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KIVMHNYECKOE 3HAYEHUE PEIEIITOPOB
DIUANEPMAJIBHOT'O ®AKTOPA POCTA ¥V BOJIBHBIX
PACITPOCTPAHEHHBIM PAKOM MOJIOYHOU
KENE3bI: PE3VIIBTATHI 6-IETHEI'O HABTIOAEHWA

HHH xaunuueckoii onrconoeuy

Wccnenopayye MONEKYISIPHBIX MapKepoB, XapakTepH3yio-

. IpX OWMONOTMYECKHE OCOOSHHOCTH PaKa MOJIOYHOM >KENe3bl,
. JUI9 BRIOOPA MHAVBHAYAJILHON TAKTUKHY JICUCHMS OOJIBHEIX IPU-

BIICKAET B NOCHEIHee BpeMs Bee Gonbliee BHUMAHNE KITMHULIM-
ctoB [4]. OcHOBHOM 3aKaYelt TAKOTO MCCIENOBaHMS Ha PaHHUX
cTamysx 3aboeBaHus ABIAETCS OTOOP TPYII IOBEIEHHOrO
PHCKA BOSHUKHOBEHMS PEHIIUBOB H METACTA30B /LI TPOBEIe-
HUsI GoNiee MHTEHCHBHOrO MOCIEONEPallMOHHOr0 IEUCHUS, a Y
GOJIBHBIX PACHPOCTPAHEHHBIM PAKOM MOJIOYHOM XeNe3bl Uelb
UCCIIEIOBAHUS MOJIEKYJISIPHBIX MAPKEPOB COCTOUT INIABHBLIM 06~
Pa30M B ONpeeeHII YYBCTBUTENFHOCTH K PA3IMYHEIM BUIAM
ATBIOBAHTHOM TEPATIMM, B YACTHOCTU K ropMoHoTepanuu [12].

Peniernrtop snuaepMansHOTO (hakropa pocta (PODP) — mpo-
IYKT OHKOreHa c-erbBl — OCYLIECTBISET BHYTPUKJIETOUHYIO
TIepefayy MUTOTEHHEBIX CUTHANOR psifa Haubomee aKTHBHBIX ay-
TO/TIAPAKPUHHEBIX PETYJSTOPOB Tponu@epauuy KNETOK paxa
MoJIouHOH xenespt (DMP, a-tpancdopmupyomero ¢akropa
pocta, ambuperyinHa u ap.) [9]. Bo3aMOXHOCTH MCITONB30BA-
Hus PODP B kayecTBe MONEKYISIPHOrO MapKepa paka MoJod-
HOI Xese3r aKTUBHO M3ydanuck B mocnegdue 10 ner [2, 11],
OIHAKO Pe3yJIbTATHI STHX HCCIEIOBAHMI, B 0COOEHHOCTH IS
GONBHBIX ¢ PACIPOCTPAHEHHBIMU CTATUIMH 3200JI€BAHUS, OC-
TaroTCs MpotusopeynseiMu [11, 15]. Hanbonee Muoroobeimaio-
IYMY IS GOTBHBIX PACTIPOCTPAHEHHEIM PAKOM MOJIOYHOM JKe-
JIe3bl ABASIOTCS] JAHHBIE O TOM, YTO aKcnpeccusa POOP mMoxer
0Ka3aThCsl CAMOCTOSITEIBHBIM YUIH JIOTIOJTHUTENBHEIM K PEUeIT-
TOpaM CTEPOHIHLIX TOPMOHOB KPHTEPHEM IOPMOHOUYBCTBH-~
TENBHOCTH orryxonu {13, 14].

B CBOMX IpemuecTByOUINX HCCAETOBaHUsX [3, 5] MBI ToKaza-
T4, 4T0 IKcrpeccus POPP, B 0COOEHHOCTH B OMYXOJNsIX, HE CO-
JIePKAHIMK PELEITOPOB CTePOMIHEIX TOPMOHOB, SIBISETCS (DakTo-
POM TOBBHHEHHOTO PHUCKA BO3HUKHOBCHUS PEUUIVBOB H/WIH
METACTa30B Y GOJIBHBIX PAHHIMY CTALVSIMU paKa MOJIOYHOM Xe-
Jnie3bl. Kpome Toro, onyxoiu ¢ yCNOBHO «ayTo,/ apakKpHHHBIM» pe-
uenTopHeM deroturiom (PRDOPTPDPIIY) Gonee pe3nCTEHTHBI
K SBIOKPUHHOM TEPANMH, YEM OTTyXOJIM C «<3HIOKPUHHBIMY (heHO-
TinoM (PODP-PD*+PIT+). OnHaKko 5TH pe3y/IsTaTsl OBUIY MONyIe-
HBI JINOO TNpY OTHOCHTEBHO HEOONBIINX CPOKAX HAOMIONEHHS 32
GONBHBIMY C pasiINIBLIMHI CTAOVIAMH 3abonesanus [S], muto mis
GONBHBIX PAHHHMH CTamMSIMH Paka MOJIOYHOM xKene3s! [3].

Lle/Ip10 HACTOSIIIETO MCCISTOBAHWS SIBISICS NETATBHBIN peT-
POCTIEKTHBHBIH aHAIK3 PE3YIBTATOB 5—0-JIETHEro HAGIONeH S
32 BONBHBIMUM PACPOCTPAHEHHBIM PAKOM MOJIOUHOM XKee3sl, B
OTIYXOJISIX KOTOPHIX OBUIO paHee OMpPEHNEeNeHO CONEPXKAHHE
PB®DP, 1151 OLIEHKY POJIV ATOTO TIOKA3ATENSI B [IPOTHO3€ TEYEHIS
3200/IEBAHMS B PA3IAYHBIX KIMHIIECKUX IPYTINAX GONbHEIX.
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Study of molecular markers characteristic of breast cancer
biological particulars is of much importance for choice of
individual treatment policy in breast cancer [4]. The main
purpose of such study in early disease is to select patients at
high risk of recurrence and metastasis to receive intense post-
operative therapy, and in patients with advanced disease to
evaluate potential response to various adjuvant therapies, in
particular to hormonotherapy [12].

Epidermal growth factor receptor (EGFR) is a product of
oncogene c-erbB1 involved in intracellular transmission of
signal from most active auto/paracrine regulators of breast
cancer cell proliferation (EGF, (growth factor, amphireg-
ulin, etc.) [9]. There was a vast study of EGFR as a molecu-
lar marker of breast cancer over the last decade [2,11], how-
ever results of this study especially in advanced disease are
equivocal [11,15]. The evidence of EGFR being an indepen-
dent or supplementary (to steroid receptors) marker of tumor
hormone dependence [13,14] is the most promising finding
for patients with advanced breast cancer. We demonstrated
previously [3,5] that in patients with early disease EGFR
expression, especially in steroid receptor-negative tumors, is
a factor of increased risk of recurrence and/or metastasis.
Besides, the tumors with «auto/paracrines receptor pheno-
type (EGFRTER"PR") are more resistant to endocrine ther-
apy than those with «endocrine» phenotype (EGFR-
ER+PR+). However, these findings were obtained either in
patients at different disease stages for a rather short follow-up
[5] or in patients with early stage of breast cancer [3].

The purpose of this study was to make a detailed retro-
spective analysis of 5 to 6-year follow-up of patients having
advanced breast cancer with known EGFR positivity in order
to evaluate the role of this factor in disease prognosis for var-
ious clinical categories of patients.

Materials and Methods. The study was performed in 85
patients with advanced breast cancer managed at the
N.N.Blokhin Memorial Cancer Research Center RAMS
during November 1990 through July 1994, The patients’ age
varied from 28 to 76 years (median 50 years). 51 patients were
premenopausal, 6 patients were perimenopausal and 28
women had a menopause more than 5 years. Case distribu-
tion with respect to disease stage was as follows: 40 patients
had TIN2MO, T2N2MO0, T3N1-2M0; 30 patients had
T4N0-3M0, TO0-4N3MO and 15 had TO0-4NO0-3MI1.
Morphological or cytological verification of diagnosis was
made in all the cases. 67 patients underwent surgery as radi-
cal mastectomy with preservation of the great breast muscle
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Marepnansl ¥ MeToapl. B uccncnopanye GBUTM BKTIOUSHBI 85 GONBHEBIX pac-
TIPOCTPAaHEHHBIM PAKOM MOJIOYHOH xenessl, neunsmuxca B POHI] PAMH s ne-
puox ¢ Hos6ps 1990 r. o wions 1994 r. Bospact GonsHEIX — OT 28 10 76 neT (Me-
auada 50 mer). V 51 GonpHOI GBUIA coxpanena MeHCTpyanbHas (GyHKIHSI, 6
BOJIBHEIX HAXOMMINCEH B COCTOSTHHH ITepPUMEHONAY35I H y 28 GONBHBIX GbIIa MEHO-
T11ay3a JUIATELHOCTEIO Gonee 5 neT. BOAsHEIE pacpeaesuIich IO CTafusiM 3a00-
JIeBAHM ceayiomuym o6pazom: TIN2ZMO, T2N2MO, T3N1—2MO0 — 40 GoneHbIX,
T4ANQ—3MO0, TO—4N3MO0 — 30 Gonbabx, TO—4N0—3M1 — 15 GonpubX. Mop-
dhonoruyeckoe UAK NHUTONOTHYECKOE IONTBEPKIEHHE AUArH03a OBUIO MOJIYIEHO Y
BCEX GOIBHEIX. 67 G0ALHEIM OBUIM BEIIOIHEHB! ONIEPALMU, PaXUKaNbHAST MACTIK-
TOMUSL ¢ COXPAHENFEM 6ONBLION IPYAHOH MBIIILIEI (orepauus IleiiTu) BEIIONHe~
Ha 1 GoNBHON, pagMKanbHAS MACTOKTOMMS C cOXpaHeHueM OGOJNBLION 1 MajaoM
TPYRHBIX MBI — 48 GOJLHBIM, PATHKAIEHASI MACTOKTOMHSI C COXPAHEHHEM 00e-
WX TPYAHBIX MBI B PaIUOXUPYPTHIECKOM BAPHUAHTE BBHITONHEHA 7 GOMBHBIM,
PALMKANBHAS PE3EKIIMS MOJIOUHON Xenesn! — 9 GONbHEM, 2 GONBHBIM IIPON3Be-
JleHa IpOCTask MACTIKTOMHSI C CAHAUMOHHOM Lesblo. 18 GONBHBIM ¢ MecTHOpac-
MPOCTPAHEHHBIM Y METACTATHYECKHM PAKOM MOJIOYHOH JKEJIE3E! IIPOBEIEHO KOH-
CEPBATHBHOE JieueHHe (6e3 ONEPATHBHOIO BMEINATENLCTBA) C NPHMEHEHHEM
PasIMYHBIX KOMOHHALMH TOTUXUMHUOTEPATIHH, JTYIEBOH TEPAITHH H TOPMOHOTE-
parau. OnpefeNeHye PeLenTopOB Y THX GONILHBIX IPOBOIMIOCEH B TPENAHOOH-
OIICHSIX, B3SITHIX O HAYaNa JIeYECHUsI,

Cpeau ONepHPOBAHHEIX GONBHBIX 32 MALIMEHTKH ITOMyYANH TONBKO aIBIOBaHT-
HOE JleYerue: U3 Hux 17 GONbHEIX B IUIAHE KOMILIEKCHOTO H KOMOHHHPOBAHHOTO
JedeHyst TIoNYIaNy FOPMOHOTEPAITHIO B BHAC NMpUeMa Tamokcudera, y | 6onbHoit
C NMpeANIeCTBYIONIEH OBAPHIKTOMHEEH U ¥ 4 GOJNBHBIX — C NYYEBLIM NOAABIEHHEM
(GyHKUHE apraHUKOB, 10 GONBHEIX ITONYYaly TONLKO XUMMOTCPATIMIO (FTABHBIM
obpazom, 1o cxeme CMF), 2 60NBHBIX — TONEKO JYIEBYIO TEPAIIHIO HA OCTABLIY-
10CS1 4ACTh MOJIOUHON 3KeJe3p! TIOCHe PAIHKaIbHOM Pe3eKIHN, KOMOHHUPOBAHHAS
XUMHONyYeBast TePanusi poseaeHa 3 G0NMBEHLIM. 35 GOBHBIX ITONYYaH PAa3jIHIHEE
BUIBI [TPEAONEPALIMOHHON XHMHIO~ WITH JIyYeBOit Tepanuu. B aToi rpymnne 60Jb-
HBIX B IIOCTIEOTIEPALIMOHIOM ITEPHOME TONBKO XUMHOTEPATIHIO IToyyanm 10 6ob-
HEBIX, AYMEBYIO TEPATIHIO — | GOJMBHAS, XMMHOMYYEBYIO TEPANNIO — 4 HAHHEHTKY U
TOPMOHOTEPANHIO B COUETAHMM C JIYIEBO# 11 XMHoTepariyeit — 19 6onpHEIX. | ma~
LHMEHTKE U3 ITOM IPYIIITe anbIOBAHTHOE JieUueliie He NPOBEAeHO.

Bonbupe OBLIM NPOCHEXEHE! B TeueHue 4—77 Mec (Mepuana 40,5 mec). 3a
BpeMs HAGMIONEH NS PELINBET U/ METACTA3L BOSHHUKIH ¥ 34 U3 HUX, OT PO~
rpeccupoBanust 3abonesaHust yMepiu 28 60JbHEIX.

Onpenenenue PHMP B MeMOPaHHOM (ppakLMK ONyxosiei MPOBOMMIN MOAH-
(bHITMPOBAHHEIM PAXMOIUTAHIHEIM METOLOM C HCITONB30BAHMEM DPA3NENeHMsT Ha
rugpokcuaanatiuTe [7], Kak onucaHo pasee [3, 5].

ConepxaHue penenTopoB acTporeHoB {P3) M pelenTopoB NPOrecrepoHa
(PIT) ompeme/siM CTAaHAAPTHBIM PATHONUTAHAHEIM METOIOM C HCTIONB30BAHIEM
PasmeNIeH s Ha YIJIE, IOKPBITOM AeKCTpasoM [6].

OTIyXOMy CHUTANY PELIETITOPIIONOXHTEIEHEIMU TIPH COAEPXaHU COOTBETCT-
ByIOIIHX peuenTopos (PBMP, P win PIT) 10 dmons/Mr Genka u Gonee.

TTocTpoeHHe KPUBBIX BEDKHBACMOCTH ITPOBOAMAOCE ITo MeTony Kaplan u Meyer
[10]; mocTOBEpHOCTE OTMHYMS KPUBBIX OLICHHBANH TIO Kputepuio Gehan —
Wilcoxon, Bo Bcex Cyuasix pasTHYMs CIHTANH JOCTOBePHEIME 1pu p<0,05. TTposo-
JWIICA TAKKE ONHOMDAKTOPHEIH M MHOTO(DAKTOPHEIA perpeccHOHHBL aHan3 6es3pe-
LIAUBHOMN BEDKYBAEMOCTH C HCTIONL30BAHMEM MOEIH NPOTIOPLIMOHANIEHOIO PHCKA
Cox [8]. PacueTs! NpoH3BOAMIHM HA NepCOoHabHOM KoMnbiorepe TOK ¢ momMomisio
rakera nporpamm «Cratvctaxa st Windowss (StatSoft Inc., 1996, Version 5.0).

PesynsraTel u obcyxnenne. Vccnemopap omyxonum 85 mep-
BUYHEIX OOJBHbIX PACTIPOCTPAHSHHBIM PAKOM MOJIOYHOM XKeJre-
3p1 [11a, 1116 v IV crapuit, Met obHapyxumn PODP & xonmyect-
Be 5—1082 ¢dmonp/Mr Genka (cpemHuil ypoBeHb 234,1+61,5
dmone/mr) B 29 (34%) obpasuax. Panee Hamu GBUTO FTOKA3aHO
[1], wro yacroTa BeigBIeHUsS POMP B OMyxXonsix 310 IPYITITEI
GOJBHBIX PAKOM MOJIOUHOM XKeNe3sl JOCTOBEPHO HE 3aBHCUT OT
BO3pacTa ¥ MEHOMNAY3HOrO CTaTyca, a TakKe OT pa3Mepa Iep-
BIYHON OIYXONH U HaJWUIHS WIIH OTCYTCTBUSI METaCTa30B B Pe~
PHOHAPHBIX IIMOY3Nax, HO MOCTOBEPHO BO3PACTAET IO MEPE
VBETUYEHUST CTEIEHM 3OKAYeCTBEHHOCTH oryxonei. IIpeno-
MePALOHHOE JISUEHHE JOCTOBEPHO HE BIMSIO HA YaCTOTY BHI-
apnenyist PO®P B onyxoisax GOTbHBIX PAKOM MOJIOYHOM Kejle-
3B, TIO3TOMY (a TAKKE B CBA3U C MaJIBIM Pa3sMepPOM TPYIH) MBI
HE YUWTHIBAIM XapakTep NPeIoIIepariioHHOro JIeUeHHsT TIPH
AHAJIN3E BLIKUBAEMOCTH OONBHEIX.
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(Patey’s operation) (1), radical mastectomy with preserva-
tion of the great and small breast muscles (48), radical mas-
tectomy with preservation of both breast muscles using radio-
surgical procedures (7), radical resection of the breast (9),
simple sanation mastectomy (2). 18 patients with locally
advanced and metastatic breast cancers received conservative
treatment (without surgery) and various combinations of
polychemo-, radio- and hormonotherapy. Receptor deter-
mination was performed by punch biopsy prior to treatment.

Of the patients undergoing surgery 32 women received adju-
vant therapy consisting mainly of tamoxifen hormonotherapy in
17 cases including 1 with previous ovariectomy and 4 with radia-
tion suppression of ovarian function, chemotherapy (mainly
CMF) in 10, radiation therapy after radical resection in 2,
chemoradiotherapy in 3 cases. The remaining 35 patients received
various schedules of preoperative chemo- or radiotherapy.
Postoperative treatment in this group consisted of chemotherapy
alone in 10, radiotherapy in 1, chemoradiotherapy in 4 and hor-
monotherapy in combination with chemoradiotherapy in 19
patients. No adjuvant treatment was given to 1 patient.

The patients were followed-up for 4 to 77 months (medi-
an 40.5 months). During the follow-up 34 patients devel-
oped recurrence and/or metastases, 28 patients died from
disease progression.

Determination of tumor membrane fraction EGFR was
performed by modified radioligand technique involving sep-
aration on hydroxylapatite [7] as described elsewhere [3,5].

Estrogen receptors (ER) and progesterone receptors (PR)
measurement was performed by standard radioligand method-
ology using separation on dextran-coated charcoal [6].

Tumors were considered receptor-positive if receptor
(EGFR, ER, PR) content was 10 or more fmol per mg protein.

Survival curves were plotted by the Kaplan-Meyer method
[10]; significance of difference was evaluated by Gehan-
Wilcoxon test. The differences were considered statistically
significant at p<0.05. Single-factor and multifactor regression
analysis of disease-free survival was performed using the Cox
proportional risk model [8]. Calculations were made using a
TOK computer and Statistics for Windows programs
(StatSoft Inc., 1996, Version 5.0).

Results and Discussion. EGFR at 5 to 1082 fmol per mg pro-
tein (mean 234.1+61.5 fmol per mg protein) was discovered in
29 (34%) of the 85 primary breast cancers of stages ITa, I1Tb and
IV. As demonstrated previously [1] EGFR rate in this category
of breast cancers did not depend in a statistically significant
manner upon age, menstrual status, primary size or regional
Iymph node status, though the significance increased with dis-
ease stage. Preoperative treatment had no significant effect on
the rate of EGFR in breast cancers, therefore (as well as due to
very few cases studied) we did not take into account type of the
preoperative treatment when analyzing the patients’ survival.

During the follow-up (median 40.5 months) 34 (40%)
patients developed recurrence and/or metastases. Of them
local recurrence was detected in 1, involvement of the liver in
3, bonesin 2, lung in 1, pleura in 1 and lymph nodes in 7 cases.
19 women had disease generalization with predominant
involvement of the liver, bones, lymph nodes, pleura and
Iungs. 28 (33%) patients died from disease progression.
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3a Bpemst Habmomenusa (MezmaHa 40,5 Mec) peuHAWBHI
U/uay MeTacTas3bl BO3HMKIM ¥ 34 (40%) Gonpubix. 1lpa 3TO0M
MECTHBIA PelVIVB M30NMPOBaHHO Habmomancs y 1 6onpHOM,
MOpaXKeHYe IIEYeHH OBUIO Y 3 OONMBHBIX, METACTa3bl B KOCTHA — Y
2 GOMBHEIX, B JIETKHe — Y 1, MopaXeHwe TeBpsl — ¥ | GONbHOM
7y 7 GONEHBIX — METACTA3E! B IUM(Oy3nsl. Y 19 6oinbHBIX Npo-
M30111d TeHEPAIU3ALIMSL IIPOLIECCa, B KOTOPO Yallle BCETo Mo-
PAXANVCH TEYCHE, KocTH, HuMbOY3NE, iespa u nerkue. Ot
MpoTpeccupoBanust 3a6onesarns ymepnu 28 (33%) OonbHEIX.

Jins Gonee MoOnHON oueHKM pormu PODP B mporrose Bos-
HUKHOBEHHSI PEUMINBOB M METACTA30B M OOIIell BEDKABAEMOC-
TH, & TAKKS YYBCTBUTEIBHOCTH PaKa MOJOIHOM XENE3Hl K Pa3-
JUYHBIM BHEAM JIGYCHMS MBI IPOAHANU3YMPOBANM B
paccMaTpHUBAGMON IpynIie GONBHBEIX 3HAYEHME TAKMX OOILE-
NPUHATHIX OMOXMMIYECKMX MAPKEpPOB IIPOTHO3a U I'OPMOHO-
YyBCTBUTEILHOCTH, Kak PO u PIL

B ofwei rpyre GONbHBIX NPOrHOCTUYECKOE 3HAUEHUE HU
OJHOTO M3 WCCISHOBABIIAXCS PELENTOPHBIX MoKa3aTeneil He
BeIsiBiIeHO. IIpu pacnpenencHAY OONBHBIX HAa IPYNNL! B 3aBU-
CUMOCTH OT COCTOSAHHS MEHCTPYaTbHOM (DYyHKUMH, pa3zMepa
OTIYXON, COCTOSIHUS PErMOHAPHBIX JTMMQOY3IOB U HAIMYHA
OTHANEHHBIX METACTA30B IPOTHOCTHYECKOe 3HaueHne PODP,
PIT u PD B OTHENBHBIX TPYIIIAX TAKXKE HE IPOSBIsICTCS (HaH-
HblE HeE TIPSACTABICHHI).

TIpu apanuse rpyrne U3 67 OOMBHEIX, TOABEPTHYTHIX OTIEpa~
TUBHOMY BMEIIATEIBCTRY (6€3 yIeTa BHAA TIPeli- M IOCTieonepa-
IMOHHOr0 JIEYESHHS) JOCTOBEPHBIX OTIMYMI KPUBBIX OOICH
BBDKMBAEMOCTH B 3aBHCHMOCTH OT PEUENTOPHOrO CTATyca He
6110 06HapykeHo Hu st PODOP, yu s PO, uu pist PTI. Bes-
PELUIUBHAS BEIKHBAEMOCTb OOJBHEIX TAKXE HE 3aBUCENA OT
cratyca POOP (puc. 1, a), B To xXe Bpemst Hanuuue PO u PIT no-
CTOBEPHO YJIYYlIaN0 Ge3pellUINBHYI0 BELKIBAEMOCTL OIEepH-
POBaHHBIX GOJIBHBIX PACTIPOCTPAHEHHBIM PAKOM MOJIOYHOM Ke-
nessl (puc. 1, b, ¢; B o6omx cayvasx p<0,05).

B HeGONBLIOH TPYTITIE HeONIEPUPOBAHHBIX GONBHEIX (18 yeno-
Bex; 13 nporpeccuposaHmii 3a00nesanyst Ha ¢oHe edeHusa 1 13
YMEPIIKX OT OCHOBHOrO 3a00JIeBaHMs) DespeuyauBHAS U 00-
st BEDKHBASMOCTD He 3aBHCENIA OT CTATyCA PEIETITOPOB CTEPO-
HWIHBIX TOPMOHOB (puc. 2, b, ¢; puc. 3, b, ¢). B To Xe BpeMs u
fe3penuauBHAs, M 00IIas BHDKHMBAGMOCTh OBIIA HOCTOBEPHO
ayume y GonpHbIx ¢ PDOP-onyxonamu (puc. 2, a ¥ 3, a)

p=0,168

To evaluate more fully the contribution of EGFR test in
prognosis of disease progression and survival as well as breast
cancer response to various treatments we analyzed conven-
tional markers of disease prognosis and tumor hormonal sen-
sitivity such as ER and PR.

None of the test markers had significant prognostic value
in the total group of patients. Analysis of the prognostic sig-
nificance with respect to menstrual function, tumor size,
node status and the presence of distant metastases also failed
to discover the impact of EGFR, ER or PR (data not shown).

The test parameters had no statistical significance as to
overall survival of the 67 patients undergoing surgery (type of
pre- or postoperative treatment was not taken into account)
either. Disease-free survival did not depend upon the EGFR
status (fig.1,a) while the presence of ER and PR increased
significantly disease-free survival in patients with advanced
breast cancer undergoing surgery (fig.1, a,c; p<0.05 in both).

In the small group of patients who had no surgery (18
cases; 13 with progressive disease and 13 deaths from the
principal disease) disease-free and overall survivals demon-
strated no dependence upon steroid receptor status
(figs.2,b,c; 3,b,¢). However, both the disease-free and overall
survivals were better in EGFR™ patients (figs.2,a; 3,2) than in
EGFR- ones (p<0.05 for both parameters).

EGFR had no prognostic significance in analysis of the
patients undergoing surgery with respect to disease stage. PR was
not prognostically significant either, while ER-positivity
increased significantly disease-free survival in T1IN2MO,
T2N2MO0 and T3N1-2MO0 (p<0.05). The analysis with respect to
menstrual function of the patients undergoing surgery discov-
ered that ER™ cases had a significantly (p=0.015) better disease-
free survival, while PR or EGFR had no effect on this parame-
ter. The patients with preserved menstruation function and
EGFR™ tumors demonstrated a marked trend to a poorer 3-
and 5-year survivals (42% vs 78% for EGFR- cases; p=0.058).

Postoperative treatment consisted of chemotherapy or
chemoradiotherapy without hormonotherapy in 30 (45%)
patients, and 37 (55%) cases received hormone therapy (mainly
with tamoxifen) alone or in combination with other treatments.
RP™ cases receiving hormone-containing postoperative treat-
ment had a better disease prognosis than PR( cases (#<0.05). ER

p=0,02 p=0,055
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Puc. 1. BespeuyavieHas BbbKUBaeMOoCThb 67 orniepuUpoBaHHbIX G0JIbHBIX paclpoCTpaHeHHbIM PaKkoM MOJIOYHOI Xenessl B 3aBUCUMOCc-

TU OT cTaTtyca PO®P (a), P3 (b) u PI (c).

3peck U Ha puc. 4, 6 no ocu abcumMce — BpeMst rocrne onepaumm, Mec; Ha puc, 2, 4—7 no ocu opavHaTt — 6eapeunamBHasg BbiKUBAEMOCTb, %.
Fig.1. Disease-free survival of 67 patients with advanced breast cancer undergoing surgery with respect to EGFR (a), ER (b) and PR

(c) status.

Here and in figs.4,6 numbers on the x axis are months following surgery; in figs. 2, 4-7 numbers on the y axis are years of disease-free survival.
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Puc. 2. BeapeunaueHas BbDKMBAEMOCTb 18 GONbHBIX PACHIPOCTPAHEHHbIM PAKOM MOJIOYHOM XeJle3bl, NOAYHUBLUMUX TONBKO KOHCEep-
BaTUBHOE JieyeHne, B 3aBUCUMOCTH oT ctatyca PO®P (a), P3 (b) u P (c).
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Fig. 2. Disease-free survival of 18 patients with advanced breast cancer receiving conservative treatment with respect to EGFR (a),

ER (b) and PR (c) status.

Here and in figs. 3,5,7 numbers on the x axis are months from treatment start, numbers on the y axis are percentages.

10 CpaBHEHHIO ¢ 6onbHEIME ¢ POPP--onyxonamu (p <0,05 B
000X CIyYasIx).

TIpu pazoeneHny ONEepUPOBAHHBIX OOTBHBIX HA IPYIIIIEI B 32~
BUCHMOCTH OT CTaIHUM 3a00JeBaHMsT IIPOrHOCTHYSCKOE 3HAYEC-
aue PODP ue npossnanock. IToxkazatens PII Taxoke He IBIISIICA
TIPOrHOCTHYECKH 3HAYMMBIM, M TOJIEKO Hammuue PO mocTosep-
HO yNy4Yiano 6e3penIuBHYIO BEIKUBAEMOCTS OONBHEIX CO CTa-
nueit, coorBercrByomeit TIN2MO T2N2MO, mmu T3N1—2M0
(p<0,05). IIpm yuete COCTOSTHUSI MEHCTPYANBLHOHN QYHKIIHY OTie-~
PUPOBAHHBIX OONBHEBIX OKA3aJI0Ch, YTO B MEHOMNAy3e Gesperw-
IVMBHAsI BEDKMBAEMOCTb JOCTOBEPHO JIydIle y GombHbIX ¢ PDT-
onyxomamu (p=0,015), xota Hu PII, uu PO®P He umenn
TPOTHOCTHYECKOr0 3HAUYCHUS B 3TOH TPyIIEe OONBHEK. B rpyrr-
TTe OOJBHEIX C COXPAHHOM MEHCTPYaNnbHOM GyHKIMe o0Hapy-
JKeHa BBIPAKCHHAS TeHICHLINS K yXyILUEHHIO 3~-5-neTHeil 6e3-
PEIMIHBHOM BEDKUBacMocTy mpu PROPY-onyxomax (42% mo
cpapHeHMI0 ¢ 78% npu PODP-onyxonsax; p=0,058).

B 3aBMCHMOCTH OT BHIA ITOCICOTICPALIMOHHOIO JICYCHMS
GOJIEHEBIE PACTPEIEIMIINCh CHEAYIOIIAM 00pa3soM: XHMHO-
U XUMUONYUEBYIO TEPANMIC 063 3HEOKPUHHOTO KOMIIOHEHTA

p=0,018

and EGFR failed to demonstrate such dependence. In the group
of patients receiving conservative treatment as hormonotherapy
plus other therapy types disease-free survival did not depend on
ER or EGFR expression, though PR cases demonstrated an
improving trend in disease-free survival (p=0.085).

Thus, the conclusion may be made that EGFR positivity of,
breast cancer in patients with advanced disease has effect on
disease-free and overall survival only in cases receiving conser-
vative treatment without surgery. In this category of patients
EGFR™ cases had a significantly better disease-free and over-
all survivals than EGFR- ones. This seemingly paradoxical
observation may be due to a greater sensitivity of relatively
autonomous and proliferatively active EGFRT tumors to
aggressive chemotherapy applied in advanced breast cancer.

We also compared patients with different combinations of
ER, PR and EGFR as to disease-free survival. The resultant
subgroups were too small to apply the Kaplan-Meyer tech-
nique to evaluate disease-free and overall survivals therefore
the results below were obtained by multifactor analysis basing
on the Cox proportional risk model.

p=0,38 p=0,28
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Puc. 3. O6Las BbDKMBaeMocTb (Mo 0cu OpAMHAT, %) 18 6oNbHLIX pacnpoOCTPaHEeHHbIM PAaKOM MONIO4HOM Xenesbl, HONMYYUBLLINX TOMb-
KO KOHCepBaTUEHOe JieveHue, B 3aBUCMMOCTU OT cTatyca PIDP (a), P3 (b) n P11 (c).

Fig. 3. Overall survival of 18 patients with advanced breast cancer receiving conservative treatment with respect to EGFR (a), ER (b)

and PR (c¢) status.
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nonyuany 30 (45%) GonbHbIx, 37 (55%) GONBHBIX — FOPMO-
HOTepanuio (MPerMyLIECTBEHHO TAMOKCH(MEH) OTIENbHO MU
B KOMOWHAIIUM C OPYTUMM BUAaMH JieucHus. [Ipy Hanmauu
PIT B onyxomisax OMepUPOBAHHEIX GONBHEIX, OAYYaBIIMX N0~
clie oTlepalny KOMOMHKPOBAHHOE UIH KOMITIEKCHOE JICUEHUE
€ POPMOHANLHBIM KOMITOHEHTOM, IPOTHO3 ACYEHUs OBl 60-
Jice ONATONPUATEH, YeM IPH OTCYTCTBHU 3THX PELENTOPOB
(p<0,05). st PO u PODP Taxoit 3aBUCHMOCTH He BBISIBICHO.
V GONBHBIX, TOIYIABUIMX TOJBKO KOHCEPBATHUBHYIO TEPAIIUIO
B BHUJAE TOPMOHOTEPANHH B KOMOMHALMY C JIPYTUMH BHAAMH
NeyeHUs, He3pelMIUBHASI BEBDKIBAEMOCTb TAKXKE HE 3aBHCEINa
ot akcnpeccrud PO u PO®P u toneko npu Hanmaun PTI B ony-
XOJIY MeJIa MECTO TeHISHIMS K YAYYIIeHNIo O¢3peIMINBHOMN
BexvBaeMocTH (p=0,085).

TakuM 00pa3oM, MOXHO 3aKIIOYHTE, YTO ¥ OOJIBHBIX pac-
MPOCTPAHEHHBIM PAKOM MOJIOUHOM XeJIe3bl HAJIMYKUE B OIyX0-
nu PODP BauvsieT TOMBKO Ha NPOrHo3 6e3penanBHOM 1 o01ei
BBEDKUMBAEMOCTH TIPY TIPOBEOCHUM KOHCEPBATHBHOM Tepanuu
Ge3 OMEPATHBHOrO BMEIIaTENbCTRA. B 3Tol rpyrie GONbHEIX
GespeLIUBHAS 1 001Uas BEXMBAaeMOCTh pu PAMPT-omnyxo-
JisiX IOCTOBEpHO Jydiue, yeMm npu PODP~. Dro, Ha nepBbli
B3DJISI, TTApafOKCaIbHOe HabMIOneHNe MOXeT GBITh CBA3aHO C
SonpLIel YYBCTBUTENHHOCTHIO OTHOCHUTEIBHO aBTOHOMHBIX U
nponudepaTHBHO aKTHBHBEIX PDOPT-onyxoneit x arpeccus-
HBIM CXEMaM XMMMOTEPANNH, IPUMEHSIEMBIM ¥ OONBHBIX pac-
TIPOCTPAHEHHEIM PAKOM MOJIOYHOH JKENE3hL.

Jajee MBI COTIOCTABWIY OE3PELIMINBHYIO BEDKUBAEMOCTD B
rpyimnax GONbHBIX ¢ pasivdaHbMp codeTanusaMu PD, PIT u
PBDP B onyxonsx. B ¢Bsa3u ¢ TeM uTO NPH Takok crpaTuduka-
UMM AHAJTU3UPYEMBIE TPYIIE] GOJBHBIX (2 TAKXE KONMIECTBO
BO3BPATOB OOJNIE3HM Y JETATBHBIX MCXOLOB B 3THX TPYIIax)
OKA3AINCE BechMa HEGONBIINMY, TIPOBECTH aHANU3 Oe3peLy-
JIUBHON KM 0DOLIel BBDKMBaeMOCTH MeTomoM Kaplan n Meyer
OKA32J10Ch HEBO3MOXHBIM. JaHHEBIe, TIPENCTAaBICHHEIE B 3TOM
pasnesne, ObUIH MOJIYIEHE METOLOM MHOTO(MAaKTOPHOTO AHANHN-
32 Ha OCHOBE MOJEH NMPOTIOPIHOHANBHOTrO prcka CoX.

B rpynne onepupoBaHHEX GOMBHBIX HAUMEHbBIIAS Ge3peLi-
IUABHAS BLDKMBAEMOCTh Habiionanack y GONBHBIX C YCIOBHO
«ayTO/MMapaKpHHHBIMY PELEIITOPHBIM (PEHOTHIIOM OIYXOIH
(PROPTPDHPII™; 15 60mbHBIX, 8 penuauBos; puc 4; 1), a camast
BEICOKAS — Y BOJILHBIX C «3HI0KPHHHBIM» PELIENTOPHEIM (HEHO-
nom (PDOP-PHTPITT; 16 GonpHbX, 3 penumupa; puc 4;
4y (p=0,03). OgHako HabGMIOLANOCH TAKKE NOCTOBEPHOE YIy4-
meHMe Ge3peLAIBHON BEDKUBAEMOCTH BOMBHBIX ¢ PDOPT-
OTIYXOJISIMY B TOM CJIYYae, €CIIH B OITYXOJIY ORHOBPEMEHHO UME-
JOTCSl ¥ PELIENTOPH! CTEPOUIHBIX TOpMOHOB (puc. 4; 1 u 3).
CnenoBaTeibHO, CTATYC PELENTOPOB CTEPOMITHBIX TOPMOHOB
uMeeT Oonplee 3HAYCHUE T TPOrHo3a 6e3peuInBHON BbI-
JKMBAEMOCTH TOCJE ONEpalty ¥ GONBHBIX PACTIPOCTPAHEHHBIM
DPAKOM MOJIOUHOM Jesessi, ueM craryc PODP.

B rpynre 6ombHBIX, TONYYABIIMX TOJNBKO KOHCEPBATHBHOE
JeUeHNe, OTMEUeHA IMPOTHBOIONOXHASI TeHISHUMS: Ge3penu-
IUBHAST BRDXMBAEMOCTD (TIEPYION A0 HAYANA IPOrpecCHPOBAHHNSA
3a00eBatns Ha QoHe NneyeHus1) Opuia Jy4ine ¥ GONBHBIX € pe-
HenTopHsM (heHoTHIoM PD®PTPD PII-, yem y GONBHBIX €
onyxonsamu PROP-POTPIT, xoTs pasamaus KpUBBIX HE TOCTH-
raJid YPOBHS CTATHUCTHYECKOU nocTopepHocTi, OTHAKO B OTIIHM-
yye OT TPYIIIBI ONEPHUPOBAHHAIX GONBHEIX IIPH KOHCEPBATUBHOM

In the group undergoing surgery disease-free survival was
the lowest in cases with «auto/paracrine» tumor receptor phe-
notype (EGERTER PR"; 15 cases, 8 relapses; fig.4,1) and the
highest in «endocrine» receptor phenotype (EGFR"ERTPR™;
16 cases, 3 relapses; fig.4,4) (p=0.03). There was a statistically
significant increase in disease-free survival in EGFRT cases
also positive for steroid hormone receptors (fig.4,1 and 3).
Thus, steroid receptor status plays a greater role in prognosis of
disease-free survival in patients with advanced breast cancer
undergoing surgery than EGFR status.

The patients undergoing conservative treatment demon-
strated an opposite tendency: the disease-free survival (time
to disease progression) was better in EGFRTER PR cases
than in EGFR"ER*TPR™ ones, though the differences were
not statistically significant. However, unlike the patients
undergoing surgery, estrogen and progesterone receptor sta-
tus of the patients receiving conservative treatment had no
significant effect on disease-free survival (fig.5).

There were no significant differences in disease-free sur-
vival with respect to EGFR and steroid receptor status among
patients receiving surgery and hormone-containing therapy
(fig.6,a). Although as seen in the figure, EGFR-ERTPR*
cases had the highest and EGFRYER-PR" ones had the
poorest disease-free survivals. Disease-free survival in the
other two categories of the patients also depended upon
steroid hormone receptor status rather than upon EGFR: this
rate was higher in EGFRYER+TPR™ than in EGFR"ER"PR-
cases. The differences in disease-free survival among patients
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Puc. 4. 3aBucumMocTb 6e3peunameHoOii BbDKMBAEMOCTIN one-
PUPOBAHHBIX GOJIbHBIX pacnpocTpaHeHHbIM PaKOM MONOYHOM
Xene3bl 0T PeuenTopHOro CocTaga Onyxonu.

1 — POOPYPOPIT, 2 — POOP PO PIT", 3 — PADPTPatPIY,
4 — POOP PO+PII+,

Fig.4. Disease-free survival of patients with advanced breast
cancer undergoing surgery with respect to tumor receptor
status:

1, EGFRTER"PR"; 2, EGFR"ER"PR"; 8, EGFRTERTPR™;

4, EGFR-ER+PR+.
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Kavreecxue wcecaedoBarnuia

JISYEHHM CTATYC PELEIITOPOB SCTPOTEHOB M IPOTeCTepoHa He
AMeeT TPAKTAYSCKH HUKAKOrO 3HAUCHUS Ui Oe3peHaBHON
BLDKABAEMOCTH GOJILHBIX (pHC. 5).

[py neUeHNn, BKITIOYAIOMIeM F'OPMOHANBHBINA KOMITOHEHT, B
IPyIe ONePHUPOBAHHBIX GOJNBHEBIX JTOCTOBEPHBIXK pa3IHdyni
KPUBBIX GE3pELMINBHOM BBIKHBAEMOCTH NPH PA3IHYHBIX CO-
geTaHusIx penenropos DMP 1 cTepoNIHBIX FOPMOHOB He TIONy-
qeHo (puc. 6, a). Ho kak BHIHO HA 3TOM PHUCYHKE, HAvITydUIast
Oe3pelIUBHAS BHDKABAEMOCTE NMPOSBASIETCS! ¥ OONBHBIX €
PROPPAFTPIIT, a vanxymmas — v GonmeHEX ¢ PROPTPD~
PII~BespeunmuBHas BELKHBAEMOCTb ABYX APYIUX TPYII O605-
HBIX OITPEHeNIIeTCs TAKXKE CKOPee CTATYCOM PELIEIITOPOB CTEPO-
WAHBIX TOPMOHOB, ueM craTycoM PO®P: 6e3peummusHas
BBDKMBASMOCTb GONBHBIX ¢ PDDP TP TPITH-omyxonsamu 1yy-
re, yeM y 60abHEIX ¢ PODP PO PII -onyxonsamu, TeM He Me-
Hee Pasiuyus B 0e3peliINBHON BhDKUBAEMOCTH Ha (hOHE BH-
JOKDUHHOHN TepaIivy IIPH yYeTe TPEX BHIOB PELETITOPOB bonee
BBIPAKESHBI, YEM IIPY OLEHKE OQHOT0 TOJMBKO CTATYCA PELIETITO-
POB CTEPOMIHEIX FTOPMOHOE (puc. 6, b).

B rpyrire GONBHBIX, TOAYUABIIVX KOHCEPBATHRBHOS ISUeHUE
C TOPMOHAJIBHBIM KOMITOHEHTOM, O€3DEIUIMBHAS BEDKHUBAC-
MOCTh ObUIA Jyumre y GonsHSIX ¢ PHOP-PHTPIT- u
PAOPTPHPIT -onyxonsmu, yeM y GoNbHBIX ¢ PHOP-PD~
PII~- u PAOPTPD-PII -onyxoasMi. DTa pasHuna Oem1a HAN-
OoJiee BrIpaXKena B IepBble 17 Mec AeueHus 1 TIONTHOCTEIO HCUe-
3a)1a X KOHILY 2-T0 Tofa jedeHust (puc. 7).

TaxiaM 06pazoM, y TIONBEPTaIOIINXCS OMEPATHBHOMY Jeve-
HMIO GONBHBIX PACTIPOCTPAHCHHEBEIM PAKOM MONOYHOI KeJe3bl
coueranre PODP ¢ oxHuM wiv 060MMY BUIAMY DPELEIITOPOR
CTEPOMIHEIX TOPMOHOB YBEMYMBAET MPOTHOCTHYECKYIO 3HAYH-
MOCTE KiTaccuueckoro codetanrst PO u PII mpu nporHose 6e3pe-
IUIMBHON BBIKMBAEMOCTH. B 9T0i rpyIrie O0NbHBIX HAUMEHEb-
uieil 0e3pelMIMBHON BBDKMBAEMOCTH CIENYET OXWAATL Y
GonpHBIX ¢ PRDPTPDPII~ (B Teuerue 43 Mec IOCIE OHepaLny
BO3Bpar 3abosesaHust ObT y 60% GONBLHBIX 9TOM IPYTINEL), & Ha-
ubonbiIeit — y GonbHeX ¢ PHOP POTPIT-onyxonsamu (88%
Ge3peLIMANBHAS BELKMBAEMOCTh BIUIOTH 10 68 Mec TTocsie onepa-
). AHAROTHYHAN 3aKOHOMEPHOCT COXPAHSIETCS Y 3THX GOMb-
HBIX ¥ [IPY UCIIOJTB30BAHIH MTOC/IE0TIEPALIMOHHOM TOPMOHO~ HIIU
XMMUOTOPMOHOTEPANNH. B OTIHYME OT rPYITIIbl OIIEPUPOBAHHEIX
GONBHEIX TIPH KOHcepBaTnimOM jeqeHnH ctaryc PO u PIT He
VMeeT IPaKTAIECKH HUKAKOro 3HAYEHUS Ul ITPOrHo3a Ge3pe-
LUUIWBHOM BEDKMBAEMOCTH BCEI TPYHIBL B LEIOM, ONHAKO OH
TIPHOGPETAET ONPEAENeHHOE 3HAYSHNE TIPY BKIIOYEHIH TOPMO-
HATBHOTO KOMIOHEHTA B CXeMy KOMOMHUPOBAHHOTO JICYCHHS.

B menoM, IogBons WTOTH BCEMY IIPOBEIEHHOMY aHANH3Y,
MOXXHO CIENATE BHIBOX, UTO B ONIMYHME OT PAHHUX CTAIMI paka
MOJIOUHOH 3KeJie3bl, IPY KOTOpEIX onpenencHue PODP apnsgercst
BOKHEIM KPHUTEpHeM st (GOPMHUPOBAHUS IPYINI IIOBHIIEHHOTO
pHUCKa BO3BpaTa 3a00JI€BAHHA, NPH PACHPOCTPAHEHHOM PaKe
ctatyc PO®P nHe maer cymecTse HHON ZOTIOTHITENBHOM HEHDOP-
MalMy ST BEIOOPA TAKTHKM ITOCIEONEPALMOHHOTO JICUSHUS
GonpHBIX. JIMIE y OOJABHBIX C MECTHODPACIPOCTPAHEHHBIM
¥ METACTATHYECKHUM PAKOM, KOTODBIM TUIAHUPYETCS TIPOBEIE-
HWe KOHCEPBATHBHOJ Tepanuy 6e3 onepanny, Hannyue POPP
B OITyXOJNM CBUAETENILCTBYET O GONBIICH BepOATHOCTH yCrexa
* JIeYeHUs, He BKITIOYAIOIETO TOPMOHANBLHOTO KOMIIOHEHTA.
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Puc. 5. BaBucumocTs OeapeunguBHOi BLDKMBAEMOCTU
GONIbHBIX pacnpoCcTPaHeHHbIM PaKOM MOJIOYHOW XKeJleabl, Ho-
Ny4YaBIMMX TOJIbKO KOHCEePBaTUBHOE JieYeHre, OT peuenTop-
HOFO COCTaRra ONnyxoniu.

1 — POOPTPIPIT", 2 — POOP-POPIT", 3 — PA®PHPa*PN™,
4 — PP PRI,

Fig.5. Disease-free survival of patients with advanced breast
cancer receiving conservative treatment with respect to
tumor receptor status.

1, EGFRTER"PR"; 2, EGFR"ER"PR"; 3, EGFRYER*PR™;

4, EGFR'ERTPRY.

receiving hormonotherapy were more marked if all the three
receptors were taken into account as compared to steroid
receptor status taken separately (fig.6,b).

Among the patients treated conservatively and receiving
hormones disease-free survival was higher in EGFR-ERTPR*
and EGFRYER*PR™ cases than in EGFR'ER"PR" and
EGFRTER"PR- patients. The difference was more marked
within the first 17 months of treatment and disappeared com-
pletely by the end of the 2nd year of treatment (fig.7).

In summary, combination of EGFR with one or both
steroid hormone receptors increases the significance of the
classical pair of ER and PR in prognosis of disease-free sur-
vival in patients with advanced breast cancer undergoing
surgery. Within this category of patients EGFRTER-PR-
cases have the lowest (60% relapses within 43 months follow-
ing surgery) and EGFRERYPRT cases have the highest
(88% disease-free survival up to 68 months following surgery)
disease-free survivals. A similar relationship is observed in
this category if the patients received postoperative hormono-
or chemotherapy. In contrast, the patients treated conserva-
tively demonstrated no significant difference in disease-free
survival with respect to ER or PR status, though the addition
of hormonotherapy somewhat increases the prognostic sig-
nificance of steroid receptor status.

In conclusion, unlike early stages of breast cancer when
EGFR status is an important test to select groups at high risk
of recurrence, EGFR has no additional informative value to
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Puc. 6. 3asucumocTb 6e3peunanBHoi BhDKMBAGMOCTH ONEpPUPOBaHHBLIX GOMBHLIX PACNPOCTPAHEHHbIM PAKOM MOJIOUHO Xenessl,
NONYYABIUUX AL bIOBAHTHO FOPMOHO- I XMMUOrOPMOHOTEpanuio, oT PeLlenNTOPpHOro COCTABa ONyXOu.

a) C y4eTOM TpeX BUAOB pelentopos: 1 — PAPPTPI PM™, 2 — PAMP P PIT, 3 — PROPTPa™PIF, 4 — PA®OP PSP b) ¢ yueTom Tonkko
PELENTOPOB CTEPOUAHbIX rOpMOHoB: 1 — PP, 2 — PC—)"’PH', 3— PS‘PIT", 4 — patpnt

Fig.8. Disease-free survival of patients with advanced breast cancer undergoing surgery and receiving adjuvant hormono- or chemo-

hormonotherapy with respect to tumor receptor status.

a, with respect to all three receptors: 1, EGFRYER"PR"; 2, EGFR"ER"PR"; 3, EGFRTER*PR™; 4, EGFR-ER*PR™;
b, with respect to steroid hormone receptors only: 1, ER"PR™; 2, ERTPR"; 3, ER"PR™; 4, ERTPR™,
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Puc. 7. 3aBucumocTh OespeUMOMBHON BbDKMBAEeMOCTU
GONbHLIX PacNpPOCTPaHEHHbIM PaKoOM MONOYHON Xeneskl,
NoNy4aBlUMX KOHCEepPBaTUBHOE Jsie4eHune ¢ ropmMoHasnbHbim
KOMHOHEHTOM, OT PeLerTOPHOro COCTaBa OMyXoJIn.

1 — PO®PTPE PN, 2 — PSPPI P, 3 — PGP P PMT,
4 — PadP-PITPMT.

Fig.7. Disease-free survival of patients with advanced
breast cancer receiving conservative treatment including
hormonotherapy with respect to tumor receptor status.

1, EGFRYER"PR"; 2, EGFR"ER"PR"; 3, EGFRTER*PR™;

4, EGFR"ERTPR™.

choose individual postoperative treatment for patients with
advanced breast cancer. Only in cases with locally advanced
and metastatic breast cancer selected for conservative treat-
ment without surgery the EGFR positivity promises a better
outcome of treatment containing no hormonal component.
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