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cTamii

2. Ways to improve the long-term functional outcomes in patients with stage III-IV oropharyngeal cancer

Pedepar:

1. 3 MeTO10 BU3HAUYEHHS IIJISIXiB IOKPallleHHs PYHKIIOHAJIbHUX Pe3yJbTaTiB Y XBOPUX HAa PaK POTOBOI YaCTMHU
rnotku I11-1V crazii yepes onTuMmisallio BUGOPY TaKTUKU JIIKyBaHHS HA OCHOBi KOMIIJIEKCHOT'O KJIiHiKO-
mopdosIorivHOro 06CTEKEeHHS], IMyHOTICTOXIMIUHNX JOCIIKEHb Ta OL[iHKY SIKOCTI KUTTS, IPOBEIEHO KOMILJIEKCHE
IOCJIiIKeHHS], 1[0 BKJIIOYAJIO KIliHIkO-MOpQoJioriyHe o6CTeKeHHS], TaTOTiCTOJIOTIYHUM Ta iMyHOTiCTOXiMIUHNMIA
aHaJli3 BUOIpKOBUX 0iOMNTATIB, OLIHKY SIKOCTi XKUTTS y 120 nanieHTiB 3 pakom potoryaotku III - IV cragii (T3-4NO-
3MO0-1), siKi mpoxoauiu cralioHapHe JikyBaHHs y JIOP-2 (onkosiorivnomy) Binginensi KI1 «[JHinponeTpoBcbka
obsacHa KJyliHiyHa jikapHs iM. L.I. MeunnkoBa» [IHiponeTpoBchKoi 06s1acHOi pany» B niepiof 3 2018 mo 2023 poku.
BukopucToByBanucs 3arajbHOKIIIHIUHI, MOP(OJIOTiuHi, ricTOsIOTiuHI, iMyHoricToximiuHi (II'X) meTonu,
¢dmoopecueHTHa ribpugisauis in situ (Fluorescence In Situ Hybridization - FISH), oLiiHKa IKOCTi >KUTTS XBOPHX 32
creliani3oBaHMM MOJyJieM ONUTYBaJIbHUKA 17151 oiHKu SDK nauieHTiB 3 pakom rosioBu Ta mui (European
Organization for Research and Treatment of Cancer Quality of Life Questionnaire Head and Neck 43 - EORTC QLQ



- H & N43) Ta 6iocTaTMCTUYHI METOIM aHaJi3y Pe3yJIbTaTiB JoCiIKeHHs. OLiHKa SIKOCTi XUTTS IPOBOJUIACS TPUYi
(mtim yac yikyBaHHS Ta yepe3 3 i 6 Mics11iB Mics JiKyBaHHS) 3 JOTPUMAaHHAM 6i0eTUYHMX NpuHIuIIB. [1in yac
IOCTiIKeHHs 6yJ10 TPOaHali30BaHO Pe3yJIbTaTU OOCTEXKEHHS Ta JIiKyBaHHs 120 NalieHTiB i3 1JI0CKOKJIITUHHUM
pakoMm poTOrjoTKU BikoMm Bif 37 o 80 pokiB, cepenHiit Bik - 59,3 (95 % I 57,6 - 61,1) pokiB. YoJ0BiKY CKIafanu
6inbwicTs (67,5 %) obcTexeHux. HailyacTimyumy ckapraMu XBopux 0ysiu 6is1b y ropiti (45,0 %), omHO6i4HNMi 6inb (26,7
%) Ta 3miHu rosocy (16,7 %). CepenHiil TepMiH Bif, 10SIBU CUMIITOMIB J10 3B€pHEHHS CTaHOBUB 5,9 Micsauis (95 % I
2,1 - 9,6). 3a knacugikauiero TNM, cepen T3-T4 nait6inbi nomupeHoo gopmoro 6yaa T3N2MO (20,8 % Bunankis).
Y Bcix Bunagkax (100 %) pak 6yB npeacTaBieHNH IIJI0CKOKIITUHHOIO KapLuHOMOI0 poTtoriotku (ITKKP), y 78 (65,5
%) BUIaAKaX IJIOCKOKJIITHHHOI IoMipHOudepeHLifioBaHo0 GopMoIo paky, y 80 (66,7 %) Bunazax croctepiraBcs
He3porosinuii Tun pay. BI1JI-HeraTuBHUi pax (pl6 -) 3ycTpiyascs y 76 Bunaaxax (63,3 %), BILJI-no3utuBHuil pak —
y 44 (36,7 %). I1auienTtu 3 ninpuieHoo excnpeciero EGFR geMoHcTpyBanu BUilly 4aCTOTY TPU3MY, 1O aCOLI0BAIOCS
IIPOTHOCTUYHOIO (PaKTOpPy PO3BUTKY YCKIaAHEHb. Y NallieHTiB 3 no3utuBHuM BILJI cTaTycom yactoTa Tpusmy Oysia
HIDKYOI0, X04a CTAaTUCTAYHO 3HAUYLIMX Po36bKHOCTEN Mix BIlJI-nno3utuBHUMM i BI1JI-HeraTuBHMMU rpynamu o0
4aCTOTHU TPU3MY, METACTa3yBaHH Ta peLUIMBIB He 6yJ10 BusiBieHO (p>0,05). AHai3 SIKOCTi KUTTSI MalieHTiB
[I0Ka3aB, 1[0 HASIBHICTh TPMU3MY KOpeJioBaja 3 0OMeXXeHHsIM BikpuBaHHs poTa (rs=0,44, p=0,013) Ta TpyzHOImamMu 3
MoBiieHHsM (1s=0,40, p=0,028). Lle 3HayHO BIIJINBaJIO HA [IOBCIKAEHHY HisI/IbHICTb Malli€HTiB, 1110 IOTpebyBajo
IOJATKOBUX 3aX0AiB peadiyiTallii, CIpsIMOBAaHMX HA NOKpaleHHs (PYHKIIOHATBHUX MOXJIUBOCTEN i SDK. V xBopux i3
TPU3MOM XYBaJIbHOI MyCKYJIaTypPH 3aCTOCOBYBAJIACsl KOMIUIEKCHA Tepallisl, 0 BKJIYala MEIVNKAMEHTO3He
JIiIKyBaHHS, [ICUXOCOLiaJIbHY NiATPUMKY Ta (Pi3nyHy peabiiiTallilo i3 IOCTyIIOBUM MeXaHIYHUM PO3TITyBaHHIM
M3iB IJISIXOM PETYJISIPHOTO BUKOHAHHS CIIelliajIbHUX BIIPAB i3 BUKOPUCTAHHSIM CUCTEMU peabinitalii pyxy
wesienu. Y 66,7 % NalieHTiB 3 TPU3MOM CIIOCTEpIiraBcsi IO3UTUBHUI edeKT yepe3 1 Micsaup niciis peabdinitauii:
PO3KPUTTS 1Iesieny 36iJbmunsocs y cepeHbomy Ha 5,0 (95 % I 3,0 - 8,0) cm 3a menianHUM 3Ha4eHHIM (p<0,001).
[lepeBaramu Takoro niaxony Ao peabisiTalii, Ha JyMKy NallieHTiB, 6yJI0 CaMOCTillHe 3aCTOCYBaHHS IIpUIALy Yy
IOMAIHIX YMOBAX, iHIMBifyabHUI Nif0ip HaJAWITYBaHb Ta WIBUAKUI PE3YJIbTAT Y BUIJISi aKTUBHOTO PO3TATHEHHS
M’s13iB, 110 MOJIETIIYBAJIO NallieHTaM IPOoLeypy KyBaHHS i B LIiJIOMY MOJIIIIYBAJIO iX SIKiCTb XUTTS. OTpUMaHi AaHi
OOI'PYHTOBYIOTh HEOOXiTHICTh BIIPOBaIKEHHS [1epPCOHAJi30BaHUX MiTXOMiB 0 JIiKyBaHHS MallieHTiB i3 pakom
POTOIJIOTKY Mi3HIX CTafjil, i3 ypaxyBaHHSIM MOJIEKYJISIPHO-0i0JIOTTYHUX XapaKTePUCTUK NTyXJIUHU, (PaKTOPiB PUBUKY
YCKJIAAHEHD Ta iHOUBiAyanbHUX (PYHKIIOHANIBHUX IOTPe6. Bu3HaYeHi NIPOrHOCTUYHI 6ioMapKepu 3a0€31e4yloTh
MOXJIMBICTb edexTuBHOI cTpaTudikanii pu3nkiB peunarBy Ta YCKIaIHEHb, 2 TAKOXK (POPMYBaHHS [IPOrPaM PaHHBO]
peabiniTtalii, CnpsIMOBaHUX Ha 36€peKeHHS KJII0YOBUX QYHKIIH — )KyBaHHS, MOBJICHHSI Ta KOBTaHHS. KOMILJIEKCH

peabiyitaniiiHi 3aX041 MalOTh CTAaTX IHTETPOBAHOIO CKJIAIOBOIO MapUIPYTY MallieHTa.

2. A comprehensive investigation was conducted involving clinical and morphological assessment,
histopathological and immunohistochemical examination of biopsy specimens, and QoL evaluation among 120
patients with stage III-IV oropharyngeal cancer (T3-4N0-3MO0-1) treated at the ENT-2 (oncological) unit of the
Municipal Non-Profit Enterprise «Dnipro Regional Clinical Hospital named after I.I. Mechnikov» between 2018 and
2023. The applied methods included general clinical assessment, morphological and histological studies,
immunohistochemistry (IHC), fluorescence in situ hybridization (FISH), QoL assessment using the EORTC QLQ-
H&N43 module, and biostatistical analysis. QoL was assessed three times: during treatment, and 3- and 6-months
post-treatment, adhering to bioethical standards. The cohort included 120 patients with oropharyngeal squamous
cell carcinoma, aged 37 - 80 years, mean age 59.3 (95% CI 57.6 - 61.1). Males comprised 67.5 % of the sample. The
most common complaints were sore throat (45.0 %), unilateral pain (26.7 %), and voice changes (16.7 %). The
average time from symptom onset to clinical consultation was 5.9 months (95% CI 2.1 - 9.6). The most frequent
TNM stage was T3N2MO (20.8 %). All cases (100 %) involved squamous cell carcinoma, with 65.5 % classified as
moderately differentiated and 66.7 % as non-keratinizing. HPV-negative (p16-) tumors were identified in 63.3%
(n=76), and HPV-positive in 36.7% (n=44). HPV-positive patients receiving monotherapy had lower anxiety scores
(33.3 vs. 50.0; p=0.014). High expression of p27, EGFR, and Ki-67 correlated with reduced QoL; p27 showed the
strongest associations (rs=-0.45 to -0.68; p<0.05). Trismus occurred in 8.3% with monotherapy and 22.2 % with



combined treatment (RR=2.7, 95% CI 1.1 - 6.8). Higher EGFR expression correlated with trismus, confirming its role
in tumor invasiveness. HPV-positive status was linked to lower trismus incidence, though differences were not
statistically significant (p>0.05). Trismus was associated with restricted mouth opening (rs=0.44; p=0.013) and
speech difficulties (rs=0.40; p=0.028), emphasizing the need for targeted rehabilitation to restore key functions
and improve quality of life. Patients with trismus received a multimodal rehabilitation program including
pharmacotherapy, psychosocial support, and physical therapy involving gradual mechanical stretching using a jaw
mobility device. One-month post-intervention, 66.7 % showed improvement, with mean mouth opening increasing
by 5.0 cm (95 % CI 3.0 - 8.0; p<0.001). Patients noted the benefits of home-based, individually adjustable therapy
with rapid functional gains that improved chewing and overall QoL. The findings justify the implementation of
personalized treatment strategies for advanced oropharyngeal cancer, incorporating tumor biology, complication
risk factors, and individual functional needs. Prognostic biomarkers enable effective risk stratification and early
rehabilitation planning to preserve essential functions such as chewing, speech, and swallowing. Comprehensive
rehabilitation should be a standard element of patient care pathways.
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