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Abstract A srudy of clinical and morphological parametels oftrnnor lissue ofbreast cancer wi$ posit;ve and negatjve

phenorJpes ofreceptor expression to estrogens and progeslerone (ER ( ) / PgR (-)) was conducred.48 sanples oftumortissue

ot U."J 
"un".. 

*"t" ."lecred for the srudy in patients i'ho under$en1 surgery fo. the treatment of this disease al the

ReDubtican cancer Research cenrer in Tasbtenr (uzbeki$an). The avenge age of\r'omen were 52,04=1,52 ycars old. Tbere

wai positive expression ro estrogen receptors (&otn 2+ 10 3+ b)- 4 poinl scale cormt of inrnunohistochemical reaction) in

66,66+6,80% exaninalion ofrumor samples and the expression ofreceptors to estrogens were absent in 33,4+6.80% samples.

There was positive expression to progestrone receptors (iiom 2+ to 3+ by 4 poinl scale count of immunohisrochemical

reaction) in 60,,11+7.05% examination of trnnor samples and the expression of receptorc to progesterone \r,ere abseni Ln

39.58:7.05% samples.

Ke]'\r,ords Breasi cancer. Expression of receptor, Estrogen, Progesterone

ting

1. Introduction
Microchipping of$e tumor ceLls' DNA ofbreast cancer

(BC) }as nade it possible to identifl several generically
difTerent forms of this disease. This nolecular Senetjc
cra".r lcar ior has oee" acr i \e )  J 'ed in clrnica prdcLice - ' '

the purpose of irdividualizing $erapeu{c approaches and
studying new methods of ireatment. According io the
molecular genetic classification, the following variants of
brea$ cancer are defined- which differ according to the
prognosis and sensitivirr' to different types of drug therapy

[ 1 , 2 ] :
. luminal A ER (+) and./ or PgR (+) l HER-2 / neu t);
. luminalB:ER (+) l  and /  or PgR(+) /  t tER-21neo (+);
. HER'2 i neu (+):ER (') / PgR G) / HER'2 i neu (+);
. basal-lil<erER C) / PgRQ / mR-2 /neuQ.

Hislogenetic basal-like BC is associsted \t'ith basal
epithelium. $'hich in the heallh), mamrary gland composes
extemal la)rer adjacent to the basal membrane, hnmg the
ducts and lobules. This is a morphologically and
immuophenogpically helerogeneous population with the
features of epithelial and smooth muscl€ ce1ls. $hich is
reflected in their name -m),oepirhelial [3,4].

In addition to othei markers. the expression of high
molecular basal cytokeraiins (CK5/6, CK14. CKIT). EGFR
(HERI), p-cadherin. CAVI and CAV2 are opical for these
cells [5]. The expression of genes typical for basal
/myoepjthelial cells are also detemined in the ba$l-like
breast cancer cells. Many prodocts ofthese genes pedorm a
strucrural role. participate in the proliferation of cells, the
oppress on or apopLo\rs. T srdl:or and or br\3. or i e il
processes inher€nt for cancer [6].

At the sametime.the expression ofER ER'dependent and
other genes characteristic for lminal epithelial cells of
nonnal breast tissue, aswellas HER-2 a.nplicon in basal-lile
tumors, is minimal [7].

Thus. aithebase ollhe aggessjve phatoqpe ofbasal-like
tumors lies tbe conesponding genot"vpe, indicating the origr'r
trom rhe least ditrereniiared (possibly even siem) cells l8l

Endocrine therapy is indicated for most patienls wjth
breasr cancer (BC) wilh receptor-posilive iumors (ER+/PR+)

[9. ]01. Ovarian steroid production decreases \\'ith age and
development of estrogen jn postmenopausal uomen occurs
prinarily in peripheral tissues such as adipose tissue and
adrenal androstenedione where in the corticosteroid is
convened (transformed) tust inlo estrone and lhen to
estadiol. Tbis peripheral conversion occurs vra aromatase
(en4rne complex consisting of the cytochome P450 and
flavoproteins), which is a catallst for the converting of
androgens to esfogens [] ll.

Currenlly. the treatment of basal-like breasi cancer with a

drrri na4h.il ru iA r:h itarnnmov)
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negative phenot ?e of tbe expressjon of receptors for
estrogens ard progesterone (ER G) / PgR G)) is an acural
problem in oncology. We conducted a study ofclinical and
morphological pammeters of tumor tissue of brcast cancer
$ jlh posjri\e and negari\ e phenor)?es of recep@r e\pression
for esfogens and progesterone (ER C) / PgR G).

2. Material and Methods
48 samples oftunor tissue ofbreast cancer were selected

for the study in patienrs who uderwent surgery for ahe
treatrnent of this disease at the Republican Cancer Research
Center in Tas}lent (Jzbekistan)- Cdteiia for selectioD were
a verified diagnosis of breast c-ancer and surgical
intenenlion in this regad.

The rcutine clhic examinalions vere canied out in all
patients (biochemical status, clbical chancteristics of the
tumor, histological, ultrasound, iadiogaphic examinatio4
4omputer tomography.).

Deterrnination of the expression of receptors to estrogens
.nd progesterone was caried out by using test kits @AKO)
for the immunohistochemical shrdy. The received results
were subjecEd ro the statistic processing with the using of
standard software package Biostat 2009 on well-knowl
method of variation staiistics with an eslimarion of the
statisric significance of indicators (M+m) and differences
between groups were analyzed using the Student's t-test.
P<0.05 was considered significant.

3. Results and Discussion
The average age of women were 52,04+1,52 years old.

The primary symptoms ofwomen who addressed to medical
care with the reason of breast disease and concomitant
disease q,ere given in 1"' figure. It was determined that there
1i,as heiedrtary pathology i.e. "cancer family" where close
relatives by female line suffered fiom the oncopathology of
breasl and reproductive organs length several generahon in
oDe woman (2,08+0,2%).

Tle results ofdetennining of localiation and coDsistency
oftumor were showed in table 1.

Trbl€ l. Ile rcsdls of delmining of lo€liation md 66ist€ncy ol

9',o

l 9 19,s8+7.05

22.9t+6,06

8.3343,98

2 4,t6+.?,88

2

2)

8.33+3.98

I 2,08+r.06

I

I 8 37.5+6.93

The upper-extemal and upper-intemal localization of
tumor mass was deterrnined in najority of women whose
tumor sarnples were selected for turther investigation. The
consistency of tumors predominantly was dense and

patholoe! 3i Iv€a 3
hlstaromyoma;1

Figurel, It pnmary s)mptons ofwomen who address€d to nedical €e wnb tne reaon of brasl di€e ed orcomit nl disase (in absolute numb6)
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and the

of

66,6G6,80% examination of tumor samples
expression of receptors to estrogens wete
33,4+6,80% samples.

r€.eptors to eslo8en receptors to progesr.one

There was positive exPression to progesterone

receplors (fiom 2+ to 3+ by 4 point scale court of

immunohistochemical reaction) n 60A1+7,050/0

examination of tumor samples and the exFession of

receptoN to progeslerone were absent in 39,58+7,05%
samples.

The sFead of tumor process by TNM system ln pahents

with breast cancer of 1st and 2nd groups was showed in

figure 3. li was sho$n in figl]Ie that the spre2d of tumor

process mostly was TrN0\4 Q7,5+12,1%) ia

estrogen-negative forms of heast cancer' whereas rhis forE

of spreading in estogen_positive phenot]?e was obseFed

only in 9,3+5,15% cases. Notably, the brcast canc€' with

absmce of lbe €Ypression of receplor: to estrogeos is

diagnosed in majority of cases in early stages of disease'

How€ver, low-effective therapy without coDsidering the

phenotyfc features of carcer cells does not allow reaching

favorable outcomes of disease.
The results ofmorphological verification ofbreast cancer

in patients with esaogen negative alld estrogen-poslnve
phenotlpes were givenin table 2.

Tbe mosl frequent morphological ry?e of tbe rurnor wa5

infiltraling cancer, a quaner of the investigated cases were

:croup2 .*'oeen po*ive phenotlpe 1n-321

Filure 2. The deteminanon of exP6sion ofrec@ros to eslrogens tnd

p;sestero.c on lbe surfce of tunor @lts with $c imunohisbchenical

lisualiztion melbod (n18)

The selected tumor samples (n=48) was ex3mined for the

detemination of expression of receplors to estrogens and

Dioseslerone on the sudace of tumor cells with the

;m;unohistochemicalvisualizarionme$od(fig:ure2) There

was positive expression to estrogen receptors (fiom 2+ 10 3+

by 4 point scale count of irunmohistochemical rcaction) in

r6roup 1. Enosen negative phe.otvpe 1n-151

!X :

r llln lX lu &
Figtrre3, The spr€d of tunor piocess bv TNM sv$en in palienis with br@si ca'6 wiib €sEogd{esative ed 4trogen-lositite phenoqTs
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Receptor positive luminal subb?e (ER/PR) characterizes

bener p-oanorF in compdrison $irh recepror-negzl ve one

lhe parienr '  uir l  breast cancer characrer iz ing $i !h he

negzrre sraru' ofhormonal receproB are rder rhe big ri'l

ofrecidivation ofdisease jn the first 2 years atter operatron

The risk of developing recidivation of disease in tbe ftst 2

vears after oDemtion is considerably low in the patients with

i""*, 
"-"!. 

chaFc,tedzing with tbe positive stalus of

estroqen rcc€ptols Though the yearly risk of injtiaiion of

re.idivation ; patients ofboth groups is relativelv low after

2-3 years, this risk never ceases to exist []21
Tie results of our studies showed that at randomized

selection (the creterias for seleclion were used: veified

breast cancer and operative intervention for this case), there

lvas posjtive expression to estrogen receptors (from 2+ to 3+

by 4 point scale cotrt of inmunohistochenical reaction) in

66,66+6,80% examination of tumor samples and the

exFession of receptors lo estrogens were absent in

33,4+6,80% samples.
Thus, the mosi ftequent moryhological type of the tumor

among the selecled samples \i'as infiitrating cancer' a quaner

ofihe investigated cases were duclal cancer'
The jnvestigations showed lower mte of common and

recurrence-ftee $rviving in "negative" form ofbreast cancer

in comprrison with "positive" The monitoring on patients

liorn this group revealed that the secondary slterations

including metastasis inlo cenn'a] newous sysrem anse al

r r e r  i n  t h e  f t r s r  I  ] e a r . : l e r o p e n r i o n  I  l ' ' 4 1

4. Conclusions

In spfle of bad Drogn05's "negirive b er'r cancer i'

susceptible to the standard chemotherapv schemes includrng

anthracyclin- andtaxan_containing schemes However, some
patients do not reply 1o standard therapy Knowledge on

cetain nolecular cMracteristics of "negative" br*st cancer

helps to mderstand betler the pathophysiology of disease

and to develop more effective methods oi treatment

including the new generation of nedicines consisling

compounds ftom the natural resources.
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