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Discussion: In 1978 Weiman and in 1990
Holmgren® had separately noted that workplace or
work-related stress and stressors are the major reasons
for such as sick-leave; physiological and psychological
illnesses, work burnout and consequently these issues
can cause the individual or organizational problems.
We employed the Rice (1999) WPS self-esteemed
questionnaire because we considered that our study
participants will be categorized as relatively healthy,
i.e. they never complain about being sick and leave the
work. Furthermore, we decided that it would be
reasonable if the participants assess themselves
whether they are in work-related stress by reading and
getting an idea what can be called workplace stress
indeed?.

It is clear that women dominate nursing around the
world, however regardless of the work environment,
requirements, or workload, regardless of gender all are
exposed to workplace stress. The results of our study
agree that it depends only on individuals. Our study
gave proof that due to ANOVA the gender differences
on workplace stress is absent (F=0.404), (p=0,525)
statistically. According to literature, workplace stress is
often treated by the gender of nurses, but the results
vary. Certain researchers noted that there is no gender
difference in work stress3 and others claimed that
female nurses are more vulnerable to various

occupational stresses than men4 moreover; some
researchers figured out those female nurses are more
intended for psychological stress; meanwhile the men
tend to physiological stressors.5 The results of this
study are similar to the results of a 2013 study by
Finnish researchers as well as Mauno that found that
young nurses are less exposed to workplace stress than
older nurses6. We agreed with the global studies that
the nurses at younger age are less exposed to the work
stress because they are working in a fellowship system
and they are always relying on co-workers help.
Particular researchers, such as Takase, Teraoka, and
Yabase, suggested in a 2016 study that nurses over the
age of twenty-five who want to keep their workplaces
are more stressed than middle-aged and older nurses.7
The statistically significant differences in the stress
levels (F =1.923) and (p = 0.105). Above demonstrated
results suggested that the onset of stress in a nurse's
workplace depends on many different levels of social
factors, such as age, gender, organizational
characteristics, organization, place of work, and years
of service. And these stressors have different impacts
on individuals.

Conclusion: Nursing work-related stress levels
were F=3.071, p=0,028; and it expressed statistical
significant differences regarding the ANOVA
analysis.
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Preoperative chemotherapy (CT) in 35 patients with colorectal cancer (CRC) with liver metastases

demonstrated a high frequency of objective effects - in 22 (62.9%) patients, stabilization was noted in 10 (28.6%)
cases. With bilobar liver metastases and the use of oxaliplatin-containing regimens, partial regression was 62.9%.
Side effects in most cases were clinically insignificant, no deaths were observed. The results obtained demonstrate
the possibility of performing extended surgical operations in the majority of CRC patients with multiple liver

metastases after preoperative CT.
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In recent decades, there has been an increase in
incidence and mortality rates from colorectal cancer
(CRC) throughout the world, including in Uzbekistan.
The main target for metastasis in colorectal cancer is
the liver due to unique portal drainage. In 15-30% of
patients with newly diagnosed cancer of the colon or
rectum, synchronous liver metastases are revealed, and
in 50-75% of patients in subsequent years, secondary
(metachronous) liver metastases are diagnosed. The
average life expectancy of patients with unreleased
CRC metastases is less than 1 year, and with
synchronous metastases - 4.5 months from the date of
diagnosis [1,2,3,8,11,17].

To date, liver resection has been the only treatment
to achieve long-term survival in patients with liver
metastases of CRC. However, only a small group of
patients (15-20%) can count on a potentially radical
treatment, including removal of the primary tumor of
the colon and liver resection. Traditional liver resection
in operable patients allows a 5-year survival rate of 21-
37% to be achieved [4,12-16].

Currently, the standard treatment regimens for
patients with colorectal cancer with liver metastases are
cytotoxic drugs (oxaliplatin or irinotecan) in
combination with 5-fluorouracil and leucovorin [7,10].
There is still no consensus on the effect of preoperative
chemotherapy on postoperative complications. In a
number of studies, no effect of preoperative
chemotherapy on the postoperative course was found.
On the other hand, many studies have shown a
clinically significant prevalence of the incidence of
postoperative complications in the group with
preoperative chemotherapy in relation to the group of
surgical treatment. Values range from 13-16% in the
surgical treatment group and up to 25-37% in the
neoadjuvant chemotherapy group [6,18]. In this case,
preoperative chemotherapy can cause toxic damage to
the liver, and thereby limit the resectability of the
tumor, increasing the likelihood of postoperative
complications, in particular, liver failure. The effect of
preoperative chemotherapy is not so obvious in the case
of a greater number of liver metastases (more than
four), since at the moment there are no prospective data
that could help in making a decision on prescribing
chemotherapy [5,9,10, 19-22].

The aim of the study

To study the possibilities of modern preoperative
chemotherapy regimens in the combined treatment of
CRC metastases in the liver.

Materials and methods.

The present study included 35 patients with CRC
with liver metastases who were examined and treated
in the chemotherapy department of the Republican
Scientific and Practical Medical Center of Oncology
and Radiology of the Ministry of Health of the Republic
of Uzbekistan in the period from 2018 to 2020. between
the ages of 34 and 73. All patients had a
morphologically  verified diagnosis of colon
adenocarcinoma after removal of the primary tumor.
According to the morphological study, in 26 (74.3%)
patients, moderately differentiated adenocarcinoma
prevailed, highly and poorly differentiated variants
were encountered much less frequently - in 5 (14.3%)

and 4 (11.4%) patients, respectively. Liver metastases
met the following criteria of resectability: preservation
of at least 25% of the liver parenchyma formed by at
least two adjacent segments, with adequate bile duct
and vascular blood supply. In the majority of patients -
28 (80.0%) were diagnosed with a primary metastatic
process, in 7 (20.0%) liver metastases were detected
after colon resection in the period from 5.5 to 44
months, on average after 22 + 4.3 months In most cases,
23 (65.7%) patients had bilobar liver damage. The sizes
of metastases varied from 0.3 to 12.7 c¢cm, and the
number of metastases ranged from 1 to 15 (on average,
5.1 £0.5). At the time of enrollment in the study, all
patients were in satisfactory condition (WHO ECOG 0-
1), normal hematopoiesis, liver and kidney indices, and
no serious comorbidities.

In terms of combined treatment, all patients
underwent preoperative chemotherapy for an average
of 3.5 + 0.12 months. followed by surgery. 32 (91.4%)
patients underwent preoperative chemotherapy with
fluoropyrimidines and oxaliplatin (XELOX, CAPOX,
FOLFOX); the remaining 3 (8.6%) patients received
the FOLFIRI regimen. The effect of chemotherapy was
assessed by computed tomography (CT) data, every 6-
8 weeks. treatment. The severity of side effects was
determined using the NCI CTCAE Toxicity Scale,
version 4.0 (2009).

Results and discussion.

After courses of preoperative chemotherapy, 27
(77.1%) patients underwent radical surgery, the volume
of which was determined by the initial metastatic lesion
of the liver. More often than others, standard
hemihepatectomy was performed - in 14 (51.9%) of 27
patients, 11  (40.7%) underwent extended
hemihepatectomy, which included removal of the lobe
and adjacent liver segments, and in 2 (7.4%) patients,
radical resection was limited to removal 1-3 liver
segments.

All  patients underwent a morphological
examination of the surgical material. In no case were
tumor cells found in the margin of liver resection. Signs
of grade | drug pathomorphosis were detected in 5
(18.5%) cases; Il degree - in 10 (37.0%) cases; Il
degree - 7 (25.9%) and IV degree - 3 (11.1%). In 2
(7.4%) patients with disease progression on the
background of CT, no signs of therapeutic
pathomorphosis were found in the surgical material.

The postoperative management tactics were
developed depending on the primary prevalence of the
disease, the direct response to CT, and the severity of
the therapeutic pathomorphosis. Most - 20 (74.1%)
patients in the postoperative period received
prophylactic chemotherapy, on average, within 5.7 +
0.17 months.

A complete response to the ongoing chemotherapy
treatment was achieved in 3 (8.6%) of 35 patients, in 19
(54.3%) - a partial effect, stabilization - in 10 (28.6%)
patients. Against the background of chemotherapy in 3
(8.6%) patients, the progression of the disease in the
form of an increase in metastases by 20-25% was
established. These patients were operated on after 2-3
courses of chemotherapy. The maximum effect of
preoperative chemotherapy was achieved in patients
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with bilobar liver damage who received combinations
with oxaliplatin - in 22 (62.9%) cases. Elevated CEA
levels before the start of preoperative chemotherapy
were observed in 28 (80.0%) patients. The success of
preoperative chemotherapy was accompanied by a
decrease in the CEA level in all patients with an
objective effect and in 6 (60.0%) of 10 patients with
stabilization.

In most cases, the side effects of chemotherapy
were clinically insignificant and did not exceed | — Il
degrees. Grade Il — IV side effects were associated
with 18 (5.4%) treatment courses in 12 (20%) patients.
The greatest clinical significance were neutropenia,
diarrhea, and palmar-plantar syndrome. There were no
cases of discontinuation of chemotherapy due to
unacceptable toxicity. At the same time, these
complications did not affect the timing of surgical
intervention in patients. To date, 32 patients have been
followed up for 6-26.4 months, with an average follow-
up time of 12.5 months and a median follow-up of 11.2
months. In 5 (15.6%) patients, progression was
established, which caused the death of one patient after
6 months. after extended hemihepatectomy, the rest of
the patients are alive. The one-year progression-free
survival rate was 84.4%.

Conclusion.

To date, treatment of CRC with liver metastases
does not have uniform standards, no unified tactics has
been developed for this category of patients. The
modern literature does not fully reflect the issues
related to the possibilities of improving treatment
results in patients with liver metastases, as well as the
advantages of preoperative chemotherapy. In our
studies, preoperative chemotherapy in 35 patients with
CRC with liver metastases demonstrated a high
frequency of objective effects - in 22 (62.9%) patients,
stabilization was noted in 10 (28.6%) cases. With
bilobar liver metastases and the use of oxaliplatin-
containing regimens, partial regression was 62.9%.
Side effects in most cases were clinically insignificant,
no deaths were observed. There was also no effect of
preoperative chemotherapy on the incidence of
postoperative complications. The results obtained
demonstrate the possibility of performing extended
surgical operations in the majority of CRC patients with
multiple liver metastases.
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SUMMARY

Breast cancer (BC ) is the most common cancer among women, and current treatments available often have
high success rates. However, BC can acquire drug resistance and sometimes relapse. Current knowledge about the
most aggressive forms of BC indicates the role of specific cells with stem properties located in BC, the so-called
"BCSCs" (Brest cancer stem cells). The role of BCSCs in cancer formation, growth, invasiveness, therapy
resistance, and tumor recurrence is becoming increasingly evident. The growth and metastatic properties of BCSCs
are regulated in a variety of ways that are only partially known. Sex steroid receptors (SSRs), which are involved
in the etiology and progression of BC, promote the proliferation, dedifferentiation and migration of BCSCs.
However, the literature contains incomplete information about their roles. In particular, there are conflicting
findings regarding the expression and role of classic BC hormone biomarkers such as estrogen receptor alpha
(ERw), together with scanty, albeit promising, information on the properties of ER-beta (ERB) and androgen
receptor (AR) that control pathways of transduction in BCSC. In this review, we will discuss the role that SRs
expressed in BCSCs play in BC progression and relapse, and how these findings have opened up new therapeutic
options.

These cells are predictors of BC and promising new therapies are being developed to target these cells and
improve BC recurrence.

PE3IOME

Pax monounoii xxene3sl (PMXK pye), BCanrm) ABIsIETCSI HAanboee pacpocTpaHEHHBIM PAKOM CPEN >KeHIINH,
U COBPEMCHHBIC JOCTYIHBIC METOAbI JICHECHNA YaCTO MMCEIOT BBICOKHUE IMOKa3aTCIN YyCIIeXa. Tem ne MCHEC, BC
MOXKET HpI/I06pCCTI/I JICKapCTBCHHYIO YCTOﬁQHBOCTB, a MHOTZa U peuruIuB. COBpCMeHHLIC 3HaHKMs O HamboJee
arpeCCUBHBIX (1)0pMax BC YKa3bIBaAlOT Ha pPOJIb CHCIH/I(I)I/I‘JGCKI/IX KJIIETOK CO CTBOJOBBIMHU CBOfICTBaMPI,
pacrnonoxeHHbix B BC, Tak Ha3biBaeMbIX « cTBOJIOBBIX KieTok PMIK » (BCSCs -Brest cancer stem cells). Pons
BCSC B ¢dopmupoBanum paka, pocte, WHBA3WBHOCTH, PE3UCTCHTHOCTH K TEPAaMd W PEIUIMBE OIYXOJIHU
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