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The article presents data concerning effectiveness of the immune agent alpha/beta
defensins as a accompanying chemotherapy/radiotherapy drug at the Ist stage of
treatment of 73 patients with cancer of the oral cavity and oropharynx.

The purpose of the work — to evaluate the effectiveness of the immune agent alpha/beta-
defensins as a drug, accompanying radiation or chemoradiation therapy, at the Ist stage
of treatment of patients with the oral cavity and oropharynx cancer.

Materials and methods. Patients of the I and II groups under study received radiation and
chemoradiation therapy, respectively, as well as the immune agent alpha/beta defensins
2.0 ml 2 times a day intramuscularly 2 days before the start of the special treatment for
5 days, as well as during the next 10 days of treatment I time per day. Patients of III-1V
groups, comparative, received similar treatment, but without immunotherapy.

The results. According to the time of the appearance of epitheliitis and changes in its
degree in the dynamics of treatment, the best results were obtained in patients of group
1, since the first inflammation manifestations in the oral cavity or oropharynx developed
at the latest — at a dose of 22 Gy, while in patients of group Il they appeared at a dose of
12 Gy (p<0.05) and in larger quantity of patients (12%). The transition of the first degree
of epitheliitis to Il and Il in the first group took place in a smaller number of patients,
that indicates a positive effect of the immunopreparation on the severity of epitheliitis.
The number of cases of epitheliitis of the Il degree is indicative: 4% of patients of the
1 group against 79% of patients of the 11l group and 60% of patients of the IV on average
after 30 Gy (p<0.05). Only in the IV group there were patients who developed ulcerative
epitheliitis (IV degree). The number of patients with radiodermatitis of the I degree in the
1 group was 30% less compared to the IlI group, in the II group — 29% less than in group
1IV. Radiodermatitis of the II degree was observed in a small number of patients — 5% in
the Il group and 11% in the Il group Xerostomia occurred in 90% of patients regardless
of the method of treatment and the use of immunotherapy as accompanying drug of
special treatment. Paraheusia and ageusia are more pronounced in groups Il and IV,
Conclusions. The phenomena of radiation epitheliitis develop later in the treatment
period and in a smaller number of patients, who received alpha/beta defensin
immunotherapy compared to patients, who did not receive immunotherapy. A positive
effect of immunotherapy can also be considered a decrease in the number of patients with
1II-1V degrees of epitheliitis.
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YV cmammi nagedeni Oani wo0o egpexmuenocmi IMyHHO20 azewma anv@a/bema
Oeghen3unie, K npenapama cynposooy Ximio/npomenegoi mepanii na I1-my emani
JKY8AHHA 73 X80pUX HA PaK pOmMOBOL NOPOHCHUHU | POMOSTIOMKU.

Mema pobomu — oyinumu egekmusnicms IMyHHO20 acenma anvbpa/bema-oeensunis
K MIKAPCLKO2O 3ac00y, Wo CYNpoBoOAICYE npomenesy abo XiMionpomenesy mepaniio
Ha 1-my emani 1iKy8aHHA X60PUX HA PAK POMOBOI NOPONCHUHU MA POMOSTLOMKU.
Mamepianu ma memoou. Xeopi I i Il epyn 0ocaiodicysanux ompumyeaniu npomenesy

i ximionpomenegy mepaniio 6iONOGIOHO, A MAKOJIC IMYHHUL a2eHm anvgha/bema
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Oeghenzunie no 2,0 mn 2 pasu 6 OeHb GHYMPIUWHbLOM 513060 3a 2 OHI 00 NOYAMKY
cneyianbHo20 NIKY8aHHA npomsazom 5 Owig, a makodc npomszom HacmynHux 10 Owig
qikysanns no 1 pazy 6 oenwv. Xeopi IlI-1V epyn, nopieHanibHux, ompumysaiu aHailocidne
JKy8anms, ane 6e3 imynomepanii.

Pesynomamu. 3a mepminamu UHUKHEHHs enimeniimy i 3SMIHAMU 11020 CIYNeHs @ OUHAMIYI
JKY8anHs HaUKpawi pesyiomamu ompumani y xeopux I epynu, ockinbku nepuii nposeu
3ananeHHs 8 NOPONCHUHT pOMA YU POMO2NOMKY PO3BUHYIUCA Halini3Hiwe —Ha 003i 22 Ip,
y moti uac six y nayieumie 111 epynu éonu 3 seunucs na 0o3i 12 I'p (p<0,05) ma y binvuioi
Kinokocmi nayienmie (Ha 12%,). Ilepexio I cmynens enimeniimy ¢ 11 i Il ¢ I epyni mas
Micye y MeHWoi KiTbKOCmi X80PUX, ujo C8IOH UMb NPO NOZUMUSHUL GNAUE IMYHONPEnapamy
Ha msoickicms enimeniimy. Tlokazoeoio € Kinbkicmo eunaokie enimeniimy Il cmynens:
4% nayienmis I epynu npomu 79% xeopux Il epynu i 60% xeopux IV & cepeonvomy
nicis 30 Ip (p<0,05). Tinoxu y IV epyni Oynu xeopi, 6 sKUX pO36UHYEC BUPA3KOGUL
enimeniim (IV cmynens). Kinexicmo xgopux i3 padiodepmamumom I cmynens y I epyni
oyna na 30% menworo nopisuano 3 Il epynoro, y II epyni —na 29% menworo, nioxc y 1V.
YV nesnaunoi xinokocmi xeopux cnocmepicanu padiooepmamum II cmynens — 5% y 11
epyni ma 11% —y IIl. Kcepocmomis eunuxana y 90% nayienmie He3a1ex#CHO 80 Memooy
JUKYBAHH MA 3ACMOCY8AHHS IMYHOMEPANii K CYnPo8IiOH020 NPEenapamy CneyiaibHO20
qikysanns. Ilapacessin i acessis 6invw supaxceni ¢ I11 i IV epynax.

Bucnoeku. flsuwia npomenesozo enimeniiny po36usaromuCsi 8 Ri3HiuLL mepmiHu 1iKy8aHHs
i 8 MeHWOI KiIbKOCMI X80pUX, SIKi OMPUMYSaiu IMyHonpenapam anvga/bema Oeghen3unie
NOPIGHAHO 3 NayicHmamu, IKi He manu imyHomepanii. [lozumuenum epexmom imyHomepanii
MOIHCHA MAKONAC 868AXHCAMU 3MEHULeHHsL Kitbkocmi xeopux i3 III-1V cmynenamu enimeniimy.

Introduction

Oral cavity cancer ranks the 17th place among the
most common cancer types in the world [1]. Among
all oncopathologies cancer of the mucous membrane
of the oral cavity and oropharynx accounts for 1 to 3%
in Ukraine. Every year more than 3000 new cases of
cancer of the oral cavity and more than 1500 new cases
of cancer of the oropharynx are registered in Ukraine [1].
In the Europe the 5-year survival rate is 50% [2], in the
USA - 65% [3], in East Asia, Africa, Central America —
35-54% [4]. In Ukraine, the 5-year survival of the stage
I is 75-80%, stage 11 —is 50-60% and stage III —30-40%
[5]. The presence of complications of special treatment
methods affects the quality of treatment and, accordingly,
the survival rate of patients with oral cavity cancer [6].

Most often, 80% of patients have such a complication
as oral mucositis, which affects the quality and safety of
life of the patient, the possibility of completing the planned
phase of treatment [7]. With the development of oral
mucositis, as a consequence, the following complications
occur: violation of the formation of food bolus in 92.8%,
and then nutrition; general weakness in 62%; headache
in 35% of patients; conversation disturbance in 29%;
sleep disorders in 25%; depression in 38% of patients. In
93% of cases there is a xerostomia, dysgeusia in 56%.
Radiodermatitis develops in 95% of patients [7].

The aim of research

To evaluate the effectiveness of the immune agent
alpha/beta-defensins as a drug, accompanying radiation
or chemoradiation therapy, at the st stage of treatment
of patients with the oral cavity and oropharynx cancer

Materials and methods

The study included patients with cancer of the oral cavity
and oropharynx of all stages, who were divided into groups
depending on the method of treatment at the 1st stage of
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treatment. Patients of groups I and II received radiation and
chemoradiation therapy, respectively, as well as the immune
preparation alpha/beta-defensins. Patients in groups III-1V,
respectively, received similar treatment, but without
immunotherapy. All patients signed an informational
agreement on the treatment plan, following the principles
of the Helsinki Declaration and the decision of the Ethics
Commission of Ivano-Frankivsk National Medical
University (study protocol —Ne 94/17 of 16.11.2017).

Immune complex of alpha/beta-defensins increases
the number of T-lymphocytes, enhances the cytotoxic
effect of macrophages against tumor cells. It has anti-
metastatic and antitumor effects, reduces the severity of
side effects of chemoradiation treatment [8]. In this study,
the scheme of its use is as follows: 2.0 ml 2 times a day
intramuscularly 2 days before the start of specialized
treatment for 5 days and once a day during the next 10
days of treatment [9, 10].

Among 73 patients, there were 9 (12%) women and 64
(88%) men. The youngest patient was 33 years old, the oldest
was 82 years old, the average age was—59.7+1,08 years.

In group I (RT + IT) there were 25 patients, group II
(RT + TIACT + IT) and group III (RT) — 19 patients each,
and in group IV (RT + IACT) - 10 patients.

In group I (RT + IT) 12 (48%) patients with
oropharyngeal cancer, 1 (4%) of them had a tumor of the
proper root of the tongue and 6 (24%) patients — of the
soft palate, in other 5 (20%) patients due to the prevalence
of the tumorigenic process it was difficult to indicate the
initial location of the oropharyngeal tumor. There were
3 (12%) patients who had a tumor of the lateral part of
the bottom of the oral cavity, 4 (16%) patients — of the
frontal part of the bottom of the mouth. In 2 (8%) patients
there was cancer of the mucous membrane of the cellular
part of the lower jaw and in 1 (4%) patient — of the upper
jaw. There was 1 (4%) patient having a tumor of the hard
palate, retromolar area and the moving part of the tongue.
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The distribution of patients depending on the stage
of the disease was as follows: 1 (4%) — patient with stage
I, 5 (20%) — with stage II, 8 (32%) — with stage III, 11
(44%) — with stage IV.

There were: 1 (4%) patient with exophytic tumor, 16
(64%) patients with endophytic tumor and 8 (32%) with
mixed tumor growth.

8 (32%) patients had squamous cell carcinoma with
a degree of differentiation of G1, 10 (40%) — with G2,
and 7 (28%) with G3.

Patients of group I at the first stage of special
treatment received a course of gamma teletherapy of
SFD at 2 Gy against a background of immune agent
alpha/beta-defensins. The dose of radiation therapy in 18
(72%) patients was 40 Gy, in 1 (4%) patient — 44 Gy, 4
(16%) patients received 38 Gy, and 1 (4%) patient — 34
Gy, and another 1 (4%)—26 Gy.

There were 19 patients in group II (RT + IACT +
IT). There were 6 (32%) patients with oropharyngeal
cancer, 4 of them had cancer of the tongue root, 2 patients
developed cancer of the tonsil. 8 (42%) patients had
a tumor of the tongue, 4 (21%) patients — the lateral part
of the bottom of the oral cavity, and 1 (5%) — the frontal
part of the bottom of the mouth. Only in 1 (5%) patient
the tumor did not spread to neighboring areas.

There were no patients with stage I in group II.
Stage II was diagnosed in 1 (5%) patient, stage III in 12
(63%) patients and stage IVA—in 6 (32%) patients.

The form of tumor growth in 1 (5%) patient was
exophytic, in 14 (74%) — it was endophytic and in 4
(21%) — it was the mixed form of tumor growth. 5 (26%)
patients had squamous cell carcinoma with a degree of
differentiation of G1, 11 (58%)—G2, and 3 (16%) with G3.

Chemoradiation treatment was performed in patients of
group IL. 14 (74%) patients received 40 Gy at the first stage
of radiation therapy, 3 (16%) patients—38 Gy, and 1 (5%)
patient 36 Gy and 20 Gy, respectively. Chemotherapeutic
potentiation was performed with cisplatin RD 20 mg/
m? during 5 days from the date of initiation of radiation
therapy [8]. Chemotherapy was administered through the
superficial temporal artery to 15 (78%) patients, 2 (11%)
patients were performed bilateral catheterization through
the same artery and 2 (11%)— through the external carotid
artery. The minimum dose of introduced cytostatic was
100 mg, the maximum — 200 mg. The average dose,
administered to patients, was 125 mg.

Among 19 patients of group III (RT) there were 7
(37%) with oropharyngeal cancer, 1 had a tumor of the
soft palate and 1 — of the root of the tongue, in 5 other
patients the primary area of tumor formation cannot
be specified. There were 4 (21%) patients who were
diagnosed with cancer of the lateral part of the bottom
of the oral cavity, and frontal —in 3 (16%) patients. There
were 3 (16%) patients with cancer of the tongue, 1 (5%)
patient with cancer of the retromolar area, also 1 (5%)
patient with cancer of mucosal cell of the mandible, 14
(74%) patients had tumor spread to neighboring areas.

Among patients of this group, 9 (47%) patients were
with stages III and 10 (53%) patients with stage V.

There were 3 (16%) patients with exophytic tumor,
10 (53%) with endophytic and 6 (31%) with mesophytic,
5 (26%) patients had squamous cell carcinoma with
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a degree of differentiation G1, 12 (63%) — with G2, and
2 (11%) with G3.

Patients of the comparative group III received similar
treatment as patients in group I, but immunotherapy
was not included in the scheme of concomitant therapy.
According to the 1% stage of special treatment, 11 (58%)
patients received 40 Gy of radiation therapy, 3 (16%)
patients — 38 Gy, also 3 (16%) patients — 36 Gy, and 1
(5%) patient— 22 and 20 Gy, respectively.

Group IV consisted of 10 patients: 4 (40%) patients
had cancer of the oropharynx, 3 (30%) patients had
cancer of the tongue, and 1 (10%) patient had cancer
of the palate, 1 (10%) patient had cancer of mucous
membranes of the frontal part of the oral cavity and 1
(10%) patient had cancer of the cheek.

The staging of patients in this group was as follows: 5
(50%) patients with stage II1, 4 (40%) patients — with stage
IVAand 1 (10%) patient with stage IVB. There were 6 (60%)
patients with endophytic form of tumor growth and 4 (40%)
with mixed form. According to the degree of differentiation,
3 (30%) patients had squamous cell carcinoma G1, 6 (60%)
patients — G2 and 1 (10%) patient— G3.

There were 5 (50%) patients who received 40 Gy at
the first stage of radiation therapy, 2 (20%) — 38 Gy, 2
(20%)—-36 Gy, 1 (10%)—34 Gy, 2 (20%) of them received
special palliative treatment. All patients were performed
chemotherapeutic potentiation with cisplatin through
the superficial temporal artery, and in 1 (10%) patient
bilateral catheterization of this artery was performed.
The average total dose of cisplatin was 129.5 mg. The
minimum total dose, received by the patient, was 80 mg
and the maximum was 200 mg.

Statistical processing and analysis of the results were
performed according to the generally accepted methods
using licensed statistical analysis programs Statistica
v.6.1 (StatSoft Inc., serial Noe AGAR909E415822FA) and
Microsoft Excel. The probability of statistical studies
was assessed using Student’s t-test.

Results and discussion

Complications of patients with cancer of the oral
cavity and oropharynx, who received radiation and
chemoradiation therapy atthe 1 stage of special treatment,
were evaluated. All patients received concomitant
therapy topically using radioprotectors, antiseptics
and keratoplasty medicines. Dynamic monitoring was
performed for the presence of oral mucositis in the oral
cavity or oropharynx, radiation dermatitis, their degree,
timing and duration.

Observing patients of group I, it is possible to note that
in 2 (8%) patients there were no complaints of dryness in
a mouth, accordingly in 23 patients they developed on
the average after the dose of 18.78+1.63 Gy. Complaints
of saliva viscosity occurred on average beginning with
the dose of 21.30+£1.47 Gy in 20 (80%) patients.

Another complication of radiation therapy —
hypogeusia (reduction of taste sensations) occurred in 23
(92%) patients, on average after the dose of 17.65+1.30
Gy, in 2 (8%) patients there were no complaints of
decreased taste sensations. Parageusia (distortion of
taste sensations) was in 2 (8%) patients after the dose of
27.00+1.0 Gr. Ageusia — complete loss of taste, was in 11
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(44%) patients with an average dose of 32.73+0.91 Gr,
respectively, 14 (56%) patients did not have ageusia.

Analysis of the most common complication in patients
with cancer of the oral cavity or oropharynx, namely oral
mucositis, is represented by the following data: in 3 (12%)
patients of group I oral mucositis phenomena during
treatment were not observed. In 22 (88%) patients the
oral mucositis of the I degree (catarrhal) has developed,
on average after the dose of 23.55+£1.27 Gy, in 12 (48%)
of whome, the degree of oral mucositis deepened to II
(focal) on average after the dose of 26.17+1.87 Gy. Only
in 1 (4%) patient the II degree passed into the III degree
(membranous) after the dose of 30 Gy.

Mandatory intermediate control over the development
of oral mucositis was half of the planned treatment; this
was the period, when patients in the groups under study
(I and II), completed immunotherapy, on average it was
20 Gy. At that time, the dynamics of complications and
their degree were assessed. In 18 (72%) patients oral
mucositis has not developed yet, in 3 (12%) patients
there was oral mucositis of the I degree (catarrhal), and
in 4 (16%) patients — the II degree (focal).

In general, after the completion of the 1% stage of
radiation treatment in 3 (12%) patients there was no oral
mucositis, 11 (44%) patients had only I degree (catarrhal)
oral mucositis, 10 (40%) — II (focal) degree and in 1
(4%) —III (membranous).

Assessment of radiation dermatitis showed that
radiodermatitis of the I degree developed only in 3 (12%)
patients on average after the dose of 28.67+5.46 Gy. And
accordingly, in 22 (88%) patients it was not observed.

Against a background of the developed complications
in some patients there were the following complaints:
loss of appetite in 2 (8%) patients, swallowing disorders
in 3 (12%) patients and eating disorders in 4 (16%)
patients. Radiation laryngitis, which was manifested by
hoarseness and inflammation, laryngoscopically was in 5
(20%) patients with the dose of 26 Gy.

In patients of group II, dry mouth on average has also
began after the dose of 18.82+1.66 Gy, only 2 (11%)
patients did not have it. Saliva viscosity bothered 15 (79%)
patients, on average after the dose of 21.60+1.89 Gy.

Decreased taste sensitivity was in 17 (89%)
patients and on average after 17.25+1.90 Gy, and in 2
(11%) patients it was not observed. Distortion of taste
properties was in 2 (11%) patients. On average, after the
dose of 28.75+1.81 Gy, 8 (42%) patients had ageusia,
respectively, 11 (58%) patients did not have it.

During the treatment, on average after the dose of
20.43 Gy the 1st (catarrhal) degree of oral mucositis
has developed in 14 (74%) patients. Subsequently, after
24.89+1.60 Gy the phenomena of inflammation of the
mucous membrane of the oral cavity and oropharynx
were deepened up to the II (focal) degree in 9 (47%)
patients. And the membranous form of the II degree of
oral mucositis — in 3 (16%) patients after the dose of
22.67+1.76 Gy. 2 (11%) patients had III (membranous)
degree of oral mucositis which developed from the II
degree after the dose of 22.00+2.00 Gy.

After completion of immunotherapy, at a dose of
20 Gy of radiation therapy, in 8 (42%) patients oral
mucositis has not yet developed, 7 (37%) patients
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had oral mucositis of the I (catarrhal) degree, 3 (16%)
patients — II (focal) degree and in 1 (5%) patient — the II
degree but a membranous form.

Thus, in this group at the end of treatment in 5 (26%)
patients the oral mucositis phenomena were not observed,
2 (11%) patients had I (catarrhal) degree, 8 (42%) — 11
(focal) and 1 (5%) —II (membranous), as well as 3 (16%)
patients had III (membranous) degree of oral mucositis.

There was no radiodermatitis in 13 (68%) patients.
6 (32%) patients after the dose of 23.33+4.40 Gr had
dermatitis of the I degree and in 1 (5%) of them it passed
into the II degree after the dose of 38 Gy and in one —into
the I1I degree at the dose of 14 Gy.

Among other complications, it should be noted that 2
(11%) patients had loss of appetite, the other 2 (11%) —
swallowing disorders, and eating disorders in 4 (21%)
patients. Speech disorders due to complications were in 1
(5%) patient. Radiation laryngitis was present in 7 (37%)
patients at a dose of 28.86+2.57 Gy. Trismus in 1 (5%)
patient and candidiasis —in 1 (5%) patient occurred after
chemotherapy.

Patients of group II were performed chemotherapeutic
potentiation with cisplatin according to the scheme. In
some cases, during the administration of medicine, there
was toxic paresis of the facial nerve, paresthesia, increased
blood pressure, tearing and in 2 (11%) patients — nausea
and vomiting.

Xerostomia in group III was in 17 (89%) patients and
on average it began with the dose of 12.44+1.15 Gy.Also
in these patients, complaints of increased salivary viscosity
arose on average from the dose of 18.47+1.68 Gy.

Regarding the violation of taste properties, the
following was observed: hypogeusia in 17 (89%) patients
on average after 11.41+0.82 Gy, parageusia in 1 (5%)
patient, and ageusia in 12 (63%) patients with an average
dose 0f29.67+0.95 Gy, respectively 7 (37%) patients did
not have ageusia.

All patients in this group developed catarrhal oral
mucositis on average after a dose of 12.21+0.75 Gy,
in 18 (95%) patients radial inflammation of the oral
mucosa deepened up to II (focal) degree on average after
21.11+1.27 Gy and in 1 (5%) patient the focal form of
oral mucositis has transformed into the membranous one
of the II degree. In 15 (79%) patients, oral mucositis of
the II (focal) degree passed into the III (membranous) on
average after the dose of 30.93+1.07 Gy.

After immunotherapy, 10 (53%) patients in this
period of treatment had oral mucositis of the I (catarrhal)
degree, 8 (42%) patients —II (focal) degree and 1 (5%)—
II degree, but membranous form.

Summarizing the observation of patients of group III
at the end of treatment, 1 (5%) patient had oral mucositis
of the I (catarrhal) degree, 3 (16%) — II (focal) degree,
and 15 (79%) patients — III (membranous) one.

In this group there were more patients with radiation
dermatitis of the I degree than in the previous two,
namely — 11 (58%) patients, on average after the dose
of 28.36+1.57 Gy.In 2 (16%) of them after 34 Gy the
dermatitis of the II degree, and in 1 (5%) — of the III and
later of the IV degree has developed, 8 (42%) patients did
not notice the appearance of complications on the skin of
the neck and face.
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Comparing patients of groups I and III according to
the type of treatment, there was also a greater number
of patients who complained of loss of appetite, more
precisely—8 (89%) after 25.00+3.38 Gy, eating disorders—
in 8 (42%) patients after the dose of 27.75+2.52 Gy, and
swallowing disorders —in 6 (32%) patients after the dose
of 31.33+1.23 Gy. Radiation inflammation of the larynx
was in 4 (21%) patients on average after the dose of
32.50+1.71 Gy. Candidiasis was also observed in 1 (5%)
patient at a dose of 12 Gy.

Complaints of dry mouth began on average after
9.78+1.18 Gy in 9 (90%) patients, and saliva viscosity in
7 (70%) patients on average after 11.714+2.11 Gy 1 (10%)
patient had increased salivation due to the swallowing
difficulty.

Hypogeusia occurred in 9 (90%) patients and on
average after 12.67+2.54 Gr, in 1 (10%) patients there
were no complaints of decreased taste sensations.
Parageusia was in 3 (30%) patients, after 21.33+3.33 Gy,
ageusia in 6 (60%) patients with an average dose of
29.33+£2.72 Gy.

In 10 (100%) patients the catarrhal oral mucositis has
developed, on average after the dose of 13.00+1.44 Gy,
in 8 (80%) of them the degree of oral mucositis deepened
to II (focal) on average after 19.75+1.53 Gy, and later
in the II degree (membranous) in 5 (50%) patients after
23.50+2.36 Gy.In 6 (60%) patients the II degree has
transferred into the III (membranous) after the dose of
30.00+1.37 Gy.

Half of the performed stage of treatment of group IV
patients was characterized by the presence of I (catarrhal)
degree of oral mucositis in 3 (30%) patients, in 5 (50%)
patients — II degree (focal) and in 1 (10%) patient the II
degree, membranous form, 1 (10%) patient had no oral
mucositis.

At the end of the treatment, 1 (10%) patient had
catarrhal oral mucositis, 1 (10%) patient had the II
degree of oral mucositis, focal form, 2 (20%) patients
had the II degree of oral mucositis, membranous form
and 5 (50%)—III (membranous). Only in this group after
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the treatment the IV (ulcerative-necrotic) degree has
developed in 1 (10%) patients.

The phenomena of radiation dermatitis were not
observed in 4 (40%) patients. 6 (60%) patients had the
I degree of dermatitis after 22.80+4.59 Gy.In 1 (10%) of
them it has quickly transferred from the I to the IV degree.

The presence of complications contributed to
eating disorders in 4 (40%) patients after the dose
of 22.40+4.53 Gy, swallowing disorders in 4 (40%)
patients after the dose of 22.80+2.06 Gy. Loss of appetite
was in 3 (30%) patients after the dose of 15.00+3.87
Gy. Radiation laryngitis was present in 2 (20%) patients
with 32.00+4.0 Gy. Trismus in 1 (10%) patient, which
is more associated with chemotherapy performed, and
candidiasis in 1 (10%) patient after the dose of 20 Gy,
were observed.

Chemotherapeutic potentiation with cisplatin in
addition to the increase of the duration of the development
and the degree of oral mucositis also caused toxic paresis
of the facial nerve in 1 (10%) patient and otitis in another.

According to the data given above, we can say
that 90% of all patients had xerostomia of the I degree
(Fig. 1). Only 2 patients in groups I and II did not have
this complication. The difference between the groups
is in the timing of dry mouth and then the viscosity of
saliva. In the research groups they were the same, on
average after the dose of 18 Gy and in groups III and
IV xerostomia occurred at a dose of 8 Gy and 10 Gy,
respectively. Comparing groups I and II1, xerostomia was
observed at a dose of 8 Gy earlier in the group under study
than in the comparison group. Indicators between groups
IT and III were significant (p <0.05). Xerostomia in group
IV appeared 10 Gy quicker, comparing it with group II.
Complaints about the viscosity of saliva in groups I, II
and III were received almost at the same time, on average
after the dose of 18-20 Gy, only in group IV they arose
quicker, after the dose of 10 Gy, which can be explained
by chemotherapeutic potentiation of cisplatin and not
immunotherapy use as a maintenance medicine. Between
groups I and IV the indicators were significant (p<0,01).

After 10Gy;
89% After 18Gy;
89%

After 8Gy;
90%

After 10Gy;
70%

10%

Group I Group I

B Absent Xerostomia ® Xerostomia

Group [II Group IV

1 Saliva viscosity M [ncreased salivation

Fig. 1. Indicators of salivation disorders and their timing in groups of patients with cancer of the oral cavity
and oropharynx.

The most common manifestation of taste change was
hypogeusia in all groups, on average in 90% of patients. In
terms of occurrence, in the control groups it was quicker.
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Comparing the groups according to the type of special
treatment, namely groups I and III, in the comparison
group — III, hypogeusia occurred 6 Gy quicker, and in
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group IV — 4 Gy faster than in group II. As can be seen
from Fig. 2, the development of parageusia was less
than ageusia. Thus, in group I and II it was only in 8%
of patients and 11%, respectively, also in group III —in
5% of patients. More often this complication was in the
comparison group —IV, which received chemotherapeutic
potentiation. There were 30% of patients, compared to
the previous groups — it is a high figure and somewhat
quicker timing — at the dose of 22 Gy.

After 16Gy
92%

After 16GY:
100% 89%
90%
80%
70%
60%
50%
0%
30%
20%
10%
0% -

After 28Gy;
42%

The largest number of complete loss of taste sensations
was in group III—it is in 63% of patients, almost as many
as in group IV; it was manifested on average after the
dose of 28 Gy in both groups. At the same time, ageusia
was manifested in the research group II in a smaller
number of patients —42%. The least amount of patients
with this complication was in group I — 11%, after the
dose of 32 Gy.Reliable data are indicators of ageusia
between groups I and III (p <0,05).

After 12Gy:;
90%

After 10Gy;
89%

After 28Gy; After 28Gy:

60%

Group I GroupII

B Hypogeusia

H Parageusia

Group IIT Group IV

Ageusia

Fig. 2. Indicators of taste disorders in patients with cancer of the oral cavity and oropharynx and the timing
of their occurrence.

Observations ofthe timing of oral mucositis and changes
in its degree in the dynamics of treatment are shown in Fig.
3. As can be seen, the best results are in group I of patients,
because the first manifestations of inflammation in the oral
cavity or oropharynx developed later, at a dose of 22 Gy. In
comparison with group II1, it was later, at the dose of 10
Gy. As to the number of patients, this is 12% less than in
group III. The transition of the I degree into the II and III

10009

in the group I is fast, but in a smaller number of patients,
that indicates a positive effect of the immune drug on the
degree of oral mucositis. Indicative are the results of the
presence of oral mucositis of the III degree in 4% of group
I against 79% of patients of group III and 60% of patients
of group IV on average after the dose of 30 Gy.In fact,
most often oral mucositis of the III degree developed after
the dose of 30 Gy in all groups except group II.

10/(1 80% 95%
79% gn04
100% A |/ g8
0
80% / /
60% / / 48%
Group IV
40% { /] Group III
20% A Group II
0% Group I
o

mGroupl ®Groupll

B Group II

12 Gy 14 Gy 16 Gy 18 Gy 20 Gy 22 Gy 22 Gy 24 Gy 26 Gy 28 Gy 30 Gy 32 Gy 34 Gy

B Group IV

Fig. 3. Dynamics of transition of oral mucositis of the I degree into the III one in groups of patients with cancer
of the oral cavity and oropharynx.

The dynamics of oral mucositis development in groups
IT and IV is the following: I degree arose 8 Gy later in
74% of patients of group II than in patients of group IV
(p<0,05). At the dose of 20 Gy, patients of group II have
only developed oral mucositis of the I degree, and most
patients of groups III and I'V developed oral mucositis of
the II degree. By the end of treatment in patients of group
IV, the II degree of oral mucositis has changed to the III
one in 60%, which is 49% more (p<0,05) than in group II.
ISSN 1727-4338  https://www.bsmu.edu.ua

The full development of oral mucositis by the end of
treatment in groups can be seen in Fig. 4. Thus, in 12%
of patients of group I and 26% of group II oral mucositis
phenomena were not observed by the end of treatment,
44% and 40% of patients had catarrhal and focal oral
mucositis in group 1. In group II there were more patients
with focal oral mucositis —42%. Most patients were in
group III with membranous oral mucositis — 79%, which
is 75% more than in group I (p<0,05). In group IV, most
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patients also had membranous oral mucositis — 50%, and
in comparison with group II, it is 34% more (p<0,05),
that is associated with the transition of the II degree
to the III degree, which was not observed in group II
Only in group IV there were patients who developed the
ulcerative oral mucsitis of the IV degree.

The membranous form of oral mucositis of the II
degree, and these are membranous erosions up to 1.5 cm
were only in groups I and IV, in which chemotherapeutic
potentiation was performed. Accordingly, it was 5%
against 20% (p<0,05). 15% more patients were in group
IV, where no immunotherapy was performed.

79%
80% - m [ degree
70% - (catarrhal)
! B II degree (focal
60% — gree (focal)
V449
0% 40% 42% | Bl degree
40% 1 | (membranous)
30% . . 20% m [1I degree
o o o
20% . 11% . - 00]0% % (membranous)
0% T T T
Group [ Group II Group 11T Group [V

Fig. 4. Indicators of oral mucositis according to the degree and form in groups of patients with cancer of the oral
cavity and oropharynx.

Radiodermatitis occurred to less extent than oral
mucositis. Thus, radiodermatitis of the I degree was
most often observed, more often in group IV —in 50%
of patients, slightly less in group III — 42%. Comparing
these data with the observation groups, we can say
that in group I, the I degree of dermatitis was 30% less

889%

than in group III (p<0,05). In group II dermatitis of the
I degree arose at 29% of patients less than in group IV
(p<0,05). A small number of patients had the II degree
of radiodermatitis, only 5% in group II and 11% in group
III. In group IV, it has quickly transferred into the IV
degree in 10% (Fig. 5).

90%

80%

70%

60%

50%

40%

30%

20%

10%

0% 0% 0%

0%
Group I
B Absent radiodermatitis

Group IT
W1 degree

Group ITI
II degree

Group IV

BIII degree WV degree

Fig. 5. Indicators of radiodermatitis according to the degree in groups of patients with cancer of the oral cavity
and oropharynx.

Due to the individual tolerability of complications in
patients, additional systemic anti-inflammatory therapy,
antibiotic therapy or dehydrating therapy were performed.
Thus, in groups I and II there were 5 such patients. In
group III—1 patient and in group IV —3 patients. To reduce
the effects of complications that influenced the safety of
radiation or chemoradiation therapy in a certain period of
treatment was suspended: 1 patient in group I, 3 patients in
group II, 2 patients in group III and 1 patient in group IV.

Conclusions

1. Immune agent alpha/beta-defensins has a positive
influence on the reduction of the number of complications
of'special treatment of patients with cancer of the oral cavity
and oropharynx. Thus, oral mucositis occurred at a later
Kuninivyna Ta ekcriepuMeHTanbHa naronoris. 2022. T.21, Ne 4 (82)

date and in fewer patients who received chemotherapy/
radiation therapy with immunotherapy. Severe 11l degree
of oral mucositis was present in a small number of patients.

2. In patients who did not receive immunotherapy
of alpha/beta-defensins, oral mucositis developed
rapidly, and in a large number of patients the degree of
inflammatory lesion deepened.

3. Xerostomia occurred in 90% of patients regardless
of the method of treatment and use of immunotherapy as
a maintenance medicine. Xerostomia, as well as saliva
viscosity occurred faster in the group of patients receiving
chemoradiation treatment without immunotherapy
(group IV).

4. Violation of taste properties was in 90% of
patients with cancer of the oral cavity and oropharynx of
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all groups. Parageusia and ageusia are more pronounced
in groups Il and I'V.

5. In patients of groups of comparison (without
immunotherapy of alpha/beta-defensins) inflammatory
changes of skin were met more often than in the research
groups, and for the most part it was oral mucositis of the
I degree.

6. The appointment of the immune agent alpha/beta-
defensins in the treatment of cancer of the oral cavity
and oropharynx is reasonable and appropriate, which
facilitates the easier course of complications and the
completion of the planned treatment.
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