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Boisoant. 1. Flcmonp30BaHUE HEUTPOHHOTO KOMITOHEHTA **Cf
BHICOKOM aKTUBHOCTU ULl BHYTPUIIOJOCTHON JIy4eBOl Tepanvu
paka WeHKy MaTK! SBIIeTCsS TIPEUMYIICCTBEHHBM B JeYeHNN
MeCTHOPACTIPOCTPaHEHHEBIX GOPM OITyXOJIH.

2. BeicTpast perpeccys OILYXONy B IIpoLiecce JIyIeBoil Tepamuu,
HE3HAYUTENHHOEe KOIMIECTBO IO3MHIX JYISBbIX ITOBPEXKICHUN JO-
Ka3pBaIoT HePCICKTHBHOCTE UCTIONB30BaHus *2Cf B leueHuH O1ry-
XoJe KEeHCKOH 1TONoBoM cdepsr.

3. Haynruwie 10XOperuoHapHbIX pelAMBOB CIIYXOMH CBHIETSIECT-
BYeT 0 HEOOXOIMMOCTH JANGHEHILIETO COBEPLIICHCTBOBAHMS METOA.
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3HAYEHUE 0,-MUKPOIJTIOBY/ITHA ®EPTUJIBHOCTH
B JIMATHOCTUKE ONYXOJEN AWIHUKOB
Y XKEHIMWH B IIOCTMEHOIIAY3AJIBHOM BO3PACTE

Kagpedpa axywepcmea u sunexonoeuy jienebrozo axyssmema
PI'MY, HUH xaunuueckoil OBKOACZUY

B mactosamee BpeMs CTal TPaIHLIIOHEBM TE3HC O HEYIOBIETBO-
DPHUTENHEBIN PE3YIIBTATAX JIEICHHS OONBHBIX CO 3JIOKAYECTBCHHBIMH
OTyXONaMH  TIHUKOB. HecMoTpa Ha OGONBIIOS YUCTO HAYYHBIX
WM3BICKAHWH, IpoGIeMa OITyXoileil STIHIKOB IIPONODKAET OCTABATE-
csL upe3Bh¥aiiHo akTyanbHoM. OcHoBHas HprivHa HeabdekTrnBHO-
CTH TPWIATASMEIX YCWIMI IO VAVIIUCHWIO PEe3YIETaTOB NeUeHU
OITYXOJICH SIMIHIKOB IPEXE BCETO B ITO3MHEH ¥X JUATHOCTHKE.

Jlo HacToAIIEro BpeMeHH HE CyILeCTBYeT HaIeKHBIX METONOB IO~
KIMHUYECKON JUATHOCTHKHM HOBOOOpa30BaHMil suvHUKOB. CoBep-
IIIEHCTBOBAHUE METOIOB PAaHHEH TUATHOCTHKH JII0OBIX HOBOOGPa30-
BaHIit TPUAATKOB MaTKU TIO3BOJIAET HATEAThCS Ha BO3MOKHOCTD
VIIYIIICHUS PE3YIIBTATOB JICUEHUS.

C pazBUTHEM THOPMIOMHON TEXHOJIOIMH IMPOKOE PACcIIpoCTpa-
HEeHYie TOMYYU Pa3iInyHble IMMYHOMETPUIECKIE CHUCTEMBI, TIpeI-
Ha3HaYEHHBIE I OIPEASICHIS OITyX0JIeBBIX MApKEPOB B CBIBOPOTKE
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Results of the treatment for ovarian cancer remain poor
notwithstanding the vast clinical study. The main reason for the
poor treatment is late diagnosis of ovarian cancer.

There are no reliable methods for preclinical diagnosis of ovar-
ian tumors. Improvement of early diagnosis of any uterine adnex-
al neoplasms inspires hope for better treatment outcomes.

The advance in hybridoma techniques allowed wider applica-
tion of measuring serum tumor markers in cancer patients.
Tumor-associated antigen CA~125 is the most informative mark-
er of serous types of ovarian cancer. Many publications confirmed
its diagnostic significance in stage II, III and IV disease [2,3,6,8].

D.D.Petrunin et al. synthesized in 1976 a fertility a2-
microglobulin (FAMG) [4] that was similar to CA-125 by
immunophysical profile [7] and could be used as a tumor-associ-
ated marker in the diagnosis of ovarian tumors.
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Clinical Investigations

KpoBH O0NMBHbIX. HeCMOTPA Ha Kaxynieecs oDrIIie NOCICTHIX, Hakt-
Honee MH(GOPMATHBHLIM IIPH 3IOKA9ECTBEHHEIX HOBOOOPA30BAHUAX
SIAYEIKOB, TIPUYEM TIPH TONHKO B OCHOBHOM CEPO3HEIX €10 (hopMax,
SABNgETCA OIYXONBacCoIpmpopan bl anTureH CA-125. B MHoro9uc-
JIEHHBIX MyONUKATIHSIX HEOTHOKPATHO TONTBEPKIANIOCE €10 JUArHOC-
Trueckoe 3Havenue pu I1, 111, IV cramisx 3aboneparus [2, 3, 6, 8].

ITo masusny [, J. TlerpyHmHa 1 coaBT. [4], cHHTe3npOoBaHHELH
B 1976 T of-MuKportoGyymH deprusrocTE (AMI'D) [4] 67m1-
30K ITO CBOVMM MMMyHObIBueckuM cBoiictBaM CA-125 [7] u moxeT
TICIIONB30BaThCA KaK OMyXOAbaCCOIMIPOBAHHBIA MapKep B TUArHo~
CTHUKE OITyXOJEH SMIHNKOB.

Tlems BacTosIIElH PaboTE — HU3YIMTh BO3MOXHOCTH HCIIOIB30Ba-
st AMI'® B mparHOCTHKE OIYXONSH SSIMIHIUKOB Y KEHIHWH ITOCTME~
HOMay3a/IbHOTO BO3pacTa ¥ OIpCACNUBITIECA TUATHOCTAYECKIE BO3-
MoxuocTH AMI'® cpaBHUTE ¢ TAKOBBIMY TeCT-CUCTEMET CA-125.

Mavepuaie! 1 MeTonsl. HccnegoBany 210 06pastoB CHBOPOTOK KPOBH, TONYYeH-
HBIe OT GONBHBIX, HAXONUBIINXCS Ha JIEYeHNH B OTReNeHMIx ruaexoxormy POHIY
PAMH u KB Ne 4 ¢ 1996 o 1998 £ 110 nioBofy JOGpOKaIeCTBEHHEIX 1 3H0Ka9eCTBEH-
HBX HOBOOODA30BaHMi sHuKoB, Cpefrniii Bo3pacT GONLHEX cocTaswi 58 Jer (oT 48
no 78 net).

‘VpoBHE KOHUenTpauwmit AMI® i CA-125 y GONBHEIX € OTIYXOJIIMI ¥ OIyXOJICBH-
HEIMM 0GDa30BaHISIMU ONPEAETISUTH TIPK epBIIHOM IOCTYIDICHYH B IIpolrecce Habmo-
NEHMS ¥ Tepariy TalieHTOK.

‘Vpopu KoHueHTparwii AMI'® u CA-125 OIEHMBATH B 32BACHMOCTH OT IMCTOTHIIA
OIYXOJIH, CTAIVH 3a60JieBaHust, CrefleHy Fu(depeHIMPpOBKH B pasMepoB ofyxomd. Pas-
MepEI OTYXOJTH, COCTOSIHUE KATICYIIS, BOBJIEIEHHE B TIPOIECC OFHOTO YA JNBYX SITIHUKOB
OIpeeNIIVCH 10 NAHHBIM YIIBTPA3BYKOBBIX UCCIIGHOBAHHIA, ONEPALIMOHHEIX IPOTOKOIOB.

Cramust 3a00J1eBaHys ONpeNeNaach COrNacHo xnaccubukamm BO3 1976 .

KomidecTBeHHOE olpefeNeHue KonuenTpanyuii AMI® B mccieqyeMBx 06pastax
CHIBOPOTOK KPOBU MPOBOKMAN METONOM HMMMYHOGDEPMEHTHOIO aHaiy3a Ha TOTOBBIX
TECT-CUCTEMAX C UCTIONB30BAaHUEM MOHOKIOHANBHBIX aHTUTEN K AMI'®D, UyBCTBUTENB-
HOCTBH MeTOJA cocTaeuna st AMI® 2 ur/min.

JIns onpenesnenss KoHUeHTpammit CA-123 B CHIBOPOTKE KPOBY CIIONB30BAIH S~
arHocTHYeCcKue HaGopr! pousBoncTea «Hoffmann La Roche» (Isetiuapns).

Konuesrpanys 35 E/Mn npussra 3a RMCKPUMUHANUOHHYIO, HOCKONBKY HpH MC-
TONB30BaHHY TecT-cHcTeMbl «Hoffmann La Roche» yposens CA-125 He mpepbIlan
9TOro 3HAYEHHUS Y 95% 30OPOBEIX KOHOPOB [1].

Marepraisl 06paGoTaHb cTaTHeTHIecKH [5].

Pesynbrarsl. AHaMM3 TOIYyISHHRX KOHUEHTparwit AMI'® B ceBo-
POTKE KPOBH OOJBHEIX ¢ HOBOOOPa30BaHIAMH SIMYHHKOB IIOKA3aJT, ITO
ana3oH ux xonedancs or 0 o 75 vr/mu B 85% wabmonenwnt, B 15%
HaGmoIeHi ypoBeHs KoreHTparii AMI'® Oput Bbmie 75 Hr/MIL

Komentpargig AMI'® 15 ar/Mi NpHUHITA 32 JUCKPUMUHAIMOH-
HYIO, TIOCKOJILKY HIXKE 3TOro ypoBsHs B 84% HaGMOIEeHMIT HaX0omuIach
xonueaTparysa AMI'® B CEIBOPOTKE 300POBEIX KEHINIH U OOJIBbHBIX ¢
J06pOKAYeCTBEHHBIMY OITyXOJISIMU AMYHIKOB, 4 BEIIIE B 78% HabI0-
JeHmii — KoHuentparyiss AMI® B CEIBOPOTKE KPOBU GOJIBHBIX CO
3MOKAYECTBCHHEBIMI OIIYXOIIMY SMYHUKOB, COCTABHB, TaKuM o0pa-
30M, YYBCTBUTEIIGHOCTD TECT-CHCTEME! 78% TIpH paKe sSIIIHIKOB.

JLing onpeneneHys XOPpeMIHOBHOM 3aBUCHMOCTH KOHIIEHTPa-
i AMI'® oT THCTOTHIA ONYXONe! STMYHMKOB BCE HAOMIONCHUS
6bUTH pA3HENICHEL HA TPYITIEL, OCHOBHAIM IIPU3HAKOM B KOTOPHIX AB-
JIAUICS. TUCTOTHIT HOBOOOPA30BaHIH SIMUHUKOB. 1-10 ITpyIiTy coCTa-
pumit 119 GopHbIx ¢ MOpHOIOTIIeCKY YCTAaHOBICHHBIMU CEPO3HbI-
MH onyxoisiMu. KoneGanms KonneHTpanuit AMI'® B crBOpoTKE
KpOBY GONBHEIX 1-# rpyIIis: peAcTaBieHs! B Taou. 1.

He 6BUI0 BBISIBICHO JOCTOBEPHON Pa3sHUIBI MEXIY KOHIECHTPa-
vt AMI'® B cEIBOPOTKE KpOBU Y 7 GOJIBHBIX € IOTPAHMIHBIME
CEPO3HBIMY OITYXOIAMH STIYHIKOB H KOBIIEHTPAIMsIMH IIPH KOOpO-
KAYECTBEHHBIX CEPO3HBIX OMYXOJLIX AUIHUKOB.

BonpHBIE ¢ CEpO3HBIMY 3I0KAYECTREHHBIMHI OIYXOJISIMY SIMIHY-
KOB TI0 CTafMsAM pacnpelemich CIeayiomuM odpazom: 1 cramus

The purpose of this study was to evaluate the possibility of using
FAMG in the diagnosis of ovarian tumors in postmenopausal women
and to compare the FAMG and CA-125 as to diagnostic potential.

Materials and Methods. The study was performed in 210 sera from patients man-
aged at Gynecology Department of CRC RAMS and Clinical Hospital No.4 during
1996 through 1998 for benign and malignant ovarian tumors. The patients' mean age
was 58 years (range 48 to 78 years).

FAMG and CA-125 concentrations were measured at admission and during
treatment.

FAMG and CA-125 concentrations were assessed with respect to tumor histology,
disease stage, tumor differentiation and size. Tumor size, capsule state, involvement of
one or two ovaries were determined by ultrasound study and intraoperative findings.

Disease staging was performed in accordance with the WHO 1976 classification.

Serum FAMG measurement was made by enzyme immunoassay using test sys-
tems with monoclonal antibody to FAMG. Method sensitivity threshold for
FAMG was 2 ng/ml.

Serum CA-125 measurement was made using diagnostic kits supplied by
Hoffimann La Roche (Switzerland).

CA-125 concentration 35 U/ml was taken as a discriminative value since CA~-
125 levels did not exceed this level in 95% of healthy donors as measured using the
Hoffmann La Roche kits [1].

The findings were analyzed by statistical methodology [5].

Results. Serum FAMG concentrations from patients with
ovarian tumors varied from 0 to 75 ng/ml in 85% of cases and were
greater than 75 ng/ml in the remaining 15% of cases.

An FAMG concentration 15 ng/ml was taken as discriminative
because 84% of healthy women and patients with benign ovarian
tumors had FAMG concentrations less than 15 ng/ml and 78% of
ovarian cancer patients had FAMG concentrations greater than 15
ng/ml, thus the test system had a 78% sensitivity in ovarian cancer.

To establish relationship of FAMG concentrations and tumor
histology the cases were stratified into groups with respect to
tumor histological type. Group 1 was composed of 119 patients
with morphologically verified serous tumors. Table 1 summarizes
variations of serum FAMG in patients from group 1.

There were no significant differences in FAMG concentra-
tions between 7 cases with borderline serous tumors of ovaries and
cases with benign ovarian tumors.

Distribution of cases with serous ovarian cancer with respect to
disease stage was as follows: 4 stage I, 9 stage II, 52 stage 111, 11
stage IV. Patients with stage ITI and IV disease were 83%.

Tabnuua 1 Table1

KoHueHTpauun AMI® B CbIBOPOTKE KPOBU GOJIBHLIX C Ce-
PO3HBIMN ONYXOAAMY SUHHUKOB

Serum FAMG concentrations in cases with serous ovarian
tumors

Konuenrpauun AMI'd,
Yucno Hr/M
QGcnegoranHsie Habnwo-
neH"ﬁ Avana3oH
Cpeahue xoneGanuit
3H0p0BbIE XEHLLYHBI
Healthy women 10 53 0—10
C noBpokayecTBEHHBIMU
onyxonsmy / Patients with 36 76 0—17
benign tumors
Co 3n0Ka4eCTBEHHbIMY
onyxonsmm IV cragyn 76 28,5 9—-85
Patients with stage |-V cancer
mean rang
Patient categor No. of
gory cases FAMG concentration,
ng/mli
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6ruta y 4 6ompHEIX, 11 cramus — y 9 6ombubIx, 111 cragus — y 52, IV
— vy 11 6omsex. 111 1 IV cranum 3aGonesanys OTMedanuch B 83%
HabOONeHUH.

Ypouu xoHueHTpaIii AMI'® B cChiBOpOTKE KPOBY GOILHEIX C
CEPO3HBIMY 3MIOKAYECTREHHBIMHU OITYXOJISIMY STMYHIKOB IIPEBHIIIAIN
JVICKPYMITHAIIMOHHEIA ypoBeHDb B 77,7% Habmomenuit, a B 22,3%
(17) uabmonexvii OBUTH HICKE JIMGO COOTBETCTBOBAIH 15 Hr/MIL.

JIOXHOOTPHIATENIEHEIC PE3YIIBTATHI TECT-CUCTEMEI TONMYJeHE! B
25 (19%) mabmonenwsax, w3 vux 12 (48%) 6omsapx 66010 ¢ I 1 I cra~
Jorsovuy 3aboneBanug, a 13 (52%) — ¢ I u IV cramusavu.

VcraHOBIEHA TIONOXUTENbHAS KOPPEIAUS MEXIY KOHIIEHTpa~
IHeii MapKepa | cramdeii 3abonesanwst. Ilpu 2T0M OKa3anock, 4To
CpemEnif YPOBEeHb KoruenTpanuii AMI'® B CEIBOPOTKE KpOBH IIalll-
enToK Hypke ipu [—II crampmsax 3a6oneBaEys IT0 CPAaBHEHUIO € TAKO-
BBIMI TIPH PACTIPOCTPAHEHHOM TIPOLIECCe.

He GBUTO YCTAHOBJICHO M3MEHSHWH YPOBHA KOHIEGHTpALUN
AMI'® B CEIBOPOTKE KPOBH GONBHELX CO 3II0KAYECTBEHHEIMHI CEPO3-
HEIMU HOBOOOPa30BaHNSMY SIIYHIMKOB B 32BUCUMOCTH OT CTENEHH
IudhepeHmIpoOBKY ONyXOMM. Pasiiyusd IOMyYeHHBX 3HaYeHuN
CTATUCTHYIECKH HEJOCTOBEPHE!.

TIpu pasmepax ormyxonu 1o 1 cM 9yBCTBUTENBHOCTE TECT-CHCTE-
MBI coorseTcTBoBana 15%, no 5 cM — 65%, 6omee 5 cM — 90%. Maxk-
CHUMAIBHOE TIOBHILEHKE KOHIEHTpalm AMI'® oTMevyaioch TpU
TOpaXeHHH OpIOIIMHEL. MBI He OTMETHIIH IOJIOKUTENBHYIO KOppe-
JALHIO MEXIY Pa3MEpaMH OITYX0Iu M KoHeHTpaei AMI'® B crI-
BOPOTKE KPOBU OONBHBIX, HCXOMHEBIN pa3Mep OITYXONU He BV Ha
KOJIMYECTBeHHBIC JAHHKBIEC KoHueHTpai AMI'®. Tak, npu pazme-
pax omyxoneit 1o 10 cM 1 Gonee mwiut paBHO 10 M YPOBEHE KOHIICH-
Tpamii AMT'® 3HaYNTeNbHO TMPEBHIIA YCTAHOBICHHBIM TUCKPH-
MUHAUMOHHEIL YpPOBEHB, HO pPasIMIMA ITOKAasaTesell MEXIy
TPYIIMAMY CTATHUCTIYECKY HeOCTOBEPHEL (9>0,3).

IIpociexxeHb KOHIeHTpayy Mapkepa AMT® B 3aBUCHMOCTH OT
TAKOro NpU3HAaKa, KaK aciuT (acuur+ | acimr-). KoHueHTpauys
AMI'® B chBOPOTKE KPOBH GONBHEIX OIYXOISIMHE SIMTYHUKOB 6e3 ac-
IUTA ¥ C aCLATOM IIpeBhIIIaNa JHCKPUMUAHATTIOHHBIH YPOBEHE 3Ha-
YUTEBHO H IOCTOBEPHO, HO BEIMIMHA MOBBIICHIST YDOBHI AHTHIE-
Ha He KOppeJIpoBana ¢ HCCieayeMbIM TIpusHakoM (p>0,4).

W3 31 GonmpBOoM 2-i TPYITIET ¢ MYITAHO3HBIMIA OITYXOJISMU SIAIHUKOB
y 17 6rumg moGpOKaYeCTBEHHEIS OIMYyXOMU, ¥ 5 — IOIPaHUYHEIE U Y
9 — MYIIHO3HBIE 3JTOKAYECTBEHHEIE HOBOOODA3OBAHMS SIAYHUKOB.
Anams koHuerTpaiwit AMI'® B CHIBOPOTKE KPOBHX GONBHBIX ¢ HOGpO-
KaveCTBEHHBIMI M ITOrPAHIIHEMI MYLIMHOSHBIME HOBOOOpa30BRaHHI-
MU STTHIAKOB JO ¥ ITOCIIS ISISHAT TIOKA3aT, YTO Paziiuis KOHLEHTpa~
it AMI'® cramicTryecku HesHawumMs! (p=0,2), a Auama3oH pazdpoca
KOHIIEHTPALHEL COOTBETCTBYET TAKOBOMY Y 30OPOBBIX JKCHIITHH.

Anamis xosuearpaygi AMI'®D B rpynme GOMBHEIX ¢ MyIITHO3HEI-
M 3FOKAYECTBEHHBIMH OITYXOJISIMU SIMIHUKOB TI0KA3aJT, YTO TUATIA30H
VX KOHIEHTpatwil Hermapok (no 18 ur/min). Tlpu comocTaBieHu U ¢
xounenTpauyavu AMI'® B cEIBOpoTKe KpOBH OOJIBHEIX ¢ JOOGpoKaue-
CTBEHHBIMY MYUMHOZHBIME OITYXOJITMI STUIHIKOB U C KOHITEHTPALH~
SIMI 3MOPOBBIX KEHIIVIH TTOJTYYSHERIS PATHYMS MEXIY TPYIIaMy ObI-
T CTATHCTVYECK HesHawMbivut (p=0,02). V3 IpencrapieHHoro
JanasoHa KoHueHTparyit AMI'® B rpyIITe OIyxoieii ¢ MyLITHO3SHEIM
THCTOTHIIOM SIBCTBYET, YTO MCIIOIBF30BAHIE €70 KAK OIyXOIbacCOIIN-~
POBAHHOIO Mapkepa Juis ux muddepeHIaIiI MATONHGOPMATHBHO.

B 3-i1 rpynme 65010 22 GONBEEIE, ¥3 HUX Y 5 GBUT SHIOMETPUO3 S9-
HUKOB, ¥ 17 — SHIOMETPHOMIHEI pak SIMTIHUKOB, [[Haa3oH KOHIIeH-
Tpamuiit AMI'® B CEIBOPOTKE KpOBH GONBHEIX ¢ SHIOMETPHOMIHBIM
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Serum FAMG concentrations from patients with serous ovari~
an cancer were greater than the discriminative value in 77.7% and
lower than or equal to 15 ng/ml in 22.3% (17).

False-negative tests were obtained in 25 (19%) cases including 12
(48%) with stage I or IT and 13 (52%) with stage III or IV disease.

The marker concentration was positively related to disease
stage. Mean FAMG concentrations in stage I-II were lower than
in advanced disease.

There was no relationship of serum: FAMG concentrations in
serous ovarian cancer cases with degree of tumor differentiation.
The obtained differences were not statistically significant.

The test-system sensitivity was 15% for tumors less than 1 cm,
65% for tumors up to 5 cm and 90% for greater than 5 cm tumors.
FAMG concentrations reached peak in cases with peritoneum
involvement. There was no relationship between serum FAMG con-
centration and tumor size. For instance, FAMG concentrations in
cases with tumors less than 10 cm, equal to 10 cm and greater than
10 cm were much higher than the discriminative level but the differ-
ences between the groups were not statistically significant (p>0.3).

We analyzed FAMG concentrations with respect to the presence of
ascites (ascites+ and ascites- groups). Serumm FAMG concentrations
from patients with ascites+ and ascites- ovarian tumors were signifi-
cantly greater than the discriminative level, though the antigen elevation
demonstrated no correlation with the character in question (p>0.4).

Group 2 consisted of 31 patients with mucinous ovarian tumors.
Of them 17 had benign, 5 had borderline and 9 malignant tumors.
Serum FAMG levels in cases with benign and borderline mucinous
ovarian tumors before and after treatment demonstrated no signif-
icant differences (p=0.2) and varied with normal limits.

FAMG concentrations in patients with mucinous ovarian can-
cer varied in a narrow range (up to 18 ng/ml) and did not differ sig-
nificantly from serum FAMG contents in cases with benign muci-
nous ovarian cancer and healthy women (p=0.02). This means
that the use of FAMG as a tumor-associated marker to differenti-
ate mucinous tumors is not reasonable.

Group 3 was composed of 22 patients including 5 with ovarian
endometriosis and 17 with endometrioid ovarian cancer. Serum
FAMG concentrations from patients with ovarian endometriosis before
treatment varied within 12 to 19 ng/ml, median 17 ng/ml. While serum
FAMG concentrations from patients with ovarian endometrioid cancer
(stage 1I-IV) varied from 18 to 55 ng/ml, mean 25 ng/ml In both
groups the differences in mean concentrations with respect to tumor
differentiation degree, the presence or absence of ascites were not sta-
tistically significant (p>0.5). However, owing to high sensitivity of the
test system (83%) FAMG may be used as a tumor-associated marker to
differentiate tumors with endometrioid histology.

Group 4 consisted of 6 patients with benign Brenner tumors
who at baseline had serum FAMG concentrations not higher than
the discriminative value.

Group 5 consisted of 6 patients with clear-cell ovarian cancer
and 7 cases with non-differentiated or non-classified ovarian can-
cers. EAMG concentrations from patients with clear-cell ovarian
cancer varied within 13 to 78 ng/ml, median 28 ng/ml, mean 22.4
ng/ml, and were much higher than the discriminative value.
FAMG concentrations from patients with non-differentiated and
non-classified ovarian cancers before treatment varied within 10 to
28 ng/ml, mean 16.2 ng/ml. The marker contents in this group
were significantly higher than in healthy women and discriminative
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TOpaXeHHEM AMYHHMKOB J0 JIedeEnst cocTasmt oT 12 mo 19 ur/Min. Me-
IMaHa KOHLIEHTpaumil mpuuvacs Ha 17 HI/MI. A KOHIIEHTpaluy
AMTI'® B cpBOpOTKE KPOBY GONBHEIX C SHEOMCTPHOVIHEIMY 3T0KAYe-
CTBeHHBIMY onyXomsvu suariKoB (II—IV cramu) Xxonebamich B Ku-
anasoHe or 18 7o 55 Hr/Mi, cpemHsist KOHOEHTpalia cocTaBuna 25
Hr/Min. TIpu pasmrgsoil muddepeHIUpoBKe OMyXONeH, HaMavy
OTCYTCTBMM aciTa OTIIMIMA CPeNHUX 3HAUYEHWI KOHLUEHTpalmi
AMI'® 6pum CTATHCTHICCKY HemocToBepHs! (p>0,5). OmHako aocta-
TOYHO BHICOKAS UYBCTBUTEILHOCTS TecT-CHCTeMEL (83%) memaeT Bo3-
MOXHEIM WcHonb30BaHre AMI'® xak oHnyxONbacCOIMMPOBAHHOTO
MapKepa ¥ GONLHBIX ¢ SHIOMETPHOUIHBIM THCTOTHIIOM OITYXOJIEH.

V 6 GOMBHBIX 4-1 TPYINIST ¢ HOBPOKAYCCIBEHHEMY OTIyXOnsivMy Bpex-
Hepa [0 OIIepaTHBHOIC Jeyerns KorerTpar AMI'® e peBbIIam
TIPMHSTOTO JUCKPUMITHAITMOHHOTO YPOBHS BO BCEX HAOMONEHUAX.

5-10 TPYINLY COCTABIIM 6 GOIBHEBIX CO CBETAOKIIETOMHEIM PAKOM SY-~
HUKOB ¥ 7 — ¢ HemuddepeHImpyeMbIMY ¥ HEKITACCUDYITHPYEMEIMU
BITOKAYECTBEHHBIMI OIYXOIIME STTYHIKOB, J{ana3oH KOHIIEHTparnit
AMI'® y rarpeHTOK CO CBETIOKIETOYHBIM PaKOM SIMIHMKOB COCTABIII
ot 13 fio 78 Hr/mM1, MeIyaHA IPHIIACE Ha 28 HT/MIT, CpeIHssI KOHIIEH-
Tpals cocTaBuia 22,4 Hr/MI, 3HA9UTETHHO TIPSBRINAs TUCKPYMUHA-
IIMOHHEDT ypoBeHb. Juanason KoHueHTpamii AMI® B chBOpOTKE
KpoBd GomBEEIX ¢ HemudbepeHIMPOBAHHBIMIL B HeKiaccuburmpye-
MBIMU PAKAMI STAYEVIKOB IO JIeYeHUS cocTapwn oT 10 1o 28 Hr/mi, cpen-
HS5 KOHIEHTpas1 — 16,2 Hr/MiI. Auamus xoHueHTparumii AMI'® B
IIaHHOI IpyIIie MOXa3a, Y10 B 84% ClyJaes 3HAYCHIIST MapKepa 3HaUH-
TEJILHO Y JOCTOBEPHO IIPEBBIIATI SHAYCHNS KOHUeHTparwit AMI'® B
CRIBOPOTKE KPOBH 3MOPOBHIX KEHIIMH ¥ JYCKPHMUHANMOHHEI ypo-
BeHB KOHLEHTpAU MpH NOOGPOKAYECTBeHHBIX ONMYXOIsIX SIMYHMKOB,
TPUESTEIX B APyIHX rpynmax. HecMoTps Ha HeOOBIIOe YHCIO Haliio-
ICHVIA B MAHHOM TPYIIE, MOXHO HPEAIIONOXUTE O BOSMOXKHOCTH MC-
nop3oBaEyg AMT® kak oIyXOMBacCOLMMPOBAHHOIO MAapKepa CO
CBETIOKIICTOYHBIMH ¥ ¢ HempddepeHpyeMbIMU M HEKIaCCUDHIUpY-
EMBIMY JIOKAYECTBEHHBIMY OITYXOMIAMI SUIHIKOB C HEEIo X Judde-
PEHIMALM OT HOGPOKAYECTREHHBIX OTTYXOoNeH SIMYHIKOB,

6-10 IPYITITY COCTABMITHA 9 GOMEBHBIX C OIYXOMAMIE CTPOMEI IIOJIOBO-
10 TKA: 3 — QubpomMa SIMIHUKOB, 4 — B0OpOKaYECTBEHHBIE TEKOMEL,
2 — [oBpoKayecTBEHHbIC IDAHYAC30KIETOUHBIE —OIYXOJM.
B 8 maGmonenusax KoHneHTpatmu AMI'® o oniepaTHBHOTO JCYCHYS
PACHOJNATAIINCH B AWaraszoHe oT 7 10 15 ur/miu, B 1 HaGmoneHvn
18 ur/Min. Mepnana Konuentpaimit AMI'® B 3T0¥ Ipyniie CocTaBuIa
9,6 Hr/Mi1, cooTBeTCTBYA KoHLeHTparmy AMI'® 3M0poBBIX XEHIIUH
¥ He TIpeBhillasd AUCKPUMUHALIMOHHON KOHLICHTpaly, IPUHITOR ¥
GOJIBHBIX C IOGPOKAYCCTBEHHBIME SIUTETHATLHBIMY OITyXOJLAMIE.

OneHuBast pesybTaThl MOJYIeHHOM TeCT-CUCTEMBL, MOXHO Clie~
JIATh BEIBOJ O €€ JOCTATOYHOI SUATHOCTHYECKOH IIEHHOCTH Y KeH-
1WWMH ¢ ONYXOIMH SMYHUKOB B TIOCTMEHOITAy3aIbHOM BO3PAacTe.
i OOBeXTHBHOM OIEGHKY OIPENEeIVBIINXCH AUArHOCTUYECKUX
BOSMOKHOCTEH TeCT-CHCTeMEL HaM¥ OBUIH COMMOCTaBNeHb KOHUEHT-
patizi AMT'® ¢ KOHLECHTpauUsIMI ¥3BeCTHOTO M IIPOKO UCIIONb-
3yeMOTO B KIIMHMKE OIIyXOJIbaccolIpoBaHHoro Mapkepa CA-125,
OTIPEAENICHHOTO Y TOTO €& KOHTHHTeHTa OONBHbBLX.

FiMerolpecs B IUTSPAType FAHKSIE O KIMHAYECKOH 3HaIUMOCTI
mapkepa CA-125 nporiBopeuBEL. 110 AaHHBIM pasHbIX HCCAEHOBATE-
neit [2, 3, 6, 8], ayBCTBHTENBHOCTD TecT-crcTeMul CA-~125 xonebnerca
or 78 no 87%, accorumpysich ¢ CEPO3HBIMU 3I0KAYECTBEHHBIMM HOBO-
00pa30BaHUSMH SUYHUKOB.

O11eHvBag 3HAYMMOCTE JAHHOM TECT-CHCTEMEL C LEJIBI0 BEIABICHIA
¥ e peHIIATBHOM TUATHOCTHUKY OITyXONeH SMYHMKOB ¥ XCHIIH

concentrations for benign tumors in other groups. Although there
are too few cases in this group the supposition may be made that
FAMG may be used as a tumor-associated marker to distinguish
clear-cell, non-differentiated and non-classified ovarian cancers
from benign ovarian tumors.

Group 6 consisted of 9 cases with sex gubernaculum stromal
tumors including 3 ovarian fibromas, 4 benign thecomas, 2 benign
granular cell tumors. Before surgery FAMG concentrations varied
within 7 to 15 ng/ml in 8 and reached 18 ng/ml in 1 cases, medi-
an 9.6 ng/ml was similar to that in healthy women and in cases
with benign epithelial tumors.

Our findings suggest that the test system in question may be used
in the diagnosis of ovarian tumors in postmenopausal women. To
make objective assessment of the system we compared FAMG con-
centrations with those of a well known and widely applied tumor-
associated marker CA-125 as measured in the same patient category.

Published data on clinical significance of the marker are equiv-
ocal. According to the literature [2,3,6,8] CA-125 test-system sen-
sitivity is 78% to 87% and is associated with serous cancer.

Analysis of CA-125 diagnostic potential demonstrated that fre-
quency of antigen-positive tests in postmenopausal women with
ovarian tumors was related to disease stage: serum CA-~125 con-
centration was higher than the discriminative level in 94% of cases
with advanced cancer (stage III-IV) against 60% of cases with
early stages (table 2). This means that ovarian tumors cannot be
detected using CA-125 in about 30% of patients with stage I and
50% of cases with stage I cancer.

Mean CA-125 concentrations decreased or even reduced to
zero in stage IV as compared to mean concentrations in stage 111
which made problematic the use of the marker (as a monofactor)
to diagnose ovarian cancer.

‘Within 3 weeks after surgery CA-125 concentrations reduced to
18.6 U/ml, though in 25% the concentration continued to rise
within the first 2 weeks, reached maximum for 48 hours and then
started to decrease. Mean CA-125 concentration increment was
22.6% and did not depend upon baseline content.

Tabnuua 2 Table2

NameHeHne KoHuenTpaumii CA-125 B chIROPOTKE KPOBK
O0NbHBIX C CePO3HLIMY 3NIOKAYECTBEHHbIMU ONYXONISIVIN
SIMYHVIKOB B 3aBMCUMOCTN OT cTagun 3abonesadnsa, M+ m

Serum CA-125 concentrations in cases with serous ovarian
cancer with respect to disease stage (Mean+$.D.)

KoHueHnTtpapsuu CA-125,
Craaus UYucno E/mn
sabonesaHus | nabmwopeHui cpeanme 'g,,,nznﬁ?ﬂo:ﬁ
| 4 28,8 12,0—63,7
Il 9 39,4 25,9-81,8
i 52 403,5 | 115,7—1194,6
v 11 258,3 184,8—415,6
mean rang
Disease stag | No.ofcases | o 405 concentration,
U/ml
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Kaurnunecrue uccaredobaruis

TIOCTMEHOIIAY3AIBHOTO BO3PACTa, MBI OIIPENEITIII, YTO 9acTOTA AHTH-
TEHTIONOXUTEBHBIX Pe3YIBIATOB 3ABHCENA OT CTAIUM 3a001eBaHys:
Tag, Tipy 3anyineHHsx cramsix (II1—IV) xoumeHTpaimsa Mapkepa B
CBHIBOPOTKE KPOBY OOJBHBIX C CEPO3HBIMU 3MOKAYCCTBCHHBIMU OILy-~
XOJNSIME  SIMYHMKOB TIPEBEOIANA JUCKPHMIHAITIOHHEI YPOBEHL B
94% HaGIHONEHYH, 4 TIPH PANHMX CTATUIX €ro IMOBHIIEHIEe 0TMeda-
JI0CH MeHee yeM B 60% Habmonernii (120, 2). D10 O3HAYaeT, 4ro
npubmmsuTesHo v 30% marmentox npu I cramm u vy 50% — npu
1 cranuy BEISIBUATH OIYXOJE ¢ ToMOIEo Mapkepa CA-125 He mpef-
CTaBIAETCA BOSMOXHEIM, UTO OIPaHMYMBACT JUATHOCTHYECKUEC BO3-
MOKHOCTH TECT-CHCTEMBI ITPY PAHHUX CTAINAX 32007 IeBaHIISL.

CHyxeHye CpeaHero ypopra XoruenTpayit CA-125 y GombHBIX
¢ IV cTtamueii 3a00/IeBaHis SHIHMKOB, 2 B HEKOTOPHIX HaOmoIeHA-
IX M HajeHye KOHIIEHTPAIit 0 Hy/Is B CPaBHEHMHI CO CPEIHIMU
xoxrrenTparusyvy py 111 cramym BEIBBIBaeT 3aTpyJHEHHE B HC-
TIONB30BAHMM UCXONHOXO YPOBHS AHTHTEHA KAK TUATHOCTHIECKOTO
nprsHaka (MOHoGAaKTOPa) B OHEHKE OIYXONEBOIo Mpouecca, Tpe-
ByIOIIero MamBHeHIero n3ydeHusI JaHHOTro heHoMeHa.

B cpox 1o 3 Hexm mocie pagyKaJbHOM ONepauyil KOHLISHTPAIST
CA-125 cauxarnach 1o 18,6 E/mut, 50 B 25% HaGIOACHI KOHIICHTPa-
1LIsI MapKepa IPOXOITKATA PACTH IepBEIe 2 Hel, MOCTUTas MaKCHMyMa
3a 48 4, 3aTeM cEHIDKaack. CpemHsd Be/IMYMHA IIOBBIUCHIS YPOBHA
CA-125 coctasuna 22,6%, OHa He 3aBHCENA OT HCXOMHOIO IIOKA3ATEIISL.

Tpaduuecku orobpaxeHue 3aBUCHMOCTH KOHIEHTpanuili CA-
125 oT cranny 3a00NeBarys IPeACTABISIET TapabomIuecKas KpHBas
HAa PHCYHKE B CDaBHEHWH C aHAJIOTHYHON KpuBoit Mapkepa AMI'®,
Goliee paBHOMEPHO M3MEHIONIe icA OT CTaluy 3a00ICBaHI,

Konuenrparys CA-125 senire JTUCKpuMuHAEOHHOK 35 E/Mi
6rUta oTMedeHa B 82,5% HabmomeHuit CO 3J0KAYECTBSHHBIMU HO-
BOOOPA30BAHMAMIL SMIHUKOB ¥ B 24,8% — ¢ mM0OpOKayecTBEHHEI-
MHu. Haubonplilee YUCAO TOXHOIONOXUTENPHEIX PE3YNBTATOB
(28%) nipu onpeneneruy CA-125 y GONBHEIX B CHIBOPOTKE KPOBY C
JIOOPOKAYECTBEMEBLIMY 3a00/ICBAHISIMY AMYHUKOB OBIIO IIOMyYe-
HO, KOIZ[a KOHICHTpalll MapKepa JISXKaNH B auarasoHe ot 46 1o
320 E/a1, cpensss KOHUeHTparprt cocrasuna 165,3 E/vn, Menmna-
Ha — 86 E/vn. Konuenrparum CA-125-nossmamics B 16 Hatmo-
JeHVIX TIpH JoOpoKaveCTBEHHEIX 3a00I6BaHuaX SIMIHUKOB, B 2 —
pH QUOPOMe AMIHIKA, B 2 — TIPH OIYXONEBUIHGBIX 00pa30BAHUAX
STMYHUKOB, B 3 — IPU TOPMOHOIIPOIYIIIPYIONTHX OIyxoJsix. B 5 Ha~
Gropeusy. ¢ TOOPOKRAYECTBEHHBIMY OIYXOISIME AUYHUKOB YpO-
peHp CA-125 mosemancsa or 1000 mo 2000 E/mix, cocrasuB 7%
JIOXHOIIOIOXKHUTENBHBIX PEe3YJETATOB: B 2 HaGMIOAeHUAX — IIpH
cumnpome Meiirca, B 3 — ¢ MyIIMHOZHEBIMY HOOPOKaYSCTBEHIEBIMHA
OIIYXOJISIMY SMIHUKOB, COIIPOBOKIAABIMMICS ACLITOM.

W3 23 HabmoneHuiA, KOrna yposeHb KoHuenTpanmit CA-125 6p01
TIOBLINEH IPH JIOXHOIOMOXKUTENBHEIX PE3YITFTATAX MCCIeHOBaHNA
B CHIBOPOTKAX KPOBH GOJIBHEIX ¢ ZOOPOKAYECTBEHHBIMHU OIyXOILAMU
SUYHUKOB, KoumeHTparym AMI'® He npepbnnami AUCKpUMUHA-
ITUOHHOTO YPOBHS TaHHOY TECT-CUCTEMEBI Y 19.

Odcyxnenne. Ouepupas 3HaveHe AMI'® B MMarHoCTHKE OITy-
XONel SMIHUKOB, CAEAYET CUATATh, YTO MOBHIICHYE KOHIIGHTPa-
vy GemKa B CHIBOPOTKS KPOBM KCHIUMH TIOCTMEHOIIAY3aIbHOIO
BO3pAcTa MO3BOJIACT HCITONB30BATE €70 KaK JOCTOBEPHDLA IpH3HaK
B IHArHOCTHKE 30KAYECTBEHHBIX HOBOOOPA30BAHII SUIHIKOB.

YyBCTBUTEILHOCTE TECTA HA OIyXOIBaCCOIMHPOBAHHEI MapKep
AMI'® y GONBHBIX CO 3MOKAYSCTREHHBIMU STUTEIUATGHEIMY OXLy-
XOMSIMU SIMYHUKOB cocTaBwia 77,7%, a TOYHOCTh M Crerudmd~
HOCTE — 81,3% (¢ CepO3HBIM ¥ SHIOMETPHUOMITHBIM THCTOTUIIAMI).
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PucyHok 3aBucumocTb KoHUeHTpauuii AMI'd (1) n CA-125
(2) B cbIBOPOTKE KPOBW OOJIbHBIX C CEPO3HBIMU 3MOKAYECT~
BEeHHbIMY HOBOOGPA30BaHMSIMU SIMMHUKOB OT CTaauu 3a6o-
neeaxHus (no ocu aécuucc).

JK — AWCKPUMUHAUMOHHBIA YPOBEHb.

Fig. Serum FAMG (1) and CA-125 (2) concentrtion in
patients with serous ovarian cancer with respect to disease
stage (on the x axis).
DL-discriminative level.

The CA-125 concentration curve in relation to disease stage is
a parabola with a more regular behavior as compared to that for
FAMG (see the figure).

CA-125 concentration was higher than the discriminative level
in 82.5% of cases with ovarian cancer and in 24.8% of cases with
benign ovarian tumors. Most false-positive CA-125 tests (28%)
were obtained from patients with benign ovarian lesions when the
marker concentrations varied within 46 to 320 U/ml, mean 165.3
U/ml, median 86 U/ml. CA-125 concentration was elevated in 16
cases with benign tumors, 2 cases with ovarian fibroma, 2 cases with
ovarian tumor-like lesions, 3 hormone- producing tumors. There
were 5 cases with benign ovarian tumors whose serum CA-125 was
within 1000 to 2000 U/ml and gave 7% false-positive tests (2 cases
with Meigs syndrome, 3 with mucinous benign tumors and ascites).

Of 23 cases with elevated CA-125 and therefore false-positive
tests 19 had FAMG concentrations under the discriminative level.

Discussion. Our findings suggest that serum FAMG may be
used as a reliable factor in the diagnosis of ovarian cancer.

FAMG test in cases with epithelial ovarian cancer (serous and
endometrioid histotypes) had a 77.7% sensitivity and a 81.3%
accuracy and specificity.

Since CA-125 presented a 82% sensitivity in the diagnosis of
epithelial ovarian tumors in our study which was in agreement with
the published data [6] and high percentage of false-positive tests
(up to 28%) in cases having benign ovarian tumors with reactive
ascites (mucinous tumors, Meigs syndrome) [8] we recommend
associated application of these two markers in the diagnosis.

The associated measurement of serum FAMG and CA-125 in
postmenopausal women with ovarian neoplasms has a 87.3% sensitiv-
ity and a 93.1% specificity in the diagnosis of epithelial ovarian tumors.
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VaureiBas [ocTaTOMHO BEICOKYIO YYBCTBHUTEIEHOCTE (82%) TecT-
cuctemel CA-125 B IUATHOCTHIKE SIMTEMATBHBIX ONyXONel ST~
KOB, 9TO COBIIZTAST C JAHHBIMHU APYTHX UCCIeNoBaTerneti [6], u 60mb-
IO IPOLIEHT TOKHOTIOIOXMUTEIBHBIX PEe3YIBTATOB (10 28) y GONBHEBIX
¢ B00POKaYECTBEHHbBIMY ONYXOISIMY STMYHUKOB, CONPOBOXKIABIIIXCS
PEAKTHBHLIME aclUTaMy (MYLIHO3HEE OIYXONH, TIPU CHHIpPOME
Meiirca) [8], Hamu IPEIIOKEHO COYCTAHHOE ONPEAETICHIE MapKEPOB.

CoyeraHHoe olpefeficHue KoruerTpatwtt AMT® n CA-125 B criBo-
PPOTKE KPOBY 3K HINIH IIOCTMEHOIIAY3aTBHOTO BO3PACTa C HOBOOOPAa30Ba-
HPSIMM SUYHUKOB ITO3BOJIWIO IHOJYIHTE TOYHOCTh B AMArHOCTHKE SIIUTC-
JIMANBHBIX onyxoneit — 87,3%, a cenadraHOCTh cocTapmia 93,1%.
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NEPUPEPHYECKASI HEWPOTOKCHIHOCTH
KOMBUHAINI TAKIUTAKCEJA
C JJOKCOPYBMIIMTHOM WV ICILIATUHOM

POHII um. H. H. Baoxuna PAMH

Panee Hamu ObLTH IIPEACTABICHE HAHHBIC ATEPATyPHI O HEHpOTOK-
CHYHOCTH TIaKmTakcena y GONBHBIX COMATHBIMEL 3TOKAYECTBEHHBIMI
omyxomsMu [1]. B aroit paboTe oTpaskeHsl PesyIIBTaThH KIMHIISCKOTO
H3y4eHns HeprudepruIecKor HeHPOTOKCHIHOCTH KOMOVHALI NaKi-
TagCesa ¢ MOKCOPYOHIMHOM PUIH IHCIDIATHHOM. Paoty ipoBomwiy B
1997—1999 1T B paMKaX KIIEITIECKVX UCCENOBAHYIA HOBBIX TIPDOTHBO-
OIIYXOJIEBBIX 1MTOCTATHKOB B OTNE/ICHISIX TOCTIMTANLHON TEpaIvi ¥
YHKUMOHATLHON ANarHOCTHKY (pyKoBomutens — npod. B. JI. Kac-
CITB), KIMHUYECKOH (apMakomoTv (PyKOBOIMTENb — Tipod. A. M.
TapuH) u xvmuoTeparvy (pykosonutens — npod. B. A. TopGyHosa)
POHIT mm. H. H. Brioxuria PAMH. KoMmOuHaIys TakIiTaKeesa ¢ -
CIUTATAHOM TIPEACTABIgeT ocoObii HHTEPEC BBUNY XpHCyIelt oGomM
TpeliaparaM neprdepirieckoil HeHPOTOKCUIHOCTH,

Marepnann 1 Meroas!. OLieHeHa epHpepuaeckas HedpOTOKCHUHOCTE 463 Kyp-
COB XUMMOTepanuu ¥ 58 GobHEX (7 MyKamH ¥ 51 JKeHIIMHA) ¥ IpociexeHa JuHa~
MMKA 2TOM TOKCHIHOCTH B TEYCHME Tola TIOC/e OKOHYABMSA JeueHnd. B 1-10 rpymmmy
polmy 22 GONBHEIX PAKOM MOJIOYHOM 3Xene3nt, KOTOPEIM Naknurakcent (Paclitaxel
wi Taxol) BROTWIM BHyTpUBEHHO B no3e 175 Mr/M* B KOMGMHANMMY ¢ NOKCOPYOHUH~
oM (50 Mr/M?) 1 pa3 B 3 HenI, Bcero 6 KypcoB, BO 2-10 Ipynmy — 11 aHaTOrHYHEIX
GONMBHEX, TONMYUHBIINX TePAITHIO TI0 TAKOHY XKe cXeMe, HO N03a MakK/uTaKcena Gpura
poite — 220 Mr/M? B TeYeHHe 8 KypcoB; 3~10 IpyInty cocraBimm 25 GonpHEX (16 pa-
KOM STTHMKOB, 6 MellaoMOH, 3 HeMeTKOK/IeTOYHbIM PAKOM JIETKHX), KOTOPEIM IaK-
JIMTAKCEN BBONWIM BHYTPUBEHHO B o3¢ 175 Mr/M’ B KOMOMHALMM C LHCIUIATHHOM
(80 Mr/m?) 1 pa3 B 3 Hen, Bcero 6 KypcoB. Beex MAIBIEHTOB 06CIEHOBATH A0 Hayana
HUTOCTATHYECKOH TEparad, KaXauie 2 Kypca BO BpeMs JIeUeHust M KaxIEle 3 Mec B

TepHOR TUHAMUYECKOT0 HAOIIONEHNS (B TeUeH e IOAa) WM IO MOMEHTA NPOTPEcCH-
poBAHY 3260N1eBAHI Y HA3HAYCHMA APYTOH XUMIOTEPaTiHIL
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PERTPHERAL NEUROTOXICITY OF PACLITAXEL
COMBINATIONS WITH DOXORUBICIN AND
CISPLATIN

N.N.Blokhin Memorial CRC RAMS

We reviewed previously the published data on paclitaxel neuro-~
toxicity in patients with solid cancer [1]. This paper summarizes
results of clinical study of peripheral neurotoxicity of paclitaxel
combinations with doxorubicin and cisplatin. The study was car~
ried out during 1997-1999 within a general clinical trial of new
antitumor cytostatics at departments for hospital therapy and
functional diagnosis (Head Professor V.L.Kassil), clinical phar-
macology (Head Professor A.M.Garin) and chemotherapy (Head
Professor V.A.Gorbunova), the N.N.Blokhin Memorial CRC
RAMS. Paclitaxel combination with cisplatin is of special interest
since both drugs are known to induce peripheral neurotoxicity.

Materials and Methods. Peripheral neurotoxicity was evalnated and followed-up
for 1 year after treatment cessation in 58 patients (7 males, 51 females) receiving a
total of 463 chemotherapy cycles. The patients were stratified into 3 groups. Group 1
consisted of 22 patients with breast cancer receiving paclitaxel (taxol) intravenously
at 175 mg/m? in combination with doxorubicin (50 mg/m?) once, 3 weekly, to a total
of 6 cycles. Group 2 consisted of 11 similar cases who received chemotherapy by the
same schedule but with a pacitaxel dose 220 mg/m? in 8 cycles. Group 3 was com-
posed of 25 patients (16 ovarian cancers, 6 melanomas, 3 non-small cell lung cancer)
who received paclitaxe] intravenously at 175 mg/m? in combination with cisplatin (80
mg/m?) once 3-weekly, 6 cycles, All the patients underwent examination before cyto-
static therapy, after every 2 chemotherapy cycles and every 3 months of follow-up (1
year) or till disease progression and administration of other chemotherapy.

Peripheral neurotoxicity was evaluated by CTC-NCIC (Clinical Trial Center -
Natjonal Cancer Institute, Canada) [2].

The examination consisted of analysis of patients’ histories and complaints and
clinical newrological examination. The interview included special questions concerning
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