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The female reproductive system is a complex multiorgan system which
requires an optimal biological environment. Aerobic metabolism utilizing
oxygen is essential for reproductive homeostasis and is associated with the
generation of pro-oxidant molecules called ROS (reactive oxygen species) [1].
Many studies have investigated the presence of antioxidants and their transcripts
in the female reproductive tract indicating that the balance between ROS and
antioxidants greatly influences the reproductive activities, such as endometrial
changes in different luteal phases, folliculogenesis, ovulation, fertilization,
placental growth, embryogenesis, and implantation [2]. Thus, antioxidants are
critical for maintaining the redox balance in the reproductive tract to support
normal reproductive function [2].

Catalase (CAT, EC 1.11.1.6) plays a critical role in ROS metabolism. For
this reason, it has been intensely studied in recent years [1-3]. Despite this,
changes in CAT level during carcinogenesis, the mechanism of these changes,
and their significance for course of the disease are still incompletely understood.
CAT is frequently downregulated in human and rodent tumor tissues compared
to normal tissues [4]. The low levels of CAT expression correlate with a high
production of H,O,, which is involved in the activation of signaling pathways to
induce proliferation, migration, and invasion in cancer cells [4]. However,
increased catalase expression has been observed in tumors from patients with
gastric carcinoma, skin cancer, and chronic myeloid leukemia and in human
HL-60 cancer cells rendered resistant to chronic exposure to H,O, [4]. In studies
with ovarian carcinoma low levels of tumor CAT activities were observedin
tumor tissue [5-6] and in blood samples [7-9], whereas Gorozhanskaia et al.
[10] measured high CAT activities in ovarian cancer patients compared with
control. Very recently, it was reported about decreased CAT level in tissue
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samples of the patients with uterine adenocarcinoma [3]. Thus, additional
studies required to understand the controversial data about CAT activity in
cancer pathophysiology.

We hypothesized that such changes in CAT activity in pathophysiology of
malignant tumors may be not only organ-specific, but also depend on the stage
of the disease and the patient's age. Therefore, in present study we have
considered advisable to investigate the changes in CAT activity in plasma and
tumor tissue samples of the patients with primary ovarian and endometrial
cancer depending on the stage of disease and the age of patients.

Material and methods. The blood and tissue samples frompostoperative
material of untreated patients with the I (n=6), Il (n=7) and III (n=5) stages of
primary ovarian cancer and [ (n=13), Il (n=6) and III (n=5) stages of primary
uterine adenocarcinoma were provided by the National Centre of Oncology
(NCO MH RA). The plasma of healthy donors (n=6) and histologically checked
healthy parts of remote tissue (n=8 for uterine and n=4 for ovaries) were used as
a control. Histological study of the postoperative material was conducted by the
Laboratory of Clinical Pathomorphology at the NCO MH RA. The most cases
of ovarian cancer were diagnosed as a moderately and poorly differentiated
adenocarcinoma. Age of patients ranged from 45-80, and the average age was
61 years. In case of uterine carcinoma, moderately differentiated endometrioid
adenocarcinoma was diagnosed mostly. Age of patients ranged from 35-76, and
the average age was 61 years as well.

Blood (1.5-2 ml) was collected into sodium citrate (3.2%)-coated vacu-
tainer tubes and centrifugated at 1500 rpm for 10 min. Plasma was separated
and stored at -32°C. Tissue samples were homogenized with 5 volumes of 50
mM Tris-HCI, pH 7.5 buffer, containing 0.05% Triton-X-100, 0.1 mM EDTA,
1 mM ditiothreitol (DTT), protease inhibitors, and centrifugated at 20000xg for
60 min at 4°C. The supernatant was separated and stored at -32°C as well. The
protein content in samples wasdetermined by Bradford assay [11].

The activity of catalase was studied using the spectrophotometric assay of
hydrogen peroxide based on formation of its stable complex with ammonium
molybdate [12].

Experiments were performed at least three times. The results were
expressed as the means + SEM. Statistical analysis was performed using Origin
6.1software. Statistical significance was defined at P<0.05 and was determined
with one-way ANOVA.

Results and discussion. Data obtained demonstrates that catalase activity
in both plasma (Fig. 1a) and tissue samples (Fig. 1b) of patients with ovarian
cancer were changed in a parallel manner showing a modest increase (1.23 fold
and 1.58 fold, respectively) in the I stage of disease compared with the control
groups. In the II and III stages of disease CAT activity was shown to be
increased 1.1 and 1.97 fold in plasma, and 1.36 and 2.24 fold in tumor tissue,
respectively compared with the I stage of disease. It must be noted that the
changes in CAT activity in plasma of patients with ovarian cancer depending on
stage of disease were not statistically significant.
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Fig. 1. Catalase activity in plasma (a) and tumor tissue (b) of the primary ovarian cancer
patients with the I, IT and III stages of disease. * p<0,05 for the I stage compared with
control, and for the III stage compared with the I stage (using one-way ANOVA).

In plasma of the patients with uterine cancer CAT activity demonstrates 6
fold increase in the I stage of disease compared with control group, and 4.3 and
3.6 fold decrease in the II and III stages of disease, respectively, compared with
the I stage (Fig. 2a). However, CAT activity in tumor tissue demonstrates 6.3
fold increase in the I stage of disease compared with control group, 1.7 fold
increase in the Il stage of disease compared with the I stage and dramatic 8.3
fold decrease in the III stage of disease compared with the I stage (Fig.2b).
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Fig. 2. Catalase activity in plasma (a) and tumor tissue (b) of the primary uterine cancer
patients with the I, II and III stages of disease. * p<0,05 for the I stage compared with

control, and for the II and III stages compared with the I stage (using one-way
ANOVA).

Tumors undergo metabolic reprogramming to meet the increased
energetic and anabolic demands [13]. Thus, most malignant tumor cells
likely have high cell metabolic activity and, thereby may have high
oxidant generation. As oxidative stress is a primary stimulus for the
induction of antioxidative enzymes, their induction most commonly
remains insufficient in response to enhanced oxidative stress and can
reduce but not fully compensate the oxidative stress. The imbalance
reveals a slightly pro-oxidant state and over a time creates a tumor
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supportive oxidant environment in which tumor suppressor elements are
downregulated, and tumor cells show enhanced proliferation and are
more aggressive [14]. In this regard, gradually increased antioxidative
enzyme levels, such as CAT activity in ovarian cancer, could be the
reflection of cancer cells adaptation to exacerbating oxidative stress.

It was reported that activity of CAT in I stage uterine adenocarcinoma
patients was significantly decreased compared to women with polyps or myoma
[3]. The difference between that results and our data maybe because of different
control groups. Furthermore, Punnonen et al. [15]found that Japanese women
with endometrial cancer did not have significantly altered CAT activity. This
means that perhaps changes in CAT activity in the same pathology may depend
on nationality, that is genom, as well. Previously, the difference in the
transcriptional regulation of catalase expression has been shown in normal
versus cancer cells [4]. Although the precise mechanism of CAT regulation
during the development of uterine malignancy remains unknown, the absence of
a positive correlation between its activity and level [3] is suggesting that CAT
activity in endometrial tissue is governed by a mechanism other than
expression.

The low levels of CAT in the plasma of endometrial cancer patients with
the I and III stages of disease may be due to their increased utilization to
scavenge lipid peroxides as well as their sequestration by tumor cells and most
probably would enhance the oxidative stress in patients by lowering the
detoxification of H,0,[16]. It is already known that if the O* is not removed
immediately, it may cause the inhibition of CAT activity [17]. Thus, the lower
CAT activity we have found might be a consequence of the decreased SOD
activity reported in patients with endometrial cancer [16]. It is possible that such
relations contribute to a certain antiapoptotic milieu that is suitable for
enhancing the mutations frequency, a condition which may lead to the cell
transformation and cancer. Investigations already point to that mechanism [18].
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Fig. 3. Scatter plots of the plasma CAT activity against the age of the healthy donors (a;
p<0.05), primary ovarian (b; p<0.05) and uterine (c; p<0.05) cancer patients.

We have also study the age dependent changes in CAT activity in plasma
and tumor tissue of the patients with ovarian and endometrial cancer. Interes-
tingly, we have found weak negative correlation between CAT activity and the
age of patients only in plasma (r=-0.4 for ovarian and r=-0.3 for uterine cancer)
(Fig. 3b, c), but not in tumor tissue (r=0.07 for ovarian and r=0.001 for uterine
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cancer) samples. As we have demonstrated that CAT activity in plasma changes
depending on the age of the healthy donors as well (r=-0.2; Fig. 3a), it means
that it is a characteristic feature of catalase activity to be changed with the age.
Thus, we have concluded that changes in CAT activity do not depend on the age
of patients with gynecological cancers.

Since endometrial carcinoma is usually divided into Type 1 and Type 2
tumors, we considered advisable to study also the changes in CAT activity
depending on this division. Data obtained demonstrated that there were no
statistical significant changes in CAT activity in plasma of oncologic patients
with Type 1 and Type 2 tumors (151.7431.8 U/ml and 161.3+40.9 U/ml,
respectively). However, in tumor tissue we have found statistically significant
changes in CAT activity depending on the type of tumor. It was shown to
decrease in Type 2 tumor tissues (36+4.4 U/ml) compared with the Type 1
tumor (315.1+£51.6 U/ml). Thus, in tumor tissue we have found weak correlation
(r = 0.4) between CAT activity and type of tumor, which means that tumor type
in endometrial adenocarcinoma affects CAT activity only locally in tumor, but
not in circulation.

In summary, we have demonstrated that changes in CAT activity in
gynecological cancers are organ-specific; depend on the stage of disease, but
not on the age of patients, as well as, on the tumor type in tumor tissue of the
patients with endometrial adenocarcinoma.
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Changes in Catalase Activity Depending on Stages
of Gynecological Cancers

The changes in catalase activity in plasma and tumor tissue samples of untreated
patients with primary ovarian and endometrial cancers with the I, II and III stages have
been studied. It was demonstrated for the first time that catalase activity in both ovarian
and endometrial cancer changes depending on the stage of disease, but not on the age of
patients. The changes in catalase activity in tumor tissue of the patients with
endometrial cancer depend on the tumor type as well. Data obtained can be used for
improving the main therapy strategies for the gynecological cancers treatment.
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Q. U. Zmjhwithywi, $. M. Uwpntowbyub, O. 9. Znithwiywb,
L. 2. Puplunipupyut

Juunuwyugh wjnhympjut thnthnjumpniip ghukinnghwljui
pungytnh thonjbphg Yuhnjws

Munmdbwuhpyl] &t juunwjuqh winhynipjut hnthnpunipnibubpp pnidnid
sunwgws b I, I1, III thnybpnd guignn ddupubikph ot Eupndbnphnidh wpwetiughte
pungytnny hhywunubph wjuquuynud b ninnigpuyhtt hntujwspnid: Unwehtt whqud
gnyg L wpdk], np Juuuwugh winhympmniip hywbu dqupubibph, wjbybue b
Eunnubwnphnwlp pungltnh dwdwtwy thnthnpudnud E jufudus hhyuunnipyu thnihg,
puyg ny hpjuinh nwphphg: Bugnitinphnudh pungltinny hhywinubkph nenigpuht
hjnrujuspnid Juwnwjuqh wnhynipmniip thnthnpynd b twb ninnigph wbkuwlhg
Yufunjws: Unwgjus wpyymbpubpp jupnn kb jhpue]l) ghikyninghwljwi pungltnh
poiddwt hhdbwlwh phpuybnhl Unnbgnudubph pupbjuddwt tyuwnwlny:

I'. A. Orannucsu, @. I1. Capyxansn, O. B. Yuausn, H. A. bapxyaapsaux

HN3MeHeHHsI AKTUBHOCTH KAaTaJjia3bl B 3aBUCHMOCTH OT CTAAHHU
T'HHEKOJIOTHY€CKOro paxka

W3y4anuics N3MEHEHUsI aKTUBHOCTHU KaTajas3bl B IJIa3Me U OMYXOJEBOM TKAaHU pa-
HEE HEJICUCHHBIX MaLKMEHTOB C MEPBUYHBIM PaKkoM SIMYHHUKOB U sHAoMeTpus B I, 1T u 111
cTagud. BriepBele 1Moka3aHo, YTO aKTUBHOCTh KaTasla3bl KaK IPH pake SMYHUKOB, TaK U
9HJIOMETPHSA MEHSETCS B 3aBHCHMOCTH OT CTauu 3a00JieBaHUS, HO HE OT BO3pacTa
GosipHOTO. VI3MEHEHUs] aKTHBHOCTH KaTajas3bl B OIyXOJIEBOH TKaHM y MAIUEHTOB C
PaKoOM 3HIOMETPHS 3aBHUCAT TAKXKE OT TUNA OIMyXoiu. [lomydeHHbIe pe3yabTaThl MOTYT
6bIT]) HCIOJIB30BaHbl JId YJIYUIICHUSA OCHOBHbBIX CTpaTeFI/lﬁ TCpanru MIpu JICYHCHUU
T'MHEKOJIOTUYECKHX PAKOBBIX 3a00JIEBaHUIA.
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