HHM C JIDYTMMH AHEYIJIONWTHHIMM HOBOOGpA30BaAHUIMH
[16]). ITo Hamum HaGmonennsM, Hanboce Hebaronpu-
ATHHIM GBI MPOTHO3 /1S aHCYILTOMAHKX PELENTOPOOTPH-
narenbbix OM2K. OTMeueno Takxe, YTO AMHAMHKA M3-
MeHenuit nomn [IHK-cunTesnpyomux quniouassx omy-
XOJIEBBIX KJIETOK B XOA€ MPOTHBOOMYXONICBOM XHMHOTEPA-
NUH CBA33HA € SPOHEKTUBHOCTBIO NPOBOXUMOTO JEUYECHHS.
YcnewHoe MENMKAMEHTO3HOE JIEYEHHE, COMPOBOXKAABLIE-
€CS CHIXCHHEM 1014 S-a3sHBIX KJICTOK, BABOE YBEIHYH-
BaJIo 6E3pENMANBHNIA EPHON M TPOAO/IKHTETPHOCTD XKH3-
HH ONEPUPOBAHHKX GosbHEX ¢ OMX.

W3 npencrasneHHHX RaHHBIX CIEXYET, YTO AHEYILIOMA-
Hoe (runepammuioMpHoe) comepxanne NHK B xierkax
OMX  0cOGCHHO MHOTOKJIOHOBHIi XapakTep HOMYJISILAN
ONYXONCBHX KJETOK YXYALIAKOT NPOTHO3 B OTHOLIECHHHM
BO3BPATa OIMyXO0JIEBOTO MPOLECCA M CPOKA BHIXHUBAHUS pa-
AHKQJIPHO ONEPUPOBAHHHX OosbHbIX. [Tokasaresap mwiona-
Hoctt THK (MAHK) xnerox OMX B kauecTse mporso-
CTHYECKOTO KPUTEPHUS, BUOAHMO, LEIeCO00pa3HO MCIIOMB30-
BaTh Ui (POPMHPOBAHMS TPYNN PUCKA IS HATIPABJIEHHO-
IO NPOTMBOPECLIMAMBHOIO JICUCHHS.
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CPABHUTEJIBHOE U3YYEHUE
KOJIBITOIIUTOTPAMM B I'PYTIITAX BOJIbHbBIX
PAKOM MOJIOYHO¥ XEJIE3bI U KOHTPOJIA

HUH kanyepocenesa, Hepmcxuii obracmnoii onkoducnancep

Pax monounoit xenesm (PM2K) magasua orocar k
Ipynne Tak Ha3blBAEMBLIX TOPMOHAJBHO 3aBUCHMBIX HWJIH
FOPMOHA/IBHO 00YCJIOB/IEHHBIX OmyXoJei. [MnoTess u Te-
OpvM O ropMoHaabHOM reHese PMX Bosnukiam mpexae
BCCTO HA OCHOBAHWHM OIPENCJEHHON TOPMOHAJIBHOM 33aBM-
CHMOCTH CAMOW MOJIOUHOH XXesie3bl K4K OpraHa-MHIICHH,
B CBOEM PAa3BUTHH M (DYHKIMH KOHTPOJMPYEMOTO OIpEne-
JIEHHBIMH TOpMOHaMmM. Teopus ropMOHAJBHOTO reHesd
PMX 6bl1a noaxpensieHa psnoM 9KCIEPUMEHTATbHBIX U
KJIMHAYECKMX NAHHHIX [ ], omHako 10 cux mop oHa ocTa-
CTCd BO MHOTHX CBOHX MO3HUHAX HE YTOUHEHHOH W He
NIOATBCPXKACHHOW JOCTATOUYHO YOEAMTENBHBIMH IIOKA3a-
TEAbCTBAMH. Bee 310 mobyXaaeT k HOBHIM HCC/ICIOBAHUAM
B 3TOM HAMpABJECHHUM, MTONCKY HOBHIX MOXXOIOB.

Cnemyer OTMETHTb, UTO TMOYTH BCe MCCAENOBAHHS IO
H3YUCHHUIO POJH T'OPMOHOB B reHede PMK ocHoBmBAIHCH
Ha OMpENEJICHUN YPOBHS TEX HJIM MHEIX TOPMOHOB M HX
MeTaboMTOR B KPOBM M Moue. B TO Xe Bpems, 9TH moka-
3aTC/IM MOryT HE OTPaXkaThb UCTHHHON OGHOJIOrMUECKOM aK-
THUBHOCTH TOPMOHOB Ha ypOBHE KJeTKH. [locaemusas mo-
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Breast cancer (BC) is traditionally attributed to
hormone-dependant or hormone-specific tumors. The
hypotheses and theories of BC hormonal genesis
mainly arise from the hormonal dependance of the
breast as a target organ whose development and
functioning are controlled by certain hormones. The
theory of BC hormonal genesis has been supported by
experimental and clinical data [5], however it still
lacks certainty and needs verification in some aspects.
All  this necessitates new research and novel
approaches.

About all studies of hormone contribution to BC
genesis involve determination of various hormones or
their metabolites in blood and urine. However, these
characteristics do not allow true interpretation of
hormonal ativity at the cellular level. This activity may
depend upon local sensitivity of tissues to hormones
and peculiarities of their metabolism in breast tissues
and cells rather than upon the hormon level in the
blood. Therefore, tests for evaluation of cellular and




Tabauuya 1 Table 1
Coctas 00caeq0BaHHbIX XCHIIKH N0 BO3PACTY H [POJOJIKHTEIHHOCTH MEHONAY3b
Distribution of cases by age and menopause duration
BospacT, rogbi Yuncno xeHuwmH NpoaonxnienbHOCTL Hucno XeHWuH
abe % MeHonay3bl, FoAb abc o
40—49 39 9 <5 124 28,7
50—59 204 472 5—9 102 23,6
60—69 140 324 10—14 84 19.4
> 70 49 113 =15 122 28,2
Bcero.. Total 432 100 432 100
No % Menopause duration, No %
Age, years Cases years Cases

KET 3aBHCETb HE CTOJBHKO OT YPOBHS I'OPDMOHOB B KDOBH,
CKOJIKO OT MECTHOM UYBCTBUTEJIBHOCTH K HMM TKaHEH H
ocobennocTeit MerabosM3Ma TOPMOHOB B TKAHAX M KJIET-
KaX MOJIOUHOH XeJie3bl. B 3ToM oTHOmEHHH 0COOHI HHTE-
pec MPEACTABJISIOT TECTH M MOKA3aTe/]H, XapaKTCpPU3YIo-
e HEMOCPEACTBEHHO NOPMOHANBHBIN ekt Ha TKaHE-
BOM M KJICTOYHOM ypoBHE. TakuMM, B YaCTHOCTH, SABJf-
10TC TeCTH (PyHKLMOHAIBHON JMATHOCTHKH, MCHOJb3YE-
Mbie B ruHeKosornueckoi mpaktuke [1, 31.

YUHTHIBAS, UTO U3 BCEX IHAOTEHHBIX TOPMOHOB HauGo-
JIee BHIPAXEHHOE JCHCTBHEC HA PAa3BUTHE MOJIOUHOW XeJe-
3B, MUTOTHYECKYK) AKTHBHOCTb €€ JIUTE/IMS OKA3HBAIOT
5CTPOTEHbI, B HACTOSIIEM HCCIEAOBAHUHE OBLT HCNOIB30BAH
OAMH U3 LINPOKO NMPUMEHSEMBIX B KJIHHAYECKON MPAKTHKE
TECTOB HA CTEMNCHb CTPOreHM3alMM OpraHM3mMa — Omnpe-
neJeHne KapHOMMMKHOTHYECKOTO HHAEKCA (KITN) B koaB-
MOLMTOrpaMMax.

KIIU onpepensieTcs MyTeM IOACYCTA JOJH OPOrOBCB-
MK KJIETOK C MMKHOTHYECKAMH SIPAMH K obuIeMy 4ncity
KJIETOK B KoJpmonurorpaMMe. [1py 3TOM LMTOJIOTHUYECKAd
KApTHHA BJATAJMIHOTO Ma3Ka OTPaxaer CyMMy IOpMO-
HAJBHBIX BJMSHHI B OPraHM3ME XCHIIMHH H ABAFETCA
ONHAM U3 HAHOO0/IEE YETKO BHPAXKEHHHX KPHTCPUEB (DYH-
KLMOHAJIbHOTO COCTOSHHUS KEHCKOM moJioBoi cucreMn [1 ]

B cBasu ¢ TeM, uto 3uauenus KITW moryr cymecTBes-
HO MEHSTHCS B Pa3HHE MEPUOAB MEHCTPYaJbHOIO LMKIA,
a y XCHIWH B MeHomay3e npuobperaior Goaee cTabuib-
HBIE 3HAUCHWS, B HACTOSIIEM HCCJICHOBAHUM MBI OTPAHH-
ymauch OOCACHOBAHKMEM TOJIbKO XCHIIMH B MEHOmAayse.
Beero KIIU 6w onpenence y 99 nepsuuHHX GOMBHBIX
PMX c onepaGenbHbiMU cTapusiMu 3a0oseBanus (o Ha-
yana jeucHns) u y 333 XeHmMH KOHTPOJBHOH TPYINIH
6e3 MaTOJOrMM B MOJIOUHBIX XeJie3aX. B KOHTPOJbHYIO
[pyNNy XEHI(HHb NOAOMPasUCh B XCHCKMX CMOTPOBBIX
KabMHeTax M JXCGHCKHX KOHCYJbTalHsAX, COOTBCTCTBYIO-
mmx MecTy xurenbcrsa Gompabix PMXK. K xaxnoi 6onb-
noit PMX 6su10 mopobpano 2—4 KOHTPOJIbHBIE XKEHITHHBI
C y4YeToM ONMHAKOBOIO MECTa KMTEJbCTBA, BO3PACTa M
IIPOAO/IXHTEIBHOCTH MEHONAY3bl.

B Tabn. 1 mokasaHO pacmpefeseHue BceX o0C/aenoBaH-
HHX XCHIIMH (COJbHHE M KOHTPOJIbHAA TPYMIA) COOTBET-
CTBCHHO BO3PACTY M MPOAOIXHMTEIBHOCTH MEHONAY3HL.

B taba. 2—4 npeacraBieHbl AAHHbIE O CPETHHX 3HA4E-
ungx KIIW B noarpynmax XEHIIMH Pa3HOTo BO3pacra M

tissular hormonal effect are of great importance, €.g.
functional diagnosis tests used in the gynecological
practice [1, 31

Among all endogeneous hormones estrogens have
the greatest effect on development of the breast and
mitotic activity of its epithelium. Therefore our
investigation employed a common test for evaluation of
body estragenation, i.e. karyopyknotic index (KPD), by
colpocytograms.

The KPI is a ratio of the number of keratinous cells
with pyknotic nuclei to the total number of cells in a
colpocytogram. The cytologic pattern of vaginal smears
reflects the sum of hormonal effects and is the most
clear criterium of functioning of the female sex system.

Since KPI values may vary considerably within the
menstrual cycle to become more stable in menopausal
women we restricted ourselves to examination of the
latter cohort in our investigation. KPI was determined
in a total of 99 primary BC cases with operable disease
(before treatment) and in 333 control females free
from breast pathology. For each BC patient we selected
2—4 control women from those undergoing gynecologi-
cal examination at the same place of residence. The
control and test groups were well balanced with regard
to place of residence, age and menopause duration.

Table 1 presents distribution of all women examined
(patients and control) by age and menopause duration.

Tables 2—4 show KPI mean values respective of
age, menopause duration and disease stage.

The tabulated data support the expected decrement
in the KPI mean values with age and menopause
duration. However there is no correlation of the KPI
mean values and BC stage.

We attempted analysis of KPI values in relation to
BC risk using two approaches. The first approach
consisted in comparison of KPI of a patient and
averaged KPI of the 2—4 controls selected for this
particular patient. Of 99 comparisons performed the
KPI in the BC patients were higher than in the
controls in 35, lower — in § and equal to them in 14
cases. Thus, the KPI in the BC patients was not higher
than in the controls in a vast majority (74, 74.7%) of
the comparisons.

The second approach involves regression analysis
with calculation of BC risk in relation to KPI values
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Tabamuna 2

Cpeanne 3navenns KITH B pasHbiX BO3PACTHBIX FPYNNAX KEHIHH

Age-specific KPI mean values

Table 2

Boapacrt, roant

Yucno XxeHwmH

CpepHee 3Hauexne KM

Cpeptee kBagpaTuyHoe

OTKNOHEHUue
40—49 38 82 10,1
50—59 204 6,9 +10,2
60—69 140 4,6 +5,5
=70 49 5,6 9,0
Age, years No of cases KPI mean value Mean square deviation |

Tabanunua 3

Cpeanne 3nauenns KIMH B rpynnax XeHINMH C PA3HOM NPOJOJIKMTEIbHOCTLIO MEHONAY3b
KPI mean values respective of menopausal duration

Table 3

lNpoponxurensHocTb Hucno xeHimH CpepHee sHauenne KN CpesiHee kBajpaTMyHOe
MEHONay3bl, rofibt OTK/NIOHEHMWe
<5 124 10,2 +14,3
5—9 102 43 +6,0
10—14 84 47 5.6
=15 122 52 174

Menopause duration, years

No of cases

KP| mean values

Mean square deviation

Tabnuua 4

Cpeanne 3navenns KITH B rpynnax GoanHbix PMXK ¢ pasnoi cranueit 3a6osie Banus
KPI mean values in BC cases respective of disease stage

Table 4

Crapna PMX Yucno 6onbHbIx CpenHee 3HaueHune KM Cpepntiee kBagpaTnuHoe
OTKNOHEeHWe
| 12 6.1 81
Ia 34 45 457
116 30 72 +14,7
E] 10 31 +3.6
116 8 14 +18,2
BC stage No of cases KP| mean values Mean square deviation

Tabamuwa 5

IMoxazare,m OTHOCHTEILHOTO prucka PMOK B 3aBHCHMOCTH OT 3Havenui KITH (cTanaaprusoBaHbl no BO3PACTy H TIPOAOCJUKHTEJIbHOCTH MEHOMAY3bl)

BC risk in relation to KPI (standardized by age and menopause duration)

Table §

3Hauenune KN

OTHocuTEnbHLIA pUck 95% AOBepUTENLHLIR UHTepBan p
0—3 1 — —
4—7 0,96 05—17 0,89
8—12 0,57 03—13 1,18
> 12 0,82 0.4—1,6 0,58
KP} values Relative risk 95% confidence interval p
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pazHOM NpPOJOJIKMTENBHOCTH MEHOMAYy3H, a4 TaKXe B
rpynnax Goapanix PMXK ¢ pasHoii cranueii 3aboseBaHus.

IIpencraBncHHBE JAHHBIE MOKA3HBAIOT 3aKOHOMEPHOE
yMmeHblenne cpenanx 3naueHui KITH no mepe ysenmue-
HHUd BO3pacTa GosbHBEIX, elle 6ojlee OTYETINBO BHPAXKEH-
HOE TIPH BO3PACTAHHUH CPOKOB MEHOMAay3H. B T0o Xe Bpems,
kakoii-mbo sasucumocTM cpemnux 3HaueHmin KIIU or
craaun PMX He BmaBasercs.

TTpu ouenke ces3m 3nauennit KITU ¢ puckom passutus
PMX ObI0 KCIOAB30BAHO OBA AHAJMTHUECKHX MOAXOAA.
Tlpu nepsoM GbLI0 MpoBeneHO cpasHenue 3HaueHni KIIN
MEXIy Kaxmou GosbHOM M mogoOpaHHBIMH K He#d 2—3
KOHTPOJIbHBIMH CIyuasmu ( IJIsI KOHTPOJIS OTNPENENsIOCh
cpemaeapudmernueckoe 3nauenume KIIW). U3 99 mnomo-
OubIx cpaBHEHHi B 35 cayuasx 3Hauenns KITU y GonpHbix
PMX 6binm Bemie, ueM cpeanee 3nauenue KITA pns mo-
NOOpAHHHEIX K HEMY KOHTPOJBHHX CJyuaes, B 50 — Hmxe
U B 14 — pasus. Takum oGpa3oM, B sBHOM GOJIBIIMHCTBE
comocrasncHuit 74 (74,7%) smauenna KIIM y GosbHEIX
PMX He npeBHIIANHM TAKOBHIX B KOHTPOJBHOW TPYIIIE.

Ilpu BTOpOoM mMomxome GBI MCOJB30OBAH PErpecCHOH-
HBI# aAHAJIN3 C PACUYETOM IS BCEH COBOKYIHOCTH 60IbHBIX
H KOHTPOJIbHOW rpynmsl oTHocuTeabHoro pucka PMX B
3aBuCcUMOCTH OT 3Hauenui KITW npu crargaprusanuu mo
BO3pacTy M MPOHOJIXHUTEJIBHOCTH MecHonayss. CraHpapTu-
30BAHHBIE MOKA3aTEJM OTHOCUTE/ILHOTO PHMCKA C AOBEpH-
TEJbHHMH HHTEPBAJaMK OBLTM MOACUMTAHH IS CIEAYIO-
mux 4 uureppanos snauenwii KIIW: 0—3, 4—7, 8—12,
Gonsme 12. OtHocurensHBI puck PMK npn MuHNMaIb-
ubix 3HaueHnax KITU (0—3) Obur mpuusT 33 1, 1 no o1-
HOLIEHHIO K HEMY pPaCCUMTHIBAJICA OTHOCHTCJIBHHN DPHCK
PMX npu apyrux sHaucuusax KITHU. CoorsercrByromue
AAHHBIE MPEACTaBAEHH B Ta0M. 5. OHU OKA3HBAKOT OTCYT-
CTBHE KaKOro-JiMbo CYUECTBEHHOTO W3MCHCHHMA OTHOCH-
tespHoro pucka PMXK B 3aBucumocTtu or 3nayenmii KITH.

TakuMm 06pa3om, pe3yabTaThl 00OMX MOAXONOB B aHa-
JIM3€ TOAYYEHHHX AAHHBIX CBUAETENbCTBYIOT 00 OTCYTCT-
BHHU 3aMETHOM cBs3M Mexnay 3HaueHusmu KIIW u passu-
TueM PMXK. Paccmarpusas KIIU kak nokasartesab creme-
HU 3CTPOr€HM3ALMM OPraHM3Ma XCHIIMHH, MOXHO che-
JIATH BHBOA 00 OTCYTCTBHHM BJIMSHHS SCTPOTCHOB HA PHCK
pasutus PMXK. OrcyrcTBHe yOeAMTENbHBIX HAYUYHBIX
NaHHBIX, NOATBEPXIAIOUIMX THIOTE3Y O POIH M3OHITOYHO-
ro copepxanus scTporeHos B passurun PMX, yxe neon-
HOKpaTHO OoTMeuanock B jurtepatype [2, 4, 5]. Ilpose-
AEHHOE HCCJENOBAHMUE €lIe Pa3 CBUACTEABCTBYET O HECO-
CTOSTEJIBHOCTH 3TOH T'MIOTE3HI.

standardized by age and menopause duration for the
entire patient and control cohorts. The standardized
relative risks with confidence intervals were calculated
for the following KPI groups: 0—3, 4—7, 8—12, 12
and greater. The BC relative risk at the minimal (0—
3) KPI values was taken for 1 with the risks in the
other 3 groups being determined in relation to this
value. Table 5 presents BC relative risks respective of
KPI. As is seen the tabulated data show the BC
relative risk not to change considerably with respect to
KPI.

So, our findings show no marked correlation of KPI
and BC. As KPI is considered a factor characterizng
the degree of body estrogenation in women the
conclusion may be made that estrogens have no effect
on BC risk.

Many publications [2, 4, 6] report the lack of
convincing scientific support of the fact that escalated
estrogen promotes BC development. Our investigation
is another evidence against this hypothesis.
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