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Pedepar:

1. Tlig yac BUKOHAHHS JucepTaLifiHOi po60oTH 6YJI0 06CTEXXEHO Ta HalaHO CllelliasibHe JikyBaHHs 105 xBopum (92
40JI0BIKiB i 13 5KiHOK) Ha MIJIOCKOKJIITUHHMI PaK pOTOBOi MOPOKHMHU i pOTOIJIOKHU. [l IOPiBHSIJIBHOTO aHAi3y BCixX
XBOPUX Ha 1-My eTari creljiajbHOro JiKyBaHHS paHAoMi30BaHO B HacTynHi rpynu: I (ITT-1T) rpyna - 25 xBopux,
SIKMM TIPOBOJMJIACS [IPOMEHEeBa Tepalrlisi Ta imyHoTepanis anbda/6eta gedensunamu (40 mr); 11 (X/TIT-IT) - 20
XBOPHUX, SIKUM [TPOBOJIMJIACS IPOMEHEBA TEPallisl 3 perioHapHUM BHYTPIlIHbOAPTEPiaIbHUM XiMiOTE€paNleBTUYHUM
NOTEHL{I0BaHHAM Ta imyHoTepariio (40 mr); III (TIT-2IT) rpyna - 20 xBOpuX, SIKi OTPUMYyBaJIM FaMMa-Tepariio Ha
¢doHi imyHoTeparii y 36inbmenii 7o3i (60 mr); IV (T1T) - 20 XBOpuUX, SIKi OTPUMYBaJIX TiJIbKM IPOMEHEBe JIiKyBaHHS; V
(X/TIT) - 20 xBOPUX, 5IKi JIiKyBasnCs IPOMEHEBOIO Tepallielo Ta periOHapHOI0 BHYTPIilIHbOAPTEPiabHOIO
ximioTeparnieto 6e3 imyHoTeparii. IV ta V rpynu — rpynu nopiBHsHHS. TakoXX IIpOaHali30BaHO BUHUKHEHHSI IEBHOTO
CTYIIEeHSI IPOMEHEBOTO EMiTeiTy 32 MOKa3HUKOM BiHOCHOro pusuky (HR). OTpuMaHoO HaCTyIHI pe3yJbTaTu:

6inpiunit pusuk BuHukHeHHs I, I1 1 III ctynenis enitesiity B IV Ta V rpynax nopisxiotoun 3 I, I, Il rpynamu, HR=4-5



pasiB nys I crynens, HR=3-5 pasiB g4 II ctynens i HR=10-30 pasis g Il ctynens enitesniity. JJonOBHEHO AaHi
BILJIMBY iMyHHOrO areHra anbda/6eTa nedpeH3rHiB Ha CUCTEMHUU NIPOTUITYXJIMHHUY iMyHiTeT (CD3+ T-KiiTHHY,
npupoaHi Kinepu (NK-cell), npupogHi kinepsi T-nimdouutu (T-cell /NK-cell)) xBopux Ha pak poTOBOi IOPO>KHUHM i
POTOIJIOTKY Mifl Yac NPOBEIEHHSI IPOMEHEBOI Ta XiMiOIIPOMEHEBOI Teparii. Yriepliie BUBU€HO MexXaHi3M 30€peXeHHs
KJIITUHHOI IMTOTOKCMYHOI IMYHHOI BiANOBiA] Iif Yyac JIiKyBaHHS XBOPUX Ha PaK POTOBOI TIOPOXKHUHU i POTOIJIOTKY,
110 BiloOpaXkaeThCsl HA TIOKPAllleHHI [IEPEHOCUMOCTI JIiKyBaHHS. YIieplie BUBHAYEHO BILJIMB iMyHHOT'O areHTa
anb(a/6era nedpeHsnHiB Ha rymopanbHuil imyHiteT (IgG, IgM, IgA) XxBopux Ha pak pOTOBOI IOPOXKHUHU i
POTOTJIOTKH I1if] 4aC IPOMEHEBOTO i XiMIOIIDOMEHEBOTO JIIKyBaHHA. JIOCIIiIKEHO BILJIUB IMyHHOTO areHTa
anbda/6eTa nedeH3nHiB Ha MyKO3aIbHUH iMyHOJIoriyHui npodins (INF-o, INF-o, IL-6, sIgA) xBopux Ha pak poTOBOi
IIOPOKHVHY i pOTOTJIOTKY I1if], Yac IIPOMEHEBOTO i XiMiOIIPOMEHEBOTO JIiKyBaHHS. BusHaueHo (aKkTOpHi 03HaKH, sKi
BIUIMBAIOTh HAa PU3UK PO3BUTKY III cTyneHs eniteniity. 3HauHO rynbiIe BUBYEHO B3a€MO3B'I30K KOMIIOHEHTIB
MiCLIEBOTO, CUCTEMHOTO IMYHITETIB Ta KJIIHIYHUX IIPOSIBIB YCKIIQLHEHD CIIELIaJIbHOIO JIIKYBaHHS XBOPUX HA PaK
POTOBOI IOPO>KHUHU Ta POTOIJIOTKU. OOGIPYHTOBAHO JOLIIBHICTh KOPEKLii iMyHOTPOIIHUM areHToM asbda/6eTa
nedeH3MHIB yCKIaJHeHb IIPOMEHEBOr0 YU XiMiOIIpOMEHEBOTO JIiKyBaHHS XBOPHX Ha pak POTOBOI MOPOXHUHU i
POTOIJIOTKU 3 METOIO IIOKPAIIEHHS! SIKOCTi JKUTTS], 3arajIbHOTO CTaHy i 6e3rocepeHix pe3yibTaTiB JiKyBaHHSL.
Pe3ysibTaTé KOMILZIEKCHOTO HOCJIiIKEHHS JO3BOJIMIM CKJIACTU AITOPUTM 6€3ME€YHOr0 Ta €(PEKTUBHOTO
BHMKOPHMCTaHHS iMyHOTepareBTUYHOrO IIpenapary anbda,/oera gedeH3uHiB y XBOPUX Ha pak pPOTOBOi IOPOXXHUHM i
POTOTJIOTKHY, SIK [Tpernapary CyrnpoBojy IpOMeHeBOi 41 XiMiormpomeHeBoi Teparii 17151 SMeHIIEeHHS CTYIIeHs
eniTesiiTy c11M30B0i 060JI0HKM POTOBOI MOPO>KHUHU i POTOTJIOTKU Ta iHIIMX IPOMEHEBO iHIYKOBAaHUX yCKJIAJHEHb.
3aCTOCOBYIOYM Y KJIiHIYHIN NPaKTUL €W aJITOPUTM IMOKPAIIYEThCS SIKiCTb JKUTTS i 3arajlbHUNA CTaH XBOPOTO IiCJIs
JIiKyBaHHS1. BU3HaY€HO MOXKJIMBICTh BUKOPUCTAHHS SIgA, K 6ioMapKepy pU3UKY PO3BUTKY TSPKUYOTO CTYIIEHS
IIPOMEHEBOTO eMiTesliiTy y XBOPUX Ha pak pOTOBOI MOPOXXHUHU Ta POTOIJIOTKHU MiJl 4ac MPOBEJEHHS CelialbHOTOo
JikyBaHHS. Ha OCHOBI 1abopaTopHUX AaHUX cPOPMOBAHO peKOMEeHallii 010 BUKOPUCTAHHS
iMyHOTepalieBTUYHOro npenapary aabda/6eta gedeH3nHiB, SK a'I0BaHT IPOMEHEeBOi Teparlii, o nocustoe ii
edeKT mIIXOM iIMyHOMO/IEJII0I04O0Tr0 BIJIMBY Ha MPOTUIYXJIMHHY JIAHKY iIMyHITE€Ty XBOPUX Ha pak POTOBOI
[IOPOXKHUHU i POTOIJIOTKU. Pe3ynbTatul JOCiIKEHHA TYMOPAJIbHOTO CTaHy IMyHHOI CUCTEMU XBOPUX Ha PaK POTOBOI
IIOPO>KHMHU i POTOTJIOTKMA MOKYTb BUKOPUCTOBYBATHUCS, SIK IPOTHOCTUYHI (PAKTOPU PU3UKY PO3BUTKY BasKKOTO
CTyIeHs eniTesiiTy. Takox ix BU3HaUeHHs B IPAKTULi J03BOJIsI€ IPAaBUIIbBHO 00paTH CXeMy iMyHoTeparii, mob
IOCWINATY iIMyHOPE3UCTEHTHICTh XBOPUX. Kill04O0Bi c10Ba: pak, poToBa IOPOKHMHA, POTOIJIOTKA, TPOTUITYXJIMHHA
Teparlis, IpOMeHeBa Teparis, XimioTeparis, imyHoTeparis, yckiaagHeHHs, anbda/6era nedeH3nHy, IpOMeHeBUui
enirteJiiit, fucdaris, sSIKiCTb XXUTTS, POTOBA PiIyHA, MiCLIEBUI IMYHITET, CEKPETOPHUI iIMyHOI100YJIiH A. ['any3b-
MenuuyHa.

2. During the completion of the dissertation, 105 patients (92 men and 33 women) with squamous cell cancer of the
oral cavity and oropharynx were examined and performed a special treatment. For a comparative analysis, all
patients at the phase I of special treatment were randomized into the following groups: I (RT-IT) group - 25
patients who were performed radiation therapy and immunotherapy with alpha/beta defensins (40 mg); II
(Ch/RT-IT) group - 20 patients who were performed radiation therapy with regional intra-arterial
chemotherapeutic potentiation and immunotherapy (40 mg); Il (RT-2IT) group - 20 patients receiving gamma
therapy against the background of immunotherapy in an increased dose (60 mg); IV (RT) group - 20 patients
receiving only radiation treatment; V (Ch/RT) group - 20 patients who were treated with radiation therapy and
regional intra-arterial chemotherapy without immunotherapy. Groups IV and V are comparison groups. The
occurrence of a certain degree of epitheliitis was also analyzed according to the relative risk (HR) index. The
following results were obtained: a greater risk of epitheliitis of the I, Il and III degrees in groups IV and V compared
with groups [, 11, I1I, HR=4-5 times for the I degree, HR=3-5 times for the II degree and HR=10-30 times for the III
degree of epitheliitis. The data on the effect of the immune agent alpha/beta defensins on systemic antitumour
immunity (CD3+ T-cells, natural killer (NK-cell), natural killer T-lymphocytes (T-cell /NK-cell) in patients with
cancer of the oral cavity and oropharynx during the performance of radiotherapy and chemotherapy, were
padded. Also, for the first time, the mechanism of preservation of the cellular cytotoxic immune response during



the treatment of patients with cancer of the oral cavity and oropharynx was studied, which is reflected in the
improvement of the treatment tolerability. For the first time, the influence of the immune agent alpha /beta
defensins on humoral immunity (IgG, IgM, IgA) of patients with cancer of the oral cavity and oropharynx during
radiation and chemoradiation treatment was determined. The effect of the immune agent alpha/beta defensins on
mucosal immunological profile (INF-o, INF-n, IL-6, sIgA) of patients with cancer of the oral cavity and oropharynx
during radiation and chemoradiation treatment was studied. The factor characteristics affecting the risk of
developing epitheliitis of the III degree, have been determined. The relationship between the components of local
and systemic immunity and clinical manifestations of complications of special treatment of patients with cancer of
the oral cavity and oropharynx was studied more deeply. The expediency of correcting the complications of
radiation or chemoradiation treatment of patients with cancer of the oral cavity and oropharynx with the
immunotropic agent alpha/beta defensins is substantiated in order to improve the quality of life, general condition
and immediate results of treatment. The results of a complex study made it possible to draw up an algorithm for
the safe and effective use of the immunotherapeutic medicine of alpha/beta defensins in patients with cancer of
the oral cavity and oropharynx, as a medicine accompanying radiation or chemoradiation therapy to reduce the
degree of epitheliitis of the mucous membrane of the oral cavity and oropharynx and other radiation-induced
complications. Using this algorithm in clinical practice, the patient’s quality of life and general condition improve
after treatment. The possibility of using sIgA as a biomarker of the risk of developing severe epitheliitis in patients
with cancer of the oral cavity and oropharynx during special treatment was determined. Based on the laboratory
data, recommendations were made for the use of the immunotherapeutic medicine of alpha/beta defensins as an
adjuvant to radiation therapy, which enhances its effect through the immunomodulating effect on the antitumour
link of immunity in patients with cancer of the oral cavity and oropharynx. The results of the study of the humoral
condition of the immune system in patients with cancer of the oral cavity and oropharynx can be used as
predictive risk factors for the development of a more severe degree of epitheliitis. Also, their definition in practice
allows us to correctly choose the scheme of immunotherapy in order to strengthen the immune resistance of
patients. Key words: cancer, oral cavity, oropharynx, antitumor therapy, radiation therapy, chemotherapy,
immunotherapy, complications, alpha /beta defensins, radiation epitheliitis, dysphagia, quality of life, oral fluid,
secretory immunoglobulin A. Branch-Medicine.
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