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Abstract. Over the past years, there has been significant progress in many aspects of the
treatment of breast cancer (BC). The genomic atlas, outlining the heterogeneity of breast cancer,
indicates that genomic studies will help in treatment planning. More and more data are
accumulating on the feasibility of complete axillary dissection, the optimal duration of therapies.
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INTRODUCTION

Surgery remains the main treatment for breast cancer. The classical international TNM
staging system is the basis for the planning of primary treatment: surgical for surgical tumors and
neoadjuvant systemic therapy for non-operative tumors, as well as for patients with surgical tumor
(T2N1MO) in order to perform organ-preserving surgery instead of radical mastectomy.

MATERIALS AND METHODS

Thanks to the widespread introduction of mammography screening and the success of
radiotherapy in many countries, organ-sparing treatment of breast cancer (BC) is increasing or
even predominating. When planning organ-preserving operations, the most important issue is an
accurate assessment of contraindications to their implementation. Conference experts St. Gallen
determined relative contraindications to organ-sparing operations: age under 35 years (30% of
those who voted), presence of diffuse microcalcification on mammograms (70% of those who
voted), multicentricity of tumor foci according to MRI (76.9 % of those who voted), its location
to the nipple-areolar complex (42.6% of those who voted), mutation of the BRCA and/or BRCA2
genes (51-54.3% of those who voted). When performing a sectoral or segmental resection, a
thorough pathomorphological examination of the surgical preparation may reveal signs requiring
a wider excision of the wound edges and performing a mastectomy with “positive” edges,
including DCIS [1]. The presence of an extensive intraductal component (EIC), extensive invasion
of the lymphatic and blood vessels, only 34% of experts refer to relative contraindications for
performing organ-preserving operations. Lobular invasive cancer, BC according to the gene-
expression profile 93.8% of experts St. Gallen does not refer to contraindications for performing
organ-preserving operations (if there are no contraindications to subsequent radiation therapy).

RESULTS AND DISCUSSION

Manipulations in the axillary region are considered in the general context of organ-
preserving treatment. Limited removal of one to three lymphoids using a signal (sentinel) is
considered to be indicated in all patients with clinically negative (cNO) lymphocytes [2]. If one or
two sentinel lymphoid cells contain tumor micrometastases, St. Gallen considered it possible not
to perform a complete axillary dissection [3]. The vast majority of experts (95.1%) consider it
necessary to perform a complete axillary dissection in the presence of 3 and 6 more “positive”

signal lymphatic words.
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The next component of local treatment - postoperative radiation therapy - is considered
mandatory after organ-preserving operations, however, in old age and in the presence of severe
concomitant salivation, radiation therapy should be abandoned (opinion of 68% of experts).
Methods of accelerated (hypofractional) radiation therapy (40 Gy sa 15 fractions) are supported,
but so far there is no general agreement among experts in relation to intraoperative radiation
therapy for T1-2NO tumors [4]. Radiation therapy is considered from the point of view of the
Oxford meta-analysis of randomized trials, which included about 10 thousand patients. It follows
from the Oxford speaker that almost all patients, even those with the earliest stages of BC (T1-
2NOMO), require radiotherapy after organ-sparing surgery, which reduces the absolute 10-year risk
of recurrence of SA6 disease from 35% to 19.3% (by 15.7%) and 15-year risk of death from BC
from 20.5% to 17.2%. In women with regional metastases, radiotherapy reduced the 10-year risk
of recurrence from 63.7% to 42.5% and reduced the 15-year absolute risk of death from BC from
51.3% to 42.8% (p = 0.001). Partial (partial) leprosy of the mammary gland after organ-preserving
surgery can be performed in the absence of the above risk factors for recurrence, and also as a
replacement (boost) therapy on the tumor bed [5]. Radiation therapy after mastectomy should be
the standard for patients with metastatic lesions of four and more axillary tracts (pN+>4). In
patients with lesser axillary lymphoid involvement (pN+1-3), postoperative radiotherapy is
recommended in the presence of the aforementioned pathological risk factors, in patients younger
than 40 years of age, and in patients with positive (pN+) sentinel lymph nodes who have not
undergone axillary dissection. According to expert radiologists at St. Gallen, radiotherapy after
mastectomy is also recommended in the presence of morphological risk factors for recurrence
(opyx size >5 cm and positive margins of the surgical preparation) [67.3% and 82.2% — experts].

Systemic adjuvant treatment

Systemic treatment planning is mainly based on the identification of 6 biological subtypes
of BC. For practical purposes, immunohistochemical subtyping is allowed, taking into account the
expression of ER, PR, HER2 and Ki67. If there are no conditions for determining Ki67, it is
allowed to determine the amount of expression of progesterone receptors (PgR), but not the degree
of malignancy (G) to distinguish luminal A from luminal B BC (as was also allowed in the St.
Gallen- classification). The vote did not determine the lower expression threshold for Ki 67 to
identify these subtypes: >= 14% or >=20% [6].

BC subtypes

To determine the biological subtype of BC, the use of multigenic expression profiles (such
as PAMS50) has 6been ideal, but clinicomorphological subtyping (HX) (supported by St. Gallen)
is still considered quite acceptable [3]. According to experts (St. Gallen), the choice of a specific
chemotherapy regimen is hardly determined only by the molecular genetic subtype (intrinsic
subtype). Determination of multigenic signatures (for example, Oncotype DX - risk scores) is
especially important in luminal B (Her2 - negative) BC, as well as in patients with "positive
lymphocytes" (pN+) (ER[+] Her2 -) to predict the further course of SA6 treatment, and, most
importantly, to predict sensitivity to adjuvant chemotherapy.

Endocrine Therapy

The standard endocrine therapy for premenopausal age remains tamoxifen, with the
possible addition of ovarian function suppression in young women (<40 years). Premenopausal
women with a contraindication to the use of tamoxifen may be prescribed aromatase inhibitors
along with suppression of ovarian function (OFS) [4].
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Endocrine therapy in postmenopausal women

Some women may be treated with tamoxifen. Aromatase inhibitors may be started initially
(up-front), especially in women at high risk of relapse, or sequentially (after 2 years of tamoxifen
therapy). Aromatase inhibitors may also begin after 5 years of tamoxifen treatment, especially in
patients with lymphoid metastases (pN+) [2].

Tamoxifen, judging by the results of the ATLAS program, can be started for a period of
more than 5 years (up to 10 years), preferably in patients with contraindications or poor tolerance
to aromatase inhibitors [5].

Chemotherapy

To the factors arguing the appointment of adjuvant chemotherapy, the experts of St. Gallen
include the following features:

— Histological grade 3 (G3) tumor quality (84.4% of experts).

— Low hormonal receptor status (75.5% of experts).

— Positive HER?2 status (91.8% of experts).

— Triple negative tumors (98% of experts).

— High (>14%) Ki67 value (75.5% of experts).

— High value of the risk scale (>25) of the 21-gene signature (Oncotype DX-RS) (93.9%
of experts).

— Presence of more than 3x positive (metastatic) lymph nodes and young (<35 years) age
of the patient (93.9% of experts).

Preferred specific chemotherapy regimens for any BC phenotype have not been defined,
but wishes have been made for the “connection” of taxanes and anthracyclines in HER+ positive
and basal subnoma BC.

Anti-HER?2 Therapy

The minimum tumor size requiring the appointment of trustysymab was defined as
category pTla (5 mm) [71.5% of St. Gallen]. In receptor-positive (ER+/PR+) opyxols, when there
are contraindications to chemotherapy, it is necessary to start trastysymab together with endocrine
therapy. In receptor-negative tumors (ER-), in the presence of contraindications to chemotherapy,
it is possible to prescribe one trastysymab (targeted monotherapy). The international HERA study
showed that the preferred duration of adjuvant therapy with trastysymab is 12 months [6].

CONCLUSION. Monitoring of patients with early BC (after primary treatment)

— There is no need for regular follow-up by surgeons/oncologists of all patients after
treatment (with the exception of long-term endocrine therapy).

— Regular monitoring by specially trained nurses (supported by 77.3% of experts), as well
as by telephone survey (only 22.9% of experts) is considered acceptable.

— A patient who has completed treatment should undergo regular mammography. Other
routine imaging methods (CT, MRI, PET) during observation are not clear.

These, in brief, are the new approaches to BC therapy that are being proposed and will be
tested in future studies.
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