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OPUTMHANBHBLIE MCCNELOBAHUS
COOTHOWEHWE CTPOMA/

NMAPEHXNMA B TKAHW ONYXONWU
N BBIXXNBAEMOCTb BOJIbHbLIX
PAKOM MONOYHOW XXENE3bI

C TMNEP3KCMPECCUEW KI-67

Llenb', n3yunTb 0COBEHHOCTU TeYeHUs paka MoNoYHoi >kenesbl (PMXK) ¢ ru-
nepakcnpeccueit Ki-67 B 3aBuCMMOCTU OT niowasu, 3aHuMaemMoii cTpo-
Mo onyxonn. O6LEKT ¥ METOAbI: B NCCNeLOBaHMe BKAKYEHbI 220 60/bHbIX
PM>X (TINOMO - 19, T2NOMO, TIN1IMO - 90, T2N1MO, T3NOMO -
98, TANOMO — 13). Bo BCex HabnofeHUsAX AMarHoCTMPOBaH NPOT OKOBBIiA
nHMAL T pupytowmin PM XK (G3) ¢ akcnpeccueii Ki-67 6onee yem B 50% onyxo-
neBbIX KneTOoK. COOTHOLLEHVe nioLasei, 3aHMMaeMblX CTPOMOI U NapeHXu-
MOV, onpegensnu ¢ NoMOLLbo NporpaMmbl «BugeoTecT-MacTep Mopdonorns».
CTaTucTuyeckas 06paboTka JaHHbIX NPOBEeHa C UCNOb30BaHWEM NPOrpam-
mbl Microsoft Office Excel2007, Statistics 6.0 SPPS. Pe3ynbTaThbl:ycTaHoB/eHa
3aBNCUMMOCT b 06LLEl 1 Be3peLyANBHON BbIXKMBAEMOCT M NaLMeH T OK OAHOM BO3-
pacTHO rpynnbl 1 ¢ OfHOI CTaauelt 3a60n1eBaHnsA 0T COOTHOLLUEHNS CTpomMa/
napeHxuma. OTMeueHo, YTOY 6ONbHbIX, B OMYXONMM KOTOPbIX CTPOMA 3aHUMa-
na 6onee 50% nnowaau, obwias u bespeLmnarBHas BbI>XMBAEMOCT b Oblfa BblLLe,
0COBGEHHO Npu HannuuM MeTacTasos PMXKBnnMmdaTnyeckuxysnax. Boi>kusa-
eMOCTb 60/bHbIX TPSAMO Koppenuposana ¢ nnowassto cTpomsl (r =0,76). Bbisog:
COOTHOLEHVe cTpoma/napeHxuma npu PMXK c runepakcnpeccueii Ki-67 mo-
>KEeT UMETb NPeANKTOPHYIO 3HAYMMOCT b,

Pak MmonoyHoi xenesbl (PMXX) nugupyet B CTpyK-
TYpe OHKONOrMYecKoi 3a60/1eBaeMOCTM N EXEr04HO
CTaHOBUTCA MPUUYUHON CMEPTU ThICAYKEHLLNH B Y Kpa-
nHe [4,9]. X0TA LOCTUTHYThI CEPbE3HbIe YCMexXu B ua-
FHOCTUKE W NeYeHnmn JaHHOr 0 3a60N1eBaHus, CyLLecTBy-
€T PsAf, BaXKHbIX aCMEKTOB, KacatoLuxcs 0CO6eHHOCTel
ero KIMHUYECKOro TeYEHUS, KOTOpPbIE TPeOYIOT Aasib-
HeMLLEero n3yyeHus.

Mpo6nemaMHANBUAYANbHOTO MPOrHO3MPOBaHNA Te-
YeHMA OHKONOrMYecKnx 3abonesaHnii NpeacTaBiseT oT-
HOCWTEe/NIbHO HOBOE HarpaB/eHne Y U3yYeHa HeocTaTou-
HO. OC060 CIOXKHBLIMU AB/IAKOTCA BOMPOCHI, KacaroLiecs
BbI6Opa afeKBaTHOr O IeYeHNA Y MPOrHO3MPOBAHUSA UC-
Xofa3aboneBaHns Npu MPOrHOCTMYECKM HebnaronpusT-
HbIX (hakTopax TedyeHus PMXX. MonekynspHble nogTu-
nbl PM>X MoryT 6b1Tb OnpejesieHbl C MOMOLLbIO FreHeTK-
YeCKOro TeCTMPOBaHNA NI UMMYHOTMCTOXUMUYECKOT O
meToga [3]; ux onpefeneHne no3BONSET NPOrHO3UPO-
BaTb TeUEHME NAaTONOrMYECKOro npoLeccamn appekTus-
HOCTb neveHns 6onbHbIX [10]. [lokasaHo, B HaCTHOCTH,
NPOrHocTUYecKoe 3HaueHune npu PMOXK nponudepa-
TMBHOW aKTUBHOCTM KNeTOK onyxonu (3kcnpeccun 6en-
Ka Ki-67) [1, 5, 7, 8], KOTOpYtO B COOTBETCTBUM C PEKO-
MeHgaumnamm Fitzgibbons n coasTopos (2010) oueHnBa-
0T Mo rpagauuam: > 14%, > 30% un > 50% onyxoneBblX
KneTok; akcnpeccuio Ki-67 > 50% paccmaTpuBatoT Kak
KpaiHe HebnaronpuaATHbIA hakTop [3].

B HacToALwee BpeMs 06LLenpu3HaHa BaXXHasa ponb
MUKPOOKPY>KEHUSA OMYXO0NN, KOTOPOE BK/HOYAET MeX-
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KNeTOUHbI MaTPUKC, KPOBEHOCHbIE COCY[bl, KNeT-
KW BOCMaUTENLHOTO UHGMAbTpaTa u ubpobnacTsl;
npegnpuHUMalOTCA 3HaYUTeIbHbIe YCUNNA A8 U3y Ye-
HWA COCTOAHMNA CTPOMbI PM>K 11 OLLeHKW ero 3HayeHus
B MPOrpeccrpoBaHuy OMyX0eBoro npoLecca, 0Co6eH-
HO NMPUW HaNMYMM HE6NAroNPUATHBLIX NPOrHOCTUYECKNX
thakTopos [1,10]. OgHaKo Ha CerofHs HeT e4UHON No-
3MLUN B OTHOLLEHUYW MPOrHOCTUYECKOI 0 3HAYEH NS Xa-
paKTepuCTMK CTPOMbI OMYXO0/n, UX 3HAYUMOCTU B BbI-
6ope TakTuKM Tepanuu. NHbIMK cnoBamu, akTyanbHO
fanbHefLwee U3y4eHne poav CTPOMbI OMYXO/N B UHAM -
BUAyanunsauum eveHmns 6onsHbix PMX [2,6].

Llens uccnefoBaHms — n3yunTb 0CO6EHHOCTH Te-
yeHusi PMX c runepakcnpeccueii Ki-67 (> 50% ony-
XO/IEBbIX KNETOK) B 3aBUCUMOCTU OT NJoLaimn, 3aHu-
Maemoli CTPOMOI ONyX0/in.

OBBEKT N METOAbI NCCNEAOBAHUA

B uccneposaHue BkntoyeHbl 220 nauymeHTok ¢ PMOK
T1—4NO—1IMO, nony4ynBlWIMX KOMOBUHUPOBAHHOE
MM KOMMNEKCHOE fleyeHne B 3anopoXckom 06n1acT-
HOM KNMHWYECKOM OHKOJIOTMYECKOM fAmucnaHcepe
B 2007—2013 rr. no nMoka3aHMsAM, COrfacHo CyLLEeCTBY-
IOLWMM CTaHAapTam fiedeHns, YTBePXKAeHHbIM MpurKa-
30M M3 YkpauHbl «O6 yTBEPXAeHUM NPOTOKO/I0B OKa-
3aHUS MeMLNHCKOA MOMOLLM NO CNeLManbHOCTU «OH-
Konorusa» ot 17.09.2007 r. Ne 554. Bce nayneHTKn ganm
MHMOPMMPOBAHHOE COrnacue Ha BKIHOYEHUWE B UCCHe-
[loBaHMe 1 UCnosib3oBaHWe onepaLuoHHOro Marepuma-
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na B nccnefoBatenbeckux uenax. CpeaHmii BospacT na-
uneHTok —45,9 + 0,9 roga (o1 28 40 58 neT); U3 HUX:
fo 35net - 15 (6,8%), 36-50 net - 128 (58,2%),
51-58 net — 77 (35,0%). Mpwu rpynnupoBKe No Kau-
Huuyeckum ctaguam (I—11) sbianeHo: | ctaguu
(TINOMO) cooTBeTcTBOBano 19 (8,6%) HabnwgeHNIA,
ITA(T2NOMO, TIN1IMO) - 90 (40,9%), MNB (T2N1MO,
T3NOMO) - 98 (44,5%), I11 (TANOMO) - 13 (5,9%).
Y BCex MauueHTOoK, COrnacHo JaHHbIM FMCTONOTMYe-
CKOr0 McCnefoBaHuns, yCTaHOB/IEH AMArH03 —MpOoTOKO-
BbI/ MH(MALTPUPYOWMin PMXX HU3KOI cTeneHn and-
thepeHumpoBkY (G3). IMMYHOrMCTOXUMUYECKOE ONpe-
neneHwve skcnpeccun KI-67 npoBoannun no ctaHAapTHOM
METOLMKe, UCMOoNb3ysa nepsuyHble MKAT K 3TOMY aHTU-
reHy (knoH MIB-1, «DakoCytomation», laHus) B pas-
BefieHum 1:400. PaccumnTbIBaM NPOLLEHTHOE OTHOLLEHNE
konuyecTsa Ki-67-M03MTUBHbLIX KNETOK B 4—9 cnyyaii-
HbIX NONsAX 3peHuns (x400) KoOLLLeMYyUNCY ONYyX0NeBbIX
KNEeTOKB HUX. Y Bcex nauueHToK akcnpeccus KI-67 Bbl-
ABneHa B 6onee 50% KneTok.

CooTHoweHne cTtpoma/napeHxuma (CCI1) onpe-
[Lenanu cnoMmoLbio nporpamMmel «BugeoTecT-MacTtep
Mopdonorua». KonnyecTBeHHbI aHann3 noayyeH-
HbIX LPOBLIX MUKPOOTOrpaguii NpoBOAUAN B NPO-
rpammMe «BugeoTecT-Mopdonorus» (Bepcus 5.0), uc-
nob3ys MeTOANKY «[ogcyeT U N3MEPEHNE» B PEXM-
Me 06paboTKu YepHO-6e10ro n3obpaxeHns (pexunm
«Gray»). Bce abconoTHbIE NoKasaTenu 6blau n3mepe-
Hbl B MUKCENAX.

CraTtuctnyeckas 06paboTka Nony4YeHHbIX JaHHbIX
BbIMOJ/IHEHA C UCMO/b30BaHNEM KO3 (ML MeHTa Kop-
pensaymu no Mupcony (r), metoga KannaHa — Melie-
pa v KpUTEpPUA X241 MHOXECTBEHHbIX MEXTPYMNMOBbIX
cpaBHeHuiA; nporpammbl Microsoft Office Excel 2007,
Statistica 6.0, SPPS.

PE3Y/IbTATbI X OBCYXXAEHWE

B cooTBeTcTBUM C Nokaszatenamu CCI1 Bcex 60/1bHbIX
pasgenunu Ha 3rpynnbl. B nepsoii rpynne (68/30,9%)
cTpoMa onyxonu cocTtaBnsna < 30%, BO BTOpPO
(82/37,3%) - 31-50%, B TpeTbeii (70/31,8%) - >50%
naowaam onyxonu. MIHeIMyu cnosamu, B COOTBETCTBUM
C BblgeneHHbIMu rpagauuamm CCI1 BKIHOYEHHbIE B UC-

CnefjoBaHve MauuveHTKW pacrnpefennancb nNoYvtu no-
poBHy (p > 0,1 Ans BCeX BApMAHTOB CPaBHEHUA rpynmn).
JanHble o pacnpegeneHum no yposHo CCI1 nayu-
EHTOK B 3aBMCMMOCTU OT BO3pacTanpuseieHbl B 1abn. 1
Kak BnaHo, nokasatenn CCI1 6bian Hanbonee BbICOKM-
MU'y 60/1bHbIX B BO3pacTe cTapLue 50 net. BoiparkeHHas
cTpoma B onyxonu (CCI > 50%) BbisiBNeHa COOTBET-
cTBeHHOY20,0 1 19,5% naumeHTOK B Bo3pacTe < 35 1eT
n 36—50 neT, B TO BpeMs Kak B rpynne 601bHbIX cTap-
we 50 net —y 54,5% (p < 0,05 No cpaBHEHUIO C rpyn-
namu nauueHToK MafLlero Bo3pacra).
PacnpegeneHne 60/bHbIX € pasHbiM yposHeM CCI
B 3aBMCUMOCTW OT CTanm 3a60/1eBaHNA NpeAcTaBneHo
BTabn. 2. Kak CBUAETeNbCTBYIOT JaHHbIe Tab/. 2, He Bbl-
SIBNEHO 0HO3Hau4Hol cBsian CCIT ¢ KNMHNYECKOW CTa-
aveii PMOK. [ns 4ONOAHUTENbHOTO aHann3a 60/bHbIX
pasgenunu cornacHo kputepuam TNM (no pasmepy ony-
Xonum —T1—4, no HaIM4YM METACcTa30B B PErMOHapHbIX
numgoysnax —N0—1). OfHako 1 nNpu Takom pasjerne-
HWUW He 3aperncTpUMpoBaHO JOCTOBEPHON 3aBUCUMOCTM

pacnpegeneHusa no yposHo CCIT oT cTagum npotecca.
Tabnuua 1
BaprabensHOCTh YacToTbl pasHbix ypoBHelt CCI B 3aBUCMMOCTHY
0T BO3pacTa naumeHToK
KonnuecTtBo HabntogeHnii  BO3pacTHbIX rpynnax,

ccn, % n (%

<35ner 36-50 nert > 50ner Bcero
<30 7(46,773,2%) 49(38,3/22,3)  12(15,6/54) 68(309%)
31-50 5(33.3/2.3) 54(42,2/24,4)  23(29,9/10,5) 82(37,3)
>50 3(20,0/1,4) 25(19,5/11,4) 42 (54,5/19,1) 70(31,8)
Bcero 15(100,0/6,8) 128(100,0/58,2) 77(100,0/35,0) 220(100,0)

TIpOLLeHT 0T KoNMYecTBa NaLUMEHTOK B JaHHO BO3pPacTHON rpynne.
‘MpoueHT 0T 06LLero KonmyecTsa nayyeHTok.

M3yuyeHa cBA3b CCIM ¢ obuiein n 6e3peumnamns-
HOl BbhbkmBaeMocTbio (OB, BPB) nalMeHTOK B 3aBu-
CUMOCTM OT ux BospacTa (puc. 1) n ctagumein 3abone-
BaHMA (puc. 2). Okasanocb, 4To 5-netHAs OB n BPB
6b1711 Hanbosiee BbICOKUMU B rpyrne naLMeHToK B BO3-
pacte 36—50 net npu CCIT > 50% (COOTBETCTBEHHO
59,8+ 5,41 52,3 £ 2,3%; p <0,005) no cpaBHEHMIO C Na-
LMeHTKamm B Bo3pacTe 4o 35 netu ctapue 50 neTHesa-
BucuMo oT CCI1, a TakxXe CpaBHUTENLHO C 60/IbHbIMK
B Bo3pacTe 36—50 net npu CCI < 30%. B Bo3pacTHO
rpynne crape 50 ner OB n BPB nauueHTok ¢ CCI1
> 50% Takxxe 6bls1a LOCTOBepPHO Bbie (p < 0,05), yem

Tabnuua 2
BapnabensHocTb YacToTbl pasHbix ypoBHel CCIM B 3aBMCMMOCTM OT CTaaum 3aboneBaHus
KonunuecTtBo HabntogeHuiA no ctagusim 3abonesanHus, n (%)
CCI, % KnnHuyeckue cragmmn
1 MA 1B m Bcero
<30 5 (26,472,3") 24 (26,7/35,3) 37(37,8/54,4) 2(15,4/12,9) 68 (30,9)
31-50 7(36,8/3,2) 26(28,9/31,7) 46(46,9/56,1) 3(23,1/3,7) 82(37,3)
>50 7(36,8/3,2) 40 (44,4/51,7) 15(15,3/21,4) 8(51,5/11,4) 70(31,8)
Bcero 19(100,0/8,6) 90(100,0/40,9) 98(100,0/44,6) 13(100,0/5,9) 220(100,0)
Cragusa 3aboneaHus no TNM
TINOMO T2NOMO T3-4NOMO T1-2N1MO Bcero
<30 5(26,4/2,3) 29 (35,4/13,2) 5(25,0/2,3) 29(29,3/13,2) 68 (30,9)
31-50 7(36,8/3,2) 23 (28,0/10,4) 8(40,0/3,6) 44 (44,4/20,0) 82(37,3)
>50 7(36,8/3,2) 30 (36.6/13,6) 7(35,0/3,2) 26(26,3/11,8) 70 (31,8)
Beero 19(100,0/8,6) 82(100,0/37,3) 20(100,0/9,1) 99(100,0/45,0) 220(100,0)

TIpoueHT 0T KonnyecTBa NauyeHToK B rpynne no craguu 3abonesaHus.
‘MpoueHT 0T 06LLero Konnyectsa nayneHToK.
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-i-CCIN >50%
m QT131-50%
Q1< 30%

Puc. 1. 5-neTHss OB (a) u BPB (6) B 3aBMCMMOCTU OT BO3-
pacTa 60nbHbIX 1 CCI

-A - CO1>50%
« CO131-50%
-® -CC1<30%

Puc. 2. 5-neTHss OB (a) u BPB (6) B 3aBucumocTt 0T TNM
cTaguu 3aboneeaHmna n CCrI

OHKO/IOTUNA « T. 17 « Ne 1*2015
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— HQT1>50%
Qa131-50%
— QTJ1<30%

Puc. 3. OB (a) n BPB (6) 60nbHbIX € runepakcnpeccueii K1-67
B 3aBucumocTy oT CCI (oueHka no metoay KannaHa —Me-
epa, x2kputepuin, p = 0,005)

y 60/1bHbIX 3TOW rpynnbl ¢ CCIM < 30%. 370 yKa3biBa-
€T Ha TOo, YTO pa3BuTas CTPOMa OMyXxonu accouumpyeT-
CA C Iy4LUMM NMPOrHo30oM TeyeHus PMOK y naumeHTOK
LIMPOKOTo BO3pacTHOro guanasoHa (ctapuwe 35 fieT),
B TOM YKC/e MPU COXPAHEHHO MEHCTPYaNbHON PYHK-
umnum (36—50 ner).

MatuneTHas OBu BPB nauneHTokc CCIMN >50% 6bi1a
BblLLIE, YEM NPW MEHEe BbIPAXKEHHOW CTPOMe OnyXonu,
He3aBMCKMMO OT CTaAmm npotecca (cM. puc. 2). Pasnuuve
OB 1 BPB B 3aBucumMocTu 0T ypoBHsa CCI1 6b1/10 fOCTO-
BEPHbLIM B rpynre 60/1bHbIX C MeTacTasamu B iMMgaTmye-
ckuxysnax (T1—2N1MO0). Mpu CCI1 >50% OB cocTasu-
na29,8+4,3%,6PB- 27,5+ 3,4%, anpn CCI < 30%-
14,7+ 3,71 11,5 + 4,2% (p<0,05) COOTBETCTBEHHO.

Css3b OB 1 BPB 60nbHbIX PMXK ¢ CCI1 B onyxo-
NV MOATBEPXKEHA aHANN30M BbIXXMBAEMOCTU MO METO-
oy KannaHa —Meiiepa (puc. 3), a Takxke Koppensaym-
OHHbIM aHa/IM30M 3TUX NoKasaTtenel (puc. 4).

80

B %
m BPB %

Puc. 4. 5-netHas OB 1 BPB BK/IOUYEHHbIX B UCCNefoBaHue
naymeHTok B 3aBucumoctu ot CCIM; r= 0,76
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OPUTWHANBHBLIE NCCNEAOBAHNA m

MatnnetHsas OB 1 BPB 60nbHbIX PM)K Haxoamnack
B MPSAMOWA KOPPENSALMOHHOW 3aBMCUMOCTIM OT NI0LWAAN
cTpombl (r=0,76). Mpu CCI1 < 50% B TeueHne 40 mec
OT Hayvasia neyeHns oTMeyanu NporpeccupoBaHue 3a-
6oneBaHunAy 60/1ee YeM MNOMOBUHbI NALNEHTOK; 5-/1eT-
HAa BPB cocTasunia 26,8% (npu CCI < 30%) 1 43,2%
(npn CCIM 31-50%), 5-netHag OB — 34,3 n 54,6%
COOTBETCTBEHHO. [Mpu BbIPAXXEHHOW CTPOME OMyX0nu
(CCn >50%) oTmeuYeHOo OCTOBepHOE NoBbILWeHMe OB
nBPB—p0 68,8 1 66,6% (p <0,005) COOTBETCTBEHHO.
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THE RATIO OF STROMA/PARENCHYMA
IN TUMOR TISSUE AND SURVIVAL

OF PATIENTS WITH BREAST CANCER
WITH OVEREXPRESSION OF Ki-67

N.F. Shchurov

Summary. Objective: to studypeculiarities o fthe course
ofbreast cancer (BC) with Ki-67 overexpression de-
pending on the area occupied by the tumor stroma.
Object and methods: the study included 220patients
with BC (TLINOMO - 19, T2NOMO, TIN1IMO - 90,
T2N1IMO, T3NOM 0-98, TANOM 0-13). In alldiag-
nosed cases with infiltrating ductal BC (G 3) the expres-
sion 0 fKi-67wasdeterminedin more than 50%oftumor
cells. Theratio o fthestroma-parenchyma areas was de-
termined using theprogramm «VideoTedT-MasterMor-
phology». Statisticalanalysis o fthe data wasperformed
using Microsoft Office Excel2007, Statistics 6.0 SPPS.
Results: the dependence o foveralland relapse-freesur-
vival ofpatients o fthe same age group and stage ofdi-
seasefrom the ratio o fstroma — parenchyma was de-
termined. It was noted thatpatients in the tumorstroma
which occupiedmore than 50% o fthe area overallsur-
vivalandrecurrencefree survivalwerehigher, especially
in thepresence ofmetastases ofB C in lymph nodes. Sur-
vival ofpatients had a direct correlation with the area
ofstroma (r = 0,76). Conclusion: the ratio o fstroma —
parenchyma in BC with overexpression o fKi-67may be
ofpredictor importance.

Key Words: breast cancer, tumor stroma, tumor
parenchyma, Ki-67, survival.
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