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OPTAHOCOXPAHAIOIIASL XUPYPTHS PAKA
MOJIOQYHOM XEJIE3BI

HHH xaunuueckoli onkonoeuu

Pak MOJIOTHOI 3KeJe3b! SIBISIETCS CAMBIM PACTTPOCTPAHEHHBIM OH-
KOJIOTMYECKUM 3a00J1cBAHMEM CpeIy KEHIIMH. B MUpe exeromaHo pe-
ructpupyercs 6onee 570 000 HoBRIX cryyaeB 3a00NeBAHNS JaHHO! 11a-
tosnorueit. B Eeponeiickom Cotoze auarHoctupyetcst 250 000 HoBbix
CJTy9aen paka MoIogHo¥ xestesbl, 60 000 60TBHBIX YMUPAIOT OT 3TO-
ro 3abonesanus. B Poccun B 1999 1. saperucrpuposano 44 522 criydas
(3ab0nmeBaeMOCTb cocTaBIa 44,5 Ha 100 Thic. HACENICHWST), M yMepiu 21
485 6onpHbIX (cMeprHOoCTh coctaBwia 21,4 na 100 Toic. Hacenenus) [5].
Pasnuuus B TeueHWH 3a60JICBAHNA Y Pa3HEIX MALIMEHTOB 00yClio-
BJIEHBI OHOJOTHICCKUMHU OCOOEHHOCTIMH OITyXOJIeiH. D10 06ilee
MPpEICTaBIeHUe BKIIIOYAET B ce0s1 MHOTHE TIApaMeTPhl, B TOM YUCIE
CKOPOCTh POCTa, CIIOCOOHOCTD OITyXO0J1M K METACTa3UPOBAHMIO, OCO-
OCHHOCTH METACTa3HPOBaHUsI, TOPMOHOUYBCTBUTENBHOCT, XHMHO-
Pe3UCTEHTHOCTD U 4. p. [ToaTomy onpenenenye mporHosa 3a601eBa-
HUSI NPEANONATaeT, o CYUeCTBY, HASHTU(HUKAIMIO MapKepoB,
KOTOpBIE B TOHM WV MHOM CTEMEHU CBI3aHBI C MEPEUNCICHHBIMU
OMONTOTMTYECKUMHU OCOOSHHOCTSIMY OITYXOJIU H IO3BOJISTIOT IIPOrHO-
3UpOBaTh Pa3BUTHE «ECTECTBEHHON HMCTOPHH», [10AOMPATh ONTH-
MATBHYIO JISYEOHYIO TAKTHKY M IPEACKA3bIBATS ee 3(hHeKTHBHOCTD.
Hirke MBI TpHBOAMM HauboJiee 3HAYMMBIC N3BECTHBIE MPOTHO-
CTHYECKHUE NapameTpsl A1 GONBHEIX PAKOM MOJIOUHOI XKeJe3bl:
Pa3mep onyxonn
Hamyue MeTacTa3oB B peTHOHAPHBIX TUMQOY3nax
TucTonorudeckas CTeneHb JOKAYeCTBEHHOCTH
VpoBeHb PEHENTOPOB CTEPOMAHbIX FOPMOHOB (3CTPOTEHOB M
MPOrecTEPOHa)
Mapkeps! aktuBHocTu cunte3a JJHK: .
MHIEKC METKH
dpaxuusa S-azb
AKTUBHOCTh TUMUAHH-KUHA3b!
Ki-67
Inounnocth win unnekc JHK
Peutenitope! hakTopoB pocTa MM PETYISITOPOB pocTa, (BKIOUAs
OHKOI'CHBI):
penenTopsl snuaepMaibHoro dgaxropa pocra (EGF-B.)
HER2/neu
peLenTopbl MHCynMHonogooHoro ¢gakropa pocta (IGF-R)
PEUCHTOPRI K COMATOCTATHHY

OnyxonecynpeccopHble TeHbI:
P53
Nm23
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Breast cancer is the commonest female malignancy. More
than 570,000 new breast cancer cases are recorded worldwide an-
nually. In the European Union 250,000 new cases are detected
and 60,000 women die from breast cancer every year. In Russia
44,552 breast cancer cases were registered (incidence 44.5 per
100,000 population) and 21,485 patients died (death rate 21.4 per
100,000 population) in 1999 [5].
Individual specificity of disease course in different patients is
determined by tumor biological characteristics. This general no-
tion consists of many parameters including tumor growth rate and
metastatic potential, specific features of metastasis, tumor sensi-
tivity to hormones, chemoresistance, etc. Therefore, prediction
of disease course means, in fact, identification of markers more or
less related to the above-mentioned biological characteristics of
the tumor and allowing prognosis of disease natural course, find-
ing optimal treatment policy and prediction of its efficacy. Below
there are most significant prognostic parameters for breast cancer:
Tumor size
Regional lymph node metastases
Histopathological grade
Steroid hormone (estrogen and progesterone) receptor level
DNA synthesis activity markers:
cell-labeling index
S-phase fraction
thymidine kinase activity
Ki-67

DNA ploidy or index

Growth factor or regulator receptors including oncogenes:
epidermal growth factor (EGF-B) receptor
HER2/neu
insulin-like growth factor receptor (IGF-R)
somatostatin receptors

Tumor suppressor genes:

P53
Nm23
Others:
heat-shock protein (hsp27)
pS2
haptoglobin-bound protein
transforming growth factor-alpha (TGF-a)
catepsin D
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JIpyrne napaMeTphr:-
heat-shock protein (hsp27)
pS2
[IPOTENH, CBA3AHHbII ¢ TANITOIIOOHHOM
tpancdopmupyromuii pakrop pocta-ansha (TGF-a)
Karencud D
AKTUBATOPHI YPOKUHA3ZHI-TIIa3MUHOIEHA
CMocoBHOCTD K KOJIOHUe00Pa30BaHMIO in vitro
KOHIEHTpauusl B TKaHsIX dbeppuTHa
DKCIPECCHS PELIENTOPOB IAMUHUHA
6eJI0K, CBSI3bIBAOMINI LMKIIMYecKyio AM®D
NRCRI11 [3,4, 11]

OnHako NPakKTUISCKH BLICOP METOIA AeueHUs: ONpPEeacserca
crafneii OmyxoJieBoro npoLlecca, TMCTOA0rMYeCKOl CTPYKTYpoil (U
CTENEHBIO €€ 3T0KAYECTBEHHOCTH ), YDOBHEM PEIIENTOPOB CTEPOUI-
HbIX TOPMOHOB (3CTPOT€HOB M MPOIrECTEPOHA).

Hapsigy ¢ TpaquUMOHHBIM 0c000€ MECTO OTBOIUTCH MMMYHO- -

MOophOI0rMIeCKOMY CTAIMPOBAHUIO PAKA MOJIOYHOI XXeNe3bl.

B ocHOBe MeTOAA MMMYHOJIMATHOCTUKU METACTAa30B JIEXKUT
crelviduKa S5XCNpecCUH psifa reHOB, IIPUCYINAs TOABKO STNUTe-
JMaAbHHIM KIeTKaM. TTPOJyKTaMu 3TUX TeHOB SBISIOTCS LIUTO-
kepatuHsl, Egp34, HMFG-1, pakoBo-a3M6pyOHaIBHBIA aHTUTEH
(PDA) u apyrue 6eJIKH, KOTOPbIE MOTYT ObITh OOHAPYKEHBI € MO-
MOIIEIO MOHOKIOHANbHBIX aHTHTeN (MKA). Dkcnpeccust aninTe-
JUANBHBIX TEHOB MOXET ObITh YCTAHOBJIEHA TaKXE Ha YPOBHE
MPHK meTomoM o6paTHOH TpaHCKPHUNIUM U MOJMMEDPA3HOMN
uemHoi peakuu (I1P).

YyBCTBUTENBHOCTD HMMYHOMOP(HONOTMYECKUX METOIOB C HC-
noas3oBaneM MKA u uyysctButensHocts [TIP mpumepHo oanHa-
KOBBI. OTH METOIH I03BOJSIOT O0HAPYXUTH OIHY ONMYXOJEBYIO
SMUTCIUATBHYIO KJIETKY CPeAd MWLITHOHA TeMOIIO3THYECKHX KJTe-
TOK; YTO ABISIETCS 3HAYUTENBHO 60Jice TOUHBIM B CPABHEHUH C MOP-
¢hoIOTHYECKUMH METONAMM.

Haubonee nokasateJsHBIMH MapKepaMy, MOATBEPXKIAIOMHMU
HIMYME METACTATUYECKOTO MTOPAXKEHHs perHoHapHoro auMdaru-
4YeCcKOro amnmapatra IpHu pake MOJIOYHOM JKeJe3wl, SIBISIIOTCS
CAMS.2, UKO-25, HEA-125.

B GOoAbIIMHCTEE CIYYaeB METACTATUYECKUE KIIETKU B TIOPAXEH-
HbBIX JUMDOY31aX KOSKCIPECCUPOBAIN 3MUTEINAIbHBE MapKe-
pet — HEA-125+ UKO-25+CAMS.2 (47%). 3nauntensHO pexe 00-
Hapyxusanachk peakiuuss CAMS.2 B coueranuu ¢ UKO-25 (14%)
wm 6e3 taxosoro (13%). JIpyrue KOMOMHAIIMM aHTUTEHOB GBHIIN
HEMHOTOYUCIEHHBIMH.

MuUKpoMeTacTa3sl B KOCTHBIA MO3T ObLIM BbIIBICHB y 19
(48,7%) 13 39 60nbHBIX C TOMOILBIO HMMYHOLIUTOJIOTHYECKOTO Me-
toga ¢ npuMeHeHueM CAMS.2 u KL-1. Haumensiomit mpouenr (0)
METACTa30B oTMeueH mpu [ cranuu 3a6oieBaHus.

YacToTa BhIABJIEHHS ONYXOJEBBIX KIETOK B KOCTHOM MO3Te BO3-
pactana npu I1a crynuu. Metactassl BoigBACHbL 605ee YEM B 110J10-
suHe cnyyaes npu I1Ib, IV u IIb cragusx. HauGonpluuii mpoueHT
MMKPOMETACTA30B orMeucH npH 11b craguu. BaxXHeiM siBnsieTcs To,
4TO KOJTMYECTBO OITYXOJEBbIX KJIETOK, ONpeneNsieMbIX UIMMYHOLIM-
TOJIOTHYECKUM METOIOM, SIBISIETCS1 OUeHb HU3KUM — OT | jo 12 Ha
1 MJTH MMEJIOKAPUOLIUTOB.

OTIMYUTENbHOM 9epTOii JIeyeOHBIX MeTOMOB 11 GONBHBIX pa-
KOM MOJIOYHO# XKene3bl SABJIACTCS Bee 60ee NTMPOKOE UCII0Nb30Ba-
HHE OPraHOCOXPaHAIOIIMX ONepanuii, ocobeHHO Yy OOIBHBIX paH-
HHUMU CTATVSIMH.

urokinase plasminogen activators
in vitro colony-forming ability
tissue ferritin concentration
laminin receptor expression
cyclic AMP binding protein
NRCRI11 [3,4,11]

However, in the clinical practice the treatment policy is de-
termined basing on disease stage, tumor histology (and malig-
nancy grade), steroid hormone (estrogen and progesterone)
receptor levels.

Immunomorphological staging of breast cancer plays an im-
portant part together with conventional diagnostic parameters.

Immunodiagnosis of metastasis is based on expression of cer-
tain genes specific of epithelial cells only. The gene products in-
clude cytokeratins, Egp34, HMFG-1, carcinoembryonic antigen
(CEA) and other proteins detectable by monoclonal antibodies
(MAD). Epithelial gene expression may also be detected at the
mRNA level by reverse transcription and polymerase chain reac-
tion (PCR).

The MAb-based immunomorphological tests and PCR have
similar sensitivity. These methods can detect a single tumor epi-
thelial cell per one million hemopoietic cells and thus are much
more sensitive than morphological techniques.

CAMS35.2, 1ICO-25, HEA-~125 are most important markers of
regional lymph node involvement in breast cancer.

In most cases metastatic cells in affected lymph nodes coex-
press epithelial markers, such as HEA-125+1CO-25+CAMS5.2
(47%). CAMS5.2 with (14%) or without 1CO-25 (13%) is encoun-
tered less frequently. Other antigen combinations are infrequent.

Bone marrow micrometastases were found in 19 (48.7%) of 39
cases using immunocytological CAMS5.2 and KL-1 tests.

The lowest percentage of metastases (0) was found in stage |
disease. The rate of bone marrow metastasis was increasing in
stage I1a. More than half the cases with stage I11b, 1V and I1b pre-
sented with metastases. The highest percentage of micrometasta-
ses was found in 11b stage. Note, that immunocytological tests can
detect | to 12 cells per million myelokaryocytes.

The today treatment of breast cancer patients is characterized
by increasing number of breast preservation operations especial-
ly in early cancer.

Such surgical procedures minimize damage of normal breast
tissue and skin and in combination with axillary lymph node dis-
section and radiotherapy produce practically the same follow-up
results as mastectomy.

The first report of 13-year experience of breast-preservation
surgery in breast cancer was published in 1927 by the German gy-
necologist J.Hirsch. The treatment consisted of tumor dissection
(sectoral resection) with morphological control of the surgical
margin, axillary lymph node biopsy and radiotherapy with Ra im-
plants: one in the tumor bed and another in the axillary hollow.
The radiotherapy was given by 5-6 sessions at a 4-day interval to
a total dose 50 Gy. This treatment was given to 22 patients of
whom 3 developed local relapse and 18 lived disease-free 5to 13
years. This was the start of conservative surgery in breast cancer
which currently occupies a considerable place in the treatment
armamentarium.

Favorable follow-up results compatible with radical mastectomy
and good cosmetic effect are main factors of preservation surgery.
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TozobHOe ONepaTHBHOEC BMEIIATENLCTBO MTO3BONAECT CBECTH K
MUHUMYMY [I0BPEXKACHUA HOPMATLHOH TKAHM MOJIOYHOM XKeJIE3bl 1
KOXM, a JIPY COYETAHMM ¢ TOAMBITIEYHOi TUM$OoTcceKIIMe 1 Mo-
CreAyIonIeH ny4esoif Tepanmeil 11o3BoigeT NOIy4uTh TAKHUE KE OT-
JaleHHBIE PE3YJBTAThI, KaK ITOCJIE MACTIKTOMUHU.

B 1927 r. nemenkuii rudekonor J. Hirsch Bnepsbie B Mupe ony-
OGIMKOBAT Pe3yAbTaTsl 13-J1€THEro OnblTa OpraHOCOXPaHsIoMETO
JledeHUs1 paKa MOJIOMHOH XKeJe3bl B BUIE UCCEYEHHST OITyXOmH (ceK-
TOpaJbHOM pe3eKUIHN) ¢ MOpQOIOrHYecKUM KOHTPOIEM KpPaeB pe-
3EKLUMH, OMONICHEH OAMBILEYHBIX TUMGOY3NOB U C IIOCHEAYIOWIEH
yKIankoil npernaparos Ra, oIMH M3 KOTOPHIX TIOMELIAICS B JIOXKE
OTYXOJH, 4 APYTOii — B MOJMBILLIEYHOMI BaauHe, 3a 5—6 ceaHcoB ¢
WHTEPBAJIOM B 4 HSA MOABOAMUNACh CymMMapHas 1o3a B 50 Ip (s co-
BpeMeHHOM Tiepecuerte). JleueHue ObU10 npoBeacHo 22 GONbHBIM,
M3 KOTOPHIX ¥ 3 BO3HUK JIOKAJIBHBIN peuunaus, a 18 xwnm 6e3 npus-
HAKOB nporpeccupoBatusi oT S no 13 net. C 37010 BpeMEHU «KOH-
CEPBATUBHAS» XUPYPIysl PAKa MOJIOYHOI Xelle3bl 3aHUMAET OIIpe-
JIENICHHOE MECTO B APCEHATE IEUeOHBIX MEPOTIPUSTHMA.

TI1aBHBIM M OTIPEICIISIONIMM YCHOBUEM IUTAHUPOBAHHKS OPraHo-
COXPaHAIOLIETO JIeYeHUS ABISIOTCA OOHaMeKMBAIOIINE OTAATICHHBIE
pe3yNBTaThl, HE YCTYMAIOUINe TAKOBBIM T10CJE PaJiUKATBHBIX. Ma-
CTIKTOMMUIA, a TAKXKE XOPOLINi KocMeTuuecKuii ahexr.

B 1965 r. akanemuxk H.H.bBaoxun paspaGoran Bapuant cbepe-
TAIOIIEH Onepaluy pYU HAPYXHBIX JJOKATU3ALUAX paKa MOJIOYHOMN
JKeNe3bl, aHAI10IOM KOTOPOTO B TTOCIEAYIOIEM CTajla KBaIPaHTIK-
TOMUS, LIMPOKO VCTIONB3yeMas B MUpe. 3aTeM 10 PYKOBOACTBOM
naokrtopa B. B. BUiHaxoBoii Ob1I0 TIPOBENCHO MIEPBOC PAHAOMU3H-
POBaHHOE MCCIENOBaHME, KOTOPOE LOKa3alo0 LeaecoobpasHoCTh
HCIIOIL30BaHMsI ITOXOOHOTO THIIA onepauuid [1].

JlajipHellee ycoBeplIeHCTBOBAHYE METOIOB KOHCEPBATHBHOI
XHPYPILU IIPUBEIO K MCMOJB30BAHUIO GOJIEe «IKOHOMHBIX», UEM
KBaApaHTIKTOMHUS, OMEPATHBHBIX BMELIATEIbCTB, TAKHX Kak
JIAMITSKTOMUA ¥ TyMopakToMusi. O6s3aTeIbHOE IPUMEHEHUE KYP-
ca MocIeonepalMOHHON JJY4eBOH TEPAITUM 3HAYUTEIbHO CHUXKATIO
YaCTOTY MECTHBIX PELIMAMBOB U YJIYUlIano OTAATCHHBIE pe3y/bTa-
Tbl. [Tono6HbBIE YCIIEXH CBSI3aHbI ¢ UMEHAMHM TAKWX BHIAAIOIIMXCS
3apyOexHbix Knunuuucetos, kak U, Veronesi u B. Fisher. boss-
LWMHCTBO paBoT Mo UCTIONB30BAHUIO KOHCEPBATUBHOM XHPYPruu
HOCUT PaHIOMU3HPOBAHHBIN XapaKTep, INOCBAIEHB B OCHOBHOM
JIGYEHHWIO paHHUX (HOpM pakKa MOJIOYHOI XKene3bl ¥ OCHOBAHEI Ha
CONUIHOM KJIMHHYECKOM MaTepuae. B kauecTse npumMepa cielny-
eT IpuBecTH Takue Kax nporokon NC2 — Munan (705 naGniozne-
Huit), 2 GR — IMapux (179 ua6mionennit), NSABP B-06 (1855
Habmogenuii), EORTC-10801 (903 na6nwonenus), lanus — 859
Habmoaenwii [7, 11, 9].

ONBIT MpUMEHEHUSI HEOAIbIOBAHTHOI XMMUOTEPAIluN NMPH paH-
HEM paxe MOJIOYHOI Xejle3bl He3HAYUTENbHBI, HO UCTIONB30BaHKE
€€ UMEET LIC/IbIA PSAL IPEMMYIICCTR:

— paHHee HA4YaI0 CUCTEMHOTO JIEYSHUA;

— BJIMAHKE HA MEPBUYHYIO OMYXOIb C LENBI0 YMEHBILCHUS €€
M BHITOTHEH WS TOTO WJTH MHOTO BUIA KOHCEPBATUBHOIO JIEYEHU,

— yMeHbLIeHHE pUCKA METAaCTa3MpOBAHUSI U OMpeleeHUe
WHIUBHAYANbHON YYBCTBUTEIBLHOCTH K TPUMEHIEMOH XUMUOTE -
panuu [6, 8, 10]. : .

[lepBuie anBIOBAHTHEIE IEKAPCTBEHHBIE TPOrpaMMbl OBUIM HAYATH!
B 1958 . OmHako KooreprpOBaHHBIE HCCAECTOBAHNSA 10 AAbIOBAHT-

HOM XUMHOTEPATIMHU UHTEHCHBHO ITpoBomsitTest B 60—70 romst mpo-
umtoro croneTyst. C Hayana 80-x ronoB npoOBOAATCS UCCITENOBAHYA
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In 1965 Academician N.N.Blokhin developed a breast preser-
vation procedure for external tumor location similar to quadran-
tectomy commonly used worldwide. The first randomized clini-
cal study headed by Dr V.V.Veshnyakova demonstrated efficacy of
this surgical method [1].

Further improvement of conservative surgical procedures re-
sulted in development of narrower than quadrantectomy opera-
tions such as lumpectomy and tumorectomy. Mandatory postop-
erative radiotherapy reduced considerably local recurrence and
improved follow-up results. These achievements were made ow-
ing to the effort of prominent foreign clinicians such as U, Veron-
esi and B. Fisher. Most studies of conservative surgery were ran-
domized trials mainly in patients with early breast cancer and
involved a large number of cases. These were protocols NC2-Mi-
lan (705 patients), 2 GR-Paris (179 patients), NSABP B-06 (1855
patients), EORTC-10801 (903 patients), Denmark (859 patients)
[7,11,9]. .

There is little experience in neoadjuvant chemotherapy in ear-
ly breast cancer, though it has certain advantages, such as

- early start of systemic treatment;

- effect on the primary to reduce its size and to perform con-
servative surgical intervention;

- decreased risk of metastasis and assessment of individual sen-
sitivity to chemotherapy [6,8,10).

First adjuvant chemotherapy programs were started in 1958.
However, intense cooperative study of adjuvant chemotherapy
was performed in the sixties and seventies of the last century. Trials
evaluating various regimens containing anthracyclines, chemo-
hormonal combinations as well as LHRH antagonists, aromatase
inhibitors, etc. were carried out since the eighties. The nineties
were characterized by the progress in high-dose chemotherapy
with bone-marrow transplantation and the use of taxanes as first-
line chemotherapy.-

Specific immunotherapy with MAb blocking growth factor
receptors on tumor cell surface are very promising as to improve-
ment of results of adjuvant chemotherapy in breast cancer. Effi-
cacy of MAb to HER-2/neu was demonstrated in advanced
breast cancer. Therapy with the MADb in patients with discase
progression after multiple chemotherapy cycles induced a 15%
response and was associated with a considerable increase in sur-
vival time (13 months).

About 25% of breast cancers express gene c-erbB-2/HER-
2/neu encoding a transmembrane protein demonstrating a high
affinity to epidermal growth factor receptor. HER-2/neu expres-
sion is a poor prognosis factor associated with active proliferation
of tumor cells, loss of hormone receptors, high rate of metastasis.

"HER-2/neu expression in patients receiving tamoxifen as adju-

vant therapy is predictive of disease recurrence. Besides, HER-
2/neu expression is associated with tumor response to chemo-
therapy and therefore with: better results of adjuvant
chemotherapy. Chemotherapy in combination with MAb may be
efficient in HER-2/neu-positive patients with actively proliferat-
ing tumors and negative receptor status.

The tumor ability to generate blood vessels (angiogenesis) is a
very important factor predicting distant metastasis. Selective inhi-
bition of tumor angiogenesis is a promising field of adjuvant chem-
otherapy in breast cancer. There are several factors involved in an-
giogenesis regulation known today including direct inhibitors,
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MO MCNOJIB30BAHUIO PATHYHBIX PEXMMOB C BKIIOYEHHEM aHTpauu-
KJIMHOBBIX [IPENapaToB, KOMGHHUPOBAHHOTO XUMUOTOPMOHANBHO-
FO JIeYeHMs1, a TAaKXe UCIOIb30BaHus aHTaronuctoB LHRH, nH-
rHGUTOPOB apomarassl H J. p. JleBAHOCTbIE OBl 3HAMEHYIOTCA
NpYMMEHEHHEM BBICOKOJ03HO XMMHOTEPANUH € TPAaHCTUIAHTALM -
€if KOCTHOTO MO3Ta W UCTIOJIb30BAHUEM TAKCAHOB B KAUECTBE Mpe-
MapaToB NEePBOIt TMHUU.

Bonbiuue MepeneKTHBH YIYYIICHUS PE3Y/IETATOB aIbIOBAHTHOM
Tepanuy paka MOJOYHOMN XKejle3bl OTKPHIBAECT MCIONb30BAHHE CTIe-
HGUYECKON MMMYHOTEPAIIUU € TIOMOIIBI0 MOHOKJIOHAIBHBIX aH-
TUTEN, OJIOKHMPYIOMIMX PeLenTOPhI HaKTOPOB pOCTa HA MOBEPXHOCTH
OMYyXOJIEBBIX KJIETOK. B KituHMKe Y GOIBHBIX TUCCEMITHUPOBAHHbBIM
PaKxoM MOJIOYHOM Kee3nl Oblia AoKa3aHa I10/Ie3HOCTh Ha3Have-
HHUS MOHOKJIOHaIbHBIX aHTuTed K HER-2/neu. HasHayenue Mo-
HOKJIOHANbHBIX AHTUTEJ B TUCTOM BHIE OOJTBHBIM C IIPOrPeccHpo-
BaHMEeM OOJIE3HU TOC/e MHOIOKPATHBIX KYPCOB XMMUOTEPAITHU
a¢hexTuBHO Y 15% GONBHBIX M COYETACTCS CO 3HAYUTENLHOM cpell-
Helf TPOAO/LKMTENbHOCTEIO XXKM3HU (13 Mec).

ITpumepro y 25% GOAbHEBIX pAKOM MOJIOYHOM XKere3bl HabuTona-
eTcs aKenpeccus reda c-erbB-2/HER-2/neu, koaypyouiero TpaH-
cMeMOpaHHbIf 6e/TOK, MMEIOLLMI BBICOKOE CXOACTBO C PeLLETOPOM
anuaepManbHoro (hakropa pocta. beuto mokasaHo, 4To 3KCIpec-
cus HER-2/neu sBnsieTca HeGAaronpHsITHHIM OPOTHOCTHYECKUM
¢akTOpOM M COYETAETCH € BLICOKOH npoudepaTUBHON aKTHBHO-
CTBIO OITYXOJU, [1OTEPEi TOPMOHANBHEIX PELCIITOPOB, BLICOKOI Ya-
crotoil MeTactazuposanusi. Dkcnpeccus HER-2/neu y GonbHBIX,
noayvyammux TaMokcudeH anbiOBaHTHO, ABAgeTcs (akTopoM,
MPeACKA3bBAOIIUM BOSHUKHOBEHUE pelunuBa. OTHOBPEMEHHO,
skcnpeccust HER-2/neu coveraercs ¢ BbICOKOM YYBCTBUTENBHO-
CTBIO OTIYXONU K XMMHUOTEpanuu W, Kak cleACTBUE, MPHUBOIUT K
YJIy4ILIEHUIO Pe3yJIbTATOB aIbIOBAHTHOMN xuMuoTepanuu. [1pencra-
BISIETCS TIEPCTIEKTHBHBIM COBMECTHOE IPUMEHEHHUE XMMUOTEPATTHT
M MOHOKJIOHAJIBHBIX aHTUTEN a/IbIOBAHTHO Y GOJIBHBIX ¢ HATMYUEM
sxcrpeccud HER-2/neu, Beicokoii nposidepaTHBHOE aKTHBHO-
CTBIO OTTYXOJIM M OTPHMLIATEIHHBIMY PELIENTOPAMH.

BaxHeiiiM hakTopoM, OnpeneasomiM pa3BUTHE OTIAICHHBIX
METacTa3oB, ABAACTCSA CIIOCOGHOCTD OMYXONH (hOpMUPOBATh KPOBE-
HOCHbIE COCYIbI /15t CBOETo pocTa (aHruoreHes). CrmocoGHOCTb U3-
6MPpaTeNbHO TIOAAB/IATH PA3BUTHE COCYIO0B B OITYXOJIM OTKPLIBACT HO-
BbI€ BO3MOXXHOCTH 3IbI0BAHTHOM Tepanuu paKa MOJIOYHOM JKee3sl.
B "acrodmiee BpeMsi BBLIEIEHO HECKONBKO (HhakTopoB, PeTyINpYIO-
{IMX TPOIIECC AHTHOTEHE3a, B TOM YHCIE U NPSAMble UHTMOUTOPEL,
HAIPUMEp aHTHOCTATHH. B KIIMHMKE y:Xe POBOAATCSA KITMHUYECKUE
HCTIBITAHUS 110 OLIEHKE MOHOKJIOHAIBHBIX aHTUTEN K PEUETITOPY
dakTopa pocra sHpotenus (vascular endothelial growth factor —
VEGF) unu Genkam, 3KCHpecCUPOBAHHBIM Ha MeMOpaHe DHIOTE-
JIMS KATWISPOB ONMyxo/ieBokt TKaHH. He MeHee nepcrekKTUBHO U3y~
YeHHE ONMyXOJEBBIX BAKLMH, NPENApaTOB, OKA3LIBAIOLINX PErYIH-
pylolLee BIMAHKE Ha armomnTo3 (B YACTHOCTH, BEKTOPH HOPMAJIBHOTO
reHa p53) ¥ MHTHOUTOPOB METAILIONPOTEHHA3, (hepMeHTOB, obecre-
YUBAIOIIMX WHBA3HIO OTIYXOJEBbIX KIICTOK B HOpMaJIbHbIE TKAHH.

MoxHo HanesThes, ITO B OIHXKaiIve roasl OHKOMIOTH TOTydYaT
B CBOM pyKM HOBREIE 3(hdeKTHBHBIC JIEKAPCTBCHHEIE ITpenaparsl LI
JIe4eHUsT paKa MOJOYHOM Xesie3h!, IPUMEHeHe KOTOPHIX aablo-
BAHTHO NPEAOTBPATUT MPOTpeccUpoBaHie GOJIE3HU U CMEpThb Y
60b1IETO YKcI1a GONBHBIX.

[To npennoxenuio akanemuka H. H. broxuHa npuMeHeHNE KOM-
GMHMPOBAHHOTO XMMUOAYYECBOTO METO/A TO3BOJIUI0 OTKA3aThCA OT

such as angiostatin. Several clinical studies are conducted to eval-
uate the effect of MADb to vascular endothelial growth factor
(VEGF) receptor or proteins expressed on tumor capillary endo-
thelial cell membrane. Tumor vaccines, apoptosis regulatory drugs
(e.g. vectors of normal p53 gene) and inhibitors of metalloprote-
ases, enzymes promoting tumor cell invasion into normal tissues
are also a challenging field of research.

There is hope that in near future oncologists will have new ef-
fective drugs for adjuvant therapy of breast cancer that can prevent
disease progression and death in many patients.

As proposed by Academician N. N, Blokhin, combined chem-
oradiotherapy allowed performance of modified radical mastec-
tomy with preservation of the greater or both pectoral muscles
(Patey or Madden operations) instead of Halsted radical mastec-
tomy. Since 1981 only these surgical operations are made at the
CRC RAMS.

N. N. Blokhin was also an originator and an active advocate of
reconstructive plasty in breast cancer patients.

This paper analyzes treatment results of 5505 cases with pri-
mary breast cancer managed and followed-up at the N. N. Blo-
khin CRC during 1980-1994.

Choice of treatment policy is determined by several parame-
ters, such as disease stage, tumor location, patient menopausal
status and age, tumor estrogen/progesterone receptor status and
a number of favorable and poor prognosis factors.

Surgery is the principal treatment modality in breast cancer. The
surgeons use various modified mastectomy procedures (Patey,
Madden), radical resections (from quadrantectomy to tumorecto-
my). This treatment is performed mainly in cases with early cancer.

Combination modality treatment consists of 2 components,
such as surgery (principal modality) with pre- and/or postopera-
tive radio- or chemotherapy.

Multimodality treatment consists of 3 or more components
and is used together with mandatory neoadjuvant therapy that
may include several cycles of chemotherapy with or without radi-
otherapy. Then follows surgical intervention as a conservative pro-
cedure or a modified mastectomy (with primary mammoplasty in
some cases) and radiation therapy (if indicated) to follow. Adju-
vant chemotherapy is mandatory. Tamoxifen is administered in
patients with positive estrogen/progesterone receptor status.

N. S. Androsov and M. 1. Nechushkin developed a so called ra-
diosurgical procedure for patients with central or internal location
of the tumor. This procedure includes interstitial radiotherapy to
the parasternal lymph node chain using implants into a. thoraci-
ca int. with afterloading irradiation using Microselectron-HDR,
LDR apparatus to follow.

Table 1 presents patient distribution with respect to treatment
received. Early cancer was diagnosed in 41.6% of the patients,
most patients (mainly with stage III) received multimodality
treatment (46.1%) :

Table 2 demonstrates the role of preservation surgery with re-
spect to treatment modality. Note, that preservation surgical pro-
cedures were performed in 21.7% of patients (1193) and 19.9% of
patients underwent surgery alone. Of patients receiving combina-
tion modality treatment 25.5% had preservation surgery, the por-
tion being 19.9% in multimodality treatment.

These data are evidence of a clear-cut trend towards effective
application of neoadjuvant and adjuvant chemotherapies ensuring
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O630pHuie cmamuvu

PAAMKAJIBHOM MAaCTIKTOMHMU 10
Xoscreldy U WUPE BCMOAL30BATh
TaK Ha3bIBaeMBIE MOAUDHULIMPO-

Ta6nwmuya i

Pacnpeaenenne GoNbHLIX MO BUAAM NeYeHnsa
Distribution of patients with respect to treatment modality

Table 1

BaHHBIC PANKATIBHLIC MaCTSKTO: Bua neveHus MpeunnHBaauBHbid | | cTagns llactagua |llbcrapgva| Il crapus Bcero

MUM C COXpaHEHHEeM GONbLIOH pak TINOMO | TINIMO, | T2N1MO, |[T2—4NO—2MO

WK 06erX TPYAHBIX MblLiL (orne- T2NOMO T3NOMO

pauuu tuna [eiftu u Manaena). )S<VIPVPF u4eckuit 33 508 503 56 _ (211123 )

Ipakruuecku ¢ 1981 . B POHI] Kurgﬁery . 17:780

OMBUHPOBAHHIA

PAMH l/lCl'lOIIb3y1f)TCH TONBKO |~ i ton 20 327 517 326 588 (32,3%)

3TU TUTEI OTIEPALINIA. KoMMneKCHbIA 2537
V MCTOKOB Pa3sBUTUS PEKOH- | Multimodality - 32 259 1120 1126 (46,1%)

CTPYKTHBHO-[UIACTMYECKUX OIle- | UToro ... 1502 5505

1,0% 867 (15,7%) | 1369 (24,99 1714 (31,1%

paumit- TaKke C¢TOsUI akagemuk | Overall ... 53(1,0%) ( )| 1369 (24,9%) (27,3%) { ) (100%)

H.H.BroxuH, KOTOpHIt BCstue- Treatment In situ cancer Stage| Stagella- | Stagellb Stage Il Total

CKH CcIIOCOOCTBOBA1 PAa3BUTHIO TINOMO TIN1MO, T2N1MO, | T2-4N0-2MO

3TOrG METOAA PeabGITUTAIN OH- T2NOMO | T3NOMO

KOJIOTUIECKUMX OOMBHBIX.

B OCHOBY HACTOSIIIIErO HUCCIIe-
JIOBAHUA TIOJOXKECHBI OTIAICHHEBIE
pesyasraThl teueHust 5505 60.b-
HBIX TTEPBUYHBIM PAKOM MOJIOYHOI JKeJie3bl, HAXONMBILINXCA Ha JIe-
YeHHH, a 3aTCM IIPOCIEKCHHBIX B OTaAeHHBIe Cpok B POHLI M.
H.H.Baoxuna PAMH ¢ 1980 no 1994 .

BpiGOp TOTO MW MHOTO BHUIA JIEUCHUS] OMPEACISIETCS HEC-
KOJIBKUMH NapaMeTpaMu; cTaaueil OIyXx0JEBOro nporecca, ero
JIOKaNu3anuei, MEHOMay3aJIbHbIM CTATYCOM W BO3PACTOM, HAH-
YyueM WIH OTCYTCTBUCM PEUCHTOPOB 3CTPOTEHOB U NPOrecTepoHa
B OITyXOJIH, YIETOM LIEJOT0 psina «ONaronpHsTHEIX» U «HeOnaro-
MPUSITHBIX» (HAKTOPOB MPOTHO34.

B Hacrosimee BpeMst XMpYPruIecKuii METO IPOAOIXAET OCTa~
BATHCS OCHOBHBIM M HCITONB3YETCS B BUAE PA3IMUHOIO POJA MOTH -
buumposanHbx MacTakTOMUI ([Teiit 1 MagaeHa), paTuKaabHBIX
Pe3eKINi pa3InYHOro 00beMa (0T KBAIPaHT3IKTOMHUY A0 TyMOPS-
KToMHH). [10a00HEIH BUI IEYCHUS TTPUMEHSIETCS B OCHOBHOM Y
GOJIBHBIX C PAHHUMH CTaIUSIMH OTTyXOJIE€BOTO IIPOLIECCa.

KoMOMHUPOBAaHHBI METOX JiedeHHsT COCTOUT U3 2 KOMIO-
HEHTA, OCHOBHBIM M3 KOTOPBIX SBJISIETCSI XMPYPru4ecKuii, 10-
MOJMHACSMBIN NIpel- /WK NOCACONEpaiuonHol Aydenoid win
JIeKapcTBEeHHOH Tepanueii.

KoMIUIeKCHBIH MeTOa JIeYeHNsT BKITIOUaeT B cebs 3 1 Gosee KoM-
TOHEHTA U IIPUMEHSETCA ¥ GONBHEIX ¢ 06sI3aTeNbHBIM NCII01b30Ba-
HHEM HEOATLIOBAHTHOTO 2Tana, KOTOPHIN MOXET COCTOAThL U3 HEC-
KOJIbKHX KYPCOB XUMHOTEpanyi B KOMOHHALIMU C IyueBOi Tepanmeil
wiH Ge3 Hee., 3aTeM CIlenyeT XMpYPruuecKuii 3Tamn, KOTOphlii mpuMe-
HSETCs B BHIE TOTO MM MHOTO THIA KOHCEPBRATUBHOM XVPYPIUH, JIU-
60 B B¢ MOANGbULIMPOBAHHOIN MAacTIKTOMUY (B psife CIIyJaes ¢ rep-
BUYHON MaMMOMJIACTUKOI), M MOCIEAYIOUIEro JaydyeBoro (o
MoKasaHuAM) tana. O643aTeTbHEIM SBJISICTCS UCIIONB30BAHNE alb-
I0BaHTHOM xuMuoTepanuu. B ciyyae nonoXuTENbHEIX PEHENTOPOB
3CTPOTEHOB M IIPOTECTEPOHA IIPUMEHSIETCSI TAMOKCUGDEH.

Hnst GONBHBIX € UeHTPANBHOM M BHYTPEHHEH oKaIu3anuei
npocdeccopamu H. C. AnnpocosbiM 1 M. WU, HeuymuknHbiM 6bL1
pa3paboTaH Tax Ha3bIBaeMbIA paTUuOXUPYPIHYECKU I BADUAHT C LIe-
JIBIO MTPOBeNEHUS Kypca BHYTPUTKAHEBOM JIY4EBOI TEPAruy rnapa-
CTEpHATBHOM JTMM(pATHIECKOI UENOYKH C MOMOIILIO BHEAPEHHUS
WHTPACTAaToOB B a. thoracica int. u mocrenyioum obIydeHUEM B
HeoOxonuMoM oGbeme MetonoM afferloading Ha anmmaparax «Mu-
kpocenekrpo» — HDR, LDR.
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Npumeyanue 3aecku B Tadn. 2: undpbl B Ckobkax — NPOLEHT BONbHLIX.
N o t e. Here and in table 2 numbers in parentheses are patient percentages.

the possibility to perform preservation surgery in about one forth
of all patients.

Breast cancer in situ is an early cancer stage accounting for a
15-25% morbidity [2].

There are 3 types of in situ cancer:

1) microcancer (tumor size 1 to 5 mm);

2) small cancer (tumor size more than 5 mm with nodes on
mammograms);

3) diffuse cancer.

The in situ cancer is subdivided into lobular in situ carcinoma
and ductal in situ carcinoma.

The standard treatment consists of surgery and combination
modality (surgery+radiotherapy) treatment.

Most common procedures are limited or wide sectoral resec-
tion, mastectomy with plasty; the need in axillary lymph node
dissection is determined by study of sentinel nodes.

Radiotherapy may be immediate or delayed with exposure of
the whole breast. Irradiation of regional metastasis areas is indicat-
ed in central and internal tumor location or positive nodes [2].

There were 33 patients with morphologically confirmed in situ
breast cancer managed at the Breast Cancer Surgical Department
during 1980-1994. Of them lobular cancer was diagnosed in 14,
ductal cancer in 18 and Paget cancer in 21 cases.

All patients with in situ Paget cancer underwent radical mastec-
tomy with preservation of the greater pectoral muscle. Ofthe 18 pa-
tients with ductal in situ cancer 9 underwent radical mastectomy
with preservation of pectoral muscles, 5 had sectoral resection and
4 received sectoral resection and radiotherapy to follow. Of the 14
patients with lobular in situ cancer 4 underwent radical mastecto-
my with preservation of pectoral muscles, 4 received sectoral resec-
tion+radiotherapy and 2 had sectoral resection only.

The S-year overall and disease-free survivals were 90.5 and
83.3% in ductal cancer, 84.6 and 84.6% in lobular cancer, 94.8
and 90.9% in Paget cancer, respectively.

Sectoral resection with radiotherapy to follow was the most
efficient treatment in lobular in situ cancer, while radical mastec-
tomy with preservation of pectoral muscles was most efficient in
ductal and Paget cancer.
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Tabnuuya 2 Table 2
PacnpepeneHue 60nbHbIX NO BUAAM NIEYEHNUA
Distribution of preservation surgical procedures with respect to treatment modality
Xupypruueckun KoMOUHMPOBaHHDIIA KomnnekcHblid Bcero
cp PP PM3 cp PP PM3 CP PP PM3
MpeuHBa3nBHLIA pak 53
In situ cancer 10 — 23 20 — — — — — {1,0%)
| ctapns/Stage | 867
T1NOMOQ 11 92 405 15 172 140 — 14 18 (15,7%)
lla ctapus/Stage lla
TIN1MO, ) 1369
T2NOMO 12 111 470 — 145 372 — 129 130 (24,9%)
1Ib cragusi/Stage lib
T2N1MO, 1502
T3NOMO - — 56 — 100 226 — 215 905 (27,3%)
Il ctapusa/Stage Il 1714
T2-4N0-2MO — — — — — 588 — 147 979 (31,1%)
Wroro ... 33 203 954 35 417 1326 505 2032 5505
Overall ... (2,8%) | (17,1%) | (80,2%) | (2,0%) | (23,5%) | (74,6%) — (19,9%) | (80,1%) | (100%)
1190 1778 2537
SR | RR | RME SR l RR | RME SR l RR | RME
Total -
Surgery Combination Multimodality

NpwumedaH un e CP— cexropansHas pesekuus, PP — pagukanbHas pesekuns, PM3 — paaykanbHas MacTakTOMUA G COXpaHeHnem

rPYAHBIX MblLIY,

N o t e. SR, sectoral resection; RR, radical resection; RME, radical mastectomy with preservation of pectoral muscles.

Pacripenenerue GOIbHBIX 110 BUIAM JE€YEHUA MPEACTABICHO B
Ta0:1. 1. PanHue ctanuu cocTasistioT 41,6% GOMBHBIX, 3 OCHOBHBIM
METOIOM JICYEHUST ABIAETCA KOMILIEKCHBI (46,1%), KOTOpLIil B OC-
nosHoM npumeHsercs B 11 craquu 3a6onesanus.

HHTepecHBIMHU € HaleH TOUKH 3peHUS NIPEACTAB/AIOTCS JTAHHBIC
06 yAETBHOM BECe COXPAHHBIX ONEpallvii TPY Pa3aIMYHBIX BapHaH-
Tax JiedeHus. DTH JaHHble NIPeICTaBIeH bl B Tabl. 2.

OGpaiuaet Ha ce0s1 BHUMAHUE, UTO YICIBHBIN BEC COXPAHHBIX OTTE-
patuBHbIX BMetIaTenbeTs (1193 cayuas) cocrasiser 21,7%, npudem
cpenr GONbHBIX, KOTOPBIM OBLTO MPOBENEHO XUPYPIMYECKOE Jieue-
Hue, — 19,9%, koMOUHHpOBaHHOE — 25,5%, KoMITIekcHoe — 19,9%.

[MpeacTaBacHHBIE JAHHbIE CBUAETENBCTBYIOT O YETKON TeHOCH-
uuK 3pPEeKTUBHOTO MCTIONIb30BAHMS HEOANBIOBAHTHHIX U albIO-
BAHTHBIX METOIOB XUMUOIYYEBOTO JACYCHHSI, TO3BOJISIONIMX 110U~
TH Y 1/4 601bHBIX BBINOJIHATD COXPAHHBIE ONEPALIMHL.

[TpevHBa3uBHBINA PaK MOJOYHOI JKeNE3b! SABASCTCH HauaTbHbIM
pakoM u coctasnsieT 15—25% [2].

Bouaeasitor 3 popMbl IpEMHBA3UBHOTO paKa:

1) MuKpOpax (OTyXoJb pasMepoM oT | 1o 5 MM);

2) Mmaisiii pak (omyxonb 605ee 5 MM € BUTHBIM Y31000pa30BaHU-
€M Ha MaMMOTpaMMax);

3) mnddysnas Gopma.

BBUmeg10T IOMBKOBBLA U NPOTOKOBBII pax in situ.

OO1enpreMIeMBIM CIIENYET CYUTATh IPUMEHEHUE XHpyprude-
CKOro U KOMOHMHHPOBAaHHOTO (COYETaHUE XMPYPIrUYECKOro MeToaa
M JTY4CBOI TEPAIMK) BUIOB JICYCHHS.

Of 867 patients with stage I (TINOMO) breast cancer 508
(58.6%) underwent surgery including 103 (20.3%) patients having
preservation surgery and 405 (79.7%) having radical mastectomy.
Of the 327 patients receiving combination modality treatment
187 (57.2%) underwent radical resection. Multimodality treat-
ment was performed in 32 patients including 14 (49.8%) cases
undergoing radical resection.

The presence of favorable prognostic factors in the 867 pa-
tients with TINOMO breast cancer increased significantly the
10-year overall and disease-free survivals (94.3 £ 1.4% overall,
85.2 £ 2.2% disease-free) as compared to cases with poor prog-
nosis factors (83.9 + 4.4% overall, 72.6 £ 5.8% disease-free
10-year survivals).

In the group of patients with stage I cancer undergoing mul-
timodality treatment consisting of radical resection, postoper-
ative radiotherapy and adjuvant hormonotherapy the 5- and
10-year overall survivals were 100% and disease-free rates
91.6 = 7.9%. Local recurrence was 3%. In patients receiving
preservation surgery without postoperative radiotherapy the lo-
cal recurrence increased to 25% in parallel with decrease in the
5- and 10-year survival rates in spite of adjuvant therapy: the 5-
year overall survival was 83.3 £ 10.7%, disease-free survival was
63.6 £ 15.3%, the 10-year overall survival was 75.0 + 12.5%
and disease-free rate was 63.6 £ 15.3%.

Of 1369 patients with stage Ila breast cancer (T2NOMO,
TINIMO) 593 (43.3%) underwent surgery alone including 123
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Ob63opnote cmamvu

HauGosnee LIMpoKo UCITONB3YIOTCS OTpaHUYCHHAS WY IUPOKast
CEKTOPANBLHAA PE3eKL s, MACTOKTOMHS C OTHOMOMEHTHOI MaMMO-
MAaCTHKOI; 11e71eCO00pa3HOCTb MPUMEHEHHS TOAMBIIIIEYHOM JIMM-
(bameHIKTOMUHU PEIIAETCS MOCIE UCCIENOBaHUs TaK Ha3blBAEMOIo
«CTOPOXEBOTO» TUMbOy3a.

Jly4yepast Tepanusi NpUMEHSIETCS. B BUIIE HEMEIUIEHHOH WU OT-
CPOYEHHOM, NP 3TOM O0JIy4aeTCsT BCS MOJIOYHAs Xene3a. 30HbI
PErMOHAPHOTO METACTA3MPOBAHUS 001y4aloTcs MPU LEHTPAJIbHOI
M BHYTpeHHEH JoKanuM3aluMd M NpY HAIWYUU METacTa3oB B
mumdoyanax [2].

B XxMpypru4eckoM OTAEICHHH OTTyX0Jeii MOIOYHBIX xene3 ¢ 1980
1o 1994 r. HaxoIWITUCh Ha JieyeHH 53 6ombHbIE ¢ MOPGhOJIOTHYECKH
JIOKA3aHHBIM PaKOM MOJIOYHOH Xeneswl in situ, Cpean Hux'y 14 60716~
HBIX OBLT JOJBKOBBI, ¥ 18 — MpoToKoBEIi 1y 21 — pak [lemxkera.

BceM GonbHBIM pakoM IlemkeTa in sifu BbINOAHEHA paluKaIbHAd
MACTIKTOMMUSL € COXpaHeHHEM GOJbILOI rpyaHoil Mbruisl. Cpenn
18 60JIBHBIX IPOTOKOBBIM PAKOM in situ 'y 9 TIpou3BeicHa PAIUKATb-
Hasg MACTOKTOMHUS C COXpaHEHMEM T'PYIHBIX MBI, CEKTOPATbHASA
pe3eKLIMS BHITIOTHEHA Y 5 MAlIMEHTOK U Y 4 — ceKTopaibHas pe3eK-
14 ¢ IOCTeAyIoEeH ydeBoii Tepanueit, Cpeau 14 GOIbHBIX C IO/Ib-
KOBBIM PaKOM in situ 'y 4 BBIMONHEHA palUKaIbHAsT MaCTIKTOMMS C
COXpaHEHHEM TPYIHBIX MBIIIILL, ¥ 8§ — CEKTOpa/lbHAsL pe3eKLMs + JTy-
yeBast TEPAINUsl U Y 2 — TOJNLKO CEKTOPATbHAS PE3eKLMS.

B pesynbrare npoBeaeHHOro JieueHus ob1as u 6e3peliMaAnBHAS
5-eTHSISL BBXKMBAEMOCTE MPY TIPOTOKOBOM pake cocTtapuiaa 90,5 u
83,3%, npw monsKoBOM pake — 84,6 u 84,6%, a mpu pake Ileaxe-
Ta — 94,8 1 90,9% COOTBETCTBEHHO.

Haubonee 3¢pdekTUBHOIT METOTUKON JIEUEHUSI [IDH JO15KOBOM
PakKe in siti CAENYET CUNTATh CEKTOPAIbHYIO PE3EKLMIO C MTOCAEAYIO-
el JyueBoi Tepanueii, a npy NpoTokoBoM M pake [NemkeTa nmpen-
[IOYTUTEIbHBEIM BAPHAHTOM ABISICTCA paIWKaNTbHas MacTIKTOMUS
C COXpAaHEHMEM TPYIHBIX MBIIIII.

Cpenu 867 6onbubix ¢ I ctamueii (TINOMO) paka MOIOUHOH Ke~
JIE3BI XUPYPTUYECKH i METOM ObLT MCITOIb30BaH y 508 (58,6%) Gosib-
HBIX, TIPHYEM COXpaHHEBIE ONMepalyy OblaM BoinojaHeHbl y 103
(20,3%) nalueHTOK, a paAMKanbHas mactakTomust — y 405 (79,7%).
Cpean 327 GonbHBIX, MOAYYABIIUX KOMOWHUPOBAHHOE JEUYECHUE,
paguKanbHasg pe3ekuus BuimonHeHa y 187 (57,2%) GonpHbix. Uc-
MOJIb30BAHUE KOMIUICKCHOTO MeToNa V 32 GOJbHBIX MO3BOIMIIO Y

14 (49,8%) BHITIOTHUTD PAIMKAIBHYIO PE3CKLIHIO

Cpenu 867 60bHBIX paKOM MOJTOUHOM xxene3pl TINOMO npu Ha-
JIMYHH «OIaronpusiTHbIX» Mopdonoruyeckux hakTopoB IOCTOBEPHO
YBEJIMYMBAIOTCS NoKasaTeau obmei u 6espeumansHoil 10-netHeit
BbKMBaeMocTH (94,3 £ 1,4% — obias u 85,2 + 2,2% — Oe3penu-
JINBHAs) MO CPABHEHHIO C «HEOIAronpUATHOM!» IO TUCTOJNIOTHYE-
CKWM KpUTepuaM rpymmoii (83,9 + 4,4% — obuiasi u 72,6 + 5,8% —
6e3pernuBHast 10-1eTHSsIsE BBLKMBAEMOCTb COOTBETCTBEHHO).

B rpynne 6onbHbIx 1 cTaguu nMpoBeaecHNE KOMIUIEKCHOTO METO-
I3, BKJIIOYAIOUIETO PAIMKATBHYIO PEe3eKIUI0, TTOCIeonepaluoH-
HYIO IY4EBYIO TePanuio 1 aabIOBAHTHYIO XMMHUOTOPMOHOTEpA-
nuio, 5- u 10-1eTHa o0LIas BEIXUBaeMOCTh coctasuaa 100%, a
GesperuavBHag — 91,6 + 7,9%. Uncio MeCTHBIX PELIMINBOB PAB-
HsUToCh 3%. B cnyyae oTCYTCTBUSI OCAE0NEPALIMOHHOTO 00ITyvYe-
HUS [IPA OPraHOCOXPAHHOM JICYEHUHU, HECMOTPS Ha CUCTEMHYIO
aNbIOBAHTHYIO TEPATMIO, YBETUYUBAETCS 10 25% YHMCIO0 JOKaIb-
HBIX PEIIMAMBOB M JOCTOBEPHO CHUXAIOTCS KPHUTEPHU 5- U

10-netHeit oGuieit u Ge3peMANBHON BEIXNBAEMOCTH (S-NeTHAR
obmraa — 83,3+ 10,7%, GespeunausHas — 63,6 = 15,3%).
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(20.7%) having preservation surgery, 470 (79.3%) had radical
mastectomy. Of 517 patients receiving combination modality
treatment 145 (28.0%) underwent radical resection. Of 259 cases
receiving multimodality treatment 129 (49.8%) underwent radi-
cal resection. In other words, wide application of all up-to-date
chemo- and radiotherapy regimens allows radical resection to be
performed in about half stage I1a breast cancer patients.

In patients with T2ZNOMO breast cancer and favorable prog-
nostic factors the 5-year overall and disease-free survivals were
92.0 + 1.3 and 83.9 +2.0%, respectively, i.e. were significantly
better than in the poor prognosis group (83.2 + 3.7% overall,
73.1 + 4.8% disease-free).

The presence of favorable morphological factors in TIN1MO0
improves significantly already the 3-year survival.

Significant decrease in follow-up results (5-year overall surviv-
al 88.4 £ 2.4%, disease-free survival 82.5 + 3.0%; 10-year overall
and disease-free survivals 81.6 + 2.6% and 77.9 & 3/2%, respec-
tively) was observed in cases with involvement of at least one re-
gional lymph node. A greater number of positive nodes deterio-
rated considerably the prognosis.

Stage I1b disease was diagnosed in 1502 (27.3%) patients in-
cluding 56 (3.7%) cases undergoing surgery alone and the re-
maining 1446 patients receiving multimodality or combination
modality treatment. Adjuvant therapy was administered in 1382
(92.0%) cases. Systemic adjuvant therapy was given to 1331
(88.6%) patients. 931 (69.9%) cases received modified CMF
schedules, the remaining patients received anthracycline-based .
chemotherapy. Antiestrogen hormonotherapy (tamoxifen 20
mg daily) was given to 677 (49.0%) patients. Hormonotherapy
in premenopausal patients was started after ovariectomy or ra-
diation castration.

Note that radical resection was possible in 215 (19.2%) pa-
tients owing to neoadjuvant therapy. Radical mastectomy with
preservation of pectoral muscles remains the principal surgical
procedure in this patient category.

The 5- and 10-year disease-free survivals were 81.4% and
71.4% after surgery alone, 87.0 and 76.6% after combination
modality and 76.3 + 63.6% after multimodality treatments,
respectively.

Combination modality treatment including preoperative radi-
otherapy by large fractions and radical mastectomy with preser-
vation of both pectoral muscles to follow is the most efficient
treatment for T3ANOMO breast cancer. It is reasonable to combine
neoadjuvant chemotherapy with radical resection of the breast
and postoperative radiotherapy of the residual breast.

Multimodality treatment including radical mastectomy in
stage T2N1MO has no advantages over combination modality
treatment and surgery alone (p < 0.05). The 10-year overall and

- disease-free survivals after multimodality treatment were

75.87 £ 2.03% and 53.55 £ 2.37%, respectively, and were not sig-
nificantly better as compared with combination modality treat-
ment (76.20 £ 2.70 and 56.79 % 2.81%), surgical (79.59 + 10.81
and 51.33 £'14.07%) and conservative (78.96 + 7.82 and
47.68 £ 10.18%) treatment.

The number of positive nodes in T2N 1 MO is a significant fac-
tor of poor prognosis. The lowest 10-year survival rates were de-
tected in patients with involvement of 10 or more nodes
(51.11 £10.39 and 32.26 = 10.34%, respectively) versus
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10-neTHue pesynpraTel coctaBunn: 75,0 & 12,5% — obmas u
63,6 £ 15,3% — GespeuMIUBHAs! BBIXMBAEMOCTD.

Cpenn 1369 Gonwueix co Ila ctanueit (T2ZNOMO, TIN1MO) pa-
Ka MOJOYHOMH XKeJIe3sl XUPYPrHIeCKUi METOX ObLT MCIOB30BaH ¥
593 (43,3%) GONBHLIX NPUYEM COXPAHHBIE OIepauu ObLIM BbI-
monHeHs y 123 (20,7%) MAUMEHTOK, a PATHKAILHAS MACT3KTO-
mus — y 470 (79,3%). Cpennt 517 GOJBHBIX, TONYIHBIIHMX KOMOW-
HUPOBaHHOE JIeUeHUe, paduKaabHas Pe3eKUMsl BbIITOJIHEeHa Yy 145
(28,0%) 6onpHbIX. Mcnonb30BaHKe KOMIUIEKCHOrO MeToaa y 259
GonbHbIX I03BONMIO Y 129 (49,8%) BHIOTHUTE PAIMKANBHYIO pe-

3eKUHI0. MHBIMM CIOBAMHU, IITUPOKOE BHEAPEHHE BCEX COBPEMEH-

HBIX METOAOB JEKAPCTBEHHOTO U JIYUEBOIO JcUEeHUST TTO3BONSIET
M10YTH y NoJoBUHB GoabHBIX co 1la cTanmeii BHIMOTHUTE panu-
KAJbHYIO PE3EKIIHIO.

Jlas Gonpubix ctannu T2NOMO ¢ «OnaronpustHeIMM» MOpdO-
JIOTHYECKUMU NTpU3HAKAMU S-NeTHsisl o01ass 1 Ge3pellMaIuBHast
BBHIKHUBaeMocTb cocTaBuia 92,0 + 1,3 u 83,9 £ 2,0% coorser-
CTBEHHO, UTO JIOCTOBEPHO BBILLIE TUX MoKazareieil B «HeO1aro-
npusiTHo» rpynne (83,2 + 3,7% — o6uas u 73,1 £ 4,8% —
6espeldaInBHan).

Y Gonbubix craguu TINIMO Hanuyue «61aronpuaTHeIx» MOp-
donornvyeckux ¢GakropoB JOCTOBEPHO YAy4lIaeT yXe 3-JeTHION
BbLKHBAEMOCTb.

JlocToBepHOE CHIXXCHWE OTHANIEHHBIX PE3yALTaTOB (S-JIeTHAA
obwas BbikuMBaeMocTh — 88,4 +2,4%, GespeuuMauBHass —
82,5 * 3,0% u 10-neTHAg o6wias u Ge3pellnIMBHAS BEIKUBAEMOCTD
81,6 £2,6% u 77,9 £+ 3,2% COOTBETCTBEHHO) oTMeYaeTCs Y GOsb-
HBIX C TTOpakeHUEM XOTS Obl OMHOTO perMoHapHoro JuMdoysna.
VYBeuueHne YMCia METACTATHIECKUX JTHMGOoy3n0B 3HAYUTENHHO
yXyAlUAaeT IPOTHO3.

Co IIb cragueis 66010 1502 (27,3%) GONBHBIX, TPHYEM YUCTO XH-
PYPrudecKoe JiedeHHe MPOBEACHO ULb Y 56 (3,7%) GonbHBIX, a Y
oCTaNbHHX 1446 onepaliys SBAANACH KOMIIOHEHTOM KOMILIEKCHO-
[0 Wik KOMGHHUPOBAHHOTO METOIOB JIeYeH U1 A'bIOBAaHTHAs Tepa-
nus ycross3osanack B 1382 (92,0%) cnyvaes. CucteMHOE aiabio-
BaHTHOE JedeHue noayuuna 1331 (88,6%) 6onvuas. B 931 (69,9%)
cyJae XuMUOTEPANKA IPOBOAMIACH O MOAH(PHIHPOBAHHOH CXE-
me CMF, octanbHbie OONMBHBIE TTONYYANM Pa3IHUYHBIC CXEMBI C aH-
TpauMkaHamMu. Y 677 (49,0%) GonbHBIX TPOBOAMIIACH TOPMOHOTE-
panys aHTU3CcTporeHaMu (TaMokcudeH no 20 Mr B CyTKm).
Y MEHCTPYUpYIOLIUX GOMLHBIX TOPMOHOTEPAITHS HAYMHANACH T10-
CcJie OBAPUOSKTOMMHU MJIH JTYYEBOil KACTPALIMH.

[Tpu oTOM ChelLyeT MOAYEPKHYTD, UTO BHIMOJIHEHUE PAIHKAIb-
HOM pe3eKIMu cTa10 BO3MOXHBIM Y 215 (19,2%) GonpHBIX MocTe
MPOBENEHHOTO HE0ArbIOBAHTHOIO JIEKapCTBEHHOTO 3Tarna. OCHOB-
HBLIM THUIIOM OMEPATUBHOTO 3TAlla B 3TOH CTannu 60Ie3HU OCTACTCSA
pamvKaibHask MACTIKTOMHS C COXPAHCHUEM IPYTHEIX MBILLILL.

Tpu n3ydeHHH OTAANEHHBIX PE3YAbTATOB NOCHE XHPYPTHYECKO-
ro JeuyeHusa 5- u 10-n1eTHssa 6e3peniauBHAas BEDKMBAEMOCTD COCTA-~
Bwia 81,4%u 71,4%, a nocae Kom6uHUposaHuoro — 87,0 1 76,6%,
nocJie KoMruieKcHoro — 76,3 1 63,6% COOTBETCTBEHHO.

st 60X TANOMO craaun paka MOTOYHOI Xee3bl Hanbo-
siee DPPEKTUBHEBIM CIEAYET CYUTATH KOMOMHUPOBAHHBI METON Jie-
qeHMs, BKIIOYAIOIIMIA B Ce0S NpeaonepauMoHHYI0 JYYeBYIO Tepa-
NUIO KPYMHBIMU (PpaKUMAMHU C TMOCHeAyLed paguKalbHON
MacTIKTOMMeEN ¢ coxpaHeHHEeM 00euX rpynIHbIx Mbimii., Heoansio-
BAHTHYIO XMMHOTEPATHIO LIE1eco0Opa3HO COYeTaTh C MTOCAERYIO-
ILIMM BBIIOJHEHHUEM PAIUKABEHON PE3eKUUU MOJOYHOM XKeNe3bl U

83.21 £ 2.11and 63.37 & 2.96% in cases with one or 75.99 + 2.63
and 54.85 £+ 3.02% with 2-4 positive nodes.

Tumor receptor status in TINOMO is of prognostic value for
survival beginning with the 5-year term. The highest rates
(92.56 £ 2.93 and 81.75 + 4.48%) were detected in patients with
positive progesterone receptor status and the lowest in cases with
ER*PR* tumors (82.98 + 4.97 and 64.40 £+ 7.32%).

There were 1714 patients with stage 111 breast cancer managed
at the CRC RAMS during 1980 to 1994,

Table 3 summarizes treatment results with respect to preoper-
ative therapy regimens.

The treatment should start with neoadjuvant therapy consist-
ing of chemotherapy, radiation therapy or their combination. If
radical resection may be performed after effective chemotherapy,
postoperative radiotherapy is indicated.

Of the 1714 patients with stage 111 breast cancer 289 (16.9%)
had T2N2MJ disease which was of much interest as to study of
conservative treatment potentials. All the patients received neo-
adjuvant anthracycline therapy, radiotherapy in combination with
various chemotherapy regimens resulting in a considerable re-
duction of the primary and metastatic tumors and allowing radi-
cal resection followed with adjuvant chemohormonotherapy to be
performed in 147 (50.9%) patients.

Table 4 presents follow-up results that prove highly efficient
multimodality treatment of patients with stage I11 breast cancer.

However, radical mastectomy with preservation of both
pectoral muscles remains the principal surgical operation in
stage 111 disease. Improvement in neoadjuvant therapy will en-
sure wider application of conservative treatment regimens in
this patient category.

In conclusion, Academician N.N.Blokhin's ideas are in-
creasingly recognized worldwide, and achievements in chemo-
therapy, radiation and hormonal therapies allow conservative
treatment to be undertaken in many patients with breast cancer.
However, it should be emphasized that early and preclinical di-
agnosis is the main condition for improving treatment results in
breast cancer.

TIOCIIE0TIEPALIMOHHOM Jy4eBOi TEpPANHeit Ha OCTaBIIYIOCH YACTh
MOJIOYHO KeJe3hl.

KoMIIIeKCHBI - BapMaHT JieueHUs] OOJbHBIX CTally
T2N1MO npu BHIMOJHEHUU PAAVKANbHOM MAacTIKTOMHHU He
HMMEET J0CTOBEPHBIX IPEUMYIIECTB Nepe] KOMOMHMPOBAHHBIM
U YuCTO XUpypruueckuM Metogamu (p < 0,05). 10-yietnsas o6-
as U 6e3permarBHAsl BHLKMBAEMOCTD ITPH KOMILIEKCHOIT Te-
panuu coctaBuia 75,87 £ 2,03 u 53,55 * 2,37% cooTBeTCTBEH-
HO, YTO IOCTOBEPHO He MPEBBILIAET AaHATOTUYHBIX KPHTEPHEB
st KOMOMHMpOBaHHoro (76,20 X 2,70 w 56,79 + 2,81%), xu-
pypruueckoro (79,59 = 10,81 u 51,33 + 14,07%) u koHcepsa-
TuBHoro (78,967,821 47,68 £+ 10,18%) meTonos.

KoauuecTBo MeTactaTuyeckux JUMQpOYIOB LIt GONIbHEIX
craguu T2N1MO sgBageTcss LOCTOBEPHEIM MOKa3aTeleM
yXyALIeHUS BBIXKMBaeMOCTH. Tak, HauMeHee Bbicokue 10-
JIETHUE PE3YJBTaThl MOJY4YeHH NPy nmopaxenun 10 u Gosce
aumdooysnos (51,11 £ 10,39 u 32,26 + 10,34% coorser-
CTBEHHO) MO cpaBHeHUO ¢ 83,21 £ 2,11 u 63,37 + 2,69%
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Npu MeTactaze B oaAuH JuMdboysea H
75,99 + 2,63 u 54,85 + 3,02% npu ropaxke-
HuM 2—4 nuMboy3nos.

PelienTOpHBIA CTATYC OIYXOJCid B CPYILIE
6onsHbIX cTanui T3NOMO okasbiBaeT BAMSAHNE
HA BBIKMBAEMOCTb, HAUMHAA € 5-JeTHEro mH-
TepBana. Tak, HauboJjiee BLICOKME MOKa3aTenH
(92,56 + 2,93 u 81,75 + 4,48%) xapaktepu3sy-
0T IPYIIY [OJ0XUTETBHBIX IO TPOTeCTEPOHO-

BBIM DELEIITOPAM OITyXOJIei, a caMble HU3KHE

KpUTEepUu otMeveHsl B rpynne PO-Pll-omyxo-
nieit (82,98 +4,97 u 64,40 = 7,32%).

B POHHL PAMH c 1980 o 1994 r. Ha neue-
HVUH HaxOMWIUCh 1714 GoNbHBIX paKOM MONOY-
Hoii xene3sl 111 ctanun.

PasnnyHble BApUAHTHI MPENOTepaliMOHHOTO
JIeYEHUs1 NIPEACTABICHHI B Tab. 3.

JleyeHue 6OABHBIX OTOM CTAIUM JOJDKHO HA-
YUHATHCA C HEOANBIOBAHTHOIO 3Tana, KoTo-
pHI COCTOUT U3 XUMHOTEPAITMH, J1y4eBOM Te-
panuu . Mau. UX KoMOuHauuu: B caydae
BO3MOXHOCTH BHIMOJHEHUST PATUKAIBHOI pe-
3eKLMH 1ocie 3pheKTUBHON XUMHUOTEepauu,
JIydeBast Tepanusi MPOBOANTCA B MOCAeoNepa-
LINOHHOM TIEPHOJE.

Cpenn 1714 Gonpubix 111 cTapuu 3abone-
BaHWA 289 (16,9%) GOIBHBEIX COCTABUIM TAa-
LIMEHTKHU CO CTENEHBI0 PACIPOCTPAHEHHOCTH

T2N2MO, xoTopbic ABISIOTCA YpE3BHIYANHO:

MHTEPECHbIMU B IIAHE BO3MOXHOCTH KOH-
cepBaTUBHOI xUpypruu. Bee 60bHBIE TTONY~
4ajly HeOaabIOBAHTHYIO Tepalluio aHTpalu-
KITUHAMMU, JIVYEBYIO TEPAITHIO B KOMOMHALIUNA
¢ XMMUOTEpanueil pa3iInuyHbIMHK IIpenapara-
MM U 5TO NIPUBEJIO K CYLLIECTBEHHOMY YMEHb-
[IeHHIO pPa3MEPOB NePBUYHOTO 04Yara M MeTa-
cTa30B U nozsonwno y 147 (50,9%) GonbHBIX
BbIIIOJIHUTH PAIHKANBHYIO PE€3EKUHI0 C 10~
cileaynuleil agbloBaHTHON XMMUOTOPMOHO-
Teparuei.

OtnajeHHbIE PE3YJILTATH JICUeHUS TIpEn-
cTaBJIeHb! B Ta0J1. 4 U CBUJICTENBCTBYIOT O 10~
CTaTOYHO BLICOKOI 2P PEeKTUBHOCTH UCIIOb~
30BaHUSI KOMITJIEKCHBIX METOOOB JICUCHUS Y
6onbHbIX 111 cTanueil 3abonesanust.

OnHaKo OCHOBHBIM THUIIOM OIEPAIMH B Je-
YeHUM GONBHBIX PAKOM MoTOuHOM Xenesnl 111
CTaINU CIeAYET CYUTATE PATUKATHEHYIO MaCT3K-
TOMMIO C COXpaHEHHeM 00eHX TPYIHBIX MbILLIL.
CoBepLIEHCTBYS METOABl HEOALBIOBAHTHOTO
JICUEHNUS BO3MOXHO 00JIee LIMPOKOE UCTTONb-
30BaHWE KOHCEPBATUBHOM XUPYPTHH JUIs JIede-
HWS 2TOH KaTeropuu GONbHBIX.

Ta6bnunya 3 Table 3
PacnpepeneHue 60/bHLIX N0 BUAAM NpeaonepauuoHHOro nevyeHus

Distribution of patients with respect to preoperative treatment

. KonumuecTBo GonbHbIX
MeTtoas! npeaonepauuoHHoii Tepanun -

abc. %
TNyyeeas Tepanua B COL po 50 I'p
Radiotherapy at a TTD up to 50 Gy 144 8,4
Nyuesas Tepanus 8 COA,51—70 Mp
Radiotherapy at a TTD 51-70 Gy 170 9,9
JNyyesas Tepanus + xumuotepanus no cxeme CMF 2 kypca
Radiotherapy + chemotherapy by CMF schedule, 2 cycles 500 29,2
Jlyyesan Tepanus + xumuoTepanus no cxeme VAM 2 kypca .
Radiotherapy + chemotherapy by VAM schedule, 2 cycles 400 23,3
Xumuotepanus no cxeme CMFVP (Cooper)
Chemotherapy by CMFVP (Cooper) schedule 350 20,4
Xumnotepanus no cxeme CAF 4 kypca u CMFAV 1 kypc
Chemotherapy by schedules CAF (4 cycles) and CMFAV (1 cycle) 150 8,8
Uroro ...
Total ... 1714 100,0

. %
Preoperative treatments No - 2
Patients

MpumeyaHnue. 3aecsysTabn. 4: CMF — unknodocgaH, metoTpekcat, 5-¢pTopy-
paunn; VAM — BUHKPUCTMH, aapuaMnumH, metotpekcat; CMFVP — uyuknogocdaH, meto-
Tpekcart, 5-¢pTopypaumn, BUHKPUCTUH, NpeaHn3onoH; CAF — uuknodocdaH, anpramuumy,
5-¢dpropypaumn; CMFAV — unknodocdaHr, meToTpekcart, 5-dTopypaunn, anpuamMnLimH,
BUHKPUCTUH.

N o t e. Here and in table 4: CMF, cyclophosphamide, methotrexate, 5-fluorouracil; VAM,
vincristine, adriamycin, methotrexate; CMFVP, cyclophosphamide, methotrexate, 5-fluorou-
racil, vincristine, prednizolone; CAF, cyclophosphamide, adriamycin, 5-fluorouracil; CMFAV,
cyclophosphamide, methotrexate, 5-fluorouracil, adriamycin, vincristine.

Tabnuuya 4 Table 4

OTpaneHHble pe3ynbTaThl KOMMAEKCHOro meTtoga neyveHus Il ctaguu paka
MOJIOYHON! XMEMeabl B 3aBMCUMOCTY OT MEeTOAA NPEeAoNepauuonHoni Tepanun

Follow-up results of multimodality treatment for stage lll breast cancer with respect
to preoperative therapy

5-neTHAd BLKUBAEMOCThL, %
Cxema neueHus: npea- / nocneonepayuoHHoe
obwasn 6Geapeunanenas
n/t+CMF £/t
RT + CMF £ HT 61,4+2,6 46,4+ 3,2
n/t+ CMF/CMF £ r/t
RT + CMF/CMF = HT 70,0+1,3 56,8 +2,3
n/T + VAM/VAM =+ r/1
RT + VAM/VAM £ HT 76,1+ 1,3 56,8 + 1,8
n/T + CMFVP/CMF * r/t '
RT + CMFVP/CMF + HT 66,7+ 1,3 554+15
n/T+ CMFVP/VAM % r/T
RT + CMFVP/VAM = HT 80,7+£1,0 778+1,0
Bes neuenusn/CAF + r/t
None/CAF + HT 64,0+ 1,3 39,3+2,2
Il i -
Treatment: pre-/postoperative overa 'dlsease free
S-year survival, %

MpumMedaHue n/T— nydesad Tepanus, /T — ropMoHanbHas Tepanus.
N o t e. RT, radiotherapy, HT, hormonotherapy

B 3akioueHue ciaenyeT MOOYEPKHYTh, YTO MIEU aKageMHUKa

H. H. Biroxuna 3aBoeBBIBaIOT BCe §ojee IMPOKOe MPU3HAHUE, a8
pa3BUTHUE U COBEPIIEHCTBOBAHUE JEKAPCTBEHHBIX, JYUeBBIX U
TOPMOHANLHBIX METOLOB ICYUCHUSA TIO3BOJISIOT IIIUPE BHEAPSTE B
MPaKTHYECKYIO AEATENbHOCTh OHKOJOTHYECKUX TUCHAHCEPOB

36

METOAB! KOHCEPBATHBHOM XUPYPIUU. XOTS IIPH 3TOM CIIENyeT
MOJYEPKHYTh, YTO Ip0osJeMa Je4eHUss OOJBHbBIX PAKOM MO-
JIOYHOM XeJe3bl ONPEAcAsieTCd PAHHEH H JOKTUHHIECKOU
JUATHOCTUKON
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PAK MOJIOYHOI XKEJE3BI Y BOJIbHBIX
CAXAPHBIM JJMABETOM

HHH xaunuueckoit onkonocuu

B 0630pe 1npeacTaBieHbl JaHHBIC SKCIIEPUMEHTANbHBIX W KIIU-
HWYECKMX MCCIIEIOBAHUI, TTOCBSIIIEHHBIX N3YYEHNIO B3AUMOCBSI3U
HAPYIIEHHI YIIeBOAHOIrO 00MeHa B OPraHu3Me XeHIIUH U pa3BU-
TUA paKa MOJIOYHOU xene3sl (PMIXK).

CoueTaHue 3J10KAYECTBEHHbBIX ONYXOJeH ¥ caxapHOro auabera
JaBHO NPUBJIEKAJIO BHUMAHWE KIMHULMCTOB H 3KCIIEPUMEHTATOPOB
(1,2,5, 14, 18,47, 52, 62, 66, 84]. B TuTepaType MUMEETCS OCTATOY -
HOE KOJIMYeCTBO AaHHBIX, CBUIETENHCTBYIOUNX O BEICOKOIA 4acTOTE
COYETAHUIT HapyILIEHHi1 YIJIEBOXHOTO 0OMEHA ¢ PA3TMYHBIMU (hop-
MaMH 3T0KaYeCTBEHHEIX HoBoOGpasoBanmit [21, 22, 60, 72, 79].

3aGoneBaeMOCTh caxapHBIM JuaberoM — CaMO# pacmpocTpa-
HEeHHOi1 PopMOit IHIOKPUHHOI NMATONOTUU — UMEET TEHACHIIHIO K
HeyKJIoHHOMY pocTy. [1o naHHBEIM KoMuTeTa 9Kcneptos BO3, B 1966
L. 10151 OONBHBIX CAXaPHBIM IHA0ETOM B IPOMBIIILIEHHO pa3BUTHIX
crpaHax coctapiasana 1,5—4% nacencnus. B 1981 & 31uM xe KoMH-
TETOM OBLIM ITPEACTaBAEHBI JAHHBIC O TOM, UTO YaCTOTa HAPYIIEHUS
TONEPAHTHOCTH K IIIOKO3€ U caxapHOTo quabeta cpeau ML cTapiie
50 net ysenuuuiace mo 16%.

Takum 06pazom, 0ko0 60% GOIBHBIX CaXapHBIM ZHAGETOM OT-
HOCSITCS K BO3PACTHOI1 rpyIine, B KOTOPOH Hallie BCEro Pa3BUBalOT-
cs1 OHKOJIOTHYECKUE 3a00IeBaHUSsI.

MMoka3axo, uto y 60omsHBIX PMXK caxapHblii 1nabeT BEISBISETCS
B 2 pa3a yauie 10 CPaBHEHHUIO C IpyTnoif 60TBHBIX 106POKAYECTBEH-
HOI1 narojiorueit MonouyHoit xenessl [70]. [ToMumo atoro, no aau-
HbIM A, Carter ¥ COaBT., y 3HaUMTeIBHOTO Yhcia 60nbHbIX PM XK oT-
MeYaJI0Cch HApylIEHUE TONEPAHTHOCTH K ITioko3e [53].

CormnacHO JTaHHBIM CTATUCTHYECKUX UCCAENOBAHUHN, IIPOBEAEH-
Herx B ObiBIIeM CCCP, 3a601¢BaeMOCTh 3JTOKAYECTBEHHBIMHU HO-
B0o0GPa30BaHUSIMH H CMEPTHOCTH OT HUX y JIUL, CTPAJAIONIUX Ca-
XapHBIM TMa6eTOM, HUKE MO CPABHEHUIO ¢ 00IIeil Tonynsiveii [4,
13]. OcobeHHO 3aMETHO CHMXXEHUE JaCTOTHI PA3BUTHSI 3J10KaYe-
CTBEHHBHIX OITyXOJIeit MpH caxapHOM auabeTe Y MONOABIX, a 1nadeT

5. Tpanesnuxoe H. H., Axceav E. M. CTaTHCTHKA 3I0KAYECTBCHHBIX

HOBOOOpa3zorauuit B Poccun u crpanax CHI (cocroanue oHKoOO-
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BREAST CANCER IN PATIENTS WITH
DIABETES MELLITUS

Institute of Clinical Oncology -

This review analyzes data of experimental and clinical stud-
ies of relationship between carbohydrate turnover and breast
cancer development.

Cancer in combination with diabetes mellitus always attracted
attention of clinicians and experimental scientists
[1,2,5,14,18,47,52,62,66,84]. There is a vast literature suggesting
that impairment of carbohydrate exchange was frequently associ-
ated with various types of cancer [21,22,60,72,79].

Incidence of diabetes mellitus, the commonest endocrine
disease, demonstrates an increasing trend. In 1966 the WHO re-
ported of a 1.5-4% diabetes mellitus morbidity in developed
countries. The 1981 report specified that the rate of patients
with glucose intolerance and diabetes mellitus over 50 years of
age increased up to 16%. This means that about 60% of patients
with diabetes mellitus belong to an age category with the highest
cancer occurrence.

It is demonstrated that diabetes mellitus is found in breast
cancer patients two-fold more frequently than in women with
benign breast discases [70]. Besides, A.Carter et al. reported of
reduced glucose tolerance in a considerable percentage of breast
cancer cases [53].

According to statistical research conducted in the former
USSR morbidity and mortality in cancer patients with diabetes
mellitus was lower than in general population [4,13]. Cancer in-
cidence in young patients with diabetes mellitus was decreased,
while diabetes mellitus in patients of advanced age was considered
a poor predictive factor as to cancer development [7]. The fact of
lower cancer incidence in patients with diabetes mellitus is of both
theoretical and practical interest. However, antagonistic mecha-
nisms of pathogenesis of the two diseases are unknown.

It was demonstrated that cancer mortality among patients
with normal carbohydrate turnover was 12.7 to 20.4% of general
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