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HMMYHOMOP®ONIOTUYECKUE USMEHEHHUA
B ONYXONAX MONOYHON HMENE3bI
NPH HEOAABLIOBAHTHON XUHMHOTEPANUM
B YCNOBUAX UCKRYCCTBEHHON TMUNEPTNUREMMUN
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IMMUNOMORPHOLOGIC CHANGES IN TUMOR TISSUE OF PATIENTS WITH BREAST CANCER
INDUCED BY NEOADJUVANT CHEMOTHERAPY CARRIED OUT IN ARTIFICIALLY HYPERGLYCEMIC STATE
L.T. Alimkhodzhayeva
Cancer Research Center of Public Health Ministry of Republic Uzbekistan, Tashkent

We reviewed the results of investigation which enrolled 69 patients with locally advanced breast cancer. Patients were divided into two
groups. Conventional preoperative multi-agent chemotherapy with Cyclophosphamide, Metotrexate and 5-FU (CMF scheme) was car-
ried out to patients of the first group, whereas AC scheme ( Doxorubicin and Cyclophosphan) was implemented in the second group. To
all participators chemotherapy was given during hyperglycemic state with serum glucose concentration of 14— 15 mmol/l. The main
purpose of the study is to evaluate the appropriateness of therapy according to the intensity of medical pathomorphosis and level of

immunologic defense.

JleueHnue paka mosouHol xee3bl (PM2XK) — ak-
TyaJlbHasi M COBPEMEHHas MpodiieMa KIMHUYECKOU
oHKojiornu. CTaTUCTUYECKHE MaTepUabl MTOCIETHUX
JIET CBUIETEJbCTBYIOT O TOM, uTo PM2K mponoskaer
3aHUMATh OJHO U3 BEAYIIUX MECT B CTPYKTYpe OHKO-
JIOTUYECKUX 3a007€BaHUI XEHCKOrOo HaCeJIeHUs
OONBIIMHCTBA PAa3BUTBHIX CTpaH Mwupa. HauumHas
TEePBYIO JINHUIO TEPAIIUU, CIETYET IOMHUTb, YTO TaXKe
B cllyyae ee BbICOKOH 3(h(HEKTUBHOCTUM BO3MOXHO
MporpeccupoBaHue 3a00J€BaHUS C TPOBEIECHUEM MO~
caenyomux quHuii teyenus [1—3]. Hepeaxko npuxo-
JUTCS HaOMoJaTh OOJIbHBIX, KOTOPBIM cpa3zy Iocje
MPOTPECCUPOBAHUS TATOJOTUM HA3HAYAIOT WHTEH-
CHUBHOE MPOTUBOOITYX0JIEBOE JIeUeHUE C OMTHOBPEMEH-
HBIM TIPOBEICHUEM XUMMOJIYYEBOW M TOPMOHOTEpa-
nuu. OmMOOYHOCTh JAHHOTO MOAXOMa MOATBEPKAA-
eTCs TeM, YTO MHTEeHCU(UKaLUs Tepanuu ¢ KOMOU-
HUPOBAHHBIM UCITOJIb30BAaHUEM XUMUO- U TOPMOHO-
Tepanuy WIM COYETAHUEM HECKOJIbKUX TOPMOHAJb-
HBIX MPENapaToB HEe MPUBOIUT K CYIIIECTBEHHBIM W3-
MEHEHMSIM B TIPOJOJIKUTEIbHOCTH JiedeOHOoro 3 de-
KTa ¥ BBDKMBAeMOCTU OONbHBIX [4, 5]. Takxke B aTOM
cilyyae Bpad CTaBUT ce0s B OUEHDb CJIOXHOE IMOJIOXKEe-
HUE U3-3a TOTO, YTO UMEIOIIUIACS apceHas TepaneBTU-
YECKUX CPEICTB y ATOM OOJTBHO B 3HAYUTETBHOM CTe-
neHu OyAeT WcuepraH yXe B Hauyaje JICYEHUs, TOraa
KaK TMpaBWIbHOE TJIAHUPOBAHUE JICYEHUS MO3BOJISET
n30exaTh 3TOTO U TMOCIENOBATEbHO MEePEeXOAUTh OT
MEepBON K MOCEIYIOIIUM JTUHUSIM MPOTUBOOIYXOJIE-
BoOUi Tepanuu [6].

OcHOBHa# 11eJ1b HAILIETO UCCIENOBAHUS — OLIEH-
Ka MEepCHEKTUBHOCTU MPOBOAUMON Tepanuu B 3aBU-
CUMOCTHU OT BbIPaXXEHHOCTH JieueOHOro rnmaromopdosa
U YPOBHS UMMYHOJIOTUYECKOM 3aIlUTHI.

B ucciienoBaHuM MpUHSIIA yyacTre 69 rmalneH-
TOK C MECTHO-pacrpocTpaHeHHbIM PM2K. BojibHbIe
OBLTM pas3jie/ieHbl Ha 2 TPYIITHI B 3aBUCUMOCTH OT Me-
TO/Ia TPOBOAMMOTO JieueHus. [lepByto rpymmy cocra-
BUJIU 37 OOJIbHBIX, TTOJYYUBIIMX TPAAULIMOHHYIO TIpe-
nonepanuoHHyo mnoauxumuorepanuio (I[IXT) nmo
cxeme CMF (uuknodochamua, MeToTpeKkcaT
u S-(pTopypaliuia) B OOLICTPUHSTHIX TepareBTUYE-
CKUX 03aX Ha (poHE KPaTKOBPEMEHHON TMIIePTIINKe-
MWU TIpU KOHIIEHTpauuu caxapa 14—15 MMmomb/m.
Bo 2-i1 rpynne 32 nauureHTKaM MpoBeAeHa Mpenorne-
pauuvonHas I[TXT no cxeme AC (mokcopyounuH + uu-
KJogocdaH) B TepaneBTUUECKUX J03aX, TAKXKe B yC-
JIOBUSIX KpaTKOBPEeMEHHOU rumnepriukemMun 14—15
MMOJTB/TI.

ITonGop GOJABbHBIX MPOBOAUIMU C YYETOM CTa-
IUAHOCTU, pPACTIPOCTPAaHEHHOCTU, MOPGhOIOTUHU
OITyXOJIY U BO3pacTa 00CIeayeMbIX MallMeHTOK. Pac-
MpeaeseHre 10 BO3pacTy mokasajno, 4To B 1-if rpyr-
ne HaOJIONeHU OCHOBHOE KOJUYECTBO OOJBHBIX
MpeObIBAJIM B COCTOSTHUU TIpe- W IOCTMEHOIAY3bl
(41—50 netr — 29,7%, 51—60 netr — 24,3%). Anaio-
TUYHBIC JTaHHBIC OBUTU TTOJYYEHBI U TPU COTIOCTaB-
JICHUU C IPYTUMMU TPYIITIIaMyu HaOTIOAeHUIT — BO 2-1
rpynne B Bo3pacte 41—50 et Haxomuiuch 28,1%,
51—60 ner — 21,9% maumenrok. Bosiee Monomoit
Bo3pacT (21—30 u 31—40 ner) B 1-if rpynmne oT™me-
yeHy 5,4 1 16,2% 6onbHBIX, BO 2-i1 —y 6,2 1 15,6%
COOTBETCTBEHHO.

Hanuuue omyxonu 5 cM u Oosnee B AuaMerpe,
CMasTHHOW € KOXeW W TIoJIeXalliMu TKaHSIMU,
TP UMEIOIINXCSl eMHUYHBIX MeTacTa3ax B mepude-
puueckux Jumdoysnax (T3—4N1MO) BeisiBiieHO y 21
(56,7%) 6onbHO# B 1-i1 rpymirie u 18 (56,2%) — Bo 2-ii
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rpyrmne. CTaTHUCTUYECKOrO pa3jiMuvsl B TPYIIAxX IO
KPUTEPHUSIM pacIpoOCTPAaHEHHOCTH OITyXOJIEBOTO TPO-
1iecca He IMOJIy4yeHOo, YTO IMO3BOJISIET CYUTATh pacrpe-
JieieHue OOJIbHBIX BITOJTHE PENPE3eHTaTUBHBIM B ITJIa-
He OlLeHKU 3((MEKTUBHOCTH MPOBEACHHOIO JICYSHUSI
(p>0,05).

PaszpaboraHHasi HaMU cxeMa HeoaablOBAaHTHOI
ITXT BkitOuana B ceds MpUMEHEeHUE JOKCOPYOUIIr-
Ha B cyMMapHo#l moze 60 mr um nukiodocdaHa —
1600 mr. CHayana GOJIbHBIM BHYTPUBEHHO CTPYIWHO
Beoauiaock 30 mur 40% pacTBopa TIIIOKO3BI, HEITO-
CPEICTBEHHO TIOCJIE 3TOTO BBIMOJHSUIA Tephy3uio
XMMMOIpenapaToB — AOKCOPYOuIIMHA B q03e 20 Mr
u uukinodochana — 400 mr. ITXT npoBoauau yepes
JIeHb B COYETAaHWU C TPeIBapUTEIbHBIM BBEICHUEM
liepykajia, KoKapOOKcuaa3bl, a y oOcCJabJeHHBIX
GOJIBHBIX — 4 MT JeKcaMeTa30Ha JUJIsSi CHUXKEHUS He-
MOCPEACTBEHHBIX TOKCUUECKMX PEAKIIUIA.

Pesynbrathl HeoanbloBaHTHOI [1XT, He3aBucH-
MO OT CXEMBI IPUMEHSIEMOTO JIeUeHUsT, OLIEHUBAJIU T10
€IMHOMY TTPOTOKOJTY, BKJIIOYAOIIIEeMYy U3YyUeHHE Clie-
NYIOIIMX MOKa3aTesei.

Jleuebnwiii namomopgos B OMyXOJU OINpeaessiv
B COOTBETCTBUM C Kjaccudukauueit Miller u Payne
(1999—2000), cormacHo pekomeHmauusiM (B.®D. Ce-
muraazoB u coabT., 2003). BeiaensiioT 5 OCHOBHBIX
cTeneHeit JeyeOHOro maromopdo3sa.

1. Mano3aMeTHble M3MEHEHUsI B OITyXOJIEBbIX
KJIeTKaX, HO 0e3 yMEHBIICHUsI UX YncJia.

2. He3HauuTeabHblE U3BMEHEHHUS B OITyXOJIEBBIX
KJIETKaX MpHY YMEHBIIEHUH UX KosindecTBa 10 30%.

3. YMepeHHbIe MOBPEXKACHUS B OMYXOJEBBIX
KJIETKaxX ¢ COKpalleHneM nx uncia 10 90%.

4. BbIpaXeHHBIE W3MEHEHHUS B OITyXOJIEBBIX
KJIETKaX, HO C COXpaHEHHUEM 3JIEMEHTOB MHBA3UM.

5. OTCcyTCTBUE OTpeaeaseMblX WHBa3UBHBIX
KJIETOK B CEKIIMOHHBIX CPe3ax M3 MeCTa pacriojioxe-
HUS TIEPBUYHON OIMYXOJIH.

Denomunuueckue noxazamesu UMMyHumemd.
[Monynsiuu u cyononyassuuu JUM@OILUTOB TMepu-
(bepuyeckoil KpOBM BBISIBJISIIA C ITOMOIIIbIO MeTOoza
MPOTOYHOM HUTOMIIOOPOMETPUU C MCITOJb30BaHU-
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€M MOHOKJIOHAJbHBIX aHTUTel (upmbl «Becton
Dickinson» Ha NpPOTOYHOM LHUTOPIIOOPOMETPE
FACScan.

Onpenensiiu obuiee yucio T-nuMdbouuToB
(CD3) u B-numdorutos (CD19, CD22), koanyecTBO
NK-kinerok (CD16, CD56), akruBupoBaHHble T-
sumponutsl (HLA-DR in CD3), a Takxe cybrnomny-
asuun T-mumdountoB — T-Xelnepbl/MHIYKTOPBI
(CD4), T-cynpeccopbl/uutorokcuueckue (CDS8)
u cootHoueHue CD4/CDS.

ITpu aHaM3e BEIPakeHHOCTU PErPECCUU B 3aBU-
CHMOCTH OT CTEeTICHU PacIpOCTpaHEHUSsI OIyXOJIu J0-
CTOBEPHOTO pa3inyusi He OOHApY:KEHO HM B OIHOI
rpymre HaomoneHuit. TakuM o6pa3oM, UCIOIb30Ba-
Hue HeoamabloBaHTHOU [IXT B mpemonepallmoOHHOM
rnepuosie y OOJbHBIX C MECTHO-pPaclpoCTpaHEHHBIM
PM2K conpoBoxnaeTcsi MpakTUYECKH OAMHAKOBBIM
MPOTUBOOMYX0JeBbIM 3 dekToM (p>0,05).

VYnaneHHbIE OMYXOJIM BO BCEX CiIydasiX MOJABEp-
rajii MoOp(MoJOTMYeCKOMY MCCIIeIOBaHUIO, TTO3BOJIS-
IOIIEMY OLIEHUTb BBIPAXKEHHOCTh JIeYeOHOro maTo-
mopdoza. [Ipu 3ToM ycTaHOBIEHO, YTO 2-5 CTENEeHb
JleyeObHOTO0 matoMopdo3a Mpu MCIOJIb30BAHUN CXe-
Mbl CMF 6buta obHapykeHa y 8 (21,6+6,7%), 3-s1 —
y 22 (59,4£8,1%) u 4-1 — y 7 (18,9+6,3%) 60nbHBIX
COOTBETCTBEHHO.

Bo 2-i1 rpynne HabJNOaeHU, TAe NPUMEHSIN
cxemy AC, 2-g crereHb JiedeOHOro naromopdosa
omnpenensuiacb y 2 (6,2+4,3%), 3-9a —y 6 (50£5,1%)
nu4-9—y4(43,7£8,9%) nauneHTOK COOTBETCTBEH -
HO, YTO CBMJETEJILCTBYET O 3aMETHOW TEeHIACHIIUU
0oJiee BbIpaXKeHHBIX MOPGhOTOTUYECKUX U3MEHEHU I
B OIYXOJISIX MPH UCTIOJIb30BAaHUM TTPOTHUBOOTTYXOJIE-
Boro aHtuouoTuka (p>0,05). B To ke BpeMs1 10CTO-
BEPHOTO pa3jnyuus B MPOTUBOOITYX0JeBOM 3(pdek-
T€ B 3aBUCUMOCTHU OT PACIIPOCTPAHEHHOCTH OITyXO-
JIEBOTO mpolecca He BbisiBIeHO — p>0,05 (cMm. Tad-
JULLY).

Bosbiiyio pojib B MOHUTOPUHTE OOIIIETO COCTO-
STHUST OOJIBHBIX M TTIOKa3aHW JIJIsT IIPOBEIEHUST OTIpe-
neneHHoro ceaHca IIXT urpano usydyeHue y 00Jb-
HBIX TTOKa3aTelieii KpoBeTBOpeHUs. COriacHO MmoJjry-

CocmosHue neuwebHoeo namomopgho3a 6 yOareHHbIX ONYX0AAX
MOAOUHOU Jdcene3vl NPU PA3AUUHBIX cXeMax HeoaldsrweaHmHuoi [IXT

Cxema IIXT u cTagus onyxo.m Yucno 60MbHBIX 1-s
CMF +IT 37 =
T3—4NIMO 21 =
T3—4N2MO 16 =
ACHIT 32 =
T3—4N1IMO 18 =
T3—4N2MO 14 —

Crenenb Je4eoHOro naromopgosa

2-a 3-a 4-5
8 (21,6%6,7) 22 (59,448, 1) 7 (18,946,5)
3(14,3) 13 (61,9) 5(23,8)
5(31,2) 9.(56,2) 2 (12,5)
2 (6,214,3) 16 (50+5,1) 14 (43,7£8.9)
1(5,5) 9 (50) 8 (44,5)
1(7,1) 7 (50) 6(42,9)



: .}HEHGIH]“ PENPOAVHKTUBHOMN CHCTEMDBI 2

YEeHHBIM JaHHbIM, UCXOAHOE COCTOSIHME OCHOBHBIX
rnokasaTeJieil KpOBY B CPaBHUBAEMBIX IPYITIAX CYIIe-
CTBEHHO He pasinyajnoch. B rpymie HaOIOIeHUI,
rae ucnoJjb3oBajach cxeMa CME, cpegHuii ypoBeHb
remorioouHa coctaBui 106,3+11,2 r/1, TpomMbGoOIIHM-
ToB — 185,9118,8 r/n, spurpouutos — 4,1+0,3 x
10°, neiikouutoB — 4,8+0,4 x 10°, nuMpounToB —
24,1+2,3%. Bo 2-ii rpyImime, COOTBETCTBEHHO, YpO-
BeHb TemoriobuHa Obul paBeH 109,6+11,6 r/ix,
TpoMboLuTOB — 191,7%+18,7 x 10°, 3puTpOoLIUTOB —
4,3+0,4 x 10°, netikouutoB — 4,9+0,4 x 10°, numpo-
ouToB — 23,842,2%, paznuuus HeIOCTOBEPHBI
(p>0,05).

Yepes Heneno nocie nposeneHus kypca I[TXT
no cxeme CMF ypoBeHb reMorjoOMHa CHU3MICS
B cpenHeM no 85,4%8,2 r/a, TpOoMOOUUTOB — 10
152,7%15,7 x 10°, aspurpouutoB — a0 2,9+0,4 x 10°,
aeiikouuToB — go 3,1+0,4, numdouuToB — 10
17,7£1,8%.

Bo 2-it rpynne Haba0aeHU KypcoBasi 103a 10-
KCoOpyOulIMHA U LMKIodocdaHa BbI3Bajla CHUXXKEHUE
remorioouHa no 87,3%8,5 r/n, TpoMOOIIMTOB — IO
169,5+11,7 x 10°, sputpormroB — o 3,1£0,3 x 10°,
JneikouuToB — g0 3,2+0,4 x 10°, ntuM¢poLUTOB — 110
18,1£1,9%.

ComnocTaBjieHHEe 3TUX JaHHBIX HE IaeT JOCTO-
BEPHOTO CTATUCTUYECKOIO Pa3IMYMsI B U3MEHEHMSIX
MoKa3aTejieil KpOBETBOPEHUSI B 3aBUCMMOCTH OT Me-
Tozda JIeYeHUs B CpaBHUBAEMBIX TPYITIaxX HAOIIOIeHUIA
(p>0,05).

3HauyuTebHask 00beKTUBHAsI MH(OPMALIUSI O CO-
CTOSTHUM OOJIbHBIX IOJIydeHa Ojiarogapst M3yYeHUIO
CcOCTaBa UMMYHOPETYJIITOPHBIX KJIETOK, CTEIIEHb U3-
MEHEHMsI KOTOPOT'0 HaXOAWIach B OTIPeIeJICHHOM B3a-
MMOCBSI3U C METOIOM IpoBoauMoro JjedeHus. Co-
[JIACHO TOJIYYEHHBIM JAaHHBIM, B HaOJIOACHMSIX, IIe
ucnoab3oBanack IIXT nmo cxeme CME no neyeHust
ypoBeHb CD3 cocraBnan 77,2+£6,4%, CD4 —
44,7+4,6%, CD8 — 31,3%3,2%, cOOTHOILIEHUE
CD4/CD8 — B cpemhem 1,4+0,21, CDI6 —
14,4£1,6%, CD19 — 7,4+0,9%, HLA-DR in CD3 —
13,6£1,4%. IMocne niposeneHust I1XT orMeueHa He-
KoTopasi TeHAeHLUsI K yMeHblueHuto: CD3 —
64,5+6,1%, CD4 — 40,1+£4,2% — nipu 1OCTOBEpPHOM
(p<0,05) yBenmuuennu CD8 — 39,5+4,1%, a takxke
yMeHbIIeHun cooTHomenus CD4/CD8 —1,1%0,1.

VpoBenr CDI16 cHu3MICS HE3HAYUTEJIbHO —
13,9+1,4 npu otyetnuBoM (p<0,05) yMEHbILIEHUY TO-
kazareyeit CD19 — 6,3+0,4 u HLA-DR in CD3 —
10,2+1,1%.

Bo 2-ii rpynne Haba0aeHU, Tae B TIpeaorepa-
uoHHoMm nepuoge INTXT mpoBoaunu no cxeme AC,
HMCXOHOE KOJIMYECTBO UMMYHOPETYJISITOPHBIX KJIETOK
CYIIECTBEHHO HE OTJIMYAJIOCh OT TeX XK€ IoKa3areiei
B KOHTpOJIbHOI Tpymiie (p>0,05). ITpu 3ToM ypoBeHb
CD3 cocraBun 79,4%+16,9%, CD4 — 46,8%£5,1%,
CD8 — 32,8+3,4%, CD4/CD8 — 1,4%0,1, CD16 —
15,1+0,19, CD19 — 6,740,7, HLA-DR in CD3 —
13,9+1,4%.

[ToBTOpPHOE MCCIENOBaHUE COCTaBa MMMYHO-
PeryJasaTOPHBIX KJIETOK MOCJe MPOBEACHUS JTCUCHMS
moKasaJio He3HaYMTeJbHOE, HO CTaOMIbHOE CHIUKE-
Hue obuiero koauuvectBa T-auMmdpouuToB (CD3)
B cpenHeMm 1o 63,916,2%, ymMepeHHOE CHUXKEHUE
conepxanus T-xenrmepoB/uHaykTopoB (CD4) —
42,3+4,4. Takke HE3HAUYUTEJIbHO YBEIUYMBAIOCH
yuciao MapkepoB T-cympeccopoB (CD8) —
37,8+4,1 u cHuxeHue cootHouieHuss CD4/CD8 —
1,2+0,1. OTMeueHO TakKe HEKOTOPOE€ CHUXEHHUE
NK-knerok (CD16) u ob1iero koandectsa B-muM-
¢douutoB (CD18). ConmepkaHue aKTHUBUPOBAHHBIX
T-numdounton B o611eM coctaBe T-knetok (HLA-
DR in CD3) ymeHbIIa10Ch AOCTATOYHO OTYETIMBO
(p<0,05), 4TO B LIEJIOM yKa3bIBaJIO HA 3aMETHOE UM-
MYHOJIEIIPECCUBHOE IEHCTBHE MCIIOIb3YEeMBIX CXeM
JIeYeHUsI.

BbiBOAbI

1. Ucnonab3oBaHue KpaTKOBPEMEHHOM NCKYCCT-
BEHHOI TUIIEPITIMKEMUN B CXeME HeOaIblOBaHTHOM
IIXT mectHO-pacnpocTpaHeHHOoro PM2K conpoBoxk-
JaeTCsl BhIPaKEHHBIM YCUJIEHUEM TSKECTHU JIeueOHOro
naTomMopdo3a B yIaJeHHBIX OIyXOJISIX HE3aBUCUMO OT
BUJIA JICKAPCTBEHHOI Teparuu.

2. BbimonHeHMe pa3pabOTaHHOIN CXEMbl Jieue-
HUS CYILIECTBEHHO HE BMSIET Ha MoKa3aTeau nepude-
PUYECKOI KPOBU M CBUIIETEIBCTBYET 00 aeKBAaTHOCTU
MPOBOJIMMOTO JICUEHHUS.

3. IpemtoXeHHbII METOJ JIeUeHUsI XapaKTepu -
3yeTCsl OTYETIIMBBIMU M3MEHEHUSIMU UMMYHOPETYJISI-
TOPHBIX KJIETOK, YKa3bIBAlOIIUX Ha YCUJICHUE KWJI-
JiepHOi (GyHKIMM MakpodaroB M aKTUBU3ALMU
arorro3a.
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