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OVARIAN CANCER TREATMENT OPTIMIZATION: THE COMPLEX ANALYSIS
OF THE RESULTS OF CYTOREDUCTIVE SURGERY, MICROSCOPIC MALIGNANCY
AND T-LYMPHOCYTIC INFILTRATION OF THE TUMOR
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Ovarian cancer ranks 7th among the most common cancers in
the world and 8th among the causes of death [1-3].

The high mortality rate is due to the absence of effective
screening methods and the indolent course of the disease. About
70-80% of the cases of ovarian cancer are diagnosed on the ad-
vanced stages (III or IV) of the disease, and the recurrence rate is
75%, while the five-year disease-free survival period is observed
in only 35% of patients [4].

Today, the complete cytoreduction of the tumor - the “debulk-
ing” surgery — has established itself as a leading choice in the
treatment of ovarian cancer.

The main point of cytoreductive surgery is the complete elim-
ination of the macroscopic tumor, which often requires inter-
vention on several organs of the abdominal cavity (resection of
the peritoneum, diaphragm (stripping), liver, pancreas, intestine
(especially rectosigmoid, which is required in 30-50% of cases
of disseminated ovarian cancer), splenectomy, cholecystectomy,
appendectomy, omentectomy, salpingo-oophorectomy, hyster-
ectomy) [5-7].

It is important that the complications, associated with the deb-
ulking surgery do not increase the mortality rate [8,9].

It is known that the prognosis of ovarian carcinomas is sig-
nificantly determined by their histological types and the grade
of microscopical malignancy. Besides, according to the data of
recent years, the clinical outcome and prognosis of ovarian can-
cer are closely correlated with the presence of tumor-infiltrating
lymphocytes (TILs) in the microenvironment of the tumor.

The importance of TILs has been already established in mela-
nomas, non-small-cell lung cancers, “triple-negative” forms of
breast cancer, while in cases of the prostate, kidney, esophagus
and colorectal carcinomas TILs are being actively studied and
the obtained results are being used for choosing a course of im-
munotherapy [10-12]. The study of TILs has been started in
ovarian tumors as well. However, their diagnostic value is not
thoroughly clear. Data on their importance in ovarian tumors of
various morphological forms are particularly poor [13-15].

The study aimed to investigate the association of accumulation
of Infiltrating T-lymphocytes and their subtypes with histology of
ovarian cancer tissue excised during debulking surgeries consider-
ing the microscopic malignancy grade and the clinical stage.

Material and methods. The present multicenter, retro-
spective-prospective study involves 64 ovarian cancer pa-
tients. It is noteworthy that in advanced cases of ovarian
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cancer, generally the treatment was started with neoadjuvant
chemotherapy, and subsequent surgical treatment prevalent-
ly included a total hysterectomy and omentectomy. Since
2016, we have started the treatment recognized as the gold
standard: debulking surgery with adjuvant platinum-taxane-
based chemotherapy. The patients were selected on the basis
of anamnesis and clinical and instrumental examinations,
considering the age and comorbidities.

Patients’ including criteria were the following: diagnosis of
ovarian cancer, adult age, performed treatment (total hysterec-
tomy, omentectomy, debulking surgery with adjuvant chemo-
therapy [primary cytoreduction] or neoadjuvant chemotherapy
with subsequent debulking surgery and adjuvant chemotherapy
[interval cytoreduction] or secondary cytoreduction in case of
recurrent tumor. Patients’ excluding criteria were the follow-
ing: age 80 years and older, acute hypoalbuminemia and hypo-
proteinemia, a severe rise of the liver enzymes, the presence of
radiologically confirmed distant methastasis. All patients had
signed the informed consent form. The patients were divided
according to age, clinical diagnosis and scale of surgery, stage
of the disease, microscopic malignancy of the tumor, location,
histology and lymphocyte infiltration.

Material obtained from 64 surgeries of the ovarian cancer was
examined by standard histological (H&E) and immunohisto-
chemical (IHC) technique. Initially, the tumor tissue was fixed in
10% buffer formalin for 6-12 hours. This time is perfect for re-
taining the antigen in the tissue and preventing the false-negative
results of IHC. After fixation, the material was proceeded in the
«Leica Bond Max» device and embedded into paraffin. Paraffin
blocks were cut into 3 pum thick slices for standard histology and
IHC. Shimizu/Silverberg systems as well as “two-tier” grading
systems were used to determine the tumor differentiation grade
in serous carcinomas. The malignancy grade was determined by
the application of an immunohistochemical study technique us-
ing the oncoprotein p53 marker. Each specimen was analyzed
by two morphologists independently. In the case of two different
interpretations of the results, a joint discussion was held until a
consensus was reached.

TILs were detected by applying immunohistochemistry us-
ing “Novocastra” antibodies: CD2, CD3, CD4, CD8. The markers’
expression was studied separately in the stromal and parenchymal
components. The percentage of CD2*, CD3", CD4", CD8" lympho-
cytes in the tumor tissue was calculated by the “Image]” software.
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All scices were studied be means of the light microscope -
Leica DM 750.

The survival of patients with ovarian cancer was examined by
using the Kaplan-Meier curves and calculations of Cox Hazard
Ratio (HR). Quantitative parameters were presented as average
+ standard deviation; Comparative analysis of such data of each
group was performed by using Student’s t-test, while qualita-
tive parameters were statistically analyzed by using the y2 test.
Correlations were studied by using the Pearson coefficient (r).
Multiple regression analyses of factors influencing surgical in-
tervention was performed by a logarithmic regression method.
This method excluded the most unreliable factors step-by-step.
Finally, when all the factors in the set of factors showed a reli-
able correlation, the method ended the analysis. Statistical pro-
cessing of the results was performed by the statistical software
IBM SPSS Statistics V22.0. As a difference reliability criterion
there was used (to reject the null hypothesis) p<0.05.

Results and discussion. Of all 64 incidents, there were 42
cases of the serous carcinoma, 6 cases of the endometrioid car-
cinoma, 6 cases of clear cell carcinoma, 6 cases of the muci-
nous carcinoma. Three patients were diagnosed with a primary
peritoneal tumor, and one patient was diagnosed with malignant
Struma Owarii (papillary thyroid carcinoma in Struma Ovarii).

41 out of 64 patients were undergone the primary cytoreduc-
tion with the following adjuvant platinum-based chemotherapy,
and 19 - underwent neoadjuvant chemotherapy. Secondary cy-
toreduction was performed in 10 cases out of 64. The patient,
diagnosed with malignant Struma Ovarii underwent the total
hysterectomy, bilateral adnexectomy, omentectomy; later the to-
tal thyroidectomy, followed by radioactive iodine therapy.

The detailed charasteristcs of the included in study patients
according to age, clinical diagnosis and scale of surgery, stage of
disease, microscopic malignancy of the tumor, location, histol-
ogy and lymphocyte infiltration is provided in Table 1.

The grade of differentiation along with the histological type
was determined in all 64 cases of ovarian cancer. Serous carci-
noma was diagnosed in 42 cases (66%), 30 patients (71%) from
them had high-grade form, 5 patients (12%) had highly differ-
entiated (low-grade) form, and 7 (17%) patients had moderately
differentiated form of serous carcinoma.

Out of the 42 invasive ovarian carcinomas, studied by us
with Shimizu/Silverberg grading system, there was observed a
poorly differentiated option of the serous carcinoma (G3) in 30
cases, a moderately differentiated —(G2) - in 7 cases and a highly
differentiated(G1) - in 5 cases. By a “two-tier” system, 37 cases
of high-grade and 5 cases of low-grade malignancy of serous
invasive cancer were observed.

As it is known, a tissue of the carcinoma is generally charac-
terized by histological diversity, where different histostructural
and differentiation sites interchange; however, it is noteworthy,
that in none of the cases of the serous carcinoma of high-grade
malignancy, studied by us, was observed the coexistence of sites
with borderline malignant and/or low-grade serous carcinoma.

Thus, research has focused on various theories of cancer carci-
nogenesis. According to one of the theories, the development of
serous ovarian cancer is a gradual process: the borderline tumor
progresses to low- grade and then high-grade serous carcinoma
[16,17]. Upon this theory, low- and high-grade serous carcino-
mas have a single origin. A markedly different approach to the
mentioned is a dualistic theory, arguing that the histogenesis of
high-grade and low-grade serous carcinomas are significantly
different and their development is resulted by two completely
different geneses [18].
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The results of the multiple morphological examinations,
obtained by us, suggest that the histogenesis of high-grade
malignancies of the ovary and low-grade malignancy poten-
tial tumors is different. We couldn’t find any transformation
of low-grade malignancies into high-grade malignancies.
Therefore, if there are two interdependent ways of formation
of the serous ovarian cancer, we suggest that the “two-tier
system” for grading the microscopic malignancy of ovarian
serous carcinomas more accurately reflects the biology of the
tumor and the mechanism of its formation. Besides, in some
cases assigning the moderate malignancy grade (Grade 2) ac-
cording to the “three-tier” system, may complicate the clini-
cal approach and explicit treatment strategy planning.

The grade of tumor differentiation was determined by the
application of the IHC. Oncoprotein p53 expression (mono-
clonal, Novocastra). was analyzed immunohistochemically
according to the tumor differentiation grade.”Wild” type p53
is a product of the mutated suppressor gene and is accumulat-
ed in most tumor cells as an oncoprotein (oncoprotein p53). It
also represents certain molecular features of tumor anaplasia
[19].

In those seven cases, in which the «universal» grading sys-
tem provided by Shimizu/Silverberg diagnosed moderately
differentiated serous carcinoma, the tumor differentiation
grading was determined immunohistochemically by using
oncoprotein p53. It should be noted that even in 30 cases
of high-grade serous carcinomas, the marker expression ac-
counted for 90%; nuclear expression of oncoprotein p53 is
sharp, in addition, it allows outlining incorrect nuclear con-
tours, which is one of the features of poorly-differentiated
carcinomas.

In seven cases, which were classified as moderately differ-
entiated forms (according to the Shimizu/Silverberg scheme),
the percentage of marker expression varied in the range of
49.2 -58.0%, while the sharpness in the case of p53 involve-
ment ranged from moderate to strong expression.

As for 5 cases of a highly differentiated serous carcino-
ma (G1), the expression intensity of oncoprotein p53 was
from poor to moderate. Their involvement varied from 22.9
to 41.2%. We made an effort to provide insight into the mi-
croscopic malignancy grading of the tumors and evaluate it
in terms of tumor cell carcinogenesis. According to one of
the hypotheses - “dualistic concept” - the formation of serous
carcinoma malignancies with low-grade and high-grade dif-
ferentiation is by different mechanisms.

In our study, we analyzed to what extent the formation mecha-
nisms of highly differentiated serous and poorly differentiated
serous carcinomas differ.

According to our data, none of the cases of high-grade ma-
lignancy (poorly differentiated) serous carcinomas were as-
sociated with highly differentiated carcinoma structures. The
coexistence of the histostructure of a borderline malignant
tumor with a serous cancer with a high-grade malignancy
was not revealed.

Therefore, we might conclude that the theory on the differ-
ent histogenesis of low-grade and high-grade malignancies of
serous carcinomas is right. We believe that their formation is
possible in two different ways. Serous carcinomas with low ma-
lignant potential are associated with a relatively better progno-
sis. They are characterized by indolent disease progression. In
many cases, we face all three morphologies simultaneously: be-
nign, borderline malignant tumor and highly differentiated se-
rous carcinoma.
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Table 1. Data of the patients included in the study

Age group <60 Yrs. 60-65 Yrs. > 65 Yrs.
n 28 18 18
Medium+SD Medium+SD Medium+SD
Age 49,14+8,42 62,94+1,95 70,89+3,89
n % n % n %
Conducted treatment
First chemotherapy / then surgery 5 17,9 6 33,3 8 444
First surgery / then chemotherapy 23 82,1 12 66,7 10 55,6
Chi2=3.8698 (p=0.1444, NS)
Morphological type:
High-grade serous carcinoma- HGSOC 11 39,3 13 72,2 16 83,3
Low-grade serous carcinoma- LGSOC 2 7,1 1 5,6 2 11,1
Mucinous carcinoma — MOC 5 17,9 0 0,0 1 5,6
Endometrioid carcinoma — ENOC 5 21,4 1 5,6 0 0,0
Clear cell carcinoma — CCOC 3 10,7 3 16,7 0 0,0
Chi2=7.0054 (p=0.0301)
The degree of tlé}ﬂllor malignancy: ’ 107 1 5.6 ’ 1.1
G2 7 25,0 4 22,2 2 11,1
G3 18 64,3 13 72,2 14 77,8
Chi2 =1.7737 (p =0.7773, NS)
Stalge‘ 6 21,4 0 0,0 2 |11
2 2 7,1 1 5,6 2 11,1
3 20 71,4 15 83,3 14 77,8
4 0 0,0 2 11,1 0 0,0
Chi2 =3.718 (p =0.7148, NS)
Lethal Outcome: Dead 3 10,7 7 38,9 3 16,7
Alive 25 89,3 11 61,1 15 83,3
Chi2 =5.579 (p = 0.0614, NS)
Lymphocyte infiltration: Low 17 60,7 5 27,8 3 16,7
High 11 39,3 13 72,2 15 83,3
Chi2 =10.2702 (p = 0.0059)
Metastases / Invasion:
Metastases 10 35,7 6 333 4 22,2
Invasion of nearby organs 6 21,4 5 27,8 44 4
Metastases / without invasion 12 42,9 7 38,9 6 333
Chi2 =2.9134 (p = 0.5724, NS)
Operations performed due to recurrence
Yes 5 17,9 4 22,2 1 5,6
Chi2 =2.0844 (p = 0.3527, NS)

According to our data, low-malignant serous carcinomas are
predominantly associated with serous cystadenoma and cystade-
nofibroma, and in the case of low-malignant serous carcinomas,
the borderline malignant tumor foci almost always are observed.

As mentioned previously, based on our data, low-malignant
serous invasive carcinomas are predominantly associated with
cystadenoma and borderline serous malignant processes. In
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terms of immunohistochemistry, the intensity of oncoprotein p53
expression is poor or moderate in highly differentiated serous
cancer, whereas it is weakly positive in serous cystadenoma; the
intensity and percentage of marker involvement in cystadenofi-
broma is increased. It is noteworthy that in some cases routine
morphological examination makes it difficult to differentiate the
benign processes - serous cystadenoma or serous cystadenofi-
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broma - from serous malignant formations with the borderline
malignancy, especially when the slice is tangential. Therefore,
we assume it would be important to separate these two biologi-
cally different processes with additional immunohistochemical
analysis by using oncoprotein p53 in serous carcinomas with
borderline malignancy.

The expression of CD2*, CD3*, CD4*, CD8" T-lymphocytes
in the tissue of ovarian cancer, as well as in metastases in the
omentum, peritoneum and other organs was analyzed.

Tumor-infiltrating T cells (CD2*, CD3*, CD4"*, CD8") are
almost absent in the parenchyma of endometrioid carcinoma
formed at the background of ovarian endometriosis. In addition,
CD3 expression in stroma is detected in less than 1% of lym-
phocytes. CD4/CDS positive cells are present in equal amounts
(0.9/1%); CD2 expression is not observed.

The expression of CD2, CD3, CD4, and CD8 in ovarian endo-
metrioid carcinomas did not differ according to tumor differentia-
tion grading. A statistically significant difference between bilateral
ovarian endometrioid carcinomas and unilateral forms also was not
revealed. This suggests that the antineoplastic role of tumor-infil-
trating T-lymphocytes is minimal in case of the indolent progres-
sion of ovarian cancer. It may be assumed that the indolent tumors
«exhaust» the local immunity.

Expression of CD2, CD3, CD4, and CD8 markers in both pri-
mary serous ovarian carcinomas and metastatic lesions in the
case of highly differentiated forms, is almost absent in the pa-
renchyma of tumor cells, while in the stroma the T-cells involve-
ment is ranging from 0.8 to 6.2%.

In the case of high-grade serous carcinomas, the expression of
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CD2, CD4, and CD8 markers was equal in the stromal compo-
nent of the tumor. In contrast to the low-grade forms of serous
carcinomas (where, in the parenchyma of the cancer, TILs were
either absent or in low amounts), the percentage of TILs distri-
bution in the high-grade forms ranges from 36.4% to 37.5% in
the parenchyma and from 9.5 to -12.4% - in the stroma.

It should be noted that there was observed a significant dif-
ference between CD4+/CD8+ lymphocytic infiltrations in high-
grade serous carcinoma.

The involvement of TILs in serous carcinoma metastases is
not significantly different from their quantitative-qualitative dis-
tribution in the primary tumor tissue. In addition, the percent-
age of expression of CD4/CD8 markers is more or less equal.

It is interesting that, in the case of clear cell carcinomas and mu-
cinous carcinomas, an only a single occurrence of CD3, CD4,
and CD8 positive TILs are detected in the tumor stroma while
they are not observed in the tumor parenchyma. It should be
mentioned that the quantitative-qualitative rate of TILs in paren-
chyma and stroma of ovarian endometrioid, mucinous and clear
cell carcinomas does not exceed 1%.

Statistical analysis. A) Influence of morphological type on the
outcome of ovarian cancer treatment.

The 3-year survival rate in patients with high-grade serous ad-
enocarcinomas is 41.5% lower than in patients with other mor-
phological types of ovarian cancer, i.e. the probability of a lethal
outcome in patients with high-grade serous adenocarcinomas
is 41.5% 3 years after surgery. This is higher compared to the
mortality of patients with other morphological types of ovarian
cancer (Diagram 1, Table 2).

100%

95%

90%

85%

_l__,_l_

80%

75%

=—HGSA
—00cC

T T T T T T
0 3 6 9 12 15 18
Months

T T T T T 1
21 24 27 30 33 36

Diagram 1. Kaplan-Meyer curves obtained by survival analysis for the following groups: Group 1 - High-grade serous
carcinoma (HGSOC) (dark blue line); Group 2 - Other morphological types of ovarian cancer (OOC) (red line)

Table 2. Comparative analysis of Kaplan-Meyer curve results for groups: Group 1 - High-grade serous carcinoma
(HGSOC); Group 2 - Other morphological types of ovarian cancer (OOC)

Survival rate 3 years after surgery
Group 1 - HGSOC 74.4%
Group 2 — O0C 88.0%
Cox Hazard Ratio (HR) 1.710
95% confidence intervals for HR (Confidense intervals — 95%CI) [1.277, 2.290]
Chi2-test 11.401
P-value 0.0007
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Diagram 2. Kaplan-Meyer curves obtained by survival analysis for the following groups: Group 1 - neoadjuvant chemotherapy
(dark blue line); Group 2 — Primary Surgery (red line)

Table 3. Comparative analysis of results obtained by Kaplan-Meyer curves for groups:
Group 1 - neoadjuvant chemotherapy,; Group 2 - Primary Surgery

Survival rate 3 years after surgery
Group 1 - Neoadjuvant chemotherapy 63.2%
Group 2 - Primary Surgery 86.7%
Cox Hazard Ratio (HR) 2.064
95% confidence intervals for HR (Confidense intervals — 95%CI) [1.492, 2.854]
Chi2-test 25.206
P-value 0.0001

B) The impact of treatment tactics on the treatment outcome
of ovarian cancer.

The 3-year survival rate in patients who underwent che-
motherapy first and then surgery, was lower by 51.6% than
in patients for whom surgical treatment was selected as the
primary treatment method; i.e. the probability of a lethal
outcome in patients of the initial neoadjuvant chemotherapy
group within 3 years after surgery is 51.6% higher than in
patients of the primary surgery group (Diagram 2, Table 3).

Multiple regression analysis was performed for the fol-
lowing risk factors (variables) affecting the effectiveness
of ovarian cancer surgical treatment (assessed by the lethal
outcome).

Pearson correlation coefficient r = 0.3758 (p=0.009).

Therefore, based on the obtained results, it can be con-
cluded that from the combination of risk factors defining
the effectiveness of ovarian cancer surgical treatment (le-
thal outcome) the presence of chemotherapy prior to sur-
gery (neoadjuvant chemotherapy) and high-grade (G3)
have a significant impact.

Conclusion. According to the obtained data, the carcino-
genesis of high-grade and low-grade serous ovarian carci-
noma is different. Low-grade forms are always preceded by
serous cystadenoma and/or serous cystadenofibroma, which
progresses to borderline serous carcinomas and then to low-
grade invasive carcinoma. High-grade serous carcinomas are
not developed from the progression of low-grade invasive
carcinomas and are the product of the de novo formation.

Based on our study, there was not revealed a statistically
significant difference between the universal system, provided
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by Shimizu/Silverberg and the “two-tier” system - in grading
the microscopic malignancy of serous ovarian carcinomas.

Besides, the involvement of oncoprotein p53 in poorly dif-
ferentiated serous carcinomas of the ovary is more intense
compared to highly differentiated serous carcinomas and it
is advisable to use it as an additional molecular-biological
feature for specifying the grade of microscopic malignancy
of the tumor.

The antineoplastic and/or prognostic role of the tumor-in-
filtrating T lymphocytes is not fully evident and needs further
investigation.
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SUMMARY

OVARIAN CANCER TREATMENT OPTIMIZATION: THE COMPLEX ANALYSIS
OF THE RESULTS OF CYTOREDUCTIVE SURGERY, MICROSCOPIC MALIGNANCY
AND T-LYMPHOCYTIC INFILTRATION OF THE TUMOR
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The paper discusses 64 cases of ovarian cancer (observed in
2016-2019). Patients underwent cytoreductive surgery. Both
Shimizu/Silverberg system and the “Two-tier” system were
used to grade the tumor differentiation of serous carcinomas.
The grade of the differentiation was specified by expression
of oncoprotein p53.

The tumor infiltrating lymphocytes (TILs) labeled with
immunohistochemical markers - CD2, CD3, CD4, CDS8 -
were evaluated for the intensity of expression in both -
the ovarian tumor parenchyma and stroma. Quantitative
assessment of expression was performed by a computer
program Imagel.

The survival of patients with ovarian cancer was examined
by using the Kaplan-Meier curves and calculations of Cox
Hazard Ratio (HR). Multiple regression analyses of factors
influencing surgical intervention was performed by a loga-
rithmic regression method.

According to the obtained data, the carcinogenesis of high-
grade and low-grade serous ovarian carcinoma is different:
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low-grade forms are always preceded by serous cystadenoma
and/or serous cystadenofibroma, which progresses to border-
line serous carcinomas and then to low-grade invasive carci-
noma; high-grade serous carcinomas are not developed from
the progression of low-grade invasive carcinomas and are the
product of the de novo formation.

p53 may be used as an additional molecular-biological fea-
ture for specifying the grade of microscopic malignancy of
the tumor in the cases, when the moderate differentiation is
established by Shimizu/Silverberg system.

The antineoplastic and/or prognostic role of the tumor-in-
filtrating T lymphocytes is not fully evident and needs further
investigation.

High-grade (G3) of ovarian carcinoma and the neoadjuvant
chemotherapy are the factors having a significant impact in
defining the effectiveness of the surgical treatment of ovarian
cancer.

Keywords: epithelial ovarian cancer, cytoreduction, grad-
ing system. TILs.



GEORGIAN MEDICAL NEWS
No 10 (307) 2020

PE3IOME

ONTUMM3AIIASA JIEYEHUSI PAKA SIMYHHUKOB:
KOMILIEKCHBI AHAJIN3 PE3VJIBTATOB ILHUTO-
PEAYVKIHMN, MHKPOCKOIMYECKON 3JIOKAYE-
CTBEHHOCTH W WHO®WIBTPAIIMM ONYXOJHU
T-IMM®OLIUTAMH

L3Xauanypumze X.A., *‘TananamBuiau JL.E., Toxya K.P.,
13Kexemnaze H.H., *IMuuumsuin 3.P.,
Muenaumsuian M.IO., “?Kopazana . Jx.

"Tounuccrkuii 2ocyoapcmeennviil yuusepcumem um. M. Jica-
saxuweunu (TI'Y); *Hncmumym mopgponozuu um. A. Hamuw-
eunu, TI'Y; *Borvnuya Yuusepcumema “New Vision”; *Omoen
ouomeouyunckux uccieoosanutl, 000 «bBUOCTAT», Tounucu,
Ipy3us

B craree paccmarpuBaroTcs 64 cimydas paka SHUYHHKOB
(mabmogaBmuxes B 2016-2019  rr.).  IlanuenTtam
IpoBEJIeHa LUTOPEAYKTHBHas omepauus. Kak cucrema
Cumunzy/CunbBepbepra, Tak W JBYXYpOBHEBas CHCTEMa
UCIIOJIB30BATIMCH ISl THCTOJOIMYECKOH KiaccH(pUKaluu

cepo3Hblx  KapumHOM.  Cremenb  auddepeHIUPOBKH
JIOMOJIHUTEIBHO YTOYHSIIACh JKCIPECCHEH OHKONpPOTEeHHa
p53.

MHTEeHCHBHOCTE 9KCIIpecCHU HHPUIBTPUPYIOMINX OMYX0Th
nuMponuTos (OMJI) kak BmapeHXUMe, TAK U B CTPOME OTTYXOJTH
SIMYHUKA OLEHUBAJIN C TOMOIIHI0 HMMYHOTHCTOXUMHYECKOTO
nccnenoBanus. KoIWYeCTBEHHYIO OIEHKY BBIOJHATH C
MOMOUIBI0 KOMIIBIOTEPHON Mporpammel Imagel.

BrpknBaeMOCTP  MANMEHTOK C  pPakoM  SIMYHUKOB
OIICHMBAJTach C HCIONb30BaHHEM KpuBeIX Kammana-
Meiiepa u pacyetoB kodp¢dunmenta pucka Kokca (HR).
MHOXECTBCHHBIII ~ PErpecCHOHHBI  aHamu3  (GaKToOpOB,
BIUSIOIIUX Ha XUPYPTHIECKOE BMEMIATEIbCTBO, IPOBOANICS
METOJIOM JIOTapH(PMHUIECKON PErPEeCcCHH.

CornacHO MOTy4YEeHHBIM JaHHBIM, KAaHI[EPOTEHE3 CePO3HOM
KapIUHOMBI SUYHUKOB BBICOKOM ¥ HH3KOH CTENEHH
3]I0KAYeCTBEHHOCTH PA3IUYEH: HHU3KOCTENEHHBIM (opMaM
BCErja TPEANIECTBYeT CEepo3Has IUCTAJeHOMAa W/WIH
ceposHas mucTageHopudpoma, KOTopass MPOTPECCUPYET 0
MOrpaHUYHOM, a 3aT€M 10 HHBA3UBHOU CEPO3HOM KapIIUHOMBI
HU3KOH CTENEHH 37I0KaYeCTBEHHOCTH; CEPO3HBIE KaPIIHHOMBI
BBICOKOIl CTENEHH 3II0KAaYeCTBEHHOCTH HE pPa3BUBAIOTCA
B pe3yibTaTe MPOTPECCHPOBAHMSA HHBA3UBHBIX KapIHHOM
HU3KOH CTETIEHH 3710Ka4eCTBEHHOCTH U SIBIAIOTCS MPOAYKTOM
obOpasoBanus de novo.

p53 MoOXeT OBITh HCIONB30BAaH KaK JOMOJHUTEIbHBII
MOJIEKYJIIPHO-ONOIOTHYECKUH MapKep Ui ONpeAcIeHHS
CTEIEHN MHUKPOCKOTHMUYECKON 3II0KaYeCTBEHHOCTH OIYXOJH
B TeX cllydasx, korga mo cucreme Cumuazy/CunsBepbepra
yCTaHOBIIEHA yMepeHHas TudhepeHIINpoBKa.

IIporuBoomnyxoneBast u/miu nporaoctuyeckas pons OUJI
He MOJIHOCTBHIO OYEBH/IHA U TPeOyeT AaTbHEHIIEeTo H3ydeHUs.

Bricokas cremens (G3) KapuUMHOMBI SUYHHKOB U
HEOAJbIOBAHTHAS XMMHOTEpANus SBIAIOTCS (aKTOpaMH,
OKa3bIBAIONIIMHY 3HAUYNTENbHOE BINSHUE Ha 3P PeKTHBHOCTD
XUPYPTUUECKOTO JTEUCHHS paka STHIHUKOB.
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ATPOTEHHBIE HOBPEXJIEHMS ITPH BHITOJTHEHUHA ITPEJIONEPAIIMOHHON MAPKUPOBKH
HEIMAJIBIIMPYEMBbBIX TATOJIOIT'HYECKHUX YYACTKOB MOJIOYHBIX KEJIE3

2Bacuaben A.XO., *IlaBaosa T.B.

! [[enmpanvbHbiil HAYYHO-UCCIE008AMENbCKULL UHCIUNYM Jy4esou ouaznocmuku, Mockea,
’Mocxrosckuil 20Cy0apcmeentblii MeOUKo-cmomamono2uveckutl yuugepcumem um. A.1U. Esdoxumosa;
STopodckas knunuueckas bonvnuya um. B.M. Bysnoea, Mockséa, PO

Ha mpoTsbkeHUU JUTMTENTHHOTO BPEMEHH 3a00JIeBAEMOCTh H
CMEPTHOCTh OT paka MOJIOYHOM >Kese3bl y KEHUIUH B Pa3BU-
TBIX CTpaHax MHUpa W Ha Tepputopuu PD He ycTymaror cBou
JIMAMPYIOLIUE MO3ULMKM CPEIU BCEH OHKOJIOIMYECKOW MaTojo-
ruu [2,5,6,8,10,11,13,15]. BepkuBaeMoCTh IpU pake MOJIOYHOU
JKeJe3bl U JlajibHellee KaueCTBO JKU3HU AllUeHTOB BO MHOI'OM
3aBUCST OT CTaIUH, HA KOTOPOI BBISBIICHO H IPOJICYCHO 3a00I1e-
Banue [12]. IMeHHO oATOMY NPUHIMIIHAILHON 3aja4ueil iyye-
BOHM JUarHOCTUKHM M OHKOJIOTMU OCTAeTCs BBISIBICHUE 3JI0Kaye-
CTBEHHOI'0 IIpoliecca B MOJIOUHBIX KeJle3aX Ha JOKIMHUYECKUX
cranusx pasButus 6onesnu [1,7,9]. Iiast HOCTAaHOBKH KOPPEKT-
HOTO JINATHO3a, IPU HAJMYUH Y3JI0BOTO 00pa30BaHMs B MOJIOY-
Hoit sxenese kareropun BI-RADS 4 u 5, noMumMo crangapTHBIX
WCCIIeIOBaHMN (PEHTTCHOBCKasi MaMMorpadusi H yIbTPa3BYKO-
BOC CKaHHPOBAHHUE) B 00513aTCIHLHOM TOPSIIKE TIPOBOTUTCS MOP-
donornyeckass BepudUKAIMS BBISBICHHBIX IATOJOTUMYCCKAX
Y4YacTKOB BHE 3aBHCHUMOCTH OT HUX pa3MepoB. MHHUMaJbHbIE
(HemaTbUpyeMbIe) U3MCHCHHS B TKAHSIX MOJIOYHOM JKEIe3bl,
[1OJIO3PUTENIbHBIE B OTHOLICHUM 3JI0KAYECTBEHHOTO Ipoliecca,
TpeOyIOT Tepell HadyaloM XUPYpPTUYeCKOro JICYCHUs Mpeaore-
pauuonHoi MapkupoBku [17,19]. Jlns aToro ucnomnb3yrores ta-
KHE CIIOCOOBI HABUTAIIMIOHHON pa3METKH, KaK MPOBOJHUKOBBIC,
YIIBTPa3ByKOBbIE, paJIMOHYKIUAHbIe. HecMOTpsl Ha HaIM4Ke BbI-
00pa, Ha MMPAKTUKE C LEJIBI0 Pa3METKU HEIAIBITUPYEMBIX y4acT-
KOB MOJIOUHBIX K€JI€3 Yalle BCero MpUMEHSIOTCS IIPOBOJIOYHbIE
WIVIBl, YCTAHABIMBAIOIIUECS 110/l PEHTI€HOJOTMUYECKUM CTepe-
oTakcuyeckuM koHTposeMm [14,18]. OxgHako BHE 3aBUCHUMOCTH
OT pa3BUTHS HAYYHO-TEXHUUYECKOrO Iporpecca U MOSBICHUS
HOBBIX METOJIOB U METOJUK, a TaKKe MOAXOA0B K JIMAarHOCTH-
KE U JICUCHHIO, YEIOBEYCCKH (DaKTOp CIIOCOOCH KOCBEHHO HITH
HaNpsSMYI0 BIMSTH Ha KOJMYECTBEHHBIN MOKa3aTeib SITPOreHUH
[4]. OcHoBa npuHUMIA YAY4IIEHUS KauyecTBa JUArHOCTHKHU
[JIACUT, YTO HE BO3MOXHO HCIIPABUTH TO, YTO HE U3MEPSETCS.
MMeHHO 1o3TOMy BCe MEPOIIPUSITUS 110 MUHUMHU3ALUH IHarHO-
CTHYECKUX OIMUOOK JOJKHBI COCTOSITH M3 TPEX TAIlOB: BBISBIIC-
HUs, aHalIu3a u ycrpanenus [3,16].

Ieab ucciieqoBaHus - BHISIBUTH XapakTep, 4YaCTOTY M BUJbI
OmMOOK Bpadeii-peHTICHOIOTOB, COBEPIIAEMBIX TIPH BBIITOJIHE-
HUU TpEeJOoNepalMoOHHON pa3MeTKH HeNalbIUpPyeMbIX [aToJIOo-
TMYECKHUX YYaCTKOB MOJIOUHBIX JKeJle3.

Marepuay u meroabl. [Ipoananusuposano 60 KIMHUYECKUX
HaOJTIOIeHNH TTAIIMeHTOK B Bo3pacTHOi rpymre ot 40 o 85 ner
C BBISIBJICHHBIMH HENaJbIIMPYEMBbIMU M1aTOJIOIMYECKUMU y4acT-
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KaMH B TKaHAX MOJIOYHBIX jkene3. Bcem OonbHBIM 10 Hauyama
XUPYPrUYECKOIO JICYCHUS BBIIOIHEHO KOMIUICKCHOE JIy4eBOE
o0cienoBaHNe MOJIOYHBIX JKeJIe3, BKIIIOUAronee B ce0st IIpoBe-
nenue o03opHOU mudpoBoil MamMMorpaduu B ABYX CTaHIApPT-
HBIX NPOEKLUAX, YIbTPa3ByKOBOE HcCClIeA0BaHUue B B-pexume,
a TaKKe B PEKUME LIBETOBOIO JOMILICPOBCKOIO KapTUPOBAHUS,
1 MOP(OJIOTHIECKYIO BepH(DHKAIMIO TIOCPECTBOM TPEIaHoOu-
OIICUM, IIPEUMYILECTBEHHO, 10/l PEHTI€HOJIOTNYECKUM KOHTPO-
neMm. Pacrpenenenne HO30I0THYECKUX (OPM ITATOTOTHUESCKHUX
IIPOLIECCOB B MOJIOYHBIX JK€JIe3aX B 3aBUCHUMOCTU OT pE3yJIbTa-
TOB MOP(OIOTHYECKOr0 HCCIEA0BAaHHs OMONTATOB, MOJy4EH-
HBIX B TIpPOIEcCe IMPOBEACHUSI TPEHMAHOOMOICHU Ha JOTOCIIH-
TaJIbHOM JTalle, IPEJCTaBICHO Ha puc. 1.
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T
i pax I dopma TonospaTeHAHE B
MOJTOUHO} Keessl yanoBoit paxa
KHCTO3HOH MacTOIATHH KeJIe3Bl HaXo/IKH Ge3
y6emuTensHOM
MOpOTOTHIECKO# KapTHHE!

Puc. 1. Pacnpedenenue Ho30102uteckux Gopm Henaivnupye-
MBIX NAMONOSUYECKUX YUACHKO8 MOLOYHBIX Jicelle3 Nocie npo-
sedenus mpenanoouoncuu (n=60)

Takum o6pazom, Ha aMOyTaTOPHOM dTaIe 10 HaYajIa XUpyp-
THYECKOTO JICUCHHSI PAK MOJIOYHOM JKele3bl MOP(OIOrHIeCKH
noarBepxkaeH y 10 (16,7%) sxenmun. B 18 (30%) nabmroneHusx
10 JTAaHHBIM THCTOJIOTHU UMeJIa MeCTo IpoiudepaTuBHas (op-
Ma y310Bo# ¢pubpo3no-kucrozHoit Macronatuu. Y 32 (53,3%)
o0cienyeMbIX BBIIBICHHbIE IIPH JTy4eBOM 00CIIEI0BAaHUH IIOJI0-
3pHUTEIbHBIC B OTHOIICHUH paKa MOJIOYHOI! yKeJle3bl N3MEHECHHS
(Y9acTKH MUKPOKAJIBIIMHATOB, TSKUCTBIE NIEPECTPOHKH CTPYyK-
TYpBI TKaHH) HE UMEII MOP(OIOTHUECKH JOKAa3aHHBIX PH3HA-
KOB 3JIOKQU€CTBEHHOCTH.

Bcem 60 manpenTKaM Ha I1epBOM JTalle BEIIOIHEHA CEKTOpaIb-
Hasl Pe3eKIHsT MOJIOYHOH JKeJIe3bl C POBEICHNEM BHY TPUTKAHEBOH
MapKHUPOBKHU IIaTOJIOTHYECKOTO HOBOOOPA30BaHMs HIVIOH-TIPOBO-
JIHUKOM «TapITyHHOTO» THUIIA IIOJl PEHTTEHOJIOTMYECKUM KOHTPO-



