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Abstract.

Thefirst place in the ranking o foncology and the most acute oncology problem is breast cancer (BC), in the
vast majority o fwomen [1,2,3,5,18]. The rate o fabstinence is high, and the percentage ofpatients receiving spe-
cial therapy is 80.4%. All this indicates a low level ofqualified care (Kolesnik O.0., Fedorenko Z.P., 2017). The
aim of the study was the desire to study the effectiveness of various schemes ofpreoperative chemo-radiation
therapy with radioimodification in the scheme o fcomplex treatment ofprimary localized BC.

Research results and their discussion. Analyzing | year ofsupervision, it is evident that 35 (83.3%) patients
died in the | group, 7 died (16.7%). Patients who did not have a recurrence ofthe process at | year oflife 25
(59.92%). In the llgroup, they died at 1year - 6 (12.76%). and patients without relapsing 36 (76.59%). Comparing
the result clearly that the overall survival ofa reliable result was not low, and the rate ofrecurrence is likely to
speakfor the benefit of Group 11 During secondyear, another 14 patients died in Group 1against 7 group 1L In
the | survived, 21 (50,0%) were left, o fwhich 17 (40.47%) without relapse were against 34 (72,34%) ofthe live
ones, ofwhich 20 (42,55%) without relapse.

Summing up our research, supervision over the results o ftreatment in two groups, we can say that the remote
survival results show thefollowing: For 36 months. The observationformed the number ofpatients who clearly
showed the results o ftreatment in groups | and 1L In group I, overall survival rate was 11 (26,19%), with relapse
4 (9,52%). In the 11 group, the tolal number ofpatients with 3years ofobservation was 25 (53.19%), with relapse
0f17 (36,17%).

Conclusions. The study ofthe effectiveness ofthe scheme ofneoadjuvant chemotherapy in combination with
radiotherapy and radiomodification (group Il) showed a positive trend in survival and relapse rates as well as a
satisfactoiy state in the manifestations o ftoxicity ofHT and radiation manifestations compared with the proposed
schemefor group |I.

PethepaT

M3yyeHne ahtheKTUBHOCT N CXEMbI HEOA/ ' t0BAHTHOW XMMMOTepanui B COueTaHun ¢ ny4eBoii Tepanuei un
pagnomoguncukauveid (11 rpynna) BbISBUAO NONOXKWUTENbHYIO TEHAEHLMIO N0 NoKasaTensm BbI>XKMBAEMOCTU U
peuuanBIpOBaHMA, a Tak>Ke yAoB,/eTBOPUTENbHOE COCTOAHME B MPOABAEHUAX TOKCUYHOCTM XT W NPOABNEHMI
Ny4YeBbIX peaKLnii B CpaBHEHNM CO CXeMOI Npefno>KeHHoi 1rpynne. Mo pe3ynbTaTam neyeHus B 0benx rpynnax,
MO>KHO CKasaTb, YTO0 OT/aNeHHble pe3ynbTaTbl BbI)KMBAEMOCT W NOKa3biBaloT cnedytollee: Ha 36 mec. Habnto-
[leHns: B NepBoii rpynne o6uias Boi>XKuBaemMocTh 11 (26.19%). 13 Hux cpeunamsom 4 (9,52%). Bo 1lrpynne obuiee
Konn4ecTBO 60bHbIX Ha 3 rog HabnoaeHus 25 (53,19%), ¢ peyugusom 17 (36,17%).

Key words: neoadjuvant chemotherapy, primary inoperable breast cancer, breast, multifraction, radiomodi-
fication.

KntoueBble cnoBa: HeoafbloBaHTHAs XMMUOTepanus, NepBUYHO-HeonepabenbHbI pak rpygHON ><enesbl,
rpygHas >kenesa, MyabinndpakynoHupoBaHue, paguomogndmkams.



c ;

Introduction. The first place in the ranking ofon-
cological morbidity and the most severe three-fold on-
cology problem is breast cancer (BC), in the vast ma-
jority of women [1-4]. According to GLOBOCAN
2012, the world’s BSE rate will increase by 25% from
all new cases. Currently, there are three general direc-
tions in relation to the treatment of BC [5-6]. The first
point is the reduction of the primary tumor in case of
operable cases lo increase the percentage of organ con-
servation and induction therapy for the purpose of ob-
taining the operative state of the tumor [7-8]. The sec-
ond point is to obtain the sensitivity of the primary tu-
mor to chemotherapy (CT) and, based on the results
obtained, the possibility of planning further treatment
[9-11]. The third is the way to improve the long-term
results from the treatment [12,13]. Numerous random-
ized trials show that complete morphological logic re-
gression improves overall survival [12,13]. The indica-
tion for conducting neoadjuvant chemotherapy (NCT)
is a locally distributed BC. But there is no clear tactics
in relation to operable cases of BC. Preopcrativc treat-
ment in these forms of BC is dictated by the desire and
ability to perform the operation that keeps the body,
conducting the NCT, improving the quality of life of
patients [13]. The development of technologicity of ra-
diotherapeutic methods in oncology gives rise to the ex-
pansion of evidence of treatment by radioactive rays
[14,15]. Also, chemo-therapeutic regimens, which are
differently combined with radiotherapy, have a fairly
progressive futurc[16,17]. That unanimous opinion, the
only algorithms for the treatment of these or other lo-
calizations does not exist and therefore the constant
search for efficiency and reduction of the toxicogenic
influence on the limitations of the system of patients
from conducting therapy is the task of scientists [17].
The aim of the study was the desire to study the effec-
tiveness of various schemes of preoperative chemo-ra-
diation therapy with radio-imodification in the scheme
of complex treatment of primary localized BC.

The object and methods of research. For the pe-
riod from 2011 to 2016, in the conditions of the Poltava
Regional Clinical Oncology Center, 89 patients with
primary inoperable locally advanced pulmonary tuber-
culosis in the third (T3-4N0-IMO0) diseases, with oblig-
atory verification of the process, received radiomodi-
fied chemo-rays treatment. Duration of patient supervi-
sion was 36 months.

Criteria for not inclusion in the study were: con-
comitant diseases in the stage of decompensation or are
able to have a significant effect on the result of treat-
ment; mental illness; Participate in another study in the
last 30 days or at the moment. The age of the patients
involved in the study varied from 20 to 80 years. The
average age was 48.9 + 1.9. By gender, women were 81
(91.01%), and men were 9 (10.11%).

Radiation therapy patients received on the appa-
ratus of remote gamma radiation TERAGAM cOl. Pa-
tients with primary and controversial examinations per-
formed a CT scan of the thoracic cavity on a computer
tomography CT / E Dual Hispecd of the firm GE (USA)
by the usual mode according to the standard method.
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Ultrasound examination of the abdominal cavity, re-
gional lymphatic collectors was performed on Sonolan
G-50 and DP-9900. X-ray examination was carried out
on the apparatus PYM-20, PJIK BCM. Cytological and
Pathogistological studies were performed in the depart-
ment of onco-morphology. The evaluation of toxic
manifestations of chemotherapy was conducted in ac-
cordance with the recommendations of WHO and the
International Cancer Alliance for the discovery of the
degree of various types of toxicity after each course of
polychemotherapy.

The efficacy of the treatment outcomes was eval-
uated after the disappearance of prominent reactions (2-
3 weeks), the degree of regression of the tumor based
on physical, ultrasound, CT scan, according to the cri-
teria for the response of solid tumors (Response Evalu-
ation Criteria In Solid Tumors - RECIST - 1994). For
remote results, a 3-year overall survival rate and a non-
recurring survival period were assessed, which were as-
sessed at the level of clinical out-patient monitoring,
analysis of statistical reports. Patients in both groups
were recruited by blind randomization and divided into
2 groups. All patients were taken into work after sign-
ing, as a matter of compulsory, informed consent to the
study.

I (n-42) group received 2 courses of chemotherapy
(CT) at standard doses of the CMF scheme. After 2
weeks of rest, patients received a course of radiation
therapy under the radical program: in the groin, lymph
nodes, parastancal supraclavicular areas, onc-timc ccn-
ter-dose dose (RVD) of 2.2 Gr to a total focal dose
(TFD) of 60-62 Gr.

Il (n-47) group of patients received 2 courses of
chemotherapy (CT) at standard doses ofthe CAF | FAC
scheme. After 2 weeks of rest, patients received a
course of radiation therapy under the radical program,
but in multifractional mode: on the axillary lymph
nodes, parastaneal supraclavicular areas, a single focal
dose (SFD) of 11 Gr (morning) + 1.1 Gr (after 6 hours)
= 2.2 Gr to the total focal dose (TFD) 60-62Gr with ra-
diomodification Tegafur (800 mg in the morning and
400 mg in the evening), which was administered in ac-
cordance with the instructions.

The analysis of qualitative comparisons between
groups was performed using conjugate tables and ap-
plied the Fisher and Pearson x2 criteria. The adequacy
ofthe differences between the groups was estimated by
the t-crilerion of the Students. Resilience in the groups
was estimated by the Kaplan-Meier method. The suffi-
ciency of the distribution of variables was obtained by
the Kolmogorov-Smirnov, Mann-Whitrashkel-Wallace
and W-Wilcoxon criteria. Meaning-my difference was
considered p = 0,05.

Research results and their discussion. The re-
sults of treatment of patients with locally advanced BC
were evaluated for regression oftumor, survival, which
was determined by comparing clinical manifestations
and indices, visualization information. The method of
evaluation was the analysis of the radiation reactions,
as well as the degree of toxicity after the spent CT.
which is shown in Table 1
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Complications

nausea and vomiting

leukopenia

increase in body temperature
diarrhea

dry cough

epidermis in the irradiation zone

no manifestations at all
no skin manifestations

no manifestations of the internal slate of the organism were observed

Analyzing the results of the data on the manifesta-
tions of toxicity in both group, one can see that the re-
sults are more positive in the | group of patients. Except
of dry cough: 29 (69,05%) patients of I group had such
manifestation against 14 (29,79%) patients of Il group,
which is 2.1 times better. But we explain this by the
effect of manifestation of multi-fractionation of the
dose. And even radiomodification, in which the mani-
festation of toxicity is brighter, did not give the picture
an extremely bad one. Such an indicator as the temper-
ature increase had a 5-time divergence not in favor of
Group 1. 3 (7,14%) and groups against 15 (31,91%) of
group Il. But the anticipated activation of the process,
thanks to Tegafur, has in its arsenal moderate tempera-
ture attacks that are sufficiently controlled. Terrible en-
emy ofchemo-radiotherapy - leukopenia. In the I group
of such patients, who needed a pause in treatment due
to leukopenia, 2 (4.76%). After symptomatic therapy,
treatment is continued. In the Il group of such patients
was 7 (14,89%). It is 3.5 times worse, but all patients

Table 1

Groups of patients, n (afic. %)

I (n=42) 11 (n=47)
2 (4,76) 2 (4,25)

2 (4,76) 7(14,89)
3(7,14) 15(31,91)
5(11,90) 9(19,15)
29 (69,05) 14(29,79)

1st.-26 (61,9) 1st - 30 (63,83)
25t.-5(11,90) 2st.-10 (21,28)

3St-2(4,76)  3st - 3(6,38)
4st.-0 4st.-0
0 0
9(21,43) 4(8,51)
1(2,38) 0

received treatment in full and increased toxicity in
Group Il was justified by radioimodification.

Analyzing the manifestations of the gastrointesti-
nal tract, there was such a manifestation as diarrhea. In
group I, group 5(11.90%) against Il group 9 (19.15%),
which is 1.8 times worse. There were positions that did
not produce fruitful differences, such as nausea and
vomiting.

The monitoring of the condition of the skin cover-
ing in the irradiation zone, namely, the radiation reac-
tions, was continuously monitored. In the 4 stage ofpa-
tients was not at all. 1and 3 stage did not give differ-
ences. But here 2 was not in favor of Group II. 2 items
- 5 (11.90%) and group 2 in comparison with 10
(21.28%) of the Il group gave a worse result. The fol-
lowing indicator was observed as the absence of mani-
festations from the side of the skin. Here in 2,5 times
the state is the best in group I. Evaluation of treatment
outcomes for the regression of die tumor of the weight
monitoring component, summarized in Table 2.

Table 2.
Evaluation of the results of treatment of patients with locally advanced BC for the degree of regression of
the tumor
Results of treatment Groups of patients, n (afic. %)
I (n=42) 11 (n=47)
Complete regression 0 2 (4,26)
Partial regression 14(33,33) * 22 (46,81)*
Stabilization 10(23,81)* 20 (42,55) *
Progression e 18(42,86)* 3(6,38) *

Note. *- the difference is probable (p =0.05)

Analyzing the results of the treatment by the pro-
posed methods, it was noted that in the | group no com-
plete regression occurred to anyone. However, in the
2nd group complete regression was traced in 2 (4.26%)
patients. The difference is unlikely and we did not con-
sider the difference. The analysis of partial regression
showed a significant difference: in group | in 14
(33.33%) patients versus 22 (46.81%) patients in group
I, which 1.6 times said in favor of treatment tactics of
the proposed group Il (p = 0, 05). Regarding stabiliza-
tion. the difference between the groups is significant: in
the | group, 10 (23.81%). and in the second group, 20
(42.55%) and this is 50%, namely in the 2nd time the

result o ftreatment is the best. Partial regression and sta-
bilization, as indicators worse than complete regres-
sion, but for prolonging the patient's life and preparing
him for further surgical intervention, the results ob-
tained in Group Il are quite comforting. Regarding the
number of progressions, in group I, 18 (42.86%) pa-
tients, in 1l group 3 (6.38%). This is 6 times worse than
in the 2nd group, and therefore the methods of treat-
ment speak for themselves.

Summing up above, it seems that the treatment
regimen in the second group of patients is quite aggres-
sive. But given the results of regression of down-line
and survival, as well as taking into account that toxicity



In the | group of such patients, 8 (19.05%) were
countcd. practically 1/5 of the patients in the group. In
the Il group - 27 (57.45%), more than half of the de-
clared patients. Also, comparing between groups, in 3
times the number of patients in Group Il exaggerates
the number of group I. These figures speak for the qual-
ity of the proposed scheme Il scheme. Analyzing lyear
of supervision, it is evident that 35 (83.3%) patients
died in the I group, 7 died (16.7%). Patients who did
not have a recurrence ofthe process at lyear of life 25
(59.92%).

In the 1l group, they died at 1 year - 6 (12.76%),
and patients without relapsing 36 (76.59%). Comparing
the result clearly that the overall survival ofthe reliable
result was not low, and the rate of recurrence is likely
to speak for the benefit of Group 11 Atyear 2, another
14 patients died in Group | against 7th group Il. There
were 21 (50,0%) , of which 17 (40.47%) without re-
lapse were against 34 (72,34%) of the live ones, of
which 20 (42,55%) without recurrence.

Summing up our research, supervision over the re-
sults of treatment in two groups, we can say that the
remote survival results show the following: For 36
months. The observation was made of the number of
patients who clearly showed the results of treatment in
groups | and Il. In group 1. overall survival rate was 11
(26,19%), with relapse 4 (9,52%). In the 1l group, the
total number ofpatients with 3 years of observation was
25 (53,19%), with relapse of 17 (36,17%).

Conclusions. The study of the efficacy of a neo-
adjuvant chemotherapy regimen in combination with
radiation therapy and radiomodification (Group II)
showed a positive tendency for survival and relapse
rates as well as a satisfactory state in the manifestations
of CT toxicity and manifestations of radiation in com-
parison with the proposed scheme for group I. Pro-
spects for further research: the lack of a single point of
view for the implementation of the NCT and the criteria
tor the designation of this or that scheme leads to the
prospect of further development of this problem and
conducting research in this direction. Therefore, further
elongation of this study is planned with the inclusion of
patients with BC and other schemes of CT.
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In the | group of such patients, 8 (19.05%) were
counted, practically 1/5 of the patients in the group. In
the 11 group - 27 (57.45%), more than half of the de-
clared patients. Also, comparing between groups, in 3
times the number of patients in Group Il exaggerates
the number ofgroup I. These figures speak for the qual-
ity of the proposed scheme Il scheme. Analyzing 1lyear
of supervision, it is evident that 35 (83.3%) patients
died in the I group, 7 died (16.7%). Patients who did
not have a recurrence ofthe process at 1year of life 25
(59.92%).

In the 1l group, they died at 1year - 6 (12.76%),
and patients without relapsing 36 (76.59%). Comparing
the result clearly that the overall survival ofthe reliable
result was not low, and the rate of recurrence is likely
to speak for the benefit of Group Il. Atyear 2, another
14 patients died in Group | against 7th group Il. There
were 21 (50,0%) , of which 17 (40.47%) without re-
lapse were against 34 (72,34%) of the live ones, of
which 20 (42,55%) without recurrence.

Summing up our research, supervision over the re-
sults of treatment in two groups, we can say that the
remote survival results show the following: For 36
months. The observation was made of the number of
patients who clearly showed the results of treatment in
groups | and II. In group I. overall survival rate was 11
(26,19%), with relapse 4 (9,52%). In the Il group, the
total number ofpatients with 3 years of observation was
25 (53,19%), with relapse of 17 (36,17%).

Conclusions. The study of the efficacy of a neo-
adjuvant chemotherapy regimen in combination with
radiation therapy and radiomodification (Group II)
showed a positive tendency tor survival and relapse
rates as well as a satisfactory state in the manifestations
of CT toxicity and manifestations of radiation in com-
parison with the proposed scheme for group I. Pro-
spects for further research: the lack of a single point of
view for the implementation ofthe NCT and the criteria
for the designation of this or that scheme leads to the
prospect of further development of this problem and
conducting research in this direction. Therefore, further
elongation of this study is planned with the inclusion of
patients with BC and other schemes of CT.
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