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Abstract. The problem of diagnosing and treating ovarian malignancies is one of the most challenging issues in
oncology and gynecology. The number of new cases of ovarian cancer in the world, according to previous years, per year
is 295414 (6.6% of all forms of cancer in women). Mortality from ovarian cancer in the world is 184799 cases (3.9% in
the structure of cancer mortality in women). There has been a steady increase in the incidence in recent years, as well as
a high percentage of patients with 111-1V disease stages. The majority of patients with ovarian cancer are diagnosed at late
stages, and treatment results remain disappointing. Despite the high sensitivity of many modern diagnostic methods, their
specificity is insufficient to differentiate between benign and malignant processes in the ovaries. The main principle of
treatment of all tumors of ovarian origin is the implementation of surgical interventions, which are the most complete
removal of tumor nodes, in combination with the use of chemotherapeutics at different stages. At the revealed recurrences
of a disease it is also accepted to consider as an optimum variant of the further tactics of appointment of courses of
chemotherapeutic treatment.

The aim of the work is to assess the quality of life in platinum-resistant patients with ovarian cancer, depending
on the degree of pharmacoresistance and differentiated use of chemotherapy.

Materials and methods. The presented study was conducted on the basis of oncology department of the Uni-
versity Clinic of the Odessa National Medical University during 2014 - 2020 years. 350 patients with adenocarcinoma of
the ovaries of 111-1V stage were examined, who performed cytoreductive operations. Additionally, QL was determined
using standard questionnaires EORTC QLQ-C30 and FACT-G.

Results and discussion. It is shown that the initial values on the subscales of the questionnaires EORTC QLQ-
C30 and FACT-G in patients classified as different clinical groups were compared. When using a differentiated approach
in the treatment of patients with ovarian cancer, the indicators on the scales of physical (PF), role (RF) and emotional
functioning (EF) were significantly improved. In addition, the intensity of nausea (NV) and general weakness (FA) de-
creased in patients of groups Il and IV. In the case of differentiated use of chemotherapeutic agents with metabolic
support, the total score according to the FACT-G questionnaire was 77.840.9 points in group 11, and 77.9+0.8 points in
group 1V, which significantly exceeds the received in I and Il groups - 72.2+1,2 and 71,6+0,9 points. The described
differences were kept throughout the period of catamnestic observation.

Conclusions. The use of a differentiated approach in the treatment of patients with RI significantly improved
indicators on the scales of physical (PF), role (RF) and emotional functioning (EF). After treatment, the intensity of nausea
(NV) and general weakness (FA) decreased in patients of groups 111 and IV. The described differences were retained for
12 months after the completion of the course of treatment. Prospects for further research are related to the study of the
dynamics of life quality of patients with ovarian cancer at the subsequent stages of catamnestic observation.

We see the prospect of further research in improving modern approaches to the treatment of advanced ovarian
cancer and assessing patient survival rates as a marker of the effectiveness of a personalised approach.

Keywords: ovarian cancer, carcinomatosis, treatment, effectiveness, chemotherapy, platinoresistance, plati-
norefraction, quality of life.

Introduction. Malignant ovarian tumors remain
one of the main causes of death in oncogynecological prac-
tice. In the world, more than 200000 women are diagnosed
with ovarian cancer (OC) every year and 100000 women
die of this disease every year. The intravital risk of ovarian
cancer is assessed by experts as 1/70 [1, 2].

Most often, ovarian cancer is diagnosed in
women aged 55-64 years. OC incidence ranges from 3.1
cases per 100000 women in Japan to 21 cases per 100000
women in Sweden. In general, the highest incidence rates
are inherent in the countries of Scandinavia, Germany,
Benelux, Great Britain, Canada and the United States. In-
stead, in Asian countries, OC is much less common, as
well as among immigrants from Asian countries in the eco-
nomically developed countries of Europe and North

America. The Hippisley-Cox-Coupland model describes
the risk of RI occurrence, according to which two-thirds of
cases occur within 2 years in 10% of women with the high-
est risk of developing RI [4-6]. At the same time, infertil-
ity and childlessness, early menarche and late menopause,
the use of oral contraceptives, a burdened hereditary his-
tory of ovarian and breast tumors, long-term hormone ther-
apy, lactose consumption and occupational hazards are the
risk factors associated with the influence of carcinogens
and mutagens.

In general, the problem of OC has considerable
medical and social significance. Only in recent years, some
progress has been made in increasing the five-year survival
rate of patients with RI, mainly due to the introduction of
effective chemotherapy regimens [7; 8]. However, about
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40% of patients are primary-resistant to platinum prepara-
tions, which are considered as first-line drugs. Depending
on the timing of disease progression distinguish platino-
sensitive tumors (progress more than 6 months after first-
line therapy), platino-resistant (progress within 6 months
after first-line therapy) and platinorefractory (progress
during first-line chemotherapy with inclusion of platinum
preparation) [9-11]. At the same time, the functional as-
sessment of the effect of antitumor therapy in patients with
RI on the quality of life until recently was given insuffi-
cient attention.

The quality of life (QL) today is considered as
one of the most informative indicators characterizing the
degree of adaptation of a person to living conditions and
the general state of his health and allow to determine the
need for medical and psychosocial adaptation. In recent
years, the study of health related quality of life, HRQL, has
developed as a separate medical science, which has its own
research methods, evaluation criteria, scope, etc. It is based
on the definition of the World Health Organization (WHO)
as an individual correlation of its position in community
life in the context of culture and system of values of soci-
ety with the goals of this individual, its plans, opportunities
and degree of general disarrangement [12]. That is, a per-
son's perception of his position in life, including physical,
mental and social well-being, regardless of the quality of
the environment in which he lives, the degree of satisfac-
tion with a specific standard of living and other compo-
nents of psychological comfort [13-15].

One of the most popular instruments for deter-
mining YES in oncological practice is a questionnaire of
the European Organization for Research and Cancer Treat-
ment - EORTC QLQ-C30 - developed by the Quality of
Life Assessment Group of the European Organization for
Research and Treatment of Cancer (EORTC Quality of
Life Study Group) [16]. The modern version of the 3rd re-
vision consists of 30 issues and includes 5 functional
scales (physical functioning (PF), role functioning (RF),
cognitive functioning (CF), emotional functioning (EF)
and social functioning (SF); 3 symptomatology scales -
weakness (FA), nausea (NV) and pain (PA ); as well as 6
additional criteria: sleep disturbance (SL), anorexia (AR),
constipation (CO), diarrhea (DI), dyspnea (DY), financial
difficulties (FI). Another popular diagnostic tool is a ques-
tionnaire for evaluating the functions of an oncological pa-
tient, Functional Assessment of Cancer Therapy-General
(FACT-G) - developed by D. Gellaetal. [17-19]. The mod-
ern version of FACT-G includes 27 questions and assesses
the quality of life on 4 scales: physical, social, emotional
functioning and well-being in everyday life.Both question-
naires (EORTC QLQ-C30 and FACT-G) are modular, i.e.
include a basic questionnaire to which specific question
taking into account this or that type of tumor or treatment
program. However, there is still no study in which to ana-
lyze the characteristics of QL in patients with OC with var-
ying degrees of sensitivity to platinum preparations.

HPRelevance: The aim of the work is to assess
the quality of life in platino-resistant patients with ovarian
cancer, depending on the degree of pharmacoresistance
and differentiated use of chemotherapy.

Material and methods of research. The study
was conducted on the basis of the University Clinic of the
Odessa National Medical University during 2014 - 2022
years. 350 patients with adenocarcinoma of the ovaries of
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I11-1V stage were examined, who performed cytoreductive
operations, and of which the following clinical groups
were formed: group | (control, n=50) — patients with RI
who received standard first-line adjuvant chemotherapy
(cisplatin — 75-100 mg/m 2 intravenously with hydration
and diuresis formed every 3 weeks); Group Il (n=100) -
patients with probable platinorefraction who received sec-
ond-line therapy (doxorubicin — 75-100 mg/m? intrave-
nously droplets once every three weeks); Group I11 (n=100
) — patients with probable platinoresistance who received
drug correction of disregulatory disorders against the
background of standard first-line therapy (donators of ni-
tric oxide, detoxicants, antiuricemic agents); Group IV
(n=100) — patients with predicted platinosensitivity
(standard therapy of the first lines after the previous pre-
ventive course: 20 mg dexomethasone for 12 and 6 hours
before the administration of platinum preparations, 300 mg
cimetidine or 50 mg ranitidine and 50 mg of dimedrol for
30-60 minutes. Examination of patients was carried out in
accordance with the requirements of the clinical protocol
approved by the order of the Ministry of Health of Ukraine
Ne 554 from 17.09.2007 “On approval of protocols of med-
ical care in the specialty “oncology" ” [1]. Additionally,
QL was determined using standard questionnaires EORTC
QLQ-C30 and FACT-G [12]. QL was examined 6 and 12
months after the completion of treatment. Determination
of the probability of differences between the compared
groups was carried out using criterion 2, taking into ac-
count the Yets amendment for paired comparisons and
Bonferoni corrections for multiple comparisons. Statistical
processing was carried out using software STATISTICA
13.0 (Dell Stat Soft Inc., USA) [4].

Results and their discussions. It was established
that patients of different age groups did not differ, the av-
erage age in groups was 55.3+3.9 years. The structure of
the groups by stage of OC also did not differ, patients with
stage I11S prevailed - on average there were 64.9% in the
total sample (Fig. 1). The clinical picture of the disease
was stereotypical. Most patients complained of bloating
and discomfort in the lower abdomen, a feeling of pressure
in the bladder and rectum, constipation. Every tenth of the
examined woman had vaginal bleeding. Dyspeptic mani-
festations, shortness of breath, general weakness, fatigue,
weight loss of thawed and a feeling of rapid saturation
when consuming a small amount of food were frequent.
12.6% of patients had swelling of the lower extremities,
5.4% had signs of ascites. At the same time, 17.4% of pa-
tients were not accompanied by subjective manifestations
and was diagnosed during ultrasonographic screening.

During ultrasound, multilocular dense hyperech-
oic formations larger than 10 cm and increased intra-ovar-
ian blood flow were determined. In biochemical screening,
high figures of CA-125 content were determined in 44.6%
of the surveyed, which does not allow to consider this
method as quite specific for the needs of early diagnosis of
OC.

During the period of treatment in different clini-
cal groups, patients made complaints of nausea, taste dis-
orders, immediately before eating, dizziness, general
weakness. 6.0% of patients referred to the control group
and 2.0% of patients group IV had visual impairment. In
one case, the patient had signs of peripheral polyneuropa-
thy and Lermitt symptom.
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Figure 1. Structure of the studied clinical groups according to the stage of OC.

For the general analysis of blood on the back-
ground of therapy with platinum preparations, there were
signs of moderate leukopenia, and at least anemia. A fre-
quent occurrence was arterial hypotension. During treat-
ment, patients of group I and IV also complained of cough,
erythematous rash, and extravasates at the injection site.

ground of therapy with doxorubicin, they determined signs
of subfebrile, palpitation, thrombocytopenia and leukope-
nia, nausea, vomiting, signs of stomatitis, diarrhea. At the
beginning of treatment, patients of group Il noted a change
in the color of urine with the appearance of a reddish hue.

Common phenomenon was alopecia, darkening
of soles and palms, sometimes - palmar erythema, changes
in the shape of nails, skin itching and rash. Individual pa-
tients determined the phenomena of photophobia and en-
larged lacrimation by the type of epiphorus. The least num-
ber of subjective complaints during treatment was ob-
served in patients of groups 111 and 1V who received path-
ogenetically conditioned metabolic support complex.

Further analysis showed that the initial values of
the subscales of the questionnaires EORTC QLQ-C30 and
FACT-G in patients assigned to different clinical groups
were compared (Table 1 and 2). However, during repeated
visits at the catamnestic stage, certain differences were de-
termined at the level of QL. When using a differentiated
approach in the treatment of patients with OC, the indica-
tors on the scales of physical (PF), role (RF) and emotional
functioning (EF) were significantly improved. In addition,
the intensity of nausea (NV) and general weakness (FA)
decreased in patients of groups Il and 1V. The described
differences were kept throughout the period of catamnestic
observation.

Changes in other indicators according to the scale
of the questionnaire EORTC QLQ-C30 were fluctuating in
nature and, obviously, reflect the heterogeneous structure
of the investigated contingent on the adaptation potential
and the transfer of chemotherapy. Similar dynamics was
observed on the scales of the FACT-G questionnaire (table
1,2).

With undifferentiated use of chemotherapeutic
agents without metabolic support, the growth of EWB sub-
scale was from 19.6+1.3 to 19.9+1.4 points in the first
group and from 18.6+0.9 to 19.3 +0.9 points - in the sec-
ond group, whereas in the I11 group the same indicator one
year after treatment was 20.7+0.8 points, and in the IV
group - 20.9+0.8 points. In the case of differentiated use of
chemotherapeutic agents with metabolic support, the total
score according to the FACT-G questionnaire was 77.8+
0.9 points in group 111, and 77.9+ 0.8 points in group IV,
which significantly exceeds the received in groups I and Il
- 72.2+ 1,2 and 71,6+ 0,9 points. In general, the analysis
of the dynamics of indicators of LI on different scales in-
dicates that the differentiated approach to the appointment
of chemotherapy of patients with RI 111-1V stage allows to
improve physical and emotional functioning, reduces the
severity of side effects, while the period of preservation of
positive clinical effect on QL is kept for at least 12 months.

Prospects for further research. We see the
prospect of further research in improving modern
approaches to the treatment of advanced ovarian cancer
and assessing patient survival rates as a marker of the
effectiveness of a personalised approach.

Conclusions.

1. Application of the differentiated approach in
the treatment of patients with OC significantly improved
the indicators on the scales of physical (PF), role (RF) and
emotional functioning (EF).

2. After treatment, the intensity of nausea
(NV) and general weakness (FA) decreased in patients of
groups 11 and IV.

3. The described differences were retained for
12 months after the completion of the course of treatment.

4.  Prospects for further research are related to
the study of the dynamics of life quality of patients with
OC at the subsequent stages of catamnestic observation.
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Amnorauis. [Ipo6iema 1iarHOCTUKH Ta JTIKyBaHHS
3JI0SIKICHUX ~HOBOYTBODEHb SIEYHHKIB € OJHIEI0 3
HAWCKJIAHIIINX B OHKOJOTII Ta riHekoiorii. CMepTHICTb
BiJl paKy S€YHUKIB y CBiTi cTaHOBHUTH 184799 BumMamkiB
(3,9% y cTpykTypi cMepTHOCTI Bin paky B XiHOK). B
OCTaHHI POKH CIIOCTEPIra€ThCsl CTIHKE 3POCTaHHS 3aXBO-
PIOBaHOCTI, @ TAKOK BHCOKHH BiICOTOK marieHToK 3 I11-1V
CTaIisIMU 3aXBOPIOBAHHS. BIJBLIICTh MAIIEHTOK 3 PAKOM
SIEYHUKIB JIarHOCTYIOTBCS Ha Ti3HIX CTafisiX, a pe3yib-
TaTH JIIKYBaHHS 3aJTUIIAI0THCSI HEBTIITHUMH.

Meta po6OTH - OIIHUTH SAKICTh KHUTTS y TUIATH-
HOPE3UCTEHTHUX XBOPHX Ha PAK SE€YHUKIB 3aJIEKHO Bij
CTymeHs papMaKOpe3UCTEHTHOCTI Ta Au(epeHIiioBaHOTO
3aCTOCYBaHHs XimioTepartii.

Martepiaan Ta meToau. J{ociimpKeHHS TIPOBOIH-
Jocst Ha 6a3i YHiBepcUTeTChKO1 KiliHiKM O1eChKOTro Hallio-
HaJILHOTO MEAWYHOIO YHiBepcuteTy mpoTsrom 2014 —
2020 poxiB. O6cTexxeno 350 maiieHTOK 3 aJleHOKapIHHO-
Mmoro seunukiB |1-1V craxii, skUM BUKOHAHI IIUTOPEIYK-
THBHI oTepartii.

PesyabraTn Ta ob6ropopennsi. IlokazaHo, 110
BHUXiIHI 3HAa4YeHHA 3a CyOIIKaJaMH OIUTYBAJbHUKIB
EORTC QLQ-C30i FACT-G y nami€eHTOK, BiJHECEHHX 10
Pi3HUX KJIIHIYHUX TPy, OyJiu mopiBHIOBaHUMH. [1pu BH-
KOPHUCTAaHHI AU(PEPEHIIHOBAHOTO MiIXOAYy B JIIKyBaHHI
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xBopux Ha OK 3Ha4HO NOKpALIMINCS TIOKa3HHUKH 32 IIIKa-
namu ¢izmunoro (PF), pomsoBoro (RF) Ta emouiitnoro
¢ynkuionysaunns (EF). Kpim Toro, y mamienris Il ta IV
TpyI 3MeHIIIacs iHTeHcuBHICTh Hy1oTH (NV) Ta 3arans-
Hoi cnabkocti (FA). ¥V pasi nudepenuiiioBanoro 3acrocy-
BaHHS XiMIOTEpaNeBTHYHHX IIPETApaTiB i3 METa0OIITHOIO
MiATPIMKOIO cyMapHHUil 6an 3a onuryBansHUKOM FACT-
G cknaB 77,840,9 6amnis y Il rpymi ta 77,9£0,8 6aniz y IV
TpyMi, O T0cTOBipHO nepesurye orpuMmai B I ta Il rpy-
max - 72,2+1,2 ta 71,6+£0,9 6amis. Onucandi BiAMiHHOCTI
30epiramcs MpoTATOM yChOTO MEPioay KaTaMHECTHIHOTO
CIIOCTEPEIKCHHSL.
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BucnHoBku. 3actocyBaHHs audepeHuiioBaHOro
mizxoay B JiKyBaHHI XBopux Ha Pl 3HauHO mokpamuio
MOKa3HUKK 3a Inkanamu ¢izuuHoro (PP), pomboBoro
(P®) Ta emouiiinoro ¢pynkuionysanss (E®D). [Ticns niky-
BaHHs iHTeHCUBHICTh Hynotu (NV) Ta 3aranbHoi cial-
kocti (FA) 3smenmmnace y namienris |1 ta IV rpyn. Omm-
caHi BiIMiHHOCTI 30epiraiucs npoTsarom 12 MicsmiB micis
3aBepIICHHA KypCy JTiKyBaHHS. [lepCHeKTHBY Mo JaIbIINX
IOCHIDKEHD TIOB'I3aHI 3 BUBYEHHSIM IWHAMIKH SIKOCTI
JKUTTSI XBOPHUX Ha PaK S€YHUKIB HA HACTYIIHUX €Tarax Ka-
TaMHECTUYHOTO CIIOCTEPEKCHHS.

KaiouoBi cioBa: pak si€4HUKIB, KaHIIEPOMATO3,

JiKyBaHHS, €(EeKTUBHICTh, XiMioTeparmis, IIaTHHOpPE3H-
CTEHTHICTb, ITATHHOPEPPAKIIis, SIKICTh KUTTSI.
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