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3HAYEHUE ONPEJEJEHNA CA-125
B JUATHOCTHUKE W INIPOTHO3HUPOBAHHUH
PELIUIUBOB PAKA SAMYHHUKOB

HHEH kaunuueckoti onKono2uu

Opuoit U3 MpUIKH, 00YCIOBIMBAIOMINX BBICOKYIO CMEDT-
HOCTb OT paka SWYHHUKOB, ABIAETCA 4HaCTOE M CKPBITOE
peUMOMBUPOBaHHe, MPOTEKalollee B OCHOBHOM OeccuMmI-
ToMHO. HecBOeBpeMEHHOE BBIABIEHHE PEUHIVBOB TIPHBO-
AT K HU3KOH 3((EKTMUBHOCTH UX JIEUEHHUS: OO 2 JIET JIO-
KMBAIOT JMIIb 0KoNo 18% GonpHBIX ¢ penuanBamu. Jaxe
npn JIoKansHBIX (opmax 3abosneBaHus TMOCHE TPOBENEH-
HOT'0, Ka3alnoch Obl, aIeKBATHOTO, KOMOHHUPOBAHHOTO JIe-
yenust y 20—50% nalMeHTOK BO3ZHUKAIOT PEUVIWBBI, KO-
TOpPBIE B KAKIOM TPEThEM CITyuae 3aKaHYMBAIOTCA JIETANBHO
Mo TIPUYMHE MO3AHEr0 pacriosHaBanud [3]. BosmosxkHocTs
CyOKIMHMYECKOH IMArHOCTHKH pEHUANBOB Morfia 65l 3Ha-
YUTENBHO YAYYIIWTH 3Ty MNE4aJlbHYyI0 CTATHCTHKY, TEM
Gonee, YTO, TIO OTHETbHBIM [aHHBIM, CBOEBPEMEHHOE JIe-
YyeHHe pelMAMBOB 3a0oJeBaHus (HayaToe IO MX KIHHH-
YECKOTO TPOSBIEHNSA) YBENHYMBAET IPOJOMKHTENLHOCTE
XM3HM OOnbHBIX B 3—4 pasza [2, 5]

Jo HacTOAETO BPEMEHH HE CYIIECTBYET HANEXHBIX Me-
TOIOB HOKJIWHHYECKOW OMAaTHOCTHKH DELMIHUBOB.

C passuTHeM THOPHUIOMHON TEXHOIOTWHM LIMPOKOE pac-
npocrpaHenye MONYYHIIH Pa3INUHble HMMYHOMETPHYECKHE
CHCTEMBI, TpeTHA3HAYEHHBIE JTIs ONPEIEIEHNS OMyXONeBbIX
MapKepoB B CHIBOpOTKe KpoBH OomnbHeIX. Hambonee wH-
($hOpMAaTHBHBIM TIPH 3THUTENHANBHBIX 37I0KaYeCTBEHHBIX HO-
BOOOPA30BAHHAX SUYHHKOB ABIAETCA ONYXOJI€ACCOLNHPO-
BaHHbIA anTUreH CA-125. Ero ypoBeHb B ChIBOPOTKE KPOBH
nosbIeH y 85% GonesHbix paxoM ssvaHuKoB [10]. Bo MHOrHX
UCCHENOBAHUAX MOJPOOHO OCBELIEHBI BO3MOXHOCTH M He-
JOCTaTKH 3TOTO MapKepa MpH HCTNONb30BAHMM €ro B LENAX
paHHell MMarHOCTHKK paka suuHukos [5—I12]. He Be3bIBaer
COMHEHHS 1ielecoo6pastocTs cepuitHoro onpenenenns CA-125
B CBIBOPOTKE KPOBH JIJI OLEHKH 3P PEKTHBHOCTH JEUEHUS
3abomnesanus [10]. OnHako MHEHHS OTHOCHTEIBHO 3HAYM-
moctu CA-125 B niaHe paHHEro pacno3HaBaHUsA PEUHIUEOB
HOCAT TPOTHBOpeurBBIH xapaxrep [7, 3, 10, 14].

Uensio Hacrosmed paborbl OBIIO M3yUEHHE BO3MOX-
HOCTH Hcnonb3oBaHusa CA-125-TecT-cMcTeMbl OISl PAHHETO
BBIABJICHUA PEUHMONBOB CCPO3HOTO DpakKa AHYHHUKOB.

Marepuanst ¥ Meroanl. O6BEKTOM HCCIEIOBAHUA CAYXMIM oOpasubi
CbIBOPOTOK KPOBM, MOJy'eHHbIe OT DOJbHBIX, HAXOAMBIIMXCA HA JIEMEHUH
8 OHL PAMH ¢ 1989 no 1995 r. mo nosody paka suunuxos I—III
craguu. Cpennuit Boszpact GonbHbIX 52 roma (0T 15 mo 65 ser).

Bce BKmOUeHHbIE B HMCCleA0BaHWe NauMeHTku (1 = 51) nocre paau-
KajIbHO MPOBEAEHHON oOnepauny HaxXOAMWIUCL B COCTOAHMM pEeMHUCCHH.
VY 36 u3 Hux vepes 4—60 mec nocne Hauana pEMHCCHMH HACTYNAJl peurine
3afonesanust, y octanbhblx 1S 3a spems Habmongenus (0T 4 1o 48 mec)
peunausa ne Habmoganocs. CocTosHne peMUCCHUM WM HACTYIIEHNE pe-
UHANBA OLICHHBAH C UCTIOML30BAHHEM KIMHNUECKHX H HHCTPYMEHTANLIILIX
METOJOB MCCICAOBAHMS,

Jns onpenenetins anTHreda B ChIBOPOTKE KPOBH MCMONL3OBANM Aua-
rHocTHueckme naBopel poussoactsa «Hoffmann La Roche» (U sefivaps).

Konuenrpauus mapkepa 35 E/Mn npunsra 32 ANCKPUMHHAUHOHHYIO
(AK), nockonbky npu ucnoasioBanun TecT-cuctembt «Hoffmann La
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The high ovarian cancer mortality is to a large
degree due to frequent and mainly asymptomatic re-
currence. Late recurrence detection results in low treat-
ment efficacy: only 18% of patients with the recurrence
survive 2 years. Even in local ovarian cancer 20 to
50% of patients undergoing adequate combined-modality
treatment develop recurrence which is fatal in every
third case due to the late recognition [3]. Subclinical
diagnosis of the recurrence could improve significantly
this poor statistics, more so because according to some
publications timely treatment of ovarian cancer recur-
rences (started before disease clinical manifestation) in-
creases life time of the patients 3-4-fold [2, 5].

There are no reliable methods for preclinical diag-
nosis of the recurrence so far.

Immunometric systems designed for detection of
tumor markers in patients’ serum have been widely adopted
over the last years due to the progress in hybridoma
technologies. The tumor-associated antigen CA-125 is the
most informative marker of epithelial malignancies. Its
blood level is increased in 85% of ovarian cancer patients
[10]. Many reports describe advantages and disadvan-
tages of this marker in early diagnosis of ovarian cancer
[5-12]. No doubt that serial determination of serum
CA-125 is a reliable method of evaluation of treatment
efficacy in ovarian cancer [10]. However, data on sig-
nificance of CA-125 for early diagnosis of the recurrence
are equivocal [7, 3, 10, 14].

The purpose of this investigation was to study the
expediency of CA-125 detection in early diagnosis of
ovarian cancer recurrence.

Materials and Methods. The study was performed in sera from
patients managed at the CRC RAMS during 1989-1995 for stage
I-1II ovarian cancer. Mean patients’ age was 52 (15 to 65) years.

All the patients (# = 51) were in remission after radical surgery.
36 of them relapsed at 4 to 60 months following remission beginning,
the remaining 15 patients had no recurrence during a follow-up of
4 to 48 months. Evaluation of remission and recurrence was performed
by clinical and instrumental methods.

Serum antigen detection was carried out using diagnostic sets sup-
plied by the Hoffmann La Roche (Switzerland).

A marker content of 35 U/ml was taken as discriminative con-
centration (DC) because 95% of normal donors had CA-125 levels
not higher than this value as determined by the Hoffmann La Roche
test system [l].

Serum CA-125 was measured before surgery, once a month during
postoperative chemotherapy (3 to 6 cycles), at 2 and 4 months after
the chemotherapy, and further every 6 months of remission till clinical
recurrence (if any). In some cases the marker measurements were
made at shorter intervals. In some patients CA-125 level was determined
after several months or even years of remission. About 12 (6 to
14) CA-125 measurements per patient were preformed to make a
total of 528 antigen determinations.

Statistical analysis of differences was carried out [4].

Results and Discussion. Serum CA-125 content showed
a good correlation with the patients’ status (table 1): before
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Kaunuuecrue uccredoBanus

Rochen yponem, CA-125 e HPEBBILIAT YTOTO 3HAUCHI ¥ 950 110posLIx
aonopor [1].

Yposenn CA-125 g ChIBOPOTRE HIMEPSITIE JIO ONCPating, ¢ YacToToi
I pas b wmecst B Tewenne wikma (3—6 KYPCoB) ociconepauttonioii
XHMHOTEPALI, 3aTeM uepes 2, 4 Mee, @ BIOCACACTBIN — KAKALIC 6 Mec
OT HAUATA PCMUCCHI BIUIOTL 10 KIHINTYECKI YCTAHOBACHHOTO peunanBa

(ccour om svent mecto). B pane CITYHACB OUPEILCICHIC MAPKEPR NPOBOIMIN
nate. Y HeKOTOpLIX MaUMenToK ypoweiib CA-125 wauunanu onpegenss,
KOTJQ OHI HAXOJIIMCE B PEMUCCII YHRE 1ECKOMBKO MECSUEB HITH Jake
ner. B xone walniogenms ua kaxayio Gonbuyio npuxoaunock B cpeniem
12 msepemii CA-125 (ot 6 ao 14). B uenom nposeneno 628 onpeneneimii
auTHrela.

Matepuanu craructnuecku obpaboransl [4].

Pesyabrarst n o6eyxnenme. Copepxanne CA-125 B cbI-
BOPOTKC KpPOBM OONbHBIX XOpOWIO OTPaXkano HMX KIHHU-
Hcckoe coctostnme (Tabm. 1): y Beex MAaLUEHTOK [0 JEYeHUs
snauenne CA-125 npesbrwano JIK, orpakas nammume ony-
XOJIM, M cocTaBnano B cpemueM 178,5 E/mi. Yepes mecsr
NMOCIIE panMKaNBHOTO YaNeHHs ONYXONMH YPOBEHb MapKepa
Y OONBHBIX HOPMANM30BANCS M B 3aBUCHMOCTH OT WCXom-
HOTO 3HaueHus cocrasasn ot 0 mo 30 E/mn. B xome noce-
ONEpaLMoNIIoNn XUMHOTepanuK yposenb CA-125 npomon-
KaJl CHUXATbCA M K MOMEHTY, KOT/Ia COCTOSTHUE MAlHEHTKH
PACLUCHUBATIOCH KaK PEMMCCHA, MPUOIMKANCA K HYIEBOi
oT™MeTke. Brimskuit k Hymio yposens Mapkepa (B cpemHem
29+25 E/mn) 6w WHAWBHAYAIBHBIM AJIS KaXKHOH O0Jib-
Ho# (ot 0,0 no 8,2 E/mn) u COXpaHsAmca 0e3 cylecTBEHHBIX
M3MEHEHUH B TeueHHe Gollee MM MeHee UIMTENLHOTO Bpe-
MeHH (4—60 mec) y Bcex obcmeqoBaHHBIX GomBHBIX. [1sT-
HaIlaTh MaUHEHTOK HAXONWINCh B COCTOSHHMH KIHMHHUEC-
KO DEMHCCHM B TedyeHHE BCETo nepuofa Habmromenus
(4—60 mec) n y 11 (73%) M3 HUX Bce 3TO BpeMsl 3HAYCHUS
CA-125 ocraBamuck 6amM3KUMU K Hymo (tabm 2). ¥V oc-
TaNMbHBIX 4/15 nammentok uepes 4, 18, 26 u 38 Mec nocne

HavYama peMuccumn PETHUCTPUPOBATIOCE TTOBBIIICHHUE YPOBHA .

MapKepa, XOTA PeLMAMB M He ObIN AHAarHOCTHMPOBAH.

Ilpu penviavse mume y 1 skeHmmHbI U3 36 Mapkep Obin
OTPULATENBHBIM (cM. TabM. 2). ¥V OCTalbHBIX MAlHEHTOK
oH npesbiman JK (seime 35 E/mm) v coctasnsn B cpenHeM
3574 En (ot 352 no 1750,0 E/mn), npuuem nonoxu-
TEIbHAA TMHAMMKA MapKepa MpH HACTYIUIEHHM peLMIMBA
Hamomanack yxe B npemenax AK (cM. pucyHok).

B Tabn. 2 npencrasmens nannele no yposHio CA-125
B CBIBODOTKE KPOBH OOCIIENyeMBIX MALMEHTOK B COOTBET-
CTBHM € KIMHHUYECKH YCTAHOBJICHHBIM PELUIVBOM 3a60-
JIEBaHHA. '

[IpuBcnennble qanHble CBUETENBLCTBYIOT O BBICOKOH HH-
opmatuBHOCTH TecTa: y 35 u3 36 GONBHBIX peunanBy
COOTBETCTBOBAJ «OJOXHUTENbHbII (MPeBBIIIAIO LML JK)
YPOBEHb Mapkepa B KpoBH. CleqoBaTenbHO, PEUHIHB OMy-
XOJIM MOT OBITH AMATHOCTHPOBaH ¢ momolupio CA-125 B
97% cnyu4aes.

3HaueHHst Mapkepa npu ITom KoneBanch B WIHPOKHX
npepenax (rabdn. 3). Tak, OTYXOJICBOMY Y31y AHAMETPOM
2—2.5 cM COOTBETCTBOBANA KOHUeHTpauus Mapkepa 60,0—
80,0 E/mn, nokanmsosantomy 06pazoBainio pasmepom 7—
7,5 e —230,0—280,0 E/mn. B To xe BpeMs B ciyuae
AUCCEMHHMPOBAHHOTO fipouecca yposeHb CA-125 B Cbl-
BOpoTke nocturan 1500,0—1750,0 E/mn. MNpencrasnser wn-
TEPEC TOT akT, ¥TO y OBYX MaLMECHTOK Ha done xnu-
HHYECKOH DPEMMCCHM ¢ MCMONB30BAHMEM JAMAPOCKOMUY
OBIIH OBHADYXEHBI MPOCOBMAHBIE OBPA3OBAIIHS, TpH 3TOM
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TaGnuya 1 Table 1

YposeHn CA-125 B cbiBopotke KpPOBU MauUeHTOK
B COOTBETCTBMMU C WX KIMHUMECKMM COCTOSIHUEM
Serum CA-125 with respect to patients’ clinical status

CA-125, E/mn

Knutundeckoe coctosHue
cpegHee AuvanasoH koneGaHui
[o neyexuns 178,5 40,0—500,0
Before treatment
Havyano pemucun 0,6 0,0—2.3
Remission beginning
Peuunaus 3574 35,2—1750,0
Recurrence
mean range
Clinical status
CA-125, U/ml

treatment CA-125 content in all the patients exceeded
the DC (178.5 U/ml on the average) which was evidence
of the tumor presence. At 1 month following radical
treatment the CA-125 content reduced to the normal
level and was ranging from 0 to 30 U/ml depending
upon the baseline content. The CA-125 concentration
continued to decrease during chemotherapy to approach
zero by the time of remission. The close-to-zero level
of the marker (mean 2.9+2.5 U/ml) was individual
for each case (0.0 to 8.2 U/ml) and remained unchanged
for some time (4 to 60 months) in all the patient tested.
15 women were in clinical remission for the entire fol-
low-up (4 to 60 months), 11 (73%) of them had CA-125
values close to zero (table 2). The remaining 4 of the
15 patients presented with increase in the marker con-
centration at 4, 18, 26 and 38 months of remission
though no diagnosis of recurrence was made by clinical

findings.
Ta6bnuya 2 Table 2

YpoBexb CA-125 B 3aBUCMMOCTM OT Hanuuus peunagusa
CA-125 with respect to recurrence

Knunnueckoe Konuuectaso GoneHbix ¢ CA-125 5
Cero
cocrosHme Bolwe 35 E/mn Hwxe 35 E/mn
Pemuccus 4 11 . 15
Remission
Peuwnnue 35 1 36
Recurrence
Uroro... 39 12 51
Overall...
“yBCTBUTENLHOCTD 97% (35/39)
Sensitivity
CreyuduyHocTs 73% (11/15)
Specificity

MonoxuTensHbI NporHoa
Positive prognosis

OTpuyatentHbii NporHo3
Negative prognosis

90% (35/39)

92% (11/15)

above 35 U/ml | below 35 U/ml
Clinical status Total
No. of patients with CA-125
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snaucnns CA-125 cocrasasan 35,2 n 359 E/mn. Takum
oGpasom, JIK B namiem necaeoBantm yiKe cOOTBCTCTBOBAIO
HATHYHC OMYXONMH M MO DTOH MPHUHIC OHA 11C MOXCT pic-
CMATPHBATHCS KAK «[OPMANIBIIAA» KONLEHTPALUI MapKepa.

Kax BHIOIIO W3 NPCACTABNCHHBIX pe3yNbTaTOB (CM.
Tabn. 3 u puc.), y 80% Oonmeneix (y 29 us 36) yposcib
CA-125, npespiwatommii JIK, otmceuancs 3agonro Ao Jxa-
rHOCTHpOBaHHS peuuausa. CrnegoBaTtenbHo, B 80% crnyuaes
Ha (poHEC KIMHHYECKOH DEMHCCHM O HalW4dK peLUAMBa
MOXHO OBINO CYMUTH MO «NOMOKHUTENBHOMY» 3HAUEHHIO
mapkepa Ha 1—6 Mec, a uHorna Ha 8 mec panblre. Cy6-
KITMHUYECKOE BBIABJICHHE PELIMAHBOB MOYKET HUMETh 00Ilb-
11oe NMpaxkTHUYEecKoe 3HaueHWe, OcOOeHHO B cilydvae, Korga
PEUMIHB pa3BuBaeTcs oueHb OblcTpo. B Tabm. 3 npuseneHsl
sHauenus CA-125 oTaenbHo s GONBHBIX, Y KOTOPBIX NMPH
peuMaBe OOHAPYKHBATIOCH JTOKATH30BAaHHOE OIYXOJEBOE
o6paszoBanne (A), N OTAENBHO, KOT/1A PELMANB BN cOOOMH
mucceMunanuio npotiecca (B). B mepsoM ciyvae HaOmo-
[Talloch TOCTENEHHOE TOBBIIIEHHE YPOBHA Mapkepa (TpH-
O6nu3HTENBHO BABOE 3a 1—6 Mec), oTpaXkaBllee Yallle BCEro
ML YBENUUYEHHE ONyXoNeBoro ofpa3oBaHKd B pasMepax.
Bo BTopom cnyuae, egsa mocturnys K (35 E/mn), yposeHs
CA-125 yBenuuwBasics Ha NOPAZOK 3a OYeHb KOPOTKHI
DPOMEXYTOK BPEMEHHM M TNpH 3TOM Habmofanoch Kadve-
CTBEHHO HOBOE COCTOSHHME — OUCCEMUHHMDPOBAHHE OINYXO-
nesoro nmpouecca. Obpawaer Ha cebs BHUMaHue TOT (axT,
410 KOHIeHTpauust CA-125 1 B JaHHOM CUTYaLlMK HE MOXET
paccMaTpHBaThed Kak «HOpMalbHas», MOCKOIbKY MpH clie-
AYIOUIEM KOHTPONbHOM obcnmemoBanuy (vepes 4 — 6 Mec
M [aXe paHbllle) y Kaxmo#ll Tpersed OONBHOM ypOBEHB
CA-125 moxet mpeBbicuTh 540 E/Mi, 4TO CBHOETENBCTBYET
00 yXe pacnmpocTpaHEHHOM Ipolecce.

W3 nony4yeHHBIX pe3yNbTaTOB CIEAYET, YTO MCIIONb-
soBanue CA-125 no3Bonser He TONBKO MWArHOCTHPOBATh
HallMYKe PEeUUOMBOB C JOCTATOUHO BBICOKONM TOYHOCTHIO,
HO M ¢ OONBHIOH BEpOATHOCTHIO MPOTHO3HPOBATH WX NO-
aBleHue. B Hameit pabote uyBcTBHTENBEHOCTE CA-125 B
OTHOILIEHUHM peuuauBa cocrasnsna 97% (y 35 u3 36 na-
HMEHTOK). DTO cormnacyercsa ¢ gaHubIMU [7, 9, 12], cormacHo
KOTOPBIM YyBCTBUTEJIbHOCTH Mapkepa NpH IHarHOCTHPO-
BaHMM peuuauBa Owvima or 90 mo 100 %. Bo Muorux mc-
CIIEIOBAHHSAX, MOCBAMIEHHBIX BolsicHenuio ponu CA-125 npu
MOHHTOPHHIE, TAKXKE OTMEYAETCA PETHCTPAUMA «I10JI0XKH-
TEILHOTO» YPOBHSI Mapkepa 3amonro (3a 1—I2 mec) no
KJIMHUYECKOTO BhIABIeHHS peunmusa [7, 8, 11, 13]. Ot1o
MOXKET OBITh OOYCIIOBIICHO TE€M, YTO PELMAMBBLI MPH pakxe
AHYHUKOB B OONBUIMHCTBE CIyYaeB MPEACTABIAAIOT coboH
MHOTOYHCIIEHHBIE MUKPOCKOTIHUECKHE 06pa3oBanus, Haxo-
OAIuMecss 3a NpeaenaMd paspemaoimeid crnocoOHoCTH co-
BpemeHHbIX Metomos uccnegoanus (KT, V3T, manapo-
cxomnus). [TosTomy cambiM NIEPBBIM HHANKATOPOM HaIHUHS
PEUMAMBHON OMYXONM ABJISETCA MPOAYKT €€ XKH3HeIeATeNb-
HOCTH — OMyXoncebli Mapkep [5].

ITpu noaHOH peMHCCHH B OTCYTCTBHE ONYXOINH YPOBCIDb
CA-125 nomxen ObITh 67M30K Hymo. DTO COTTACYETCA C
JanHbiMK [15], a Takke ¢ pesynpTaTaMH, TMOMYUEHHBIMH
(14] B oTHOUIEHHH pPaKOBO-IMOPHOHATBIONO AHTHICHA Yy
OOMBHBIX, PALMKAIILHO OMCPUPOBAHHBLIX MO TNOBOAY PaKd
npamMoit kKHWKK. B rawmem uccaegoBanuy Takod ypoBCHb

Tabnuya 3

Table 3

CA-125 kak nporHocTwyeckui cakTop npu peumauBse
CA-125 as a prognostic factor

CA-125 Huxe 35 E/Mn Ha oHe KnuHu4eckown

pemnucum
CA-125
pll?.t?«lh;?/laio HMEO aavenve mapkepa, E/mn nPw peuanse, En
vec BonbHbIX '
TNokannaosaHHoe onyxonesoe obpasosaHve
Local disease during recurrence
0 7 53,9 (35,2—79,7) 53,9 (35,2—79,7)
1 4 52,7 (42,0—81,9) 97,3 (80,0—110,0)
2 4 61,6 (41,9—85,0) 153,7 (64,5—279,6)
3 1 37,0 57,3
4 2 36,5 (36,1;37,0) 191,8 (114,9;268,8)
5 2 43,9 (38,0;49,8) 208,1(183,1;233,2)
6 4 50,2 (36,0—66,5 | 130,5(113,5—311,3)
8 1 54,0 95,4
0—8 25 51,5 (35,2—385,0) 114,2 (35,2—279,6)

[unccemunayus n metacrasbl
Dissemination and metastases during recurrence

1 1 62,7 678,0
2 2 156,1 (122,0;190,3) 4446 (352,0,537,2)
3 2 64,7 (50,0;79,5) 480,0 (419,0;540,0)
4 1 48,2 388,0
6 4 45,0 (36,0—59,1) 1291,0 (720,0—
1750,0)
1—6 10 73,2 (36,0—190,3) |807,9(352,0—1291,0)
time be-
forrZ nrg:vur‘ pr::%é:tfs marker content, U/ml CA-125 during
months recurrence, U/ml
CA-125 below 35 U/ml during clinical remission

The marker had a value below the DC in 1 of
36 cases with recurrence only (see table 2). In the re-
maining patients it reached 357.4 U/ml on the average
(35.2 to 1750.0 U/ml), i.e. was higher than the DC
{35 U/ml). The rise in the CA-125 values during re-
currence was observed already within the DC (see the
figure).

Table 2 summarizes the serum CA-125 measurements
with respect to recurrence onset.

These data demonstrate high informative value of
the test: 'positive’ (higher than the DC) concentration
of the marker was detected in 35 of the 36 relapsing
women. Therefore, the tumor recurrence could be di-
agnosed by CA-125 in 97% of the cases.

The marker measurements were varying considerably
(table 3). Marker concentrations 60.0 to 80.0 U/ml cor-
related with a tumor node 2 to 2.5 cm in diameter,
230.0-280.0 U/ml to a local ncoplasm 7 to 7.5 c¢cm in
size. In disseminated disease the serum CA-125 con-
centrations increased to 1500.0-1750.0 U/ml. Of interest
is the fact that two patients had millet-like neoplasms
during clinical remission as discovered by laparoscopy
while their CA-125 levels werc 35.2 and 359 U/ml
Thus, in our study the DC value correlated with the
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Anartoctuxa CA-125 npw HactynneHwm peunauBa.
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Mo ocu abecyncc — Bpems fo ANarHoCTUpoBaHust peyuansa, MeC; Mo OCM OPAWHAET — 3HaveHue mapkepa CA-125, E/mMn. @ — 3HaueHue

Mapkepa B AaHHLI MOMEHT BpemeHu.
CA-125 diagnosis on recurrence onset

Numbers on the x axis demonstrate months tiil diagnosis of recurrence; numbers on the y axis show U/ml of CA-125 concentration.

®, present marker value.

(B cpemHeM cocTaBNAIOMIMIA 2,9 E/mn) nabmopanca B Te-
YeHHe Oollee WM MeHee UIMTENBHOTO IepHONA BpeMeHH
(0T 4 0 60 Mec B COOTBETCTBMM C TUTENBHOCTHIO pe-
MHCCHH) Y BCeX OGCNEMOBAHHBIX HALMEHTOK.

Ipy nossnenynn peuunmsa comepxanue CA-125 yBE-
JMIHBANIOC, W 3TO, MO HAIIMM JAaHHBIM, YeTKO INpocIIe-
KMBAJIOCh yX€ B [UANA30HE TAK HA3BIBAEMBIX HOPMAJIbHBIX
KOHUEHTpaunit (1o 35 E/mm). B psage pabor oTmeuanucs
Cllydan IMHAarHOCTHPOBAHHA DELHIMBA IIPU CHIBOPOTOYHOM
ypoBHe CA-125 B npenernax Hopwmsl (T.e. pi CA-125 MeHb-
e 35 E/Mn). DTi pesynbTaTsl paccMaTpHBAINCH KAK TOXK-
HOOTpHUATeNbHbIe. WX wacToTa mocturana 43,5% [7] u
naxe 60% [3], Ha ocHOBaHMM Yero GBINO CAENAHO 3aKITIO-
HEHUE O HENOCTATOYHOH HYBCTBMTENLHOCTH MapKepa NpH
OMyXOJIIX MANIOro I MHKPOCKOTHYECKOro pa3mepa. On-
HAKO, CCIIM MPUHHUMATE 3a HOPMY Y GONBHBIX B peMHccHU
HOIb, a He 35 E/mu, 3HaueHMss Mapkepa B Tpefeax K,
Aid €l X UMEIOLIME TOJIOXKHUTENBHYIO AHHAMHKY, SABIIAIOTCA
HE JIOXXHOOTPHHATEIIbHBIMU, & UCTHHHO MOJOXKHTENbHbBIMHU.

Konuentpauus CA-125, 6nuskas 35 E/mn, 6bima Toii
MUHMMAJIbHOH KOHLIEHTpalLiMel Mapkepa, npu KOTOpOH B
HAIIEM MCCNENOBAHMH 9HIOCKOMMYUECKH OGHAapyXHUBANach
OmyxojeBast MpoCOBUAHAsA aucceMuHaums. [lo 3Toil npu-
qnne konuentpaunst CA-125, pasHas unn 6miskast 35 E/m,
HE MOXET MPUHUMATBCS 33 HOPMY Y GONBHBIX, paguKaNbHO
ONICPHPOBAHHBIX MO MOBOAY PAKA AWYHMKOB, B MPOTHUBO-
HOJIOXKHOCTE TOMY, KaK 3TO MOKa3aHO IS GOJLIIMHCTBA
3AOPOBBIX HOHOpOB. Hammu pe3ynbTaThl Toka3piBaior
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presence of a tumor and by this reason could not be
considered normal.

As seen (see table 3 and the figure) 80% of the
patients (29/36) had CA-125 levels higher than the DC
long time before diagnosis of recurrence. Therefore, in
80% of the cases the recurrence onset could be detected
against the background of clinical remission by ’positive’
contents of the marker at 1 to 6 or even at 8 months
earlier. The subclinical recurrence detection is of great
practical value especially in cases with rapid recurrence
progression. Table 3 presents the CA-125 measurements
separately for patients with local (A) and disseminated
recurrent disease (B). In the first group the marker
level demonstrated a graduate increase (about two-fold
for 1 to 6 months) which in most cases was a reflection
of tumor growth. In the second group, immediately
on reaching the DC (35 U/ml) the CA-125 content
jumped by an order of magnitude for a very short
time which corresponded to a qualitatively new disease
status, i.e. dissemination. Note that the CA-125 in this
situation could not be considered normal because each
third of the patients presented with CA-125 concen-
trations higher than 540 U/ml! at every further exami-
nation (at 4 to 6 months or even earlier) which was
evidence of advanced disease.

Our findings demonstrate that CA-125 assay allows
both a rather accurate diagnosis and a reliable prognosis
of recurrence. In our study CA-125 sensitivity in relation
to the recurrence was 97% (35 of 36 patients). This
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TAKXKE, UTO, CCII Y MALHCHTKH HAOIIOAACTCS NOBBITICHHC
Mapxepa g0 35 E/mi, Ic cneaycT, MpHIHMAas HTy KOH-
LCHTPALMIO 3a 11OPMY, HA3IIAUaTh CIICAYIOUICC KONTPONIBIIOC
obcnenoBanue uepes 4—6 Mec, MOCKONbKY NMPCABHACTb pas-
BUTHE OMYXOJEBOTO NMpoLiccca 11 MPCACTABIAETCS BO3MOXK-
HbM. B cnyuae guccemutiauyu uepes 4—6 Mec O6yaeT UMCTh
MECTO yXKE pacrmpocTpaleHiblif, TpakTH4YecKH HeoDpaTH-
MBIit ipoliece, U BEPOATIIOCTb 3TOTO COCTABAACT, MO HAIUMM
naHsebM, okono 30% (y 10 u3 29 nmauuweHTok).

[Mosbliienye ypoBHA Mapkepa Ha (OHe PEMHCCHUH JOIK-
HO CTaTb OCHOBAaHHEM U1 KOMIUIEKCHOTO HOTIOJHUTENb-
HOro oOCIIEIOBAHHUSA NALMCHTKH C LENbIO BBHISBICHUS pe-
UMIMBA, CBOEBPEMEHHOE IeUeHHe KOTOpOro MOrno Obl
3HAYHTENLHO TOBBICHTE 3 (PEKTUBHOCTL Teparnuu.

BriBoasl

1. Tpu UCTHHHOM peMUCCHH (OTCYTCTBHE OTTYXONU) Ha-
OiioaeTcs CTALMOHAPHBIN, ONM3KMH K HYJIEBOH OTMETKE
ypoBens CA-125. DTOT ypoBeHb ABIAETCA HOPMO#M Juis
pafHKalbHO ONEPUPOBAaHHBIX OOJBHBIX.

2. Tlpu nosiBneHny peuuauBa 3a0o0JIeBaHUA COOEpKa-
nue CA-125 B CbIBOpOTKE KPOBH MOBBIILAETCHA, YTO OT-
YETNBO MPOSIBIIAETCS YXKE B AWANA30HE TaK Ha3bIBAEMBIX
HOPMAJBHBIX KoHUeHTpauuit (0—35 E/mm).

3. Copmepxanne CA-125 Beire 35 E/Mn u ero momo-
XHTeneHas guuaMuka B npenmenax JIK moryr orpaxate
HalHuyie pEeLMAHBA 3a HECKOJBKO MECAIEB JO €ro KiH-
HHYECKOTO BBIABJIEHHS, 4TO TpebyeT Oomnee yrmybieHHOro
obcnenoBaHust OOJBHBIX.
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obscrvation is supported by data from [7, 9, 12} which
report of a 90 to 100% sensitivity of the marker in
the recurrence diagnosis. Many publications dealing with
the role of CA-125 in the monitoring also report of
detection of ’positive’ marker levels long before (1 to
12 months) clinical recurrence {7, 8, 11, 13]. This may
be accounted for by the recurrence of ovarian cancer
presenting itself as many microscopic formations which
are beyond the capacity of most modern methods (CT,
ultrasound, laparoscopy). That is why tumor markers,
i. e. products of tumor activity, are the first indicators
of recurrent disease [5].

CA-125 level in complete remission in the absence
of tumors must be close to zero. This coincides with
findings of [15] as well as with results of [14] concerning
carcinoebryonic antigen in patients undergoing radical
surgery for rectal cancer. In our study this level (2.9
U/ml on the average) was observed for some time (4
to 60 months depending upon remission duration) in
all the patients.

After recurrence onset CA-125 concentration was
increasing already within so called normal limits (under
35 U/ml). Some publications reported of recurrence in
patients with serum CA-125 content within the normal
limits (i.e. under 35 U/ml). These results were considered
false negative. Their rate reached 43.5% [7] and even
60% [3], and therefore the conclusion was made that
the method was not sensitive enough to detect small
or microscopic disease. However, if a zero CA-125 level
is taken for normal in patients in remission rather than
35 U/ml, then the marker values between 0 and 35
u/ml and, more so, those demonstrating a tendency to
increase should be considered true positive rather than
false negative results.

CA-125 concentration close to 35 U/ml was a mini-
mal marker concentration at which we detected by en-
doscopy disseminated disease in the form of millet-like
formations. By this reason the CA-125 concentration
equal or close to 35 U/ml cannot be considered normal
in patients after radical surgery for ovarian cancer like
in healthy donors. Our findings also suggest that if a
patient demonstrates an increase in CA-125 upto 35 U/ml
the next check examination should be performed at
an interval shorter than 4-6 months, because disease
course cannot be foreseen in this case. If this marker
level is evidence of disease dissemination then in 4-6
months the disease advance will be irreversible which
by our findings is in store for 30% (10 of 29) of such
patients.

Increased marker concentration during remission
should be considered a reason for additional complex
examination of the patient to detect disease recurrence
and to start treatment at proper time.

Conclusions.

1. Truc remission (the absence of the tumor) is
evidenced by a stable, close to zero CA-125 level. This
level is normal for patients after radical surgery.

2. Serum CA-125 increases in recurrence which may
occur cven at the marker levels within the so called
normal limits (0 to 35 U/ml)

3. CA-125 content above 35 U/ml and continuous
increasc within the DC may be evidence of discasc re-
currence at several months before its clinical onset and
is a reason for a more carcful examination of the patient.
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