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EPIDEMIOLOGY AND MANAGEMENT OF OVARIAN CANCER BASED
ON THE CLINICAL EXPERIENCE OF THE SOUTHERN REGION OF UKRAINE

Rybin A., Varabina A., Broshkov M.

Odessa National Medical University, Ukraine

Clinical epidemiology is the medical discipline that studies
the patterns of the occurrence and spread of any diseases, makes
prediction of them in each specific patient based on the study
of the clinical course of the disease in similar cases. Clinical
epidemiology of cancer is rapidly developing, at the regional
and national level, etiological studies are conducted with poten-
tial clinical and public health programs that allow early cancer
detection and prevention strategies to be developed, as well as
assess their effectiveness [8,11,12].

The efforts of clinical epidemiology specialists focus on ex-
ploring the absolute risk of the development of cancer, from the
discovery of risk markers to developing and evaluating analysis,
with the aim of introducing forward-looking (advanced) mark-
ers into clinical practice. Risk markers may include genetic
characteristics, environmental factors, molecular biomarkers,
medical imaging results (results of medical visualization) or any
other clinical and instrumental or clinical laboratory research.
However, in the field of oncogynecology, there is still a lack of
fundamental clinical and epidemiological studies [7,10].

The victims of ovarian cancer die every year around the
world. One of the first cases of ovarian cancer that is described
in the history of medicine is the history of the disease of Mary
Tudor, Queen of the United Kingdom, who lived only 42 years.
According to IARC experts, about 225,000 cases are reported
annually and nearly 150,000 women die of this disease. Accord-
ing to epidemiological monitoring, the highest prevalence rates
in the ovarian cancer (10-12 cases per 100,000 population) are
typical of Western Europe and North America (Fig. 1), while the
lowest are China and the countries of Africa and Latin America
(less than 3 cases per 100,000 population).vSuch essential dif-
ferences are due mainly to the lack of effective diagnosis and
limited availability of specialized care [1,5,7].

According to mortality rates, Ovarian cancer ahead of cervical
or uterine cancer, came in fifth out of the causes of death from
tumors in women. The mortality of ovarian cancer patients in the
first year after the diagnosis is 35% [5]. According to domestic
and foreign authors, the overall five-year survival rate of ovar-
ian cancer patients does not exceed 35-40% [8]. (These) Data
are due to asymptomatic ovarian cancer at early onset leading
to late diagnosis of the disease when it is impossible to do the
radical surgery.

It should also be noted that in recent years in developed coun-
tries there has been a tendency towards a decrease in mortality
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from Ovarian cancer (from an average of 6.2 to 5.9 cases per
100,000 population). The best results are presented in Scandi-
navian countries, Great Britain, Germany and the Netherlands,
where prescription of oral contraceptives is preferred and is con-
sidered as one of the potentially protective factors [6].
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Fig. 1. Mortality from Ovarian cancer in the world, age-stan-
dardised rate

In Ukraine, from 2001 to 2016, the one-year survival rate of
ovarian cancer patients decreased from 36.2 to 26.3%. However,
only 20.4% of ovarian cancer cases were diagnosed on cancer
screening in 2016 in Ukraine. It confirms the data of domestic
and foreign authors about the lack of effectiveness of screening
programs for the detection of ovarian cancer [1,3,9]. According
to the latest published national cancer-registry it was 25.7% of
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one-year survival in 2017. The corresponding figure was only
19.3% in Odessa region [2,4].

The aim of the study was to evaluate the clinical and epide-
miological characteristics of ovarian cancer patients on the ex-
ample of the southern region of Ukraine.

Material and methods. The research was carried out at the
clinical bases of the Department of surgery Ne4 with oncology
course of Odessa National Medical University. There were ana-
lysed the standardized indicators of morbidity and mortality for
2007-2016. In addition, there were analysed the survival of 350
patients in stage III-IV ovarian cancer from 2011 to 2015. We
assessed the overall one- and three-year survival (OS - overall
survival); one-and three-year disease free survival (DFS - dis-
ease free survival); FFTF - freedom from treatment failure; EFS
- event free survival.

All patients were examined using generally accepted clinical
and laboratory methods according to the standards of diagnosis
and treatment of cancer patients, approved by orders of Ministry
of Health of Ukraine No. 140 dated July 27, 1998 and No. 554
dated September 17, 2007. The stage of the tumor process was
determined according to the International Classification of TNM
of 6th Edition (2009). Patients have agreed to use individual
clinical data (evidence) for scientific purposes.

There were created the lifetime curves and values of a surro-
gate variable by the Kaplan-Mayer method. Statistical analysis
of the data was carried out using the Statistica 10.0 (Dell Stat-
Soft Inc., USA).

Results and their discussion. It was established that dur-
ing the analyzed period (2007-2016) there was a gradual
decrease in mortality from ovarian cancer against the back-
ground of more stable indicators of morbidity, which also
showed a tendency to decrease (Figs. 2, 3).
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Fig. 2. Dynamics of mortality from ovarian cancer in Odessa
region (NKR, 2007-2016)

Therefore, if in 2007 the standardized mortality rate was 5.5
cases per 100,000 population, then in 2016 - 3.8 cases.

The standard mortality rate in the population is calculated
according to the age structure of the «standard population».
As the population standard, a world population standard can
be selected, which allows to compare the level of morbid-
ity with other countries of the world. As a world standard,
the structure of the population is used, which is based on the
analysis of the age structure of the population in 24 coun-
tries in 1960 by the well-known Japanese explorer Segi M.
and later modified in 1966 by the group Doll R. et al. The
Ukrainian population standard calculation was based on the
age structure of the population of Ukraine during the 2000
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census. As can be seen from the graph below, the differences
between the two standards are quite pronounced, which is
explained by the application of various weighted age ratios
in both models.
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Fig. 3. Morbidity dynamics of OC in Odessa region (NKR,
2007-2016)

As shown in pic. 3 graph, there was a short increase of the
incidence of OC in 2012 (according to the national standard, up
to 16.5 cases per 100 thousand population). This circumstance
does not correspond to the dynamics of mortality and, most like-
ly, is explained by the measures of the regional program, which
is aimed at optimizing cancer screening.

In the clinical examination of patients with severe forms of
OC, several criteria, such as: patients’ complaints, general, ob-
stetric and gynecological anamnesis, state of sexual, menstrual
and reproductive functions, genealogical history, questionnaires
with a detailed anamnesis investigation, were studied according
to the stages of ovarian tumor pathogenesis.

The average age of the examined patients was 53.8+1.9 years,
with a range of 48-69 years. Menstrual cycle was maintained
only in 16.3% of patients, the rest was in menopause. Stage
IV (TxNxM1) was determined in 7.7% of patients, stage IIIA
(T3aNOMO) - 13.4%, IIIB (T3bNOMO) - 15.7%, and 63.1% -
ITIC (T3¢NOMO). Most often serodic adenocarcinoma (87.7%)
was diagnosed, rarely sero-papillary adenocarcinoma (12.3%).
The vast majority of patients had a poorly-differentiated tumor
grade (G1 - 7.1%, G2 - 52.3%, G3 - 40.6%). Metastasis in the
large omentum was found in 53.6% of patients, peritoneum car-
cinomatosis - 23.2%, pleural cavity - 23.2%. There were no me-
tastases in the liver of the examined patients.

As can be seen from the table below, the average age of pa-
tients was the same and was (55.3+0.9) years in patients with
retrospective group and (53.8+1.9) years - prospective group,
which is not differ significantly among themselves. Among the
examined patients with OC, mainly with the Illc stage, respec-
tively 122 (64.6%) and 221 (63.1%) in retro- and prospective
groups. Most patients had menopause - 150 (79.4%) and 293
(83.7%) in retro- and prospective groups, respectively.

Grade of the removed tumors was different - well-, poorly-
and undifferentiated tumors, but in both groups poorly-differen-
tiated tumors were prevalent - 61.4 and 52.3% in patients with
retrospective and prospective groups, respectively. The vast ma-
jority of patients in both of the studied groups had metastasis
in the large omentum diagnosed: 141 (74.6%) and 81 (53.6%)
patients with OC of the retrospective and prospective groups,
respectively.

Regarding the received treatment, 50 patients (Group I) re-
ceived standard first line adjuvant platinum chemotherapy with-
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Table. Patients survival in different clinical groups

. II group (n=300)
Indicator I group (n=50)
1st subgroup (n=77) 2nd subgroup (n=98) | 3d subgroup (n=125)

OS, mo. 28,3+1,4 25,2+0,8 33,114 36,8+1,9*

DFS, mo. 14,1+0,4 12,8+0,4 17,2+1,6 29,8+1,4*
FFTF, mo. 14,4+0,3 12,7+0,2 17,0+1,6 29,7+1,5%

EFS, mo. 14,5+0,3 12,4+0,3 16,8+0,9 29,5+1,1%*

PFS, mo. 13,9+0,3 11,6+0,2 16,9+0,8 28,9+0,4

note: * - Differences with other clinical groups are statistically significant (p<0,05)

out the use of protective therapy (cisplatin 75 mg / m2 intrave-
nously with hydration and forced diuresis every 3 weeks), and
the rest of patients (group II) were given differentiated treatment
depending on the predicted sensitivity of ovarian cancer to che-
motherapy with platinum drugs. The last group was divided into
3 subgroups depending on the predicted effect of platinum:

1 subgroup (n=77) - patients with supposed platinum refractori-
ness, which treatment was started with chemotherapy of the second
line (paclitaxel 175 mg/m? intravenously every 3 weeks with stan-
dard premedication with corticosteroids, antihistamines and H2-
histamine receptor blockers: 12 mg of dexamethasone inside or in-
tramuscularly for 12 and 6 hours, 150 mg of ranitidine and 50 mg of
dimedrol intramusclarly for 30-60 minutes prior to administration,
using special infusion systems not containing polyvinyl chloride.
In case of impossibility to purchase paclitaxel patients were treated
by HemA scheme (doxorubicin 50 mg/m? intravenous infusion on
day 1, gemcitabine 1000 mg/m? intravenous infusion of 1, 8 day
21-day cycle palliative chemotherapy);

2 subgroups (n=98) - patients with supposed platinum resis-
tance, which sanogenetic disorders and dysregulation pathology
(nitric oxide donators, detoxicants, drugs that reduce the level of
uric acid in the blood, hyperthermic chemophorfusion HIPEC)
was corrected during the standard adjuvant chemotherapy of the
first line of platinum preparations;

Subgroup 3 (n=125) - patients with suspected sensitivity to
platinum preparations treated with platinum drugs in accordance
with standards (cisplatin 50 mg / m2 intravenously dropped with
hydration and forced diuresis every 3 weeks).

Further analysis showed that the application of a differenti-
ated approach shows an increase in survival rates (Table).

As can be seen from the above data, the introduction of pathoge-

Log Survival Times vs. Log Cumulative Prop. Surviving
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netically-based schemes of complex medical therapy, considering
the level of platinum resistance, can significantly lengthen the life-
time of patients with ovarian cancer. In particular, overall survival
in the 2nd subgroup of Group Il increased to 33.1+1.4 months, and
in the 3rd subgroup - to 36.8+1.9 months. This corresponds to rang-
es of 5.0-71.1 months and 3.0-73.3 months respectively.

As can be seen from picture 4 below, the most critical reduc-
tion in the number of survived patients starts 2 years after the
start of treatment according to the modified scheme (a) and al-
ready in a year - when using standard treatment regimens that do
not correct existing rejection of redox homeostasis and nitreric
mechanisms of autoregulation.

The best results were obtained in platinum-sensitive patients
- almost all of them survived up tp 3 years after the intervention
and the course of PCT. A shorter survival period for platinum-
resistant patients is obviously associated with more profound
violations of cell cycle regulation in these patients. On this side,
it is important to evaluate the quality of life of patients with OC
- after all, we are interested not only in extending the life span
but also in maximizing possible physical and social adaptation.

As for the results obtained in the 2nd subgroup, where HIPEC
technology was used, they indicate a tendency to increase the
life expectancy of patients with OC. Thus, the overall surviv-
al rate was on average 33.1£1.4 months, DFS was 17.2+1.6
months, and FFTF was 17.0+1.6 months. Accordingly, EFS was
16.8+0.9 months, and PFS was 16.9+0.8 months. Therefore,
the use of HIPEC has significantly improved the treatment out-
comes. At the same time, there were no significant differences
in the survival of patients with OC depending on the HIPEC
method (intraoperative application or therapy at the postopera-
tive stage) (p>0.05).
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Fig. 4. Survival of patients with ovarian cancer after treatment (a - modified treatment scheme, b - traditional treatment)
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Conclusions.

1. The dynamics of the standardized indicators of morbidity
and mortality from the OC indicates probable depopulation and
the effectiveness of the measures used in the region in the pri-
mary and secondary prevention of oncopathology

2. The overall survival of patients with severe forms of OC
does not exceed 30 months (28.3+1.4 months).
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SUMMARY

EPIDEMIOLOGY AND MANAGEMENT OF OVARIAN CANCER BASED
ON THE CLINICAL EXPERIENCE OF THE SOUTHERN REGION OF UKRAINE

Rybin A., Varabina A., Broshkov M.

Odessa National Medical University, Ukraine

The aim of the study was to evaluate the clinical and epide-
miological characteristics of the contingent of patients with
RH on the example of the southern region of Ukraine. The re-
search was carried out at the clinical bases of the Department
of surgery Ne 4 with oncology course of the Odessa National
Medical University. The standardized indicators of morbid-
ity and mortality for 2007-2016 are analyzed. In addition, an
analysis of the survival of 350 patients with stage III-IV in
the period 2011-2015 was evaluated. The total one-and three-
year survival (TS - total survival); disease free one-and three-
year survival (DFS) - disease free survival; FFTF - freedom
from treatment failure; event free survival (EFS) - event free
survival were estimated. All patients were examined using
conventional clinical and laboratory methods according to
the standards of diagnosis and treatment of cancer patients,
approved by orders of the Ministry of Health of Ukraine No.
140 dated 27.07.1998 and No. 554 dated 17.09.2007. The
stage of the tumor process was determined according to the
International Classification of TNM 6-th edition (2009). Pa-

tients have agreed to use individual clinical data for scientific
purposes. The lifetime curves and the values of the surrogate
variable were created by the Kaplan-Meyer method. Statisti-
cal analysis of the data was performed using the Statistica
10.0 (Dell StatSoft Inc., USA) package;

It was established that during the analyzed period (2007-
2016) in Odessa oblast there was a gradual decrease in mortality
from RV from 5.5 cases per 100,000 population in 2007 to 3.8
in 2016. Dynamics of standardized indicators of morbidity and
mortality from the RN shows a probable depopulation and on
the effectiveness of the measures used in the region in the pri-
mary and secondary prevention of oncopathology. The overall
survival of patients with severe forms of URN does not exceed
30 months (28.3+1.4 months). The use of HIPEC technology
can increase the overall survival rate to 33.1+1.4 months, DFS
to 17.2+1.6 months, FFTF to 17.0+1.6 months, EFS to 16.8+0,9
months, and PFS - up to 16,9+0,8 months.

Keywords: ovarian cancer, survival, epidemiology, HIPEC,
southern region of Ukraine.

PE3IOME

SIMUAEMHUOJIOIUS U TAKTUKA BEJEHUSA PAKA SINYHUKOB,
OCHOBAHHAS HA KIMHUYECKOM OIBITE IO)KHOYKPAMHCKOI'O PETUOHA

Pp16un A.U., Bapaduna A.O., Bpomkos M.M.

Oodecckuil HAYUOHATLHBIN MEOUYUHCKUL YHUBepcumem, Yxpauna

Llens MccnenoBaHMS - OLCHKA KJIMHUKO-3MUIEMHOIOTHYE-
CKMX XapaKTEePHCTUK KOHTHHICHTA OOJILHBIX PAKOM SIMYHMKA Ha
IIPUMEpE F0KHOTO PErHoHa YKpPauHBI.

© GMN

HccnenoBanue BBIIOIHEHO HA KIMHUYECKUX 0azax Kadeapbl
xupyprun Ned ¢ kypcom oHkosoru Ofecckoro HallMOHAJIBHOTO
MEIMIUHCKOTO YHMBepcuTera. [IpoaHanu3upoBaHbl CTaHAap-
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THU3UPOBAHHbBIC MOKa3aTean 3a00J1€BAEMOCTH M CMEPTHOCTHU 3a
2007-2016 rr.

IIpoBenen ananu3 BbDKHBaEMOCTH 350 OOJBHBIX pPakoM
auynuka (PS) III-IV craguu B Teuenue 2011-2015 rr. Oue-
HUBaJIM OOLIYI0 OAHO- M TPEXJETHIOI BbDKUBaeMOCTh (OS
- overall survival), 6e3peUUANBHYIO OIHO- U TPEXJETHIOIO
BepkuBaeMocTh (DFS - disease free survival), BbDKHBae-
MocCTh, cBoOOHYI0 OT Heyaad jtedenus (FFTF - freedom from
treatment failure), 6eccobbiTuiinyio BebKHBaeMocTh (EFS -
event free survival). Bce marueHTKH 00CI€I0BAHBI C UCITOJb-
30BaAaHUEM O6L[Iel'lpl/lH5lT]>lX KIMHUYECKUX U na60paT0prlx
METOAOB IO CTaHAapTaM AUArHOCTHUKH W JICUCHHS OHKOJIOTH-
4yecKkux 00JbHBIX. CTaaMIO OMYXOJIEBOIO IpoLecca OIpeess-
1 o MexayHapoaHoi kinaccupukamu TNM 6-ro usnanus
(2009 r.). IMonyuero nHGOPMHUPOBAHHOE COMNIACHE OT OOJBHBIX
Ha HCIIOJIb30BAHUE MHIAUBUAYAJIbHBIX KIIMHUYCCKUX JaHHBIX JIA
Hay4HbIX Liesield. KpuBble Ipono/pKUTeIbHOCTH SKU3HU M 3HAYCHUH

MEJIMIJUHCKHUE HOBOCTHU I'PY3UU
LSIS@HOZIRM LSFIRNGO6(M LOSBLI6()

CypporaTHoii nepeMeHHo co3naBanuch MetonoM Karnana-Maiie-
pa. CTaTuCTHYHUI aHaIn3 JAaHHBIX MPOBEACH C UCIOJIB30BAHUEM
nakera Statistica 10.0 (Dell StatSoft Inc., CILLIA).

VYcTaHOBICHO, YTO B TEYCHHE pacCMaTPUBAEMOI0 Mepuoa
(2007-2016 rr.) B Onecckoid 00JaCTH MPOMCXOIUIIO MOCTE-
IIEHHOE yMEHbLIeHHe cMepTHocTu oT PS ¢ 5,5 ciayuaeB Ha
100000 nacenenus B 2007 1. no 3,8 - B 2016 r. /Iunamuka
CTaHJAPTU30BAHHBIX ITOKa3aTesei 3a00JeBaeMOCTH U CMEPT-
HOCTH OT Pl cBUIETENbCTBYET O BEPOSTHON ACTOMYISILUU U
(G GEKTUBHOCTH MPUMEHIEMbIX B PETHOHE MEPOIPHUSTHIL 1O
HNePBUYHOI M BTOPUYHOU MPOQHUIAKTHKE OHKO3a00JIEeBaHUIA.
OOmiasi BBDKMBAEMOCTh MALUEHTOB C TSDKENBIMU (opmamu
PA ne npessimaer 30 mecsues (28,3+1,4 mecsues). [pu-
meHeHue TexHonoruu HIPEC nmo3Bosiser yBenuuuTh mokasa-
Teab 001el BepKuBaemMocTu 10 33,1+1,4 mecsanes, DFS - 1o
17,2+1,6 mecsues, FFTF - no 17,0+£1,6 mecsaues, EFS - no
16,8+0 9 mecsues, a PFS - 1o 16,9+0,8 mecsies.
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