (mopdomnommku maneke) n mapkep CA125, 53 ncrmranmie, 1ok ROMA anropuram knacudukyje 40
ucrmranuia. HajmMamy Opoj JaxHO mo3uTHBHUX pesyntara gaje APOM (Anroputam mnpemkimje
OBapHjaTHOI MAIMTHUTETA), TPH UCIIMTAHUIIE U TO j€ Mame Hero koj Kiacupukamyje kojy aaje Rl (mumexc
pesuctenimje), 12 ucrmranna. ROMA anropuram KinacuguKyje caMo jeiHy JTaKHO HeraTHBHY UCIIUTaHUILY,
CPH-I airopuram 1 RMI Jacobs o tpu ucrmranwiie, 1ok APOM anropuram motephyje yerupu. Hajpehu
Opoj TaKHO HEraTUBHUX pe3ynTara nprkasyje Rl v to 19 ucnmranuna. Hajsehu Opoj ncrmranmiia ca pusukoM
najy Pl u MI, 88 (51,8%) u 87 (51,2%), noxk APOM anropuram u3nsaja 39 (22,9%) ucriuranuiia, HajMambu

Opoj ucnuranuua ca pusukom kinacugukyje R, 33 (19,4%) ucnuranuie.
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Tabena 58. /[ujacnocmuuka mabena

Menonaysasmn Tect N ca puzuxkom MII HH JII JIH

craryc

cBe ucnuranune  HE4™ 46 30 114 16 10
CA125 85 32 7 53 8
ROMA* 79 39 90 40 1
CPH-I 57 37 110 20 3
RMI 58 37 109 21 3
Ml 87 34 77 53 6
Pl 88 26 68 62 14
RI 33 21 118 12 19
APOM 39 36 127 3 4

N ca pusrkom (Opoj ucniuTaHuIa Koje uMajy Bpeanoctu 3a HE4 > 70 (pmol/L) (ITPM) u HE4 > 140 (pmol/L)
(TTOM); Bpemnoct 3a CA125 > 35 (U/mL); Bpearoctu 3a ROMA > 7,4% (ITPM) u ROMA > 25,3% (ITOM);
Bpennoctu 32 HE4* 1 ROMA* — [IPM u IIOM ucnuranuiie KOMOMHOBaHE 3aje/IHO;

Bpeanoct 3a CPH-I > 0,07; BpegrocT 32 RMI > 200; Bpennoct 3a MI > 5; BpenHoct 3a Pl < 1;

Bpeanoct 3a Rl < 0,4; Bpeanoct 3a APOM > 0,3); MI — mopdomorku nuaeke; Pl — ungexc myncanuje;
RI — unnexc pesucrennuje; APOM — AnropuraM npeuKIfje OBapHjaTHOT MaJTUTHUTETA;

UIT — nctracku nosutnean, MH — nctuacku seratusay; JIIT — naxao mo3ntusam; JIH — naskHo HeraTuBHY;

[Tpu aHanmm3m CBHX MCIUTAHWIA, HajBehy ceH3uTHUBHOCT o1 97,50% moxa3zyje ROMA anroputam 3a
KOMOWHALM]y HMCHOHTAHMIA y MpEeMEHomay3u Hu mocTMeHomays3u 3ajenHo, CPH-I u RMI Jacobs
MoKasyjy ceH3uTuBHOCT 01 92,50%. Hajmamy censutuHocT nokazyje Rl ca 52,50%. CeH3uTUBHOCT
APOM anroputma m3nocu 90,00%, a meroa crnenuduanoct je 97,69%, MTO je HCTOBPEMEHO H
HajBeha censutuBHOCT KOJ ymopehuBanux TecroBa. APOM anropuram 3a MpEeTXOAHO CETHpaHY
cneunpuynoct ox 75% naje 100% censutuBHoctu. Crneunpuunoctr ROMA anroputma usHocu
69,23%, nok Pl mokasyje Hajcnabujy cnemuduunoct on 52,31%. Hajeehy nmpeumsHocT mokasyje
APOM anroputam on 95,88%, mpemmsnoct ROMA anroputma um3nHocu 75,88% a Hajcinadbujy

nperu3HocT nokasyje Pl u ona m3nocu 55,29% (Tabena 59).
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Tabena 59. Cenzumusnocm cneyuguunocm, I111B, HIIB u npeyuznocm

MeHonay3aJiHU

Tect cut-off S(%) Sp(%w) PPV% NPV % Acc (%)

craryc

CBE WCIIMTaHULIE HE4 >70;140 75,00 87,69 65,22 91,94 84,71
CA125 > 35 80,00 59,23 37,65 90,59 64,12
ROMA >74,253 97,50 69,23 49,37 98,90 75,88
CPH-I > 0,07 92,50 84,62 64,91 97,35 86,47
RMI > 200 92,50 83,85 63,79 97,32 85,88
MI >5,0 85,00 59,23 39,08 92,77 65,29
Pl <10 65,00 52,31 29,55 82,93 55,29
RI <04 52,50 90,77 63,64 86,13 81,76
APOM >0,3 90,00 97,69 92,31 96,95 95,88

S — censutuBHOCT; SP — cnennduaHoct; PPV — no3utuBHa MpeAUKTHBHA BPEIHOCT;

NPV — HeratuBHa npeIUKTHBHA BpeAHOCT; ACC — IPEIM3HOCT;

I[Tpu ananmuzu ROC — AUC kpue anroputam APOM uma najsehy nospmnny AUC = 0,977; (95% Cl
0,941-0,994), nok anropuram ROMA u CPH-1 umajy nospmmuay AUC = 0,957; (95% CI1 0,915-0,982)
n AUC =0,956; (95% CI1 0,892-0,969), nok Pl nma Hajmamy nmospmuay AUC =0,717; (95% CI1 0,643

0,783). Tectupane paznuke usmeh)y ROC — AUC kpuBe noka3syjy a CUTHU(GHUKaHTHA pa3jivKa IOCTOjU
usmehy anroputma APOM u tecroBa HE4, CA125, CPH-1, RMI Jacobs, MI, Pl u RI; p = 0,019, p =
0,001, p=0,048, p =0,047, p=0,001, p=0,001 u p = 0,001, nok paznuka uzmehy anropurma APOM

u anroputma ROMA Huje curaudukantaa, p = 0,115 (Tabemna 60, I'padukon 63).

131



Tabena 60. ROC — AUC

Menonaysamn Tect ROC - AUC (95% CI) Tecrupane pa3jiuke

cTraryc

CBE UCIIUTAHULIE HE4 0,946 (0,898-0,973) HE4 vs. CA125 p =0,028*
HE4 vs. ROMA p=0,132 ns
HE4 vs. CPH-I p=0,266 ns
HE4 vs. RMI p=0599 ns
HE4 vs. Ml p =0,013*
HE4 vs. PI p = 0,001*
HE4 vs. RI p = 0,001*

CA125 0,876 (0,821-0,923) CA125vs. ROMA  p=0,010*
CA125 vs. CPH-I p = 0,004*
CA125 vs. RMI p = 0,005*
CA125 vs. MI p=0,376 ns
CA125 vs. PI p =0,033*
CA125 vs. RI p =0,047*
CA125vs. APOM  p=0,001*
ROMA 0,957 (0,915-0,982) ROMA vs. CPH-I p=0830 ns

ROMA vs. RMI p=0324 ns
ROMA vs. Ml p = 0,006*
ROMA vs. Pl p =0,001*
ROMA vs. RI p =0,001*
ROMA vs. APOM p=0115 ns
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CPH-I

RMI

Ml

Pl

RI

APOM

0,956 (0,892-0,969)

0,934 (0,886-0,966)

0,836 (0,772-0,889)

0,717 (0,643-0,783)
0,746 (0,673-0,809)

0,977 (0,941-0,994)

CPH-1 vs. RMI

CPH-I vs. Ml

CPH-1vs. PI

CPH-1vs. RI

CPH-I vs. APOM

RMI vs. Ml

RMI vs. PI

RMI vs. RI

RMI vs. APOM

MI vs. Pl

MI vs. RI

Ml vs. APOM

Pl vs. RI

Pl vs. APOM

Rl vs. APOM

APOM vs. HE4

p = 0,261
p = 0,003*
p = 0,001*
p = 0,001*
p = 0,048*
p=0,017*
p = 0,002*
p = 0,002*
p=0,047*
p = 0,089

p=0,182

p =0,001*
p = 0,662

p = 0,001*
p = 0,001*

p=0,019*

ns

ns

ns

ns

*p < 0,05; NS — HECUTHUPUKAHTHO;
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BPMvs. EOC
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I'paghuron 63. ROC kpuse

5.10 Eungomerpuo3se

W3BpiieHa je aHanu3a KoJ| 94 ncnuTaHulle y MpeMeHomnays3u ca OEHUTHUM TYMOPOM jajHUKa KOjU CY
nojieJbeHU y ABe Tpyne: engomerpuose 37 (39,4%) u “ocrane 6enurne nensuyHe mace* 57 (60,6%) y
Koje crnajnajy: MHQIaMaTOpHU TYMOpH, €MUTEIHU TYMOpPHU, MHOM yTepyca, (QYHKIMOHAIHE ILIMCTE,
CTPOMAJIHU TYMOPH, IICEYIOLUCTE, TapaoBapujaIHi U TePMUHATUBHU TyMOpH. CTapoCcT HCIUTAaHUIIA
ca eHJOMETPHO30M je y rpanunama oa 19 go 49 roauna, mpoceuna crapoct je 34,7 roauHa, 10K je
CTapOCT UCIUTAHMIIA ca “‘OCTANIUM OCHUTHUM MEeJIBUYHUM MacaMa® y rpanunama oz 18 1o 50 roauna,

ca rmpoceunoM crapoirhy ox 36,9 roauna (Tabena 61).
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Tabena 61. /leckpunmusne kapakmepucmuxe 6eHUSHUX MYMOPA jajHUKA 2pynucane y 0ge epyne.

eHooMempuose u “‘opyee benucne nenguune mace”

Engomerpuo3se
Cmapocm ¢onukynapna aymeunusupajyha
(cooune) HETyIIa s daza daza
N (%) Range M SD N (%) N (%) N (%) N (%)
37(394) 19-49 34,70 8,58 24(64,9) 13(351) 14(37,8) 23 (62,2)
Range M SD Mdn Skewness (SE)  Kurtosis (SE)
HE4 pmol/L 14,4-56,8 37,12 10,00 35,50 0,16 (0,39) —0,03 (0,76)
CA125 U/mL 102-1724 57,89 47,18 35,40 1,01 (0,39) —0,12 (0,76)
donuxynapna paza
HE4 pmol/L 20,4-56,8 37,44 10,63 36,00 0,245 (0,60) —0,236 (1,15)
CA125 U/mL 1121724 71,02 53,70 52,60 0,551 (0,60) —0,961 (1,15)
aymeunusupajyha paza
HE4 pmol/L 14,4-56,2 36,93 9,84 35,50 0,102 (0,48) 0,407 (0,94)
CA125 U/mL 10,2-162,3 49,89 41,98 28,80 1,405 (0,48) 1,200 (0,94)

28 (75,6%) ucnuranuiie nHTpaonepaTuBHo kiacupumnmpane — ASRM crenen IV

9 (24,4%) ASRM crenen 1
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“OcraJjie OeHHUTHe NMeJBUYHE Mace”

Cmapocm donukynapna aymeunusupajyha
Henywiau nywau
(cooune) daza daza
N (%) Range M SD N (%) N (%) N (%) N (%)
57(606) 18-50 36,90 10,12 33(57,9) 24 (42,1) 26 (45,6) 31 (54,4)
Range M SD Mdn Skewness (SE) Kurtosis (SE)

HE4 pmol/L  154-1639 49,62 27,87 40,30 2,51 (0,32) 7,73 (0,62)
CA125 U/mL  54-1326 9513 221,01 27,50 4,53 (0,32) 21,73 (0,62)
donukynapna aza

HE4 pmol/L 154-1639 48,65 29,11 41,40 2,70 (0,46) 9,56 (0,89)
CA125 U/mL 54-457,8 86,14 100,24 40,20 2,24 (0,46) 6,63 (0,89)
aymeunusupajyha paza

HE4 pmollL 22,2-1578 50,43 27,24 40,20 2,47 (0,42) 7,68 (0,82)

CA125 U/mL 8013264 1027 287,53 22,90 381(042)  13,91(0,82)

M — cpenma Bpeanoct; SD — cranmapana aesujanuja; Mdn — menujana; SE — cranmapaHa rperika,;

Huso mapkepa HE4 3a eniomerprose Hanasu ce y rpanuiama (14,4-56,8 pmol/L), cpenma BpeHOCT je
37,12 pmol/L u menujana 35,50 pmol/L, nok ce muBo mapkepa CAL25 wamasu y rpanunama (10,2—
172,4 U/mL), cpenma BpemHoct je 57,89 U/mL, a meaujana 35,40 U/mL. Ha cnenehem rpadukony je
npyKazaHa Kiacu(uKalyja OBAapHjalHUX EHAOMETPHO3a HACYNPOT EMUTEITHUM OBapHjaTHAM
kapuuHoMuMa 3a mapkepe HE4 u CA125. U3 rpadukona ce moxke Buaetu na mapkep HE4 Bpmm
KOMIUIETHY Celapallfjy OBapHjalHUX €HIOMETPHO3a, OJHOCHO CBE €HIOMETPHO3€ y HAlleM Y30PKY
uMajy BpeaHoCT Mamwy o rpanuyse (70 pmol/L). Mapkep CA125 Tauno knacuguxyje camo 18 (48,6%)
cIydajeBa Kao oBapujanmHe eHmomeTrpuose, ok 19 (51,4%) cnyuajeBa kinacudukyje Kao JaxHO
no3utuBHe. Jlakie, 3a oBapujaiHe eHioMmeTpro3e HuBO Mapkepa CAl25 mma moBHIIEHY BPEIHOCT

(Tabena 61, I'pacduxon 64).
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I'pagpuxon 64. [ujacpam pacnpuwenocmu — osapujante eHooOMempuo3se Hacynpom enumeaHum
osapujannum kapyurnomuma 3a mapkepe HE4 u CA125 ca wuxosum epanuunu

8peoHoCmuUMAa

Tectupana je pasnuka y anBonma Mapkepuma HE4 u CA125 nzmelyy ncnuranuia ca eHI0METpHO30M
Y OHHUX Ca OCTaJIMM OCHUTHUM NEIBUYHUM MacaMa. 3a ucnuranuie ca enaoMerprozoM (N = 37) HuBo
mapkepa HE4 je 6uo mmxu (Mdn = 35,50) pmol/L y nopehery ca octanum OEHHUTHUM METBHYHUM
macama (N = 57), rae je HuBo mapkepa HE4 nokasusao Buiry Bpensoct (Mdn = 40,30) pmol/L. [a
Ou ce mpoBEepWIIO Ja JIM je Ta paznuka u3Mmel)y HuBoa mapkepa HE4 curnudukanta, u3BeneH je
Herapamerapcku Mann-Whitney U tect. Shapiro-Wilk tectom (p < 0,05) Bpuiiio ce HCHUTHBAbE
KoepUIMjeHTa acUMETpHje M eKclleca, Kao M BHM3YyellHa MHCIEKIMja Xucrorpama, HopmanHu Q-Q
rpaduK, Kao M KyTHjaCTH JAMjarpaM IOKa3alud Cy Ja CTaTUCTHYKM NpUMEpaK HHje HOPMAaIHO
nuctpubyupan. Hemapamerpujcku Levene’s Tect Ono je xopuurheH a 6u ce yTBpauia XOMOT€HOCT

Bapujance (p = 0,119).

Tecr je noTBpamo n1a je pasnuka umehy mapkepa curangukantia, U = 752,5; p = 0,019 (nBoctpanu
tect). Glass panr Oucepujanna kopenammja = 0,286, mTo je mamu edekar npema Cohen’s (1988)

wiacudukarmju (I'padukon 65).
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I'paghuron 65. Ionyrayuona nupamuda maprxepa HE4 3a osapujanne enoomempuosze nacynpom

dpyeum OeHuUSHUM NeNSUYHUM MACaMa

VY cynpotHoM, 3a Mapkep CA125, nako mocroju pasjivka y HUBoMMa u3Mel)y nucnuranuna ca
eagomerpuozom (Mdn = 35,40) U/mL y oxHOCYy Ha HCOHTAHHUIIE Ca OCTATUM OCHUTHUM
neiaBuyHUM Macama (Mdn = 27,50) U/mL, tecT je moka3ao ja je Ta pa3jinuka HeCUrTHU(UKaHTHA,

U =1.218,5; p = 0,204 (1BOCTpaHU TECT).

Jlasbe, TecTUpaiu cMO pa3uKy y HuBoy Mapkepa HE4 usmel)y ponukynapne u myreunnsupajyhe daze
MEHCTPYAJTHOT LUKIyca 3a WCHHUTAHHUIIE Ca CHIOMETPHO30M M 3a OHE ca “‘OCTaJuM OCHUTHHUM
MEeJTBUYHUM Macama’ 3aje/IHO. 3a UCIIUTAHUIIE Ca EHJOMETPUO30M TECTHPAHA j€ XUIOTEe3a /1a j& HUBO
mapkepa HE4 (M = 37,44 pmol/L) 3a ¢onukynapuy a3y pasmuuut ox ayrenHusupajyhe daze
(M =36,93 pmol/L). Pa3nuka je Owuna Tectupana He3aBucHUM t-teStom Koju je TOKa3ao
HecurHuuKanTHy pasiuky, t (35) = 0,147, p = 0,884 (nBocTpanu TecT). 3a UCIIUTAHUIIE CA OCTATHM
OCHUTHMM TICJIBUYHMM Macama pas3iuka HuBoa wMapkepa HE4 wusmely donukymnapae
(Mdn =41,40 pmol/L) wu nyreunmsupajyhe ¢asze (Mdn=40,20 pmol/L) Ouna je Tectupana
HerapamerpujckuM Mann-Whitney tecrom, Koju je HCTO Tako MOKa3a0 HECUTHU(HUKAHTHY Pa3IuKYy,

U =424,5; p = 0,730 (mBOCTpaHu TECT).

Tectupane pasmuke y HuBomMma CAl125 m3mely dommkymapre n myrenHmsupajyhe ¢aze MeHCTpyaaTHOT
IMKITyca 3a ucnuranuie ca engomerpuosoM (M = 71,02 U/mL — ¢omukynapra, M =48,89 U/mL —

JyTenHU3upajyha), Kao ¥ 3a HCIIMTAHHUIIE ca “OcTaMM OeHUTHUM TieBryHIM Macama” (Mdn = 40,20 U/mL —
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dbomkyaapaa, Mdn = 22,90 U/mL — ayrenrusupajyha) oue cy vecurandukantae, t (35) = 1,336, p = 0,19
(mBoCTpaHu TecT) 3a McrnMTaHuIe ca eHmoMerpuozoM u U = 2895 p = 0,069 (nBoctpanu TecT) U 3a

UCIIUTaHUIIC Ca OCTAJIMM OEHUTHUM IICJIBUYHUM MacaMma.

3a ¢asze MEHCTpyaIHOT IUKIyca, QONUKYIapHEe W JIyTeUHU3upajyhe, TeCTUpaHe Cy pa3liike HHBOA
mapkepa HE4 u CA125 3a ucnuranuie ca €HIOMETPHO30M, Ka0 M 3a MCHUTAHUIE Ca “OCTAIIMM
OCHUTHUM TMeNBHYHMM Macama”. 3a ¢GoiuKyaapHy (a3dy MEHCTPYaTHOT IUKIyca TECTHPAIA CMO
xurore3y na je HuBo HE4 pasnuuunt 3a ucnuranuie ca enpomerpuozom (N = 14), (Mdn = 36,00)
pmol/L y omHocy Ha ucnuTaHuie ca “octanuMm OeHMrHMM mnenaBuuHEM Macama” (N = 26),
(Mdn =41,40). HuBo mapkepa HE4 3a nmyremnusupajyhy (asy pasauuuT je 3a HUCIHMTAHHUIE ca
eapomerprosom (N =23), (Mdn = 35,50) pmol/L y oxHocy Ha ucnuTaHuie ca “ocTaauM OCHUTHUM
nensuuauM Macama” (N = 31), (Mdn = 40,20) pmol/L. Shapiro-Wilk Tect (p < 0,05), ucnuruame
Koe(HUIMjeHTa aCUMETPHje M eKCIleca, BU3YyeTHa MHCIICKIHja XucTorpama, Hopmaau Q-Q rpadux,
Ka0 U KyTUJaCTH JHjarpaM IMOKa3ajiu Cy Ja CTATUCTHYKH IPUMEPIIM HUCY HOPMAITHO UCTPUOYUPAHHU.
Henapamerapcku Levene’s Tect 0uo je kopuiiheH qa ce yrBpau XxomoreHocT Bapujance (p = 0,205)
3a ¢omukyaapuy u (p = 0,387) nyreunusupajyhy ¢asy. TectoBu cy u3BeIACHH HelmapameTapCKUM
Mann-Whitney U tecrom u 3a ¢onukynapHy dasy tect je Ouo HecurHudukantan, U = 222,0;
p = 0,266 (TauHa cCUrHU(PUKAHTHOCT, ABOCTPAHU TECT), JOK je 3a JyTemHu3upajyhy ¢asy menujana
mapkepa HE4 ucnuranuma ca ocranum GeHurHuM nenBudauM Macama (Mdn = 40,20) pmol/L 6una
CUTHU(HKAHTHO BHINA HET0 MeAWjaHa HCOUTaHuIa ca engomerpuozom (Mdn = 35,50) pmol/L,
U =469,5; p = 0,048 (1BocTpanu tect), Glass paur oucepujanna kopenamnuja = 0,317, cpeamu epexat

no Cohen’s (1988) xnacudukauuju (I'padukon 66).

Pasnmuka y HuBouma mapkepa CA125 m3mel)y ncnutanuia ca €HI0OMETPHO30M U UCIIMTaHHUIIA Ca OCTAIUM
OCHUTHUM TIEJIBUYHUM Macama OWia jeé HeCUTHU(HKAHTHa 3a 00e ¢asze MEHCTpyaHOr IHKITyCa,
U=173,0; p = 0,812 (tauna curau(uKaHTHOCT, JBOCTPAaHHU TecT) 3a (omukyaapuy ¢azy u U = 250,5;

p = 0,064 (TauHa CHrHU(DUKAHTHOCT, IBOCTPAHHU TECT) 3a TyTenHU3Mpajyhy dasy.
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I'paghuron 66. Ionyrayuona nupamuda maprxepa HE4 3a osapujanne enoomempuosze nacynpom
“Opyeum benucHum nenguyHum macama * 3a rymeunusupajyhy gazy meHcmypannoe

yuknyca

[Tpu knacudukanmju eHaoMeTpro3a Hajsehu Opoj TauHO HETATUBHUX pe3yiTara, 37, najy mapkep HE4
n anroputam APOM, nok anroputam CPH-I maje 36, a anropuram ROMA 31. Hajume maxxHO
MO3UTHUBHUX pe3ynrara aaje RMI, 24, nok HajBuIIe JTa)KHO HETaTUBHUX pe3yiTara aajy mapkepu HE4

u CA125 kao u agropurmu CPH-1 u APOM, 2 (Tabena 62).
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Tabena 62. /lujacnocmuuxa mabena 3a mecmose HE4, CA125, ROMA, CPH-1, RMI, Ml u APOM

K00 ucnumanuye ca enoomempuozom y I[IPM

Mertonaysajum Tect N ca puzuxkom MUII HUH JIIT JIH

craryc

[1PM HE4 9 9 37 0 2
CA125 28 9 18 19 2
ROMA 16 10 31 6 1
CPH-I 10 9 36 1 2
RMI 34 10 13 24 1
Ml 20 11 28 9 0
APOM 9 9 37 0 2

N ca pusrkoM (6poj ucrmTaHuIa KOju MMajy BpeaHoct 3a HE4 > 70 (pmol/L); spearoct 3a CA125 > 35 (U/mL);
BpeanocT 3a ROMA > 7,4%; Bpennoct 3a CPH-I > 0,07; Bpearoct 3a RMI > 25; BpeanrocT 3a M1 > 5;
Bpeanoct 3a APOM > 0,3); UII — uctuncku mo3uTuBHE;, NH — HCTHHCKH HETaTHBHH;

JIIT — naxHo no3utuBHY; JIH — naxkao HeratuBau; MI — MOP(OJIOIIKY HHIIEKC;

Hajsehy censutuBHOCT moOKazyje mopdomomku wuugekc (MI), 100%, mok ucrto Tako BHIIY
CeH3UTHUBHOCT 1oka3yjy anroputMu ROMA u RMI, 90,91%, ceH3UTHBHOCT OCTAIMX TECTOBA M3HOCH
81,82%. Hajehy cnemuduunoct umajy mapkep HE4 u APOM anropuram, 100%, 1ok HajMamy
cneunpuunoct gaje RMI, 35,14%. Ilpenusnoct y kinacupukanuju eHaoMeTpuosa je Hajpeha koj

mapkepa HE4 u APOM anropurama, 95,85% (Tabena 63).
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Tabena 63. Cenzumusnocm, cneyugpuunocm, I111B, HIIB u npeyuznocm 3a mecmose HE4, CA125,
ROMA, CPH-I, RMI, Ml u APOM k00 ucnumanuya ca enoomempuosom y [IPM

Menomaysamt e cutoff  S()  Sp(%) PPV% NPV%  Acc (%)

craryc

TPM HE4  >70 8182 100 100 0487 9583
CA125 >35 818 4865 3214 9000 56,25
ROMA >74% 9091 8378 6250 9688 8542
CPH-I  >007 818 9730 9000 9474 9375
RMI >25 9091 3514 2041 9286 47,92
MI >50 100 7568 5500 100 81,25
APOM >03 8182 100 100 0487 9583

S — censutuBHOCT; SP — cnenuduaHoct; PPV — no3uTuBHA NpeAUKTHBHA BPEIHOCT;

NPV — HeraTuBHa IpeIUKTUBHA BpeAHOCT; ACC — Ipenn3HocT; MI — MOp(hOIOIIKYH HHACKC;

AUC ananu3sa je nokasana aa Hajsehy Bpeanoct ucnog ROC — AUC kpuse naje mapkep HE4 = 0,934
(95% CI 0,823-0,985), 3atum anroputMu ROMA u CPH-I, 0,929 (95% CI 0,816-0,983) u 0,924

(95% CI 0,810-0,980). CratucTuuku HECUTHU(HKAHTHO pa3IHMKyjy Ce MOBpIIUHE u3Melhy CBHX

ROC — AUC xpueu (Tabena 64, I'padpukon 67).
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Tabena 64. Tecmupane paznuke usmely mecmosa HE4, CA125, ROMA, CPH-I, RMI, Ml u APOM

K00 ucnumanuya ca enoomempuoszom y IIPM

Meronaysai Tect ROC - AUC (95% CI) Tecrupane pa3iuke
craryc
[1IPM HE4 0,934 (0,823-0,985) HE4 vs. CA125 p=022 ns
HE4 vs. ROMA p=0,30 ns
HE4 vs. CPH-I p=0,70 ns
HE4 vs. RMI p=0,52 ns
HE4 vs. MI p=0,51 ns
CA125 0,821 (0,683-0,916) CA125vs.ROMA  p=0,24 ns
CA125 vs. CPH-I p=0,21 ns
CA125 vs. RMI p=0,086 ns
CA125 vs. MI p=0,066 ns
CA125 vs. APOM p=0,09 ns
ROMA 0,929 (0,816-0,983) ROMA vs. CPH-I p=0,84 ns
ROMA vs. RMI p=0,57 ns
ROMA vs. Ml p=0,48 ns
ROMA vs. APOM p=0,33 ns
CPH-I 0,924 (0,810-0,980) CPH-1 vs. RMI p=0,57 ns
CPH-1 vs. MI p=0,37 ns
CPH-1 vs. APOM p=0,17 ns
RMI 0,880 (0,753-0,956)  RMI vs. Ml p=011 ns
RMI vs. APOM p=0,23 ns
Ml 0,982 (0,891-1,000) Ml vs. APOM p=0,68 ns
APOM 0,966 (0,868-0,997)  APOM vs. HE4 p=037 ns

*p < 0,05; ns — necuruudukantHO; MI — MOPGOIOIIKH HHIIEKC,
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I'paghuron 67. ROC xpusa 3a mecmose HE4, CA125, ROMA, CPH-I, RMI, Ml u APOM xo0

ucnumanuya ca enoomempuosom y I[IPM

5.11 HNudpaamaTopHu TyMOpH

W3BpieHa je aHanu3a 55 ucnuTtanuua, ox kojux je 15 (27,3%) ca nundpnamatopaum Tymopuma, a 40
(72,7%) ca enuTenujadHUM KapiuHOMOM jajHuka. CTapocT ucnUTaHMIAa ca WHGIAMaTOPHUM
TymMopHuMa je y rpanunama oxa 18 no 68 roauna, npoceuna crapoct je 41,47 roguHa, 10K je CTapoCT
MCIHTAaHUIIA Ca eMUTENNjaIHU KaplIMHOMHUMA jajHuKa y rpanunama oj 30 1o 81 roauna, ca mpoceyHoM

crapomihy ox 57,13 roguna (Tabena 65).
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Tabena 65. /leckpunmusHe kapaxmepucmuxe UHGIAMAMOPHUX MyMopa U enumenrujarnu KapyuHomu

Jjajuuxa

Nudpaamaropau tymopu

Cmapocm

(rooune) Henywiau nywiay
N (%) Range M SD N (%) N (%)
15(27,3) 18-68 41,47 13,81 6(40,0) 9(60,0)

Range M SD Mdn Skewness (SE)  Kurtosis (SE)
HE4 pmol/lL 27,3-152,1 57,22 31,92 59,20 2,02 (0,58) 5,22 (1,12)
CA125 U/mL 874578 98,42 119,37 40,90 2,18 (0,58) 5,55 (1,12)
Enurtenujajnnu kapuuHOMH jajHUKA

Cmapocm

(ooune) Henywia4y nywiay
N (%) Range M SD N (%) N (%)
40(72,7) 30-81 57,13 12,50 32(80,0) 8(20,0)

Range M SD Mdn Skewness (SE)  Kurtosis (SE)
HE4 pmol/lL 31,2-6.488 1112 1.2921 925,50 2,37 (0,37) 7,04 (0,73)
CA125 U/mL 1208092 1538 191351 687,05 1,733 (0,37) 2,95 (0,73)

ITpn knacudukanuju MHGIaAMATOPHUX TyMmMopa HajBehw Opoj TayuHO HETaTUBHUX pe3yirara, 14, naje

amroputam APOM, jemna Bume nHero mapkep HE4. HajBume nakHO MO3WTHBHHUX pe3ynTara Jaje

anropuram ROMA, 9, 1ok HajBuIIIe TaXKHO HeraTuBHUX pe3ynrara, 10, naje mapkep HE4 (Tabena 66).
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Tabena 66. /[ujacnocmuuxka mabena 3a mecmose HE4, CA125, ROMA, CPH-1, RMI, Ml u APOM

KOO UCNUMAHUYA CA UHDIAMAMOPHUM MYMOPUMA

Mesionaysamm Tect N ca puzuxkom MUII HUH JIIT JIH

craryc

CBE UCIIUTAHHUIIC HE4 32 30 13 2 10
CA125 40 32 7 8 8
ROMA 48 39 6 9 1
CPH-I 41 37 11 4 3
RMI 43 37 9 6 3
Mi 41 34 8 7 6
APOM 37 36 14 1 4

N ca pusukom (6poj ucrmTaHuIa Koje uMajy Bpearoct 3a HE4 > 70 (pmol/L); Bpemroct 3a CA125 > 35 (U/mL);
BpeanocT 3a ROMA > 7,4%; Bpexnoct 3a MI > 5; Bpennoct 3a CPH-1 > 0,07; Bpennoct 3a RMI > 200;
BpenHoct 32 APOM > 0,3); U1 — ucturcku nozutnean; H — nctnackn HeratusaY; JII1 — na)kHO O3UTHBHYL

JIH — naxHo HeratuBHU; MI — Mopdosonku HHACKC;

Hajsehy censutuBHOCT ToKasyje anropuram ROMA, 97,50%, mox amroputam APOM maje 90%
cernsutuBHOCTH. Hajeehy crnemmderaHocr mokasyje anmroputam APOM, 97,30%, nok HajMamy
cneuupuynoct aaje anropuram ROMA, 40,00%. [persHocT y kiacudukaimjy UH(IaMaTopHUX TyMopa

je Hajaeha ko amropurma APOM, 90,91% (Tab6ena 67).
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Tabena 67. Cenzumusnocm, cneyugpuunocm, I111B, HIIB u npeyuznocm 3a mecmose HE4, CA125,

ROMA, CPH-I, RMI, Ml u APOM k00 ucnumanuya ca unpramamoprum mymopuma

MeHonay3ajHu

Tect cut-off S (%) Sp (%) PPV% NPV %  Acc (%)
cTaTyc
CBE MCIUTAHHUIIC HE4 >70 75,00 86,67 93,75 56,52 78,18

CAl25 >35 80,00 46,67 80,00 46,67 70,91
ROMA  >74% 97,50 40,00 81,25 85,71 81,82
CPH-I > 0,07 92,50 73,33 90,24 78,57 87,27
RMI > 200 92,50 60,00 86,05 75,00 83,64
Ml >5,0 85,00 53,33 82,93 57,14 76,36

APOM  >0,3 90,00 93,33 97,30 71,78 90,91

S — censutuBHOCT; SP — cnenuduaHoct; PPV — no3uTuBHA NpeAUKTHBHA BPEIHOCT;

NPV — HeraTuBHa IpeIUKTUBHA BpeAHOCT; ACC — Ipenn3HocT; MI — MOp(hOIOIIKYH HHACKC;

AUC ananu3a je nokasana na Hajsehy Bpeanoct ucnoag ROC — AUC kpuse naje anroputam APOM,
0,963 (95% CI 0,874-0,995), 3atum anroputam ROMA u mapkep HE4, 0,955 (95% CI 0,862-0,993)
u 0,948 (95% CI 0,853-0,990). Tecrupane paznuke usmehy ROC — AUC kpuBe mokasyje aa
curHuuKaHTHA pasiauka moctoju usmehy amropurma APOM u tectoBa CA125, RMI Jacobs u MI;
p=0,008, p=0,01 u p=0,02, nox paznuka usmehy anropurma APOM u anropurma ROMA Huje
curaudukantHa, p = 0,569 (Tadena 68, I'padukon 68).
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Tabena 68. Tecmupane paznuke usmely mecmosa HE4, CA125, ROMA, CPH-I, RMI, Ml u APOM

KOO UCNUMAHUYA CA UHPIAMAMOPHUM MYMOPUMA

MeHonay3ajiHu Tect ROC - AUC (95% CI) Tecrupane pa3iuke
craryc
CBE MCIIUTAHHIIC HE4 0,948 (0,853-0,990)  HE4 vs. CA125 p =0,02*
HE4 vs. ROMA p=20,39 ns
HE4 vs. CPH-I p=0,57 ns
HE4 vs. RMI p =0,04*
HE4 vs. Ml p=0,52 ns
CA125 0,830 (0,705-0,918) CAl125vs. ROMA  p=0,01*
CA125 vs. CPH-I p = 0,006*
CA125 vs. RMI p=0,31 ns
CA125 vs. MI p=0,83 ns
CA125vs. APOM  p=0,008*
ROMA 0,955 (0,862-0,993) ROMA vs. CPH-I p=0,26 ns
ROMA vs. RMI p =0,02*
ROMA vs. Ml p =0,04*
ROMA vs. APOM p=059 ns
CPH-I 0,938 (0,839-0,985) CPH-1 vs. RMI p =0,02*
CPH-1 vs. MI p = 0,06 ns
CPH-1 vs. APOM p=0,21 ns
RMI 0,857 (0,736-0,937)  RMI vs. Ml p=051 ns
RMI vs. APOM p=0,01*
Ml 0,814 (0,686-0,906) Ml vs. APOM p =0,02*
APOM 0,963 (0,874-0,995)  APOM vs. HE4 p=028 ns

*p < 0,05; ns — necuruudukantHO; MI — MOPGOIOIIKH HHIIEKC,
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I'pagpuxon 68. ROC kpusa 3a mecmose HE4, CA125, ROMA, CPH-I, RMI, MI u APOM k00

ucnumaHuya ca qubﬂaMamopHuM mymopuma
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6. AUCKYCHUJA

KapuuHoM jajHuka je 3acTyrubeH ca 4% y 0JIHOCY Ha CBE KapIIMHOME KOjH ce jaBJbajy Ko xena (91)
U [IETH je Y3POK MOPTAIMTETA O KapIHHOMa KOJ skeHcke momynanmje (92). CUMIToMH KapuuHOMa
jajHHUKA CY HETUIHWYHHU U 9€CTO HEIOCTA]y Y PAaHUM CTa/IHjyMUMa OOJIECTH, IITO j& U Pa3JIOT HBErOBOT

KaCHUjer OTKPHBAmbA.

MopranuTer je 4BpPCTO MOBE3aH Ca CTAJAUjyMOM Y KOjeM je KapIMHOM OTKPHBEH, Tako 1a je
METOTOTUIIIEHE TPEKMBIbABALE KOl 00JICCHHUIIA KO KOjUX je 00JIeCT OTKPUBEHA Y PAHUM CTa/IijyMUMa
(FIGO I u II) mpeko 70%, 1ok ce mpexuBJbaBambe 3Ha4ajHO cKpaliyje kama je 00jecT OTKpUBEHA Y

KacHHjuUM ctaaujymuma u usnocu 40% y Il u 20% y IV cragujymy (28).

300r BHCOKE CTOIE MOPTAJIMTCTA, IUJb T’MHCKOJIOIa je Ja Ha BpEMC OTKpI/Ije U MMPaBUIIHO XUPYPIIKH

W/WITH XeMOTEPAIHjoM TPeTHpa KapiuuHoM jajauka (93).

bpojHa mcrpakuBama Ccy HW3BeleHA Ja OW ce Pa3BUO ONTUMAIHH HMHJICKC 32 TU(EPCHIIMjAIH]jy
KapIIMHOMA jajHHKa OJ] OCHWUTHHX Tymopa jajauka. [loceOHO OM OWO 3HAYajHO Ja ce pa3BHje
CEH3UTUBHU HHJIEKC MAJIUTHUTETA, KOJU OM OTKPHO MAIIMTHUTET jajHUKA Y paHUJUM CTaJdjyMHMa
OoJstecTH, Kaja je mpoliec joill yBeK JIOKalIn30BaH Ha jajuunuma. Risk of ovarian malignancy algorithm
(ROMA), Jacobsov Risk of malignancy index (RMI), Ueland-oeé Morphology Index (MI) u HenaBHO
nyosmkoBanu Copenhagen Index (CPH-1) cy OrucTHYkM perpecMoHH MOJCIH HIH CKOPOBU
oOpadyHaBaHM Ha OCHOBY MOP(OJIOIIKMX KapaKTePHCTHKA TYMOPa, YHjH je IIHJb J1a Ce TIOCTUTHE 00Jba

JMjarHOCTUYKa TAYHOCT Y nudepeHnujanuju tymopa jajauka (89), (64), (87), (90).

[Topen muspeBa a ce aHANM3HMpa BATUAHOCT OMOXEMHjCKHX Tymopckux mapkepa HE4 n CA125,
anroputMa ROMA 1 CPH-1, uanekca RMI u M1 n norinep nnnekca Pl u Rl y mpenukiijun manuraurera
Ko7 OoJIeCHHIIA ca TYMOPOM jajHHUKa, IUJb OBE AUCEpTallje OO je 1a HAaKOH aHAJIW3€ CBUX MCITUTAHUX
napaMmerpa Moce0HO, CacTaBU MPEIUKTUBHH, JTOTUCTHYKO-PETPECHOHU MOJIET M HCIHTA HETOBY

BaJIMIHOCT HA TECTUPAHO] MOMYJIalHju.
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6.1 HE4

Menujana mapkepa HE4 y rpynu OCHUTHHX M €MUTEIIHUX MAJMTHUX TyMOpa jajHUKA, Ka0 U Y TPYIH
3apaBuX McnuTanuia, usnocu 41,0; 876,4 u 37,4 pmol/L. Ananuza notBphyje ma ce HUBO Mapkepa
HE4 curnudukanTao pasiukyje usmel)y tpu rpymne ucnuranuna (2 (2, N = 254) = 91,57; p < 0,001).
Post hoc amnanu3a, mnpunaroheHa 3a BHIIECTECNICHE KOMIapaluje, y3 MOJU(PUKOBAaHU HHUBO
curHupuKaHTHOCTU TipeMa “‘Bonferroni correction” (o. = 0,016), notBpauna je na je auBo HE4
CUTHU(UKAHTHO BUIIM KOJ HCIUTAHHUIA Ca MAJUTHUM TyMOpPHMa y OJHOCY Ha HCIHTAaHULE ca
oenuranm Tymopuma (U = 388,5; p < 0,001); kox ucnuranuia ca OCHUTHUM TYMOpPHMa y OJHOCY Ha
snpase ucnutannie (U = 3.832,5; p < 0,001) u xox ucnuranuiia ca MaJTUrHAM TYMOPUMA Y OJTHOCY

Ha 3apase ucnutanuie (U = 98,0; p < 0,001).

Menujana mapkepa HE4 kon emurenHux u CTpOMaTHUX MAJIMTHUX TyMOpa jajHHUKa HM3HOCH

928,5 pmol/L u 66,75 pmol/L.

PesynrTatu oBOTr HCTpakMBama y CKIAIy Cy ca CpeAUM BperHOoCcTHMA Koje cy Moore u cap. Hanum
3a 0oJieCHHUIIE ca OEHUTHUM TyMOpUMa jajHIKA M MAJTATHUM €NUTEITHUM TyMOpUMa jajHuka. Mcrnmranm
Cy CIMYHY O BEIMYMHHM Tomynanujy *eHa (166 OonecHuma ca OeHMrHMM Tymopuma u 67 ca
KapuuHomuMa jajuuka) (94). JloOujeHu pesyartatd 3a MeaujaHy Tymopckor mapkepa HE4 kon
OCHUTHUX TyMOpa jajHUKa y UCTO] PaBHU Cy ca MpUKa3aHUM pe3yiTaTuma y paay Montagnanaea n
cap. U y MYITULEHTPUYHO] cTynuju Karlsena u cap., amu CMO Yy HallleM HCTPaXWBaBY T0OMIH
3HAYajHO BHIIEC BpeaHocTH Meaujane HE4 xonm manuraumx enurenHux Tymopa jajuuka (95), (90).
Paznor TomMe Moke OMTH YHMI-EHMIIA IITO CMO C€ NPU AHAIM3M BAIMIHOCTH OTPAHUYMIIM CaMO Ha
MaJIUTHE EMHUTENIHE OBapHjajHe TyMope, a 3a pa3iukKy oj Hac, Montagnana u cap. cy y cBoM
UCTPAXKHUBAKY YKJbYUMIIH M OOJIECHUIIE Ca MAJIUTHUM T€PMHUHATUBHUM TYMOpPHUMa, KOjU HUCY npaheHn
BrucokuM HuBouMa 3a HE4 (95). Karlsen u cap. najy pesyarare MyaTHIIGHTPUYHE CTYAHjE Y KOjOj je
ananu3a Mapkepa HE4 u3Boljena Ha pasnuuntum aHanuzatopuma Abbottovim ayromarckum ecejuma
wm Fujirebiovim manyanaum ecejuma (90). JIpyra pasznuka uzmehy Hame u Beh crioMeHyTe cTyauje
je y ToMe &a TeMmIiepaType dyBama cepyMa 3a aHalu3y y Pa3InYUTAM IICHTapuMa HHCY Owiie
craHfapan3oBaHe. Mmak, Hamum cMO pall Koje 3akibydyje Ja BaJHIHOCT MapKepa HE 3aBHCH O]
Bapujalyje y Temreparypu 4dyBama, a HE4 ce moka3ao kao crabuiiaH y pa3jiM4MTUM CHTYyalldjama

MaHUMYJIHCakha U TeMIlepaTypama gyBama (96).

VY oBoMm uctpaxupamwy, HMBo HE4 ko ncnintanuia ca KaplimHOMOM jajHUKA HE 3aBUCH O] CTaApOCTH,

BMI, 6poja TpynHoha, 6poja mopohaja u 6poja aboptyca.

Kox ucnuranuna ca kapruHoMoM jajHuka HUBO HE4 ce He pasnukyje CurHu(UKaHTHO u3Mel)y OHUX

ca MO3UTUBHOM U HETaTUBHOM JIMYHOM aHaMHe3oM komopOumutera (U = 199,0; p = 0,62), uzmehy
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WCIIUTAHUIIA Ca TIO3UTUBHOM M HEraTHBHOM (haMUJIMjapHOM aHAMHE30M KapIIMHOMA JI0JK€ M jajHHKa

(U =102,0; p =0,85), kao u u3mehy ucnuranuna nymiaya u Hemyirada (U = 140,0; p = 0,81).

Huso HE4 ce ne pa3nukyje curaugukanTHo u3mel)y ncnuranumna ca KapiuHOMOM jajHHUKA KOje Cy Y
NpEeMEHONay3u y OJHOCY Ha WuchnuTaHuie y moctMmeHonay3un (Mdn = 997,0 pmol/L vs.
Mdn = 859,9 pmol/L), (U = 154,0; p = 0,65). 3a 11 ucnuTanua y IpeMEHONAY3: ca KapIUHOMOM
jajauka HuBo HE4 ce He paznukyje curandukanTHO U3Mel)y oHMX Ko Kojux je TecT ypaheH y I dazu
(pomukynapra) MeHCTpyamHOr nukiyca y omgHocy Ha Il ¢a3y (myremnusupajyha) meHcTpyamHOT

mukyca (Mdn = 3.879,0 pmol/L vs. Mdn = 701,9 pmol/L), (U = 2,0; p = 0,15).

Menujana mapkepa HE4 y rpynu 6eHUTHUX TyMOpa UMa HajBHUIITY BPEIHOCT KOJ CTPOMAIIHUX TyMOpa
u usHocu 96,6 pmol/L (min-max; 33,0-160,1), 3atum Koj JBa Cilydaja MHTPAIUTaAMEHTAPHOT MHOMa
yrepyca u m3nocu 92,0 pmol/L (min—max; 54,0-155,2), nok je meaujana HE4 Hajumxka kon

repMUHATUBHUX Tymopa u u3Hocu 33,7 pmol/L (min—max; 17,3-40,3).

VY oBoj rpynu ucnutanuua, 3a HE4 noctoju cnaba no3uTHBHa MOHOTOHUYHA KOpeJalyja ca ctapouhy
ucturanuma (rs (133) = 0,359, p < 0,001), mTo 3HauM ga Mapkep Oenekd Behie BpeIHOCTH KOI
crapujux 0OJICCHHUIIA, IITO je CKIaay ca nyoimkoBanumM pagosuma (97), (98), (99), (100), (101), (102),
(103), (56), (104), (105). Ucro Tako, yTBphena je ciaba MO3UTHBHA MOHOTOHMYHA KOpelaluja ca
opojem Tpyaroha (rs(133) = 0,219, p <0,01) u 6pojem nopohaja (rs (133) = 0,289, p < 0,001), uuju ce
pasJior He O MOTao MPOTYMAYnTH Ha OCHOBY JOCTYIHE nuTepatype. Mapkep HE4 necurandukanTao
KopeJHpa ca MHIEKCOM TeJIECHE Mace, alli Cy /IO caja MyOJMKOBaHW KOHTPAJAMKTOPHHU PE3YNITaTH

(102), (106). HecuraundukanTtHa je u kopenaiuja 3a HE4 ca 6pojem adbopryca.

Kon wucnuranuna ca OeHMIHMM IpoMeHaMa jajHuka HHMBO Mapkepa HE4 ce He pasmukyje
curHu(ukaHTHO u3Mel)y HCHUTaHWIIA ca TO3UTUBHOM M HEraTUBHOM JIMYHOM aHaMHE30M 3a
komopouaurer (Mdn = 40,4 pmol/L vs. Mdn =53,0 pmol/L), (U = 1.355,0; p = 0,23), usmehy
WCIIUTAHUIIA CA TIO3UTUBHOM M HEraTHBHOM (paMUIMjapHOM aHAMHE30M KapIIMHOMA JI0JK€ W jaJHHKa
(40,9 pmol/L vs. 55,6 pmol/L), (U = 350,0; p = 0,36), kao u u3meljy HCUTaHUIIA MTyIlIa4a ¥ HEMyIada
(41,8 pmol/L vs. 40,5 pmol/L), (U =1.990,0; p = 0,85), mro je cynpoTHo paxy Bolstada u cap., koju
namaze 29% Behe nuBoe 3a HE4 kox mymawa (102). Ferraro m Urban cy takohe namutu Behe

BPEIHOCTH OBOT TYMOPCKOT Mapkepa ko mymiada (107), (103), (100).

Huso mapkepa HE4 pasnukyje ce curHuduxantHo usmel)y ucnuTaHuna ca OEHUTHMM TyMOPOM
jajHUKa Koje Cy Yy IpEeMEHONay3d Yy OJHOCY Ha HCIUTaHHUIE KOjeé Cy Y TIOCTMEHOINAay3u
(Mdn 40,2 pmol/L vs. 57,4 pmol/L), (U = 1.016,0; p < 0,001), mrTo Moxe OUTH pe3yiTaT CTapOCTH U
IpYTUX KOMIUIEKCHMJUX MPOMEHa Y OpraHu3My *eHe Koja je y moctmeHomnaysu. [locroje pagosu y
KOjuUMa ce TBpJHM J1a MEHOIay3a HE yTHYe Ha pacT KOHIEHTpalMje OBOI MapKepa, Hero naa ce y

MEHOIIay3H jaBJba MPOMEHA y OMOJIOIIKOM ITOHAIIaky MapKepa U HauuHy BberoBor dyuewa (108). Kox
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WCIIUTAHUIIA Y IPpEMEHOoNay3u HUBO Mapkepa HE4 ce He pa3nukyje curaudukanTHo u3Mel)y OHMX KO
KOjuX je TecT u3BpiieH y I ha3u MeHcTpyaaHor HuKiTyca y onnocy Ha one y II dbazu (Mdn 40,15 pmol/L
vs. 40,20 pmol/L), (U = 1.062,5; p = 0,89). To 3Hauym aa ce KpB 3a OBaj MapKep MOXE y3UMaTu
HE3aBHCHO O] JJaHA MEHCTPYaJHOT IUKIIyca, a Ja TO He YTUYE HA HETrOBY BAIUIHOCT, IITO OUTHO

noBehaBa BEroBy KJIMHUUKY yIOTpeOy.

Anastasi u cap. caommraBajy aa je HE4 3aBucan ox ¢ase MeHCTpyaaHOr LHUKIyca, ald camo 3a
6onecuune miuahe ox 35 roauna. Paznuka m3Mel)y oBe M HHXOBE CTyAHj€ jeé Y TOME IITO CY OHH
aHaJIM3y CIPOBENIM Ha 3HAYajHO Mam0j momysanuju 3apaBux xeHa (109). V HameMm ucTpaxuBamy
owie cy ykibydeHe 133 GonecHuIe ca OSCHUTHIM TyMOPOM Y MpeJeNy jajHuKa ca MEIHjaHOM CTapOCTH
on 43,37 roquuaa. McKinnon u cap. cy takohe nanum na je HE4 He3aBucan of aze MEHCTpyaTHOT
IUKITyCa, ajli Cy OHHU aHAJM3UPAIH HETOBY KOHIICHTPAIU]Y Y CJI000/IHOj TEYHOCTH Y aOJIOMEHY KO

OonecHua ca enomerpuosom (110).

Ennomerpuosa jajHuka je 6osecT *KeHa y IPeMEHOIay3H U YeCTO MPEeCTaBsba MpodiieM 3a JeKapa y
nudepeHirjaTHo-I1MjarHOCTUYKOM CMHUCITy, 300r uera je 3Hayaj TyMmopckor Mapkepa HE4
HENPOICHUB. Y HAIO] aHAJU3W CMO OJIBOJUJIM U MOCEOHO aHAIM3MPAIH CIIy4ajeBe CHIOMETPHUO3e
jajHAKa W ocraje OeHWrHe ajaHekcamHe Tymope. bmimo je 37 OonecHunia y TpeMeHONay3w ca
OBapHjaTHOM EHIOMETPHO30M, o1l Kojux je 28 (75,6%) mHTpaomepaTuBHO cTagupano kao ASRM
craqujym IV, a 9 (24,4%) xao ASRM cranujym IIl. Ananmuzupanu cMO MX OJBOJEHO O JIPYTHX
OCHUTHUX aJHEKCAJIHUX TyMmMopa U y 00e Trpymne cMo JOoOWMIM Jla HE IOCTOjU CTATUCTUYKHU
curHu(UKaHTHA pa3fiika y CepyMCKUM HuBouMma Mmapkepa HE4 y omnocy Ha ¢asze MeHCTpyaHOT
mukiyca. To Ou 3Haumno na 6u HE4 umao ucty BanuaHOCT y KilacM(pUKAIMjU €HIOMETPHO3€ jajHUKA,
0e3 pa3siuKe y 0IHOCY Ha JIaH MEHCTPYaJIHOT IIUKITyca Kaja ce y3uMa KpB 3a IeroBy aHaIu3y. ¥ OBOM
HUCTpaXMBamky HHUjeIHAa OOJECHUIIA HMje Jajia TMOoJaTak O MPUMEHH OWJIO KOJUX XOPMOHCKHX
mpernapara, Tako Ja He OM MOTJIM J1a 3aKJbY4MMO Jia JJi OW MOJKIa er30T€HO MPUMIBCHH XOPMOHHU

yTUIAJIK Ha cepyMcke HuBoe HE4.

WuTepecoBao Hac je Ja JIu IOCTOjU pas3iinka y HuBouMma Mapkepa HE4 usmelyy rpyne 6onecHuna ca
€HJOMETPHUO30M H TPYIIe ca APYTUM aTHEKCATHUM TyMOpHUMa KOje Ce€ Hajase y ucToj (a3u mukiyca,
dhonukynapHoj Wi ayrenHu3npajyhoj. Hamum cMo 1a He MOCTOjM CTAaTUCTUYKY 3HAYajHA pa3inuka y
HuBoy HE4 m3mely oBe nBe rpyme y Toky domukynapae ¢daze mukmyca (Mdn 36,00 pmol/L vs.
35,50 pmol/L), (U =222,0; p = 0,266). Anu, ca apyre crpaHe, TOOMIM CMO 3HAa4yajHy PasjHKy y
Husouma HE4 y nyrennusupajyhoj dbasu usmel)y o6e rectupane rpyne. Huson HE4 cy 6unu Hiku y
TpylId  ca OBapHjalTHOM  E€HJOMETPHO30M HACYNpPOT OCTaUM  OBapHjaHUM TyMOpHUMa
(Mdn 40,20 pmol/L vs. 35,50 pmol/L), (U=469,0; p = 0,048). OBa pa3nuka ce He Ou Morjia

IIPOTYMa4YUTH HA OCHOBY JOCTYIIHUX UCIIUTAHUX [1ApaMeTpa y OBOM UCTPAKUBAY.
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300r YMBCHHIIE J1a C€ HHUCY OTKPWJIC 3HAYajHE Pa3IMKe KOJ aCHMITOMATCKUX, BUCOKO PHU3UYHUX
Oonecuuma pasnuunux eTHuukux rpyma (103), ouekyje ce ma 6um ce HE4 Gasupanu wuHIEKC

MaJIMTHUTETA MOT'a0 KOPUCTUTU KO 6OJICCHI/IL[3, Pa3IMINTUX CTHUYKUX I'pyIia.

6.2 CA125

Memujana mapkepa CA125 y rpynu nctiranuia ca 0EHUTHAM 1 MaJIMTHAM TyMOPHMa jajHHKA, Kao U y TPYITH
37paBHX UCIHTaHUIA u3HocH: 27,7; 6334 u 12,3 U/mL. Anamsa notBphyje na ce nuBo mapkepa CA125
curHi(MKAaHTHO pa3mmKyje m3mel)y tpu rpyme mcrmranmia (y?(2, N =254) =90,86; p <0,001). Post hoc
aHaJM3a, TprIaroleHa 3a BUILECTENICHE KOMITapalyje, Y3 MOIM(UKOBaHH HUBO CUTHHU(MKAHTHOCTH TIpeMa
“Bonferroni correction” (0. = 0,016), motBphyje na je HuBo mapkepa CA125 cHTHU(HUKAHTHO BHIIM KOJT
MCIMTAHMIIA Ca MAJIMTHUM Y OJIHOCY Ha MCIIMTAaHMIIE ca OeHurHuM TymMopoM jajauka (U = 785,5; p <0,001),
KOJI MCIUTaHMI[A ca OCHUTHUM TyMOPOM Y OIHOCY Ha 3apaBe ucrmtanuie (U = 2.757,5; p <0,001), kox

UCIUTaHKIIA Ca MAJIMTHAM TYMOPOM Y OfiHOCY Ha 3apase ucrmtanwmie (U = 183,0; p <0,001).

Memujana 3a CA125 y oBOM HCIIUTHBamY CIMYHA je BpEAHOCTUMA Koje cy poommm Montagnana u cap.
(12,3 macympot 9,7 U/mL) (95). Meaujana y ctynuju Moora 3a CA125 y rpymu GeHUrHEX TymMopa je 2,5
IyTa BHUILIA HErO Y OBOM HcnuTHBamwy (27,7 Hacympor 67 U/mL). OBo Ou ce morio o0jacHHTH U
YUEEHUIIOM J1a CY Yy TPYNH OSHUTHHX TyMmMOpa UMaiu 12 MHOMa yTepyca KOjU Cy Ce Ha YATPa3ByKY
MPE3CHTOBAIIM KAa0 TYMOPH jajHHKA, a KaKko je Beh caommreHo, MHOMH Cy 4ecTo mporpaheHr BUCOKUM

nuBouma CA125 (111), (112).

Menujana CA125 Ko eMUTENHUX U CTPOMAITHUX MAIMTHHUX Tymopa jajHuka usHocu 687,1 U/mL u
62,1 U/mL. CurauukaHTHO BeNHKa pa3iiiKa y KOHIIEHTpaIHjaMa OBOT TYMOPCKOT MapKepa OJTHOCH

ce Ha unmeHnIly 1a je CA125 npoussox enutennux henuja mesorena (113).

MosxeMmo 3akibyunTy 1a HuBo CA125 ko1 uciMTaHMIIa ca KapIIHHOMOM jajHUKA HUjE Y 3aBUCHOCTH Ca
crapomthy (114). He mocrtoju Hu 3aBucHOCT cepymcke kouieHrpamnuje CA125 u BMI. Hucmo

YTBPAMUJIM HU 3aBUCHOCT ca OpojeM TpyaHoha, 6pojeM nmopolhaja u Opojem abopTtyca.

Konx ucnuranuna ca kapruuHoMoM jajHuka HUBO CA125 ce He pasnukyje CUTHU(UKAHTHO u3Mehy
WCIHUTAHUIIA Ca TIO3UTHBHOM U HEraTHBHOM JIMYHOM aHaMHe30M KomopOuautera (Mdn. 673,9 U/mL
vs. 592,8 U/mL), (U = 218,0; p = 0,99). He nocroju curaudukaHTHa pa3inka HU n3Mel)y ucruTanuia
ca TO3UTMBHOM M HEraTMBHOM (aMUJIMjapHOM aHaMHE30M KaplUHOMa JIOjK€ M jajHUKa
(Mdn 633,4 U/mL vs. 968,6 U/mL), (U=99,0; p=0,77), kao Hu u3mel)y MCIUTAHHIIA TyIIada M
Herymaya (Mdn 556,5 U/mL vs. 1.000,9 U/mL), (U = 128,0; p = 0,55).
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Huso mapkepa CA125 ce He pa3nukyje curHuukanTHO u3Mel)y HCTUTaHUIIa KOje Cy Y TpeMEHOoNay31
u nocrmenomnay3u (Mdn 556,5 U/mL vs. 673,9 U/mL), (U = 155,0; p = 0,67). Kox ucnuranuna y
IIPEMEHOIIay3H ca OBapHjaIHUM KapImHOMOM HHBO Mapkepa CA125 ce He pa3inKyje CHTHU(UKAHTHO
n3Mmel)y ucnuranuiia KoJ Kojux je trect u3BpiieH y I ha3u MmeHcTpyanHor nukinyca y onaocy Ha Il da3y

MmeHcTpyansor ukiayca (Mdn 1.086,0 U/mL vs. 556,5 U/mL), (U =8,0; p =0,91).

VY rpynu GonecHuiia ca OeHUTHUM TymopuMa, MeaunjaHa mapkepa CA125 nma HajBHIly BPEIHOCT KO
CllydajeBa ca MHTpAIMTaMeHTaAPHUM MUOMHUMa yTepyca u uzHocu 66,4 U/mL, 3atum ko uHIaMaTOpHUX
TyMopa 1 u3Hocu 66,42 U/mL, 1ok je meaujana mapkepa CA125 HajHmka KOl FTePMHHATHBHUX TyMOpa U

uzHocu 10,7 U/mL, o je y ckinaay ca Beh mybimkoBanum pagosuma (115), (116).

Kox rpyne ucnuranuna ca 6enuraum tymopuma jajuuka CA125 curnudukanTHo Kopenupa camo ca
crapomhy ncnuranuna. HecuraudukanTHO KOpenupa ca MHISKCOM TeJIECHE Mace, M OpeJT TOra IITo
CMO HallUTM paJ KOjU TBPAM CYIPOTHO M yKa3zyje Ha HEraTUBHY Kopenanujy u3mehy KoHIeHTpaiuje
CA125 u BMI, o6jacauBmn mwiynuonn edext koju 1gaje Behw 1uasma Boaymen (117).
HecurnuduxanTha je u kopenaiuja ca 6pojem TpyaHoha, 6pojeM mopohaja u Opojem abopTyca, mTO

je caomiTteHo y paay Paulera u cap. (118).

Bpennoct CrimpmanoBor (Spearman) panra Kopenaiuje mokasyje Ja ocToju BpJio ciiada HeraTuBHA
MOHOTOHHYHA Kopenanuja u3melhy mapkepa CA125 u crapoctu ucnuranuna (rs (133) = —0,178,
p <0,05). To noka3yje na KOJ UCHUTAHUIA ca OEHUTHOM IPOMEHOM jajHUKA BPEAHOCTH MapKepa
CA125 ne3natHo omajajy ca nmosehamem crapoctu (118). Y oBoM pajy, oBaj CTAaTUCTUYKHK Hasla3 Ou
ce MOTao MPOTYMAaYUTH U BehoM MHIMICHIIM]OM €HIOMETPHO03€e Ko MitaljixX UCTIMTaHHIIA, KA0 U KO
7IBa CiIy4aja MHOMa yTepyca KoJ Kojux cy 3abenexxeHe Behe BpenHoctu CA125, a koje cMO UCTO Tako
HallUIM KOJ| HAIIMX MCIHUTAaHWLA Yy IPEMEHOMNay3H, adu M (U3MOJIOIIKUM HaJ0M CepyMCKe

koHeHTpanuje 3a Mmapkep CA125 kox crapujux, mto je Beh caommreno (118), (119).

Kon wcnuranuma ca OeHMTHHM TymopwMa jajHuka HUBO Mapkepa CAL125 ce He paznmkyje
cUrHU(UKAaHTHO W3Mel)y HCOUTaHWIA ca TO3WTHBHOM M HETaTHBHOM JIMYHOM aHAMHE30M
komopouaurera (28,1 U/mL vs. 23,7 U/mL), (U = 1.440,5; p = 0,46), usmehy ucnuranuia ca
MO3UTHBHOM M HETaTHBHOM (paMHUIIUjapHOM aHAMHE30M KapIlMHOMa Jojke U jajauka (28,1 U/mL vs.
20,9 U/mL), (U =379,0; p = 0,53), 10K ce curHu(puKaHTHO pa3inKyje u3mel)y HCIUTaHUI[a HelyIaya
u mymada (25,3 U/mL vs. 33,8 U/mL), (U = 1.584,5; p < 0,05). OBa curaudukanTHa pasivka je
KOHTpaJUKTOpHA pany Paulera m cap, KOju TBpAE Ja je PErylapHO NyIIemke MpornpaheHo HIKHM

CepyMCKHM KoHIleHTpanuja Mapkepa CA125 (118).

Huso mapkepa CA125 curHuuKaHTHO ce pa3iuKyje u3Mely UCITUTaH!IIA KOje CY Yy TPEeMEHOTIay3H Y
OJTHOCY Ha ucnHTanuile y nocrmenonaysu (31,5 U/mLvs. 17,6 U/mL), (U = 1.214,5; p < 0,01), wro je

y paBHu ca pagom Nguyena u cap. (119).
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Kon ncnmranumna y mpemeHomay3u ca OEHUTHUM TyMOpoM jajHuka HUBO Mapkepa CA125 ce ne
pasiMKyje CHTHU(UKAHTHO U3Mel)y UCTIMTaHMIIA KO/ KOJUX je TecT u3BpiueH y I ¢a3u MeHcTpyamHor
ukiryca y ognocy Ha II (46,5 U/mL vs. 27,2 U/mL), (U =812,5; p <0,05). IToctoje cTtyauje koje TBpae
CymnpoTHO, Tj. na ce CA125 curHudukaHTHO pa3IuKyje y 3aBUCHOCTH 011 (Da3e MEHCTPYaTHOT IIUKITyca
W Jla TOCTOjU pa3iiiKa y MOJICKYJIapHOM THUITy KOju ce ociiobala y KpBH y TOKY paznuuute ¢asze

mukiayca (120), (110), (121), (119).

[Tocne yrBphuBama ma O6um ce momaBamem HE4 Tymopckor mapkepa Ha CAl25 mocturia Gosba
BaJIMIHOCT Yy MPEIUKIUjH OBapHjayHOT KapiimHoma, Moore u cap. cy passwiu Risk of ovarian
malignancy algorithm (ROMA) (122). V cacrasy ROMA anropurma, ocuMm KoHuentpanuje HE4 u
CA125, ananuzupanu cy 1 MeHonay3annu cratyc. Mmajyhu y Buny na ce konuentpauuja HE4 mema
ca roguHama (102) u a2 aHAMHECTMYKM MMOJATAaK 332 MCHOINAY3aJHH CTaTyC MOXE OHTH Mame
BepozaocTojaH, Karlsen u cap. cy y cBoj anropuram CPH-I MmeHOMay3anHu ctaTyc 3aMEHUIIN roIMHaMa
crapocti. Ha monynanuju oy 2.665 6osiecHuIa, KOHCEKYTHBHO YKJbYUCHHX Y 8 Pa3IMUUTUX LIEHTapa
TepLUHUjapHE 3]PaBCTBCHE 3allITUTE, W3 IMET pa3IMYUTUX EBPOICKUX 3€Maba, YTBPAWIU CY
CeH3UTHUBHOCT 011 95% u cneunduynoct ox 78,4%, 3a pazmuky onx ROMA nnnekca, 3a KOju Cy y HCTOM

pany 3a yIBphjeHy CeH3UTHBHOCT 011 95% mo0Ouiu HemTo Mamy crenupuanoct, 71,7% (90).

Cem crapocty, U peHanHa (yHKIHja aenyje Ha koHueHtpanujy HE4 (123). HenaBHo je u3BencHa
CTy/M]ja KOja je Mpe3eHToBala MOIEN JIOTUCTHYKE PerpecHje y NpeauKIHj1 OBapHjaIHOT KapLIMHOMA,
koju je ykibyuno cepymckn HE4, CA125 u eGFR (riomepynapHa ¢uiarpanmona pata), ajii JoaTaK

eGFR nuje noBehao AMjarHOCTHYKY TAYHOCT KapluuHOMa jajHuka (124).

6.3 BaauaHocT 0MOXeMHUjCKHUX TyMOPCKUX Mapkepa HE4 u

CA125, anroputma ROMA u CPH-I

Kao mohan 6uoxemujcku Tymopcku Mapkep HE4 ce mokasao y AeTeKlUju enuTeNnjaTHuX MaTUTHUX
TyMOpa jajHHKa U ycreo aa oTkpHje yak 50% mponymreHux ciydajeBa kapuuHoma of crpane CA125
(94). okazan je u amutuBHu epekT Ha CAL125 y ciyuajy muxoBor KoMmOnHOBama (125), (94). ROMA
anropurtam, kao u komOuHanuja HE4, CA125 n meHONay3aHOT cTaryca Cy I0CTa aHAJTM3UPaHH, alld
pe3yaTaTH BalMIAIM]CKUX pajioBa cy cymnporctaBibenn (126), (127), (128), (129), (130), (131). 1
nopen Tora mro je CPH-I, noructuuku perpecuonu mozaen koju ykibyuyje HE4, CA125 u crapoct
WCIIUTAHWIA, TO0Ka3ao 00sby BaymaHOCT o ROMA anroputMma y jequHOM ITyOJIMKOBAaHOM paay J0
cajia, MIaK ce paj O MYJITHIEHTPUYHO] CTYIUjU Y KOjOj je UHKIy3uoHu Oajac Hempemoctus (90).
Jenan o HamMX 1UJBeBa OMO je 1a IpecTaBUMO neppopMaHce 10 casla HajMONHUJUX TMjarHOCTUYKUX

MHCTpyMEHATa Ha HaIlloj MOMyJIaluju.
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ITo ucK/byUEHY HCIIMTAHKIIA Ca HECITUTETHUM OBapHjaTHUM KapiuHomuma u “borderline” tymopuma,
3a npeocrajie 173 ucnuranuie cMo pobunn ontumanny cut-off Bpexnoct ox 92,8 pmol/L 3a HE4, ca
CCH3UTUBHOINY Yy J[ETEKTOBakhYy MAIMTHUX CMHTEIUjAIHUX TyMmopa jajuuka on 95% wu ca

cneruduunonthy ox 86,5%.

[To moaenu UCIUTAHUIIA IPEMa MEHCTPYaITHOM CTaTyCy, 3a MpeMeHonay3aiHe cMo goomu cut-off oz
107 pmol/L, ca censurusHomihy on 81,8% u cnenudpuunonthy ox 97,9%, a 3a mocTMeHoIay3anHe

221,2 pmol/L, ca censutuBHouIhy 68,97% 1 cneuuduunomthy 100%.
Onrumanau cut-off 3a CAL125 je 214,4 U/mL, ca censutuBHothy oz 72,5% u cnetpduunonthy o 97,7%.

3a ROMA anropuram, moMohy Koaupama, IpopadyHaid cMo 3ajeqauuku CUt-off 3a nemy momynarujy
u oH uszHocu 27,9%, ca censutuBHomhy ox 95% wu cneuuduunomhy ox 87,2%. Ilo mogenu
UCIHWTAHUIIA TpeMa MEHCTPYalHOM CTarycy, maobujeH je onrtumanau Cut-off om 32,7% 3a
npeMeHonay3aine, ca censutuBHouihy ox 81,8% u cneruduunomhy ox 97,9% u ontumarnau cut-off

o1 66,4% 3a nocTMeHomnay3anHe, ca ceHsutuBHouhy ox 82,8% u crnenuduunonthy oa 100%.

3a CPH-I anropuram ontumanuu cut-off je 0,64, ca censutunowhy ox 77,5% u cnenuduynomhy

ox 99,3%.

Ha menoj momynanuju ucnutanuia 3ajeHo (y IpeMeHOIay3H U MOCTMEHOIay3u ) HajBehu 0poj JTaxkHO
MO3UTHUBHUX pe3ynTarta j1ao je mapkep CA125 (ykynno 53), a Hajmawu HE4 (ykynHo 17), (Tabena 31).
Kopucrehu cut-off 3a HE4 nonyhenor ox npoussohaga (< 70 pmol u < 140 pmol), nponyctunu cmo
10 cmyyajeBa KapuMHOMA M JIOOWJIM CEH3UTUBHOCT 071 75% ¥ TO je HEIITO HIXKA O] CEH3UTUBHOCTH

Tymopckor mapkepa CA125.

Cnymrrajyhu taj cut-off ma 57,5 pmol, mocturau cmo censutuBHoct 3a HE4 o1 97,50% u manu camo
jenaH mpomymTeHu cinydaj. CnenuduyHOCT je y ToM ciaydajy naia Ha 75%, mTto 3Hauu aa o6u 25%
cilydajeBa ca OGHUTHMM TyMOpHMMa jajHHKa OMJIO MOTPENIHO KJIacU(PUKOBAHO y rpyny Maiauraux. U
MopeJ] CIyIlTamka rpaHuLe crennuuHocTy TyMopekor Mapkepa HE4, oHa je u nasbe Ousa Buia Hero
cneruduanoct mapkepa CA125 (Tabena 32). 13 oBor npousnasu Aa npu 100Hjamby BPEAHOCTH OJ1 OKO
50 pmol 3a HE4 mocroju Bume ox 97% BepoBaTHohe na je TyMop jajHuka OcHuran. Moxe ce
3aKJPYYUTH 1A je 3a Hamly nonynanujy HE4 Bucoko ceH3uTHBaH U cnenuduyuad TYMOPCKU Mapkep,

YUME CMO JIOKAa3aJId Hallly MIPBY XHUIIOTE3Y.

VY oBoM HcTpaxkuBamy, 38 ROMA anropuram, Koju je aHaIM3UpaH Ha 1eJ10j MOMyJIaluju (UICIIUTaHHLIE
y IpPEeMEHOIay3u U MOCTMEHOINAY3H 3ajeIHO), JOOWJIN CMO 3HAuajHO BUIILY CEH3UTHUBHOCT OJ OHE
CaoIINTEHE Y OPUTHHAIHOM paay Mooraa wu cap., a koja uznocu 89% (Tabena 32) (89). OcHoBHa
pasivka je y WHKIYy3HOHHUM KpUTEpHjyMHUMa 00€ CTyauje, TayHHje, OHH 3ajeTHO Ca MAJIUTHUM

CMUTETHUM TYMOpPHMa jajHHKAa aHAJIM3Upajy U TYMOpPE HHCKOT MAaJUTHOT TOTEHLHjajka, T3B.
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“borderline”. Mmak, oBo 61 MOTJIO yMamUTH CIEHU(UIHOCT TECTA, a HE BErOBY CEH3MUTUBHOCT, Kao
IITO je OBJIE CIy4aj. 3aTHM, KO IHX CE PaJd O MYJITHICHTPUYHO] CTYIH]H, ca IPUMEPIIAMA cepyma
aHAJTM3UPAHUM Ha pa3InuuTUM riatdopmama. JIpyra pasnuka je MyaTHIEHTPUYHOCT FbUXOBE CTYIH]je

u Behu Opoj yKJbY4eHHUX CiTydajeBa MaJUTHUX TyMOpa.

Cepymcka Mepema koHieHTpanuja HE4 cy y mpeanoctu y omnocy Ha mepema CAL125 y cmucny Behe
cnenupuynoctu (132), (133). YV oBOM HCTpakuMBamy, M y TPYIH CBUX HCIHMTaHHIA 33j€IHO, H
OJIBOJEHO KOJI OHHMX y NMPEMEHOIay3H, HajBHIIE JIAXKHO MO3UTUBHUX pe3ynTara oner je nao CA125, a
Hajmame HE4 (TaGena 31). Tome gonpuHOCe Cly4ajeBH €HIOMETPHO3E, IEIBUYHUX HH(DIAMATOPHUX
TyMopa 1 00a ciIydaja MHTPAJINTaMEHTApHUX MHOMAa KOjH Cy C€ Ha YJITPa3BYKy IPE3EHTOBAIN Kao
tymopu jajuuka (115). OBuM cMO Ha HaIlIO] MOMYJAIMjU JOKA3ald [NIABHU HEIOCTATaK Mapkepa
CA125, a To je HHUCKa cemapaloHa MOh OCHUTHMX O] MaJurHHX Tymopa jajuuka (134).
AHanusupameM OpUTrHHaJIHE 0a3e MmoAaTka, YBUAEIH CMO Jia Cy KOJ J00por Jena UCIHUTaHUIa Tope
CIIOMEHYTH TYMOPH OWJIN IMjarHOCTUKOBAaHU Kao JIa)KHO TTO3UTHUBHHU HAa OCHOBY pesynrara 3a CA125.
CymnpotHo of oBora, Tymopcku Mmapkep CA125 je nokazao Hajsehy cnienn(puyHOCT KO UCIIUTAaHULA Y

noctmenonaysu, 70,00% (Tabemna 32).

Hajcnmeun¢uunuju y rpynu HCOUTaHWIA y TpeMmeHomay3u Ouo je wmapkep HE4, 94,68%.
CrneuunduyHocT U rnodaiHa TayHOCT 3a JAETEKIH]y KapuuHoMa u3paxena mpeko AUC = 0,943
(Tabena 32, Tabena 33) koA HaIIMX WCHHMTAHUIA Y HpPEMEHOIAay3u OWIM Cy HEUITO BUIIM O
CaoMIITEHE Y CUCTEMAaTCKO] peBuju Macedoa v cap. (135). Cnennduyaroct ox 94,68% Ou 3HaumIa 1a
je 94,68% wucnuraHuiia ca OEHUTHUM TyMOpHMa OWJIO TTPaBUIIHO KJIAaCM(PUKOBAHO momMohy mMapkepa
HE4. Ha taj HaunH 61 ce u3berie HemoTpeOHe onepaTUBHE MHTEPBEHIIM]jE U onTepehnBame IieHTapa

TepquapHe 3APABCTBCHE 3alITUTE WJIK LICHTAPa CHCI_[I/IjaJ'II/BOBaHI/IX 3a TMHCKOJIOUIKY OHKOJIOFI/ij.

Hajsehy npenusHOCT y AMjarHOCTULIM KaplIMHOMA jajHUKA 3a CBE MCIMTAHULIE 3ajeIHO MO0Ka3ao je
CPH-I anropuram, 85,55%. Konx ucnuranniia y mpeMeHoIay3u, Kao HajIpeu3Huju mokaszao ce HE4,
93,33%, a ko oHuX y noctmenonaysu, ROMA anropuram u CPH-| cy 6unu ca ucrom npeunsHomhy

on 77,94% (Tabena 32).

N nipu anaymm3u ROC — AUC xpuBe 3a HICIIUTaHUIIE Y TIPE- B IOCTMEHOITAY3H 3ajeHO, U ITOCEOHO, cCaMo
3a oHe y moctmeHonay3n, ROMA je umao HajBehy rinobamny mujarnoctuuky taunoct (AUC = 0,957

u AUC = 0,951). OBuwm je nokazana Tpeha mocraBsbeHa XUIIOTE3a OBOT pajia.

Hama ROC — AUC BpenHoCT je BUIIa HEro y myOJIMKOBaHOM OPUTHMHAIHOM pajay KOjU je pe3yiarar
WCITUTUBAKka Y HEKOJIMKO OHKOJIOIIKKX IIEHTapa, allv j€ TO pajl Koju je o0yxBaTtruo Behu 6poj kaprmHoma
jajauka, ykipyayjyhu u “borderline” rymope (89). YV nemocrarky nyonukanuja 3a ROC — AUC ananuse,
ROMA anroputMoM y 3aBHCHOCTH O/ MEHCTPYaJTHOT CTaTyca HE MOKEMO YIIOPEAUTH HaIly TI100anHy

JIMJarHOCTHYKY TAYHOCT 32 UCITUTAHUIIE Y TIpe- ¥ MOCTMEHOIIAY3H OJIBOjEHO.
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CPH-I je moxka3zao HajBehy moBpmmuy ucron ROC kpuBe KoI HCNUTaHWIA Yy TPEMEHONAY3H
(Tabena 33). To moka3syje 1a OBe *KeHE ca KapLIUHOMOM jajHuKa umajy 91,6% BepoBaTHOhe, y mopehemy

ca UCIIUTaHUI[aMa ca OCHUTHUM TyMOpHMA jajHuKa, 1a umajy Bpeaaoct CPH-I Behy ox 0,07.

Ham pan je mel)y npBuma xoju ananusupa BanugHoctT HE4 npema crapocaum rpynama. [Ipu Tome cmo
Hanuy aa je HE4 umao makcumanny censutuBHocT, 100%, kon Hajmiahux ucnuranuna (ox 18 no
25t10x.). Y oBoj rpynu HE4 je umao makcumanuy cnemuduynoct, a CA125 je uak xon 46%

WCIIUTAHWIIA ca OCHUTHUM TYMOpPHUMA JIAXKHO KJIACH(HUKOBAO KapIIMHOME jajHHKA.

Ceu napamerpu (HE4, CA125 u ROMA) cy nmokasanu cenzutuBHOCT on 100% y rpynu ox 26 mo 33
ronuae. HE4 je mmao makcumanny crneuuduunoct, a CAl25 ce omer moka3zao Kao HajMame

crieruduyan, 45,15% (Tabena 35).

VY crapocHoj rpynu ox 34 no 41 roauHe MOOMIM CMO MCTY CEH3UTHBHOCT 32 CBa TPU HCIIUTHUBAHA

napamerpa (HE4, CA125 u ROMA), 66,67%. Hajcnieunduunuju ce u oae mokaszao HE4 (Ta6ena 35).

VY crapocHoj rpynu ox1 42 o 49 roauna, CA125 u ROMA cy nokasanu MakCHMallHy CEH3UTHBHOCT,

100%. HE4 noka3yje HajBehy crienuduunoct, 91,30%

Kox 6onecanmna ox 50 mo 57 rogunaa, CA125 u ROMA nMajy ucTy 1 MaKCUMaliHy CEH3UTUBHOCT OJT

100%. HE4 je 3auyhyjyhe nao Hajanxy crnenudpuanoct ox 55,56% (Tadena 35).

Kon o6e Hajctapuje rpymne (ox 58 10 65 roa. u > 66 roa.) ROMA uma MakcumaliHy CEH3UTHBHOCT,

100%, a HE4 u CA125 cy noka3anu cnabujy CeH3UTHBHOCT, aiu 00Jby crierpuunoct (Tadena 35).

W3 cBera HaBeZieHOT, MOXe /1a ce 3aksbyun na CA125 nMa penaTuBHO HUCKY CIIENU(UIHOCT KOJI CBHX
CTapOCHMX TIpyla, JOK C€ HWeroBa CEH3UTUBHOCT mMoBehaBa ca crapouthy. Ilpu anamus3m cBux
WCIMTAHUIIA, 3aKJbYYHUIIM CMO Ja C€ HeroBa I'eHepajHa CIIOCOOHOCT KiacudukoBama nosehasa of

AUC = 0,825 3a I[TPM go AUC = 0,930 3a IIOM.

[Tpu ananm3m npema roguHamMa CTapoCTH, TOTBPAMIIM CMO J1a ce ca moBehamem crapoctu, moBehasa u
knacugukaropHa crocodHoct mapkepa CA125, tako na je y rpynu ox 50 1o 57 roawHa merosa
cersutuBHocT 100%, a cneundpuunoct 88,89%. CeH3uTHBHOCT U crenuduuHocT Mapkepa HE4
omanajy ox 83,33% wu 91,30% y rpynu ox 42 no 49 romumHa Ha ceHsutuBHOCT on 71,43% wm
cnenuduanoct 55,56% y rpynu ox 50 mo 57 roguna (TaGena 35).

Taxko ce ca curypHomhy Mosxe noTBpautu na je HE4 3nayajHo 60spM KiTacu(UKaTOp UCIUTAHULIA Y
npemenonaysu. Y nopen tora mro pasiuka y ROC — AUC kpuBama HUje CUTHU(HKAHTHA Y OBUM
cllyyajeBMMa, UMaK MOXeE Ja ce BUAU Ja je Kilacu(pukaiyja y nmpemMeHomnay3u 0osba TECTHpamEM

mapkepoMm HE4 (TaGena 36).
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300r BaXHOCTH OTKpHBamba KapIIMHOMA jajJHHKA y PAaHUJUM CTaJMjyMHUMa M YTHIIaja KOJU CTaJIH]yM
MMa Ha NMPEeXUBIbaBAkE, aHATM3UpaIH cMo BanmuaHocT Mapkepa HE4, CA125 u anroputma ROMA 3a

pane (FIGO I u II) u xacue cragujyme 6onectu (FIGO Il u IV).

AHanu3upaii CMO OJIBOjJEHO W BAJMTHOCT CBUX HCHUTHBAHUX TapaMeTpa Koj uchnuTaHuma y [
cranujymy npema FIGO, xoju je y qocagammsuM paoBUMa MOKa3ao MpexkuBbaBame 0 oko 90% kana
je Tymop Jokanu3upad camo Ha jajuunuma (136). [lasbe, aHanmM3y cMO H3BEIH 3a JKEHE y Ipe- W
MOCTMEHOMNAY31 OABOjE€HO J1a OMCMO MPOLIEHWIIN J1a JTU, MOX/1a, U MEHCTPYaJIHU CTaTyC UMa yTUIaj Ha

BAJIMAHOCTHU HAIIMX WCIIMTUBAHUX ITapaMeTapa.

VY rpynu ucnutanuia y npemeronaysu y FIGO I craaujymy cBu Mapkepu Cy MOKa3aid MaKCUMAIHY
censutuBHOCT, 100%. VY onHOCY Ha CHENU(HUYHOCT, KOJA HCHHTAHHLA Yy TPEMEHOMNay3H,
Hajcnenuuuanju je 6uo HE4, 94,68%, a najmame CA125. Kon ncimranuna y noctmenonaysu 100%
cemsutuBHOCTH je Omno 3a ROMA, a Hajmame censutuBaH ce mnokazao CA125 (Tabema 39).

CreunuyHOCT je HHECKA 3a CBe MapKepa U U3HOCH O0Ko 60%.

HE4 u ROMA cy nokazanu BelnuKy rJo0anHy IMjarHOCTUYKY TagyHOCT y rpynu 6onecHua y FIGO |

CTaaujyMy, Koja je KOJ UCTIMTaHUIIa y TpeMeHomnay3n MakcumainHia (Tabena 40).

Hcre ananmuse cMo HampaBwiu y3umajyhu 3ajenno ucnuranuie craaupane y FIGO I u Il mmu T3B.

“paHUjuUM” CTaIMjyMHMa KaplMHOMA jajHUKA, KaJia je MeTOrO/INIIbE IPeKHBIbaBame 0ko 70% (28).

Jlobunu cmMo MakcuMmanHy ceH3utuBHocT, 100%, 3a HE4 1 ROMA anropuraM KoJi UCIIMTaHHULA Y
npemenomnay3n u 100% 3a ROMA kon onux y moctmeHomnay3u (Tabena 42). Hajcneumduunmju
Mapkep y npemenomnaysu je HE4, 94,68%, a y moctmenomay3u CA125 u HE4 nene ucty u 3Ha4ajHO

crnabujy crierquduyuHoct, 69,23%.

VY onnocy Ha ROC kpuBe, y rpynu UCIIUTaHULA y TIpeMeHONay31 HajBehy riio0anHy AMjarHOCTHUKY
tayHocT u ozae mMmajy HE4 m ROMA, AUC = 0,997, a y rpynu xeHa y noctmeHonay3n ROMA
airoputam AUC = 0,903 (Tabemna 43).

AHanu3upaiy CMO M UCIIUTaHUIle y “KacHUjM” cTaaujymuma kapuuHoma jajuuka (FIGO Il u IV), ca

METOTOIMIITeM TTpexHBIbaBambeM 20-40% (28).

Camo Tpu ucnUTaHUIE Cy OUJie y MPEMEHOIAay3H U CBe Cy Oujie ctaaupane y Tpehem craaujymy. On
TUX TPHUjy UCIIUTAHUIIA, IOTPEIIHO Cy KiacudukoBane nse (66%) HE4 mapkepom, mo jeqra ROMA
anroputMoM U CA125 mapkepom (Tabena 44). Umajyhu y BUIy BeNUKY IHUJarHOCTUYKY BAIUIHOCT
KOjy je mokazao HE4 y Hamum aHanu3ama, OBO He OMCMO MOTJIM MPOTYMAaYUTH HH HA jellaH Ipyru
Ha4YWH, OCUM JIa C€ paju O JabopaTOpHjCKO] TPEIIIU WU TPENIIH y 00elexaBamy U TPAaHCIOPTY
IOOMjeHnX erpyBeTa. Y TOCTMeHomay3u je HajceHzuTuBHHjH 0Mo ROMA anropurtam, 100%, a

cnieunpuvHOCT je 3a cBe nmapamerpe 60% (Tabena 45).
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ROC ananuza mokasyje aa je ROMA Bpmo mobap AMJarHOCTHYKH TECT Y KIaCH(PUKOBAKY
KapIMHOMa jajHuKa y Tpehem wiam 4eTBpTOM CTaaujymMy, HacCympoT OCHHUTHHM IIpOMEHaMa y

noctmenomnaysu AUC = 0,973.

Moxe ce 3akpyunuTu Aa ca cesutuHomhy on 100% u cnenuduunonthy ox npexo 90% HE4 6u
MOTa0 MHOTO JIONPHHETH Yy JNETEKIMjU KapIMHOMAa jajHUKA y HajpaHUjeM CTaAujymy, Kaja je u
mporHo3a Oosiectr HajOoOJba. [ TABHO OrpaHUYEHE OBE aHAIM3E j€ PEIaTHBHO Mal OpOj MCIIUTAHUIIA

y MojeluHUM cTaaujymuma 6osectu. OTyaa, noTpeOHu ¢y OOMMHU]H PaloBH KOjU OU TO MOTBPIUIIN.

Ha xpajy, ucriuramn cmo Bamuanoct mapkepa HE4, CA125 u anropurma ROMA moce6HO 3a THrose
KapIMHOMA jajHUKA y HaIlleM HCTPa)XKUBAY, CEPO3HUX M MyLIMHO3HHX. CeH3uTHBHOCT Mapkepa HE4 u
CA125 y oTkpHBamy CEpO3HHUX KapLMHOMA KOJ UCIIUTAaHULA Y IIPEMEHOIAY3H je Y aujana3oHy of 86%,
1ok je mapkep HE4 6uo crieruduannju, 94,68%. Kox mocrmenonay3amux CA125 ce kpehe y rpannmama
on 76,47% u 88,24%, y3 Hucky cneruduaHOCT y rparuiiama og 69%. ROMA je moka3zao MakcuMaiHy

cerzutuBHOCT, 100% y 00e rpyme GosecHuIa, y npeMeHonaysu u nocrmeHonaysu (Tabea 48).

U censutuBHOCT U cnienupuyHocT mapkepa HE4 u CA125 y rpynu MynIMHO3HHMX KapIIMHOMA jajHUKa
je HHCKa y TmocTMeHomnay3n. MakcumaiiHy ceH3uTUBHOCT 01 100% cmo mocturiau momohy ROMA
anroput™a. Crnenu@UYHOCT je KOA OBOT XHCTOJOMIKOT THIIA, TaKole, TEeHepaJHO HHCKa, a
HajcniennpuuHuju ce nokazao ROMA anropuram, 61,54%. Hemamo noaatke 3a npemeHonaysu, jep je

Ouia caMo jeiHa UCTIMTaHHUIA y TPYIU ca KapIIMHOM jajHUKA.

Mosxemo 3aksbyunti 1a ROMA Haj0oJbe OTKpHBA U CEPO3HE U MYIIMHO3HE KapIIMHOME jajHUKA, MaJia
Ou yneo ynaTpa3Byka OMO O] KPYIMjaTHOT 3HA4eHa, MOCEOHO KO MYIIMHO3HOT XMCTOJIOIIKOT THIIA

300r nocrojehnx KOHTpaaUKTOpHUX pe3ynrara (137).

I'moGanHa AMjarHOCTHYKA TauyHOCT y MpeMmeHonaysu je ucra u 3a HE4 u 3a ROMA, AUC = 0,974

CA125 ce mokazao 3uaTHO cimabuju (Tabema 49).

Moxe ce ucrahu ma HE4 u ROMA umajy mocta mobpy miobamHy JUjarHOCTHYKY CIOCOOHOCT Y
pa3lBajarby CEPO3HUX KaplIWHOMA jajHMKa O]l OCHUTHUX MENBUYHHX Maca y NpeMeHONay3aJIHOM
nepuoxay. Jpyrum peunma, KOj KeHa ca OBaKBHM THIIOM KapI[MHOMa IOCTOjH BepOBaTHONha 01 OKO
97% na umajy BpenHoctu Mapkepa HE4 urire o 70 pmol/L, omrocHo 140 pmol/L u Bpennoctit ROMA

anroputma Butte of 7,4% (Tabena 49).

ITpema Bpeanoctuma ucnon nospummae ROC kpuBe MOKEMO 3aKJbYYUTH Ja MOCTOJH BepoBaTHONA 0J1
91% na >xeHe y MOCTMEHOIAy3H ca MYLMHO3HUM KapIIMHOMOM, y nopehemy ca oHuMa ca OEHUTHOM

MIPOMEHOM jajHHKa, nMajy BpeaHoct ROMA anroputma m3Han 25,3%.
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6.4 BaauaHocT Haja3a yJaTpPa3ByKa M KOJIOP A0IUIepa

['maBHO orpanuueme “grey scale” ynTpa3Byka y NPEIUKIU]A MaJWTHUTETA KOJ OOJIECHHIIA ca
TyMOpHMa jajHHKA je Majia CIeHHu(pUIHOCT WK 3HaYajaH Opoj JaKHO MO3MTHUBHUX pe3ynraTa (138).
OBakBe mojaBe omrtepehyjy TeplujapHe 3ApaBCTBEHE IEHTPE WM LIEHTPE CIEHUjalu30BaHe 3a
TMHEKOJIOIIKY OHKosiorujy. Mmajyhu y Buay Beh caommraBany Hucky crenuduunoct 3a CA125, a
KaKBY CMO JOOWJIM U y HaIlleM UCTPa)KUBay, BUILIE HETO JaCHO j€ Ja ce Ha OCHOBY caMo “grey scale”
ynrpazByka 1 CA125 TyMopcKkor Mapkepa He MOXe ca CUTypHOIIhy MpeBUIETH THI TYMOPA jajHHKA,

HUTHU CC MOKC IINIAHUPATH OIICCIKHOCT OINICPATUBHOI TPCTMAHA.

Ynorpeba moriepa Mpu aHAU3| IPOTOKA OBapHjaTHE BacKyIaType, Kao cpeicTBa AudepeHInjanmje
OCHUTHUX OJf MAJUTHUX TyMOpa jajHuKa, 0a3upa ce Ha ONCKPOY KPBH HOPMAIHOT TyMOpa, HACYIPOT
OICKpOY MAaJUrHO MpoMemeHor oBapujamHor TkuBa (139). Timor-Tritsch u cap. cy y cBojum
UCTPpKUBAKBUMA YKa3aJld Ha TO J]a HEAOCTaTaK UPKYJIAIK]je Y TYMOPY UCKJbYdyje KapIIHOM jajHUKA
(140). Bourne u cap. cy Haluim Ja KoJop JOIJIEep, Kao CeKyHAAPHU TUjarHOCTUYKH TECT, MOYKE 3HATHO

112 yMary Opoj TaXKHO MO3UTHBHUX pe3yiTara ca cut-off-om ox 1 3a Pl (141).

Y 0OBOM HCTpaXuBamby CMO aHAJIM3HPAIM BHIIC YJITPA3BYUYHHX KapaKTEPUCTHUKA, KOJU CYy JCTajbHH]jC
naty y neiny Marepujaim U MeToie, Tla CMO Ha OCHOBY WHX ynopehusamu Jacobsov Risk of Malignancy
index u Uelandov Morphology Index u ananmu3upanu BHXOBY BaJHIHOCT. M3Benu cMo M jgoriep

uHBecturanuje u ynopehusanu sanuanoct Pl (uaaekca myncanuje) u Rl (MHmekca pe3ucTeHiyje).

bpoj naxxHO MO3UTUBHUX pe3ynTaTa y oBoj aHanu3u je 34 3a RMI, 54 3a MI, 62 3a Pl u 12 3a RI. bpoj
JIAYKHO HETATUBHUX pe3yJiTaTa je mpuiandHo Hu3ak 3a RMI u u3nocu 3, 3a Ml u3nocwu 6, 1ok 3a Pl u Rl

n3Hocu 14 u 19 (Tabemna 50).

AnanmzupameM BanuaHoctu unaekca RMI, MI, Pl u RI, xao HajcensutuBHmju nokazao ce MI, 85%,
ca mocta HUCKOM criennpuyHomhy ox 59,4% (Tabena 51). OBo ymyhyje Ha BUCOKM Opoj JakHO
MO3UTUBHUX Hajla3za. YKOJIMKO YIOPEIMMO Hallle pe3yiTaTe ca OHMMa y OPHUTMHAIHO] CTyIUjU

Uelanda u cap., BuauMo fa cy J0OWIN ¥ BUIIY CeH3UTHBHOCT U crienuduuHocT (98% u 59,4%,) (87).

CensutuBHocT 32 Pl je 65%, a cneunduunoct 52,31%. Pl naje Hucku mporeHar TayHO HEraTUBHUX
HaJla3a ¥ BeJUKHU Opoj JIAXKHO MO3UTHBHUX, Yak 62. JloOMjeHa je HellTo BUIIa CEH3UTUBHOCT U HELITO
Hwka cneruduuHocT y oaHocy Ha cryamje Uelanda wu cap., roe je cemsurtuBHOCT 52%, a
cnerupuaHocT 77%, anu 3HaYajHO HIDKA IIEJIOKYIHA BAJIMIHOCT 00a JoIjiep UHeKca Y ynopehewy
ca myonukoBaHuM pesynratuMa Kurjaka m cap. koju cy 3a cut-off BpemHocTn Hanum mMakcumanHy

cersutuBHOCT (100%) 3a Pl u ckopo makcumanny 3a RI (99%), (87), (142).
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Rl je y 0B0j cTynuju mokazao ceH3UuTUBHOCT 011 52,5% u cnieuuduyunoct ox 90,77%. CeH3UTUBHOCT je

y 0BOj cTyauju gocta Beha ox one Beh caomirene y pedepentHoj cryauju Uelanda 22% (87).

Paznuka usmel)y ose u ctyauje Uelanda je y Tome 1o je irxoBa n3BezieHa Ha BeheM Opojy HCITUTaHUIIA

(442 ucniuTaHuIle), HA IBA pa3IMYUTA YATPA3BYYHA armapara v oJ CTpaHe BHIIE YITpacoHOTrpadepa.

RMI Behu ox 200, koju ykasyje Ha MajqurHy OoJjecT jajHHKa, peructpoBaH je kox 58 (33,53%)
ucnutanuna oxa ykynuno 173. RMI Behu ox 136,9 je peructpoBan xon 71 (40,04%) ucnuranuie on
ykynHo 173. Ontumanau cut-off 3a RMI je oapehen 3a neny rpyny ucnuranuna u aeuHUCaH je
ROC — AUC xpuBoMm ca 75% cnemuduunoctu. Y mnopehemy ca ocramum tectoBuma, RMI nma
HAjBHIITY CCH3UTUBHOCT, 92,5%. Cnenuduunoct je 84,21 3a cut-off > 200 u 74,44% 3a cut-off > 136,9;

mTo ykasyje Ha 21 u 34 naxHo mo3uTHUBHA HaJa3a.

ROC ananu3a ynTpa3By4YHHUX Hajla3a MHICKCA MPe3eHTYje HajHIKY Bpeanoct 3a Pl (AUC = 0,717), a

Hajuiry 32 RMI (AUC = 0,934) (Tabena 52).

Hamm pesynratu nmotsplyjy RMI kao 3nauajuo 6osbu nudepeHIHOHN TecT u3Mel)y MalurHux u
OeHHTHHUX TyMOpa jajHHKa, y mopehemy ca noruep naaexcuma. bbera kapakrepuiie 100pa renepaita
JIMjarHOCTHYKA TAYHOCT Y MIPEIUKIU) U EMUTEITHAX MaJTATHUTETA jajHUKa. THIeKC pe3sucTeHIje HIDKU
on 0,4 naje BepoBaTHOhy 3a MaTUTHHTET €XOTOMOTpadCcKu Bepu(HUKOBAHE TYMOPCKE MPOMEHE O]
74,6%, unaexc myncanuje HUxM o7 1 1aje BepoBatHohy of 71,7%, MopdosomKku HHIEKC > 0 5 naje

BEpOBaTHONY 3a KapIMHOM jajHUKa 011 83,6%.

RMI ce y npeaukiuju kapuuHoMa jajHUKA MIMPOKO KOPUCTU Y AMJarHOCTHUYKE CBPXE Yy HOPAM]CKUM
3emsbama M Benukoj bpuranuju. [lokaszao ce kao ycneman y audepeHumjannju KapiuuHoMa jajHuKa
on Oenuraux oBapujanHux Maca Kopucrehm cut-off ox 200 Ha wcnuTHBaHO] mMomMyJaanUju y
UHCTHTYIMjU TepLHUjapHe 3ApaBcTBeHe 3amtute Jacobs je mocrurao censutuBHOCT on 85% WU
cnenupuaroct oa 97%. Y HCTOM HCTpakuBamy, ayropu cy cryctunu Cut-off ma 50 u mobunm
3Ha4YajHO BHIIY CEH3UTUBHOCT, 95%, anu ce cnenuduyaHocT cnycTria Ha 76% (64). Hakansson u cap.
cy anammsupanu RMI no Jacobsu na ucnimtuBanoj nomynanuju of 1.159 nanujeHTKH®Ba y TEpLUjapHO]

3JIPaBCTBEHO] YCTAHOBU U HAIIUIM CEH3UTUBHOCT MHIEKca 01 92% u crieruduunoct o1 82% (143).

VY IpyroM HUCTpaXHBamy, KOje je MPOCIHSKTHBHO aHAIU3UPAIO CIIydYajeBe YITPa3BydyHHM U
a0opaTOPUjCKUM pe3yJiTaTUMa JOOHJEeHHM Yy amMOYJIaHTCKMM YCIOBUMa OJi CTPaHE OIIITHX
TMHEKOJIOTa, a He Y OHKOJIOIIKMM IeHTprMa, Koprctehu uctu cut-off ox 200 y npenukimju enuTeTHnx
KapluuHOMa jajHuKa u ,,borderline* rymopa, Bailey u cap. cy mocturiu censutuBHOCT o 87,4% u

cneruduaHOoCcT 011 56,8% (81).

I/IHaK, Y HallluM YCJIOBHUMa HHCY CBU TI'MHCKOJIO3U IMPUMAPHE U CEKYHAAPHE 3PABCTBCHC 3aIITUTC

€lyKOBaHU JI0 T€ Mepe J1a OM MOTJIN J1a U3Bely a/IeKBaTHU YITPa3BYUHHU Mperien, na Ou Tpujaxa ouna
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TeXa, YKOJIMKO OM ce OCIIOHWJIM caMO Ha yATpa3ByYHHU Hana3. Hucka CEH3UTHUBHOCT yATPa3BYUYHUX
MHBECTUTAllMja MOXE C€ MPOTYMAaYUTH U YMECHUIIOM Jla Cy jJajHULIM YeCTO HernoBehaHW y paHUjuUM
cTagujyMuma 00JIeCTH, HUTH Cy MOP(OJIOLIKE TPOMEHE KOje C€ MOTY MPATUTH YITPa3BYKOM TOJIUKO

Ha3Ha4YCHEC da Ou Ouie CBUJICHTHEC U IIaTOTHOMOHHNYHC.

[TocToje pasoBH KOju HA OCHOBY aHAJIM3€ KOJIOP JOTUIepa HH(GOPMHUIITY JIa C€ HUCKA UMITCHJAaHCA MOKE
Hahu W y KpPBHUM CyJOBMMa OCHHTHUX TyMmMOpa jajHMKAa KOJ K€Ha y NIpeMEeHONay3W, INTO Ou
pe3yATHPAIIO JIAXKHO HUCKUM HHJIEKCOM pesuctenuuje (< 0,4) (144). Tailor u cap. cy ananusupajyhu
MIOCTOjambe MPOTOKA KPO3 TYMOPE jajHUKA HAIIUIH J1a TOocToju poTokK y 100% manuraux Tymopa u 80%

oenurnux (145). Uudopmury 3a censutuBHOCT 011 93% u crieruduanoct ox 87% 3a Kojop ao1uiep.

National Institute of Health (NIH), ananusupajyhu nocrynny nuteparypy mo 1995. roaune, Hanasu
na Kosop joruiep noehasa crienuUIHOCT YITpa3ByKa y NETEKINjU KapIIMHOMA jajHUKA, alld JIa Cy

notpebHa Jajba ucTpaxuBama (146).

6.5 BammaHocT AJIrOpUTMA NPeAUKINje OBAPHUjATHOT MAJIUTHUTETA

(Algorithm for Prediction of Ovarian Malignancy — APOM)

Bumie crynuja aHanmsupa DUpKYJIalyjy TyMOpa jajHUKa M MOTBphyje /a je pe3uCTeHLMja HUXa Y
KPBHUM CYJOBHMa KOjU CHa0JeBajy MaJUTHOME jajHHKa y ynopehemy ca OHHUM KOjU ONCKpOJbY]Y
OenurHe Tymope jajuuka (147), (142), (148), (149). Ha ocHoBY TOra CMO MHAEKC PE3UCTECHIIN]E KPBHIX
CyJI0Ba TYMOPA jajHHKA, 33j€THO Ca CEpYMCKUM KOHIIEHTparujama Tymopckux Mmapkepa HE4 u CA125,

HUHKOPIIOpUpAIH y AIITOpUTaM mpeiuKinje oBapujanHor Mmaturaurera (APOM).

Kopucrehn cut-off ox 0,3 APOM je mao 127 uctuHCckM HeraTuBHHX oJ yKymHO 130 mcnuTaHuIa.
[Tokazao je 90% CEH3UTUBHOCTU Y JETEKTOBAKY MAJIUTHUX ENUTENHjalHUX TyMOpa jajHUKa WU
cneruduaaocT o1 97,5%. Kax cMo cyctinm meroBy crnenuduanoct Ha 75%, modumu cmo 100%
ceH3utuBHOCTU. 1 y oBOM cnyuajy, cneruuanoct APOM-a je suma of crerupuaaoctd ROMA
arOpUTMa y HAIllO] HWCHMTHMBaHO] momyianuju. HajBehy mnpenusHOCT 0] CBHUX HCIMTHUBAHHUX

mapameTpa y OBOM HCTpakuBamy mokaszao je APOM, 95,88% (56).

Kao no6ap npeankrop Maymranrera APOM ce mokazao kajia cMo y3elu 3a aHami3y camo cirydajese y FIGO
craqujymy I, amu u 'y FIGO cramujymuma I u 11 3ajeqno. Y o6e cutyarije HUCMO JOOWIHM HUjeIaH JIaKHO
HeratuBaH pesynrar. 3a FIGO crammjyme III u IV 3ajenno, noOumu cMO 4eTHpW JIaXKHO HEraTHBHA
pe3yaTara. Y oHOCY Ha XHMCTOJIOLIKH THII, JBa Cy Oniia MyLIMHO3HA, JelaH Cepo3aH U jejaH OBapHjaIHU
KapIIMHOM TIpesiazHuX henmuja. Y 0JJHOCY Ha MEHCTPYaIHH CTaTyC, ABE UCTIMTAHUIIE Y TPEMEHOIIAY3H U JIBE

y TIOCTMEHOMay3H. Y CBa YETUPH CITydaja MPUMETHIIM CMO JIAXKHO HeraTuBHU pe3ynrar 3a HE4 mapkep.
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VY FIGO cragnjymy [ u y FIGO cragujymuma I u Il 3ajenno APOM je mokazao cernzutuHocT o1 100%
u cnenuduuHocT ox 97,69%. APOM anroputam je mokazao HajMamy CEH3UTHUBHOCT 32 MYLIMHO3HE

kapruHome, 71,43%.

Maxkcumanny cneruduunoct, 100%, APOM je nokaszao 3a HCOUTAHUIE y IPEMEHONAY3H, a CIadu]jy
3a UcmuTaHuile y noctmeHonaysu, 91,89%. [IpeunsHoct anroputma Hajasu ce y aujana3zony ox 92%

3a UCMIUTAHUIIE y TOCTMEHoIay3u 10 98% 3a oHe y peMeHoIay3Hu.

6.6 Kommnapaunuja Baamuanoctu APOM ajropurMma ca ocrajgum

TECTOBUMA

Opx cBux aHanmu3upanux napamerpa: tymopcku mapkepu (HE4 u CA125), anropurmu (ROMA,
CPH-I u APOM), yntpa3syunu ungexcu (RMI u M), kao u nornep uanekcu (Pl u Rl), Hajmamu
O0poj naxHO mo3uTUBHHUX pesynatata ngaje APOM, Tpu wucnuranume. Tume ce mokazao kao
Hajcneruduunuju. Cnymrajyhu meroBy cut-off Bpennoct Ha 0,1; APOM je ycrneo na aetekryje

CBE CJIy4ajeBe KapIMHOMa jajHUKA.

[Tpu anamuzu ROC — AUC xpuse, anroputam APOM nma najsehy nospmmny, AUC = 0,977, on cBux

AHAJIM3UPAHUX ITapaMeTapa.

VY ynopehemy ca cBUM TeCTHpaHUM MapaMeTpuMa y oBoM ucTpakuBamy, APOM je nokazao HajBehy
noBpmuHy wcroa kKpuse 3a ucrnmuranuie y FIGO 1 crammjymy, AUC = 0,997. Mamy reHepanny

mujarHocTiaky TagnocT APOM je mokasao 3a mymuHo3He kapiuHome, AUC = 0,957.

6.7 Bamuanoct mapkepa HE4, CA125, ROMA, CPH-I, RMI, Ml u
APOM y cenapanuju oBapujajine eHA0MeTPHO3€e O]

0BAPHjAJHUX KAPIMHOMA jajHUKA

Oxo 20% cBuX ’XK€Ha Y TOKY )KMBOTa pa3BUj€ LUCTY WIM COJUIHU TYMOD jajHUKA, aJId CAaMO Majl
MPOLIEHAT KUX Ce IMPEe3eHTyje Kao MalurHu Tymop. EHnomerpuose cy jenHa oxa Hajuerrhux
OCHUTHUX THHEKOJOIIKUX CTama PENpOoIyKTUBHOT MEPUO/Ia KEeHE, 3a Koje MocToje nHpopmarmje
na moBehaBa PU3MK 3a KAapIUHOM jajHWKA. 300T YHEBEHUIIE Ja j€ HCTH MNaTO(OHU3MOJIONIKH
MeXaHU3aM OHa] KOjU JOBOJM [0 MpOrpecHje EHIOMETpHUOo3e U HeHe TpaHchopmanuje y
engomerpuons u cetrinohenujcke kapumHome (150), morpebaH je CEH3UTHUBHU M CreUUDUIHH

JUJarHOCTUYKHU METO/ 32 MPABWIHY JUCTUHKLHU]Y.
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ITpema pesyararuma ucnutuBanux mapamerpa (HE4, CA125, ROMA, CPH-I, RMI, MI u APOM),
nedUHUCATA CMO “TIalMjEeHTKUELE Ca PUBUKOM ™, a TO Cy OMJIe OHE KOJI KOJUX CMO JOOUJIH BPEIHOCTH
WCIMTHBAaHUX MapaMeTpa Buie oj CUt-off BpeaHocTH criomenyTux y neiny Marepujaiu U METoje.
C nuspeM moctusama Behe crenuuyHoCTH y cenapalyju oBapujaaHe eHJOMETPHO3€e, Y OBOM ey

HCTpakuBarma moBucuin cMo cut-off spearoct 3a RMI ca 200 na 250 (151).

Y rpynu OosiecHHWIIA ca OBapHjaJITHOM €HIOMETPHO30M HHje OWJIO HHUJETHE ca BpPEIHOCTHMA
HE4 > 70 pmol/L u APOM > 0,3 ok je 19 wux (51,4%) nokasasno Bpeanoct 3a CA125 > 35 U/mL.
CPH-I je mao jeman maxkHo mo3utuBaH pesynrat (2,7%), ROMA 6 naxHO MO3UTHBHHX pe3yJiiTaTa

(16,2%) (Tabena 62).

Hajsehy u MakcumaliHy CeH3UTHUBHOCT mnokasyje mopdosnomku unaekc (MI), 100%, a najsehy u

MakcUMaIHy crenupuaHocT nmajy mapkep HE4 u APOM anropuram, 100% (TaGena 63).

300r Ternenmmje cepymckor CA125 na Oyze moBuIeH KOl MHOTHX OCHUTHUX THHEKOJIOIIKUX TYMOPa,
noceOHO KOJI MCmuTaHuna y npemenomnay3u (134), oBaj Mapkep ce HE MOXXE KOPHUCTUTH Kao
CaMOCTaIHM TYMOPCKM MapKep Yy cemapalnuju oOBapHujajdHe €HAOMETPUO3€ OJf OBapHjaTHHUX
MaJIMTHUTETA. Y HAIIO] aHAJIM3W BAIMIHOCTH, 3a Mapkep CA125 cmo nmobunm crenuduaHOCT 011
48,65% wu Taunoct on 56,25%. Cneuuduunoct ce moBucwia Ha 97,30%, a taunoct Ha 93,75%
nonaBamweM HE4 Tymopckor mapkepa u ca crapourhy 0ojiecHUIIA Y cacTaB JOTUCTHYKOT PErPECUBHOT
monena Komenxaren unaekca (Tabema 63). OBuMm HanmazoMm je JoKa3aHa JApyra XHUIOTe3a y Jey
noBehama BaymmHoctn mapkepa CA125 nomaBameMm mapkepa HE4 mpu muctunkimju ciydajeBa
oBapujajgHe eHjaomerpuose. JlomaBameMm BpeqHocTH 3a uHIekc pesucteHiuje (RIl) y cacras
JIOTUCTHYKOT perpecuoHor moneira APOM, mocTurium cMo AETeKIHjy CBUX ClydajeBa OBapHjasiHe

eHjoMeTpuo3e, ca crenuduynonrhy ox 100%.

RMI ce mokazao kao Hajcnabuju y audepeHIrjannju oBapujadiHe SHJAOMETPHUO3€ O]l OBapHjaTHUX
KapiuuHoMa ca cnerduunorthy ox 35,14% u taunomthy ox 47,92% (Tabena 63) Enakpene u cap.,
paznehu ca uctum cut-off-om o 250, caonmrasajy crieruduanoct ox 74,3% (151). OBa pasnnka Moxe
OUTH pe3ynTaT HHUXOBE aHaJN3e CIydajeBa ca OBApHjaIHOM E€HJIOMETPHUO30M 33j€JHO Ca OCTAIUM

OCHUTHUM CTalkbUMa jajHUKA.

Cnemuduynoct 3a Ml 6una je 75,68% u oHa je HEMITO HUXA OJ CNENU(PUIHOCTHA CAOMIITEHE Y
opurrnHaiHOM HcTpaxuBawmy Ueland u cap., koju cy nooumu 80,7%, anu, oner, aHanu3upajyhu cee

OeHHNTrHe OBapHjalHE TYMOpE 3ajeJHO, YKJbYyuyjyhu u 6onecHue y mocrmenomnaysu (87).

Mapxep HE4 je kopucHu npeoniepaTUBHU TECT 3a MPEAUKIN]Y OSHUTHE HJIM MaJIUTHE PUPOJIE TYMOpa

jajuuka (135), a merosa cynepuopsocT ynopehena ca CA125 je Beh caommirena (152), (153).
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6.8 Bamuanoct mapkepa HE4, CA125, ROMA, CPH-I, RMI, MI u
APOM y cenapauuju ungiaMmaTopHux Tymopa o/

0BAPHjAJHUX KAPIUHOMA jajHUKA

HE4 je nmokazao HemTo cnabujy cenzutuBHocT Hero CA125, 75,00% vs. 80%, anu ckopo aymio
Behy cneuuduynoct (86,67% Vvs. 46,67%). Ilpu Tectupamy BaIUAHOCTH CBUX HCIHTaHUX
napameTpa y rpynu HalyjeHTKHba ca HH()IaMaTOPHUM TyMOpHMa, HAjCEH3UTHBHUJU CE TI0KA3a0
ROMA, 97,50%. APOM mnoxasyje 90% censutuBaoctu (Tabena 67). Ca apyre crpane, APOM u 'y
rpylnu MCOUTAaHULA ca UHIAMAaTOPHUM TymMopuMma mokaszyje HajBehy cnemnuduunoct, 97,30%,
Koja je Buuie Hero aymio Beha ox cneuuduynoctu ROMA anroputrma ox 40,00%. IIpeunsnoct y
KiIacupuKanuju nHQIaMaTOPHUX TyMOpa je u KoJ OBUX Tymopa Hajeha xox anropurma APOM,

90,91% (Tabena 67).

HonaBamem HE4 tymopckor mapkepa y makety aujarHoctuukux tectoBa (ROMA u APOM) xon
OosecHUIIa ca TYMOpHMa jajHuKa, moBehaBa ce ¥ CEH3UTUBHOCT U CHEIM(PUIHOCT Koja 6u ce noduia
tectupakbeM camo Mapkepom CA125. OBuM cMO MOTBpIMIM HAIIy JIPYry XUIOTE3y Y JeIy

MH(IaMaTOPHUX TYMODA.

Moxe ce 3ak/by4uTH Ja je ANropuram 3a Npenukuujy oBapujanHor manurautera (APOM) HoBH
MYJTHUITHA MapKepHH ecej KOju UMa HajBehy cnenu(uuHOCT ¥ TeHepaHy JUjarHOCTUUKY TauHOCT Y
MPEAUKIN]M MAIUTHUX CMUTENHjaTHUX OBapHjaIHUX TyMopa KoJ OoJecHHUIla ca TYMOPOM jajHUKA.
Crneuunduynoct uzHan 97% Morke MyHO TONPUHETH YCIEUIHU)0] cenapanunju OEHUTHUX TyMOpa, Ipe
CBera oBapujalHUX €HJA0METpHO3a U HH(IamaTopHux Tymopa. CnymrameM cut-off Bpennoctu Ha 0,1
nocturna Ou ce 100% CeH3UTHBHOCT ciydajeBa ca KapIMHOMOM jajHMKa, a ynyhuBame
CHEIMjaJIn30BAaHOM THHEKOJIOIIKOM OHKOJOIY OM IyHO JONpHUHENO0 OO0JbEM HCXOJY XHUPYpLIKE
unrepsenimje (154), (155). Kopucrehu meroBy BHCOKY cnenu(uuHOCT, omoryhuium Ou ce
OonecHuIIamMa ca OEHUTHUM TyMOpPHMA jajHMKa XUPYPIIKH 3aXBaTH KOJU INTE/IE OBAPHjaIHO TKUBO,
ITO OM IOIPUHEINIO OUyBamky OBapHjaliHEe pe3epBe, Koja je OuTHa, Ipe cBera, Koja MiIaaux 0oJjecHuIa
KOj€ jOIll HUCY 3aBpiinje penpoaykiujy. OBa unmeHuia nmoBehaBa 3Havyaj muTama 3a TMPABUIHY

nudepeHLrjanujy TyMmopa jajHHuKa.

Anroputam moxe ca 100% CeH3UTHBHOCTH JIETEKTOBATH KaplIMHOMeE Y HajpaHujuM crtaaujymy (FIGO
cragujyme I), a To 6 omoryhusio paHo oTkpuBame 00JIeCTH, ITO HA OCHOBY MEHUIIMHE 3aCHOBAaHE Ha

JI0Ka3uMa MPUI0HOCH HbHXOBOM 00JBHM MPEKUBIbaBamy (156).

W nopen 6osbe riobanHe A1jarHOCTHUKE TAUHOCTH OBOT Pajia, JEIMHO OrpaHuYeHe Halller AJropurMma

3a mpenukiujy oBapujatnor maurauteta (APOM) y omrocy Ha ROMA u CPH-1 je To mTo 3axTeBa u
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pesyarat poriep unaekca (Rl), ma 6u Buie OMo pe3epBUCaH 3a JeKape KOju UMajy Ha pacroJiaramy
YJITPa3BYYHH arapar, ik ¥ 0a3uYHO 3HAKE 32 U3BOhEHE IOIUIep MHBECTUTalNM]e. BanuaHocT Koja je
caomniuTeHa JoOHjeHa je Ha OCHOBY TECTHpaHE MOMyNaluje y TepLUUjapHOj 3paBCTBEHO] YCTAHOBH.
[ToTpebHa je najba BaMAIM]CKa aHAIN3a ca ToJalMa U3 IpUMapHUX 37paBCTBEHUX YCTaHOBA Jla Ou
ce MPOICHIIIA Bher0Ba IPUMEHA Y TPHjayKu OOJIECHHIIA TPUIIMKOM TIPBOT MPEriie/ia NalHjeHTKUbA O]

CTpaHC I'MHCKOJIOIa.
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7.

3AK/bYYAK

1. Tymopcku mapkep HE4 xon xeHa y mpemeHomnay3u jeé CEH3UTUBHHUJH W CHCHU(UUHUJU O]

CA125 mapkepa. Bucoka crienuuaHOCT je moceOHO JI01Ia 10 u3paxaja Koj UCITUTAaHUIIA ca

OBapHjaTHOM €HJIOMETPHUO30M U UH(IAMATOPHUM TYMOPHUMA.

CensutuBHOCT TymMopckor Mapkepa HE4 je memro mMama y mocTMeHomay3u ¥ UMa TPEHJ
CMamema ca roauHama uBota. Ymorpeobom ROMA amroputmMa m kom OojecHUIlA OBe

cTapocHe 100U Moxe ce moctuhu 3a/10BoJbaBajyha CEH3UTUBHOCT.

He mocroju 3aBucHoct wu3Mmely dasze wMencrpyamHor mumkinyca (domukymapHa - VS.
nyrenHu3upajyha), mymiema, KoMopouauTera, (haMITijapHe aHAMHE3e KapIMHOMAa J0jKEe H

JaJHMKa, Ka0 HU XUCTOJIOLIKOT TUIIAa TYMOPA U CEPYMCKE KOHIIEHTpaIje TyMOopcKor Mapkepa HE4.

Wunexc pusuka ox mamuraurera (Risk of malignancy index — RMI) u Mopdosommku HHIEKC
(Morphology Index — MI) umajy BECOKY CEH3UTUBHOCT QJTd HUCKY CHICHU(PUIHOCT Y MPEAUKIIHjU

KapIMHOMA jajHUKA.

WNHnnekc pe3ucTeHnrje uMa HHUCKY CEH3UTHBHOCT M J00pY cnenu(uuHOCT, TOK j€ HUHACKC
yJicaiyje MoKa3ao U HUCKY CEH3UTUBHOCT, M HUCKY CTIeHU(DUIHOCT Y JETEKIUjU KapIIUHOMOM

JajHHUKa.

AJropuramM mnpeaukuuje opapujagHor wmaaurautera (APOM) wuMa wmakcumanmHy
CEeH3UTHUBHOCT 3a KapuuHome jajuuka y FIGO [ cragujymy u Hajcneuuduynuju je
JMjarHOCTHYKH MOJIET Of] CBUX McnuTaHux. ViMa Butny censutuBHocT o1 ROMA anroputma u

y OJTHOCY Ha C€pPO3HE U HAa MYLIMHO3HE XHUCTOJIOIIKE TUIIOBE.

Bucoka cnenupuuHOCT AJropuramM mnpeauknuje oBapujagHor maauraurera (APOM),
HE4 mapkepa donpunocu 60ibeM U300py 6pcme neuersa u Onepamueno2 RPUCMyna 4ime ce
n30eraBajy HEMOTpeOHM EeKCTEH3MBHM XMPYPIIKM 3aXBaTW KOjU OM MOTJIM YTHULATH Ha

OBapHjaIHy pPe3epBY U PEPTHIIHOCT OOJIECHUIIA KOJ€ JOII HUCY 3aBPIIUJIE PEPOAYKIIH]Y.
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8. NPU3HAIA

Hajsehy 3axBanHocT ynyhyjem cBoMm meHTOpY nipod. np Pamomupy KuagunoBuhy, koju Me je yBeo
y CBET HAayyHOI pPE30HOBaWka W TIOCTA0 OJJIMYaH TNPUMEpP MPaBOT KIMHUYKOT HaydyHWKa. He
no3HaBajyhu HeoaroBapajyhe Bpeme 3a KOHCyNTalje, OMO je YBEK CIpeMaH Ja pPelId CBE Moje
auieMe, 1a MOMOTHE, /1a Boau. IberoB yBek MO3UTHBAH CTaB, PACHOJIOKEHE 32 capadmby, 0Xpadpema,

HpI/IjaTeJ'bCTBO U IoApIIKa OJOIPUHEIN CY YCIICHIHOM OKOHYalky OBOI' HAYUHOI' ACa.

3axBaspyjeM ce npojaekanu MeaunuHcKor pakynrera y Humry, mpod. ap I'opaanu Komuh 3a meny

capamy U Jby0a3Hy TOMON y KOHIIMITUPaky U OOTHKOBakY OBE JIUCEpTaLI]e.
3axBaspyjem ce rhu Anuny Bummih Ha HEYyMOPHO] PEBHU3HjH je3UKa U CTUIIA.

3axBanHocT thu Jlparuuu Kocrtuh, rhunmu Mwununu bHophesuh, rhu Mapunu MapjanoBuh, rhu
Ceetnanu JoBuh-Tacuh u3 Ciyxx6e 3a moctaumioMcke ctyauje Menuuuuckor ¢akynrera y Humry 3a
BUXOBY Oe3pe3epBHY nomoh u pasymeBame. bes mux OM 0BO HCTpaXMBAuKO IyTOBame OMIIO

IIpaKTU4YHO Hemoryhe.

3axBaspyjeM ce poauresbumMa Mutu u Enenu 3a Ge3srpaHuyHy JbyOaB, OTpOMHO] HOJPUILU Y TOKY

LEJIOT MOT" JKUBOTAa U CBAa YBEpPCHA 1a HUIIITA HI/Ije HeMOFYhe.

Cectpu n xonermHuuu Hatamm, xoja je HeceOMYHO MOMOIJIA Y pealu3alijd OBOI HCTPaKHUBamA,
MIpeTpakuBamy JINTEpaType, KpUTHUKOM OLIelUBalky pykonuca. Bboj ayryjeM MHOro 3a HeceOUUHY

MOJIPLIKY Y TPEHYIIMMA KaJ MU je OMIo HajioTpeOHuje.

Cymnpyry JJumMuTpy 3a HeroB €HOPMHH aHTaXKMaH U eKCIIEPTU3Y Y Jelly CTaTUCTHUYKE 00pajie oiaTKa.
3axBajHa caM MY Ha TOME LITO M€ j€ CTaJTHO MOTHBHCAO Y TOKY CBUX IPOIUINX F'OJMHA U HAYYHO J1a

je “Camo Hebo rpanuma”.

U Ha Kkpajy, OrpOMHY 3aXBaJIHOCT IyT'yjeM M0joj jenHorouimoj hepku Coduju, HajAUBHUjEM JAETETY
Ha CBETY, K0j€ je MOCTaJI0 U paciio 3ajeIHO ca pacTOM OBOT Hay4yHOT jefa. JleTeTy kome caM ycKkpaTuiia
MyHO JIEMTUX TPEHYTKa J1a OMX Ce MOCBETHIIa OBOM paay. 3ayBek hy ce cehatu myrux Hohm kana je

cenehu nmopen MeHe, TUCTalla KyIlIOBE pajioBa U Hay4usia Me J1a 3HaM, /1a MOTY, 1a MOpaM...
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10. AHEKCH

Anexc 1. Mopgonowxu unoexc no Ueland-y u cap. (87)

MORPHOLOGY INDEX

TUMOR VOLUME TUMOR STRUCTURE
0 <10 cm®
1 10-50 cm?®
2 >50-100 cm®
3 >100-200 cm®
4 >200-500 cm®
5 >500 cm®
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Anexc 2.

Hcnparauna Op.
Jarym nipernena:
Hatym pohema:
Bucuna:
TexuHna:

Body Mass Index:

Jlatym nocnenmwe MEHCTpyauuje:

Jly>)kMHa LIMKJIyca U Tpajame KpBapema:

MeHncTpyanaH craryc: I1PM I[1OM

Bbpoj Tpynnoha:

bpoj nopohaja:

bpoj abopryca:

ITymau: JA HE

JInyna anamHe3a:

damuiivjapHa aHaMHe3a:

buoxemujcku Tymop Mapkepu:

HE4:

CA125:

YaTpa3BydHH Nperiie:

TYMOP: JEBO

Benmunna agHekcalHOT TyMOpa MPEeACTaBIbEH Y
TPU AMMEH3HUje U U3pakeH Yy MUJIMMeTpUMa (mm):

Kon3sucreniuja Tymopa (uBpCT/TCUHN)
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Nzrnen (XeTeporeHn/XOMOTECHH )
Bonymen Tymopa (mpopadyHar o popmysnu:
Oyarcuna X ucuna X oedouna * 0,523):

JIOKYJIApHOCT (YHUTIOKYJIapHA/MYITHIIOKYJIapHA)
CEnTyM (mpucyTHe/0CyTHE)

nebJprHA CENTyMa U3paKEeH Y MUJIMMETprMa (mm):

neOJbHHA Karcylie U3paXKeH Y MIJIMMETPH aMa (mm):

nposudeparje (mpucyTHE/0/ICYTHE)

njameTap nposudepalidje u3pakeH y Mumamerpuma (mm):

acIuT (mpucyran/oicyTan)
“peritoneal caking” (mpucyran/oacyTaH)

Tun Tymopa:

FIGO xnacuduxkammuja:

XMCTOJIOUIKA THII:

TYMOP: JE€CHO

BennunHa agHEKCaJHOT TyMOpPa MIPENCTABIbEH Y
TPH IMMEH3H]j€ U U3paKEeH y MIIMMETpUMa (mm):

Konsucrenuuja Tymopa (uBpCT/TEUHN)

Wsrnen (XeTeporeHn/XxOMOreHH )
Boaymen Tymopa (mpopauyHar no Gpopmysiu:
Oyarcuna X eucuna X debouna x 0,523):

JIOKYJIapHOCT (YHWIIOKYJIapHa/MYyATHIIOKYIapHA)
CenTyMm (mpucyTHE/0ICyTHE)

ne0JpuHa CenTyMa U3pakeH Y MUJIUMETpUMa (mm):

ne0JprHa Karcyie U3pakeH y MIIIMMETpHU aMma (mm):

nponudepanuje (mpucyTHE/0ICyTHE)

aMjamerap npoiudepanuje u3paxen y MuauMeTpuma (mm):
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acIuT (mpucyran/oacyTaH)
“peritoneal caking”  (mpucyran/oacyTaH)

Tun Tymopa:

FIGO xmacudukanmja:

XHCTOIONIKH THIT:

MOP®OJIOIIKN NHAEKC:
JIeBO AeCHO
Boaymen Tymopa: Bonymen Tymopa:
Crpykrypa Tymopa: CrpykTypa Tymopa:
JOILJIEP:
JIeBO JAECHO
PI: PI:
RI: RI:
Tun nporoka: Tun nporoka:
LIEHTpaIHU nepudepHd  MEUIaHU LIEHTpaIHU nepudepHd  MeIIaHu
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bUOI'PA®HIA

Tama Huxonora je pohena 1979. rogune y llltumy, Penyonuka Makenonuja. OCHOBHO U CpeIHe
oOpasoBame je 3aBpmuiaa y poaHom rpany. Humimomwupana je 2003. roguHe Ha MeTuIMHCKOM
dakynrery YauBepsutera C. Kupun u Meroauj y Ckoruby ca mpocedHoM orieHoM 9,56. Ha nuctom
@akynreTy je 3aBpLIMia U NOCTAMIUIOMCKE CTyauje u3 objactu ['MHEKoJOoruje M akymepcrBa ca
npoceyroM orieHoM 10.00 u ogOpanmiia cBoj maructapeku pan 2013. ronune Ha Temy: [lepuHeanna
yITpa3By4YHa aHalM3a [JOHEr YPUHAPHOT TpaKTa KOJ MAallMjeHTKUIba ca YPUHAPHOM CTpec

I/IHKOHTI/IHCHHI/IjOM " IICJIBUYHUM ITPOJIAIICOM.

[xoncke 2010/2011. roguae ynucaiia je TOKTOPCKE aKaeMCKe CTy Iije Ha MeaUIIMHCKOM (QaKyITeTy

VYHuBep3utera y Huiy u 3aBpiumia ux ca mpoceqHoM orieHoM 9,94.

On 2012. roguHe cnenujagucTa jeé F’MHEKOJIOIHje U aKkyllepcTBa Ha YHHUBEP3UTETCKO] KIMHULM 3a

T'MHEKOJIOTH]Y U akyuiepcTBo y CKOIbY.

Jlunep je Ha nBa MelyHapoaHa MCTpaKMBAyKa IMPOjEeKTa W3 00JACTH MPEAMKIHUjE MPEBPEMEHOT
nopohaja, jeHOT HAIMOHATHOT W3 O0JACTH JUjarHOCTUKE OBAPHjaIHOT KAapIMHOMA M YYCCHHK

Mel)yHapOAHOT MPojeKTa 3a MPEAUKIU]y OBAPHjaTHOT KapIIUHOMA.

AyTop U K0ayTop je cellaM MyOauKaluja, o]l KOjUX y MeT 4acoluca ca UMIAKT (akTopoM U mnpeko 60

arncTpakaTa Ha HallMOHAIHUM U Mel)yHapoaHUM KoH(depeHnjama.

[IpegaBay mo mO3WBY Ha TOAUIIBLUM KOH(EpEHIMjaMa 3a THHEKOJIOTH]y W aKyIIepcTBO y map

CBPOIICKHX 3€MJbaMa.

Unan EBporicke aconujanyje 3a FTMHEKOJIONIKY OHKOJIOTH]y, MelyHapo iHe acorujaryje 3a THHEKOJIOIIKY
OHKOJIOTH]Y, AMEpPHUKOI' YIpY)XEHha 3a THHEKOJIOIIKY OHKOJIOTHjYy, YIpyXema 3a THHEKOJIOILIKEe

uHBecTUrauje 1 MelhyHapogaHor yapyxema 3a yITpa3ByK y THHEKOJIOTHJU U aKyIIEPCTBY.
UnaHn je u npeacTaBHUK 3a Makennonujy y EBporickoj Mpexxu mMiiaaux T’MHEKOJIOMIKUX OHKOJIOra.

VY ToOKy cnenujanuzaimje W IOCle He OCTBapWiIa je CTPY4YHE M HCTpakuBauke OopaBke y Pan
Birmingham Cancer Center y bupmunremy, Benuka Bbpuranuja, YHauepauterckoj 6omuumm Burlo

Garofolo y Tpcry, Utanuja u CBeTckoj 37paBcTBeHOj opranusanuju y XKeneswu, [1IBajiapcka.

VY nBa HaBpara noOuTHHK je ctunieHnuje Brnage CaBesne PenyOnmke Hemauke 3a n3y4yaBambe HEMadKoT
jesuka u kynrype. CruneHaucta je MUHUCTapCTBa 3a CHoJballlibe MocioBe Mrammje 3a u3ydaBambe
WTAJIMjaHCKOT je3uKa W KynType, EBporicke Acolgjanydje 3a THHEKOJOMIKY OHKonorujy, CBercke

3apaBcTBeHE opranu3aimje, Mcrpakusaukor uacrutyra Burlo Garofolo y Tpery u Copoc dhonmarmje.

AXTHBHO TOBOpH CHIJICCKH, HEMAYKH U I/ITaJII/IjaHCKI/I, a CJIY’KH C€ HIITaHCKUM.
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YHusep3utet y Huwy

Ipuaor 4: U3jape ayTopa A0KTOPCKHX AMCEPTaLHja

H3jasa 1.
N3JABA O AYTOPCTBY

H3jaBbyjem na je noKTOpCKa AMcepTaLyja, noa Haca0BOM

XYMAHU ENWINWIAUMUCHU NPOTEWH 4 Y NPEAUKIIUIJH OBAPUJAJIHOI!

KAPIHIMHOMA KO NAUUJEHTKUIBA CA TYMOPOM JAJHUKA

KOja je omOpameHa HAa Meanuuackom  dakynrery YHuUBep3urtera y Hurry:

®  pe3yJsITaT COICTBEHOr UCTPAXKKUBAYKOL Paja;

® [a OBy JQucepTaLujy, HH y LENMHH, HATU Yy N€JIOBMMA, HUCaM IIpWjaB/bUBAO/N1a HA
ApyruM (paKyITeTUMa, HUTH YHUBEP3UTETHMA,

e Ja HKcaM TMOBpEAHO/Nla ayTopcka MpaBa, HUTH 3JI0yNoTpeOHO/NIa WHTENEKTYalHy
CBOjUHY APYTHX JILA.

Jlo3BosbaBam ja ce objaBe MOjU JIMUYHM MOAALM, KOJU CY Y BE3M ca ayTOPCTBOM H
no0OujamkeM akaJeMCKOr 3Bama JIOKTOpa Hayka, Kao LITO Cy UMe W Mpe3uMe, roJMHA U MeCTO
pohewa u maTym ondpaHe paja, M TO y Katanory bubmiorexe, JIUruTanHOM pero3uTopujyMy
Yuusepsurera y Huuty, kao u y nybaukauujama Yuusepsurera y Huuy.

Y Himy, 08.06.2016

AyTop mucepraumje: _ Tama Hukonosa

[Tornuc ayTopa aucepraumje:
— .

7 N hoolpuva

VIIVTCTBO 3A OBJIMKOBAILE, OBJAB/LUBAILE W TIOCTABJBAILE TJOKTOPCKUX JIMCEPTAITMIA 3A JTATUTAJIIIN
PEMNO3UTOPUIYM YHUBEP3UTETA ¥ HULLY.
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YHusep3utet y Huwy

Uszjasa 2.

N3JABA O HCTOBETHOCTH WITAMITAHOT 1 EJIEKTPOHCKOTI OBJIMKA
JOKTOPCKE JUCEPTALIUJE

Wme 1 pesnme aytopa: 1 atba Hukonosa

Hacnoe nuceprauvje: XYMAHU ENUAUANMUCHU ITPOTENH 4 Y NIPEAUKINJU
OBAPHUJAJTTHOT KAPHHIUHOMA KO MAIIUJEHTKUIHA

CA TYMOPOM JAJHUKA
Menrop: 1Tpod. Ip. Pagomup Kusazunosuh

HsjaemyjeM na je wramnaHd OOMMK MOje NOKTOPCKE AMCEpTauuje HMCTOBETaH
ENIEKTPOHCKOM OOJIMKY, KOjU caM Tpenao/Jia 3a YHoIIewhe y JMruTaaHu pemo3uTopHjyM
Yuusep3surera y Humry.

V Humy, 08.06.2016

[lotnuc ayTopa auceprauuje:
— .

7 N kslova

VIIVTCTBO 3A OBJIMKOBAILE, OBJAB/LUBAILE W TIOCTABJBAILE TJOKTOPCKUX JIMCEPTAITMIA 3A JTATUTAJIIIN
PEMNO3UTOPUIYM YHUBEP3UTETA ¥ HULLY.
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YHusep3utet y Huwy

U3zjasa 3:

N3JABA O KOPUIIREBY

Osnawhyjem YHusepsurercky 6ubnnoreky ,,Hukona Tecaa® aa, y Aururanuu
perniozuTopHjyM YHUBep3uTeTa y Humy, yHece MOjy TOKTOPCKY OHCEPTAlHjy, IO HaCIOBOM:

XYMAHU ENUAUINUMUCHU NPOTEUH 4 Y IPEJUKIIUJU OBAPUJAJIHOT
KAPHUMHOMA KO NAUHUJEHTKUIbA CA TYMOPOM JAJHUKA

Jucepranujy ca CBUM IPHIIO3MMAa IIpeslao/fia caM y eJIeKTPOHCKOM OOJIHKY, IIOTOJHOM 3a TPajHO
apXHBUPaHE.

Mojy nokropcky nucepraujy, yHery y JWruTanHu peno3uTopujyMm YHHUBEp3WTETa Y
Huury, MOry KOPHUCTUTH CBM KOjU MowITYjy oapeabe caapikaHe y 0Aa0paHOM THIY JMLIEHLE
Kpearushe 3ajennuiie (Creative Commons), 3a KOjy caM ce 0Ty4dHro/na.

1. Ayropereo (CC BY)
2. AyroperBo — HekomepujanHo (CC BY-NC)
@AyTOpCTBO — HekoMepuujasHo — 0e3 npepane (CC BY-NC-ND)
4. AyTOpCTBO — HEKOMEpLUHjanHO — AeinuTH noa uctum ycnoesuma (CC BY-NC-SA)
5. AytopctBo — 6e3 mpepazne (CC BY-ND)
6. AytopcTBo — genutu noa uctuMm yciaosuma (CC BY-SA)

(Mo:1umo ja HoABYUeTe CaMO JeiHY 0/ WECT NOHY heHMX JIMLEHLM; OlIMC JIMLIEHLN JaT je Y HACTABKY TeKCTa).

Aytop aucepraunje: Tama HukosoBa

[Mornuc ayTopa aucepraumje:
/_-- .

7 N oolova

VIIVTCTBO 3A OBJIMKOBAILE, OBJAB/LUBAILE W TIOCTABJBAILE TJOKTOPCKUX JIMCEPTAITMIA 3A JTATUTAJIIIN
PEMNO3UTOPUIYM YHUBEP3UTETA ¥ HULLY.

188



Mojoj Coghuju, najousnujem oememy na ceemy.

Y Huwy, Jyn 2016



