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Pedepar:

1. Incepralis NpUCBsAY€HA BUPIIEHHIO aKTyaJbHOTO IMTaHHS AiarHOCTUKY Ta IPOTHO3YBaHHS PErioHapHUX
MeTacTasiB paky roprati (PI'). Ha cporopHimHii gens PI' nocigae BaxinBe Miclie B CTPYKTYPi IIyXJIMH T'OJIOBU Ta
mui. 37105KiCHI MyXJIMHY TOpTaHi HaN6isblle MIpeicTaBleHi IJIOCKOKIITUHHUM pakoM. KitouoBuil ¢pakrop —
HasIBHICTb PErioHapHUX METACTa3iB, 10 3HAaYHO BIIMBAE HA BJKMBAHICTH IMAlieHTIB. 32 TaHUMU JOCIIiI)KEHb,
HasBHICTb perioHapHux MetactasiB PT BimMidaeTbcs B 20-65 % nepBUHHUX NalieHTiB. MeTa po60THU: MigBUIIEHHS
eeKTUBHOCTI AiarHOCTUKY Ta JIiKyBaHHS XBOpUX Ha pak ropTaHi (PI') Ha OCHOBI KJIiHIKO-MOPQOIOTiYHOTO
IIPOTHO3yBaHHS METACTa3yBaHH4 T4 BU3HAYEHHS ONTMMAaJIbHOTO BapiaHTa JliKyBaHH. ByJlo IPOBEEHO KOMIIJIEKCHE
iMyHOLIMTOXiMiYHE Ta iIMyHOTiCTOXiMiYHE OOCTEKEHHS MALli€HTIB 717151 BUSBJIEHHS Ta IDOTHO3YBaHHS METACTa3iB
3J105IKiCHMX HOBOYTBOPEHb TOPTaHi. 3a JaHMMU NIPOBEAEHUX JOCiIPKEeHb, pETiOHapHI MeTacTa3y BUSIBJIEHO B 65
nanieHTiB (63,7 %), sIKi cKJ1asuM OCHOBHY rpyny. IHmmi 37 nauieHTiB (36,3 %) Ha [1P 6e3 meTacTasdyBaHHS CKJIaIU IPYILy



MOPiBHAHHA. IMyHOLIMTOXIMIYHE LOCIIIPKEHHS 3 MOJIEKYIIPHUMU MapKepaMu UTOKEPATUHY-19, MAaTPUKCHUX
METaJIoNpoTeiHa3 2 Ta 9 MpOBEEHO B 74 MallieHTiB, y TOMY YMCJIi B 37 MallieHTiB OCHOBHOI IPYIU 3 pETiOHAaPHUMU
MeTacTa3aMM paKy ropraHi ta B 37 NalieHTiB rpynu nopieHsaHHA. [IporHoctryHe 3HavyeHHss MMP-2 MMP-2
BiZIHOCHO perioHapHOroO MeTacTa3yBaHHS BU3HAUEHO HASIBHICTIO NPSMUX KOPEJISILIMHNX 3B’13KiB MK HUMU
(Rv=0,450; p<0,001);(RV=0,460, p<0,001). Oujinka acounianii Mi>k MeTacTa3yBaHHSM Ta piBHEM eKCIIpecii
uToKepatrHy-19 y nimparnynux Bysnax (RV=0,639, p<0,001) nokasasa HasiBHICTb 3HAUyLJOTO B3AEMO3B'SI3KY
IIOMIPHOI CMJIA MK HUMU. [1J151 IMYHOTICTOXIMIYHOIO IOCIIIIKEHHS BUABJIEHO HACTYIHI AaHi: Ki-67 yytnusicts — 100
% (95 % 11 91,0 - 100,0), AUC=0,720, 95 % [ (0,601 - 0,821) mpu p<0,001; uuxiin D1 >50% uytnusicts 82,1 (95 % [l
66,5 - 92,4) % i cneuudivyHocTi - 67,7 (95 % 11 48,6 - 83,3) %; AUC=0,780, 95 % /1 (0,665 - 0,870) npu p<0,001;
VEGF AUC=0,701, 95 % [11 (0,575 - 0,801), yytnusicTtb — 84,6 (95 % /11 69,5 — 94,1) %; cneuudiynicts - 48,4 (95 % JI
30,2 - 66,9) %, p=0,002; CD34 AUC=0,630, 95 % I (0,506 - 0,742) npu p=0,50, uyTausicts - 74,4 (95 % 11 57,9 -
86,9) %; cnenudiunicts - 51,6 (95 % [I 33,1 - 69,8) %; Caspase-3 AUC=0,719, 95 % M1 (0,599 - 0,820), 4yT/nBicTb -
76,9 (95 11 60,7 - 88,8) %; cneuudiunicts - 67,7 (95 % [1 48,6 - 83,3) %, p<0,001; p21 WAF uyTtnusicts 97,4 (95 % I
86,5 - 99,6) %, cnenudiunicts — 45,2 (95 % I 27,3 - 64,0) % npu p=0,002, MMP-1 AUC=0,677, 95 % 11 0,555 - 0,784
(p<0,001) gwyTnusicts 87,2 (95 % 1 76,7 - 97,7) % i cnenudivynicts 48,4 (95 % I 30,8 - 66,0) %; MMP-9 AUC=0,618,
95 % 11 0,504 - 0,732 (p=0,047), TIMP-2 - AUC=0,615, 95 % 11 0,491 - 0,729 (p=0,044). HaykoBa HOBU3Ha NOJISITA€ B
TOMY, 110 BIepile 6yB po3po6ieHui Coci6 iMyHOLUTOXIMIYHOI 1iarHOCTUKY perioHapHux meTtacrasis PI' 3
aHaJIi30M eKCIpecii MoJIEKYIIpHUX MapKkepiB MMP-2, MMP-9 ta uutokeparuny-19. Y pesysnbTaTi aHanisy 1b0oro
IOCJIIKEHHS BUSIBJIEHO KOPEJISILIMHUM 3B'S130K 3 PEriOHapHMM MeTacTadyBaHHAM PI, 0 103Bosise nigBumuTu
edekruBHicTb MeTony TAITB. Yniepiue 6yJsi0 IpoBeneHO JOCHiIKeHHs iIMyHOTiCTOXiMIYHOTrO Tpodisio paky ropTaHi,
110 BKJIIOYAB Y cebe MOJIEKYJISIPHI MapKepH iHBasii, anonTo3y Ta KiIiTuHHOI npoJidepauii. OTpuMaHi gaHi mono
ekcnpecii MMP-1, MMP-9 ta TIMP-2, Ki-67, VEGF, CD-34, uukiiny /11, kacniasu 3 ta p21WAF1 cBigyaTs 11po
MOYKJIMBICTb 3aCTOCYBaHHS LIbOTO iMyHOTICTOXiMiYHOTO IPOQIJIIO B SKOCTi IPOTHOCTUYHOrO. YIleplile BUBYEHO
3aJIEeXKHICTb 06'eMy XipypriuHoro BTpy4yaHHs Ha JIB mui B nanjieHTis 3 PI' 3a71€XHO Bifi OTPMMaHUX JaHUX 100
MOP(OJIOTriYHUX 3MiH, BUSIBJIEHMX HA OCHOBI €KCIIPECii MOJIEKYJISIPHUX MapKepiB npoJlidpepaliii, anomnroay,
HeoaHrioreHesy Ta iHBasii. [IpakTyHe 3Ha4€HHS pOOOTH MOJISITA€ B TOMY, IO 3alIPOIIOHOBAHUI METO],
IMYHOLIMTOXIMIYHOTO AOCJIiI>)KEHHS JOCTOBIPHO MOKpalllye AiarHOCTUKY PEriOHapHMX METACTa3iB paKy FOpTaHi.
Taxoxx et Metom, JOCiIKEeHHs 103BOJIs€ YHiI(IKYBaTH Ta NOJIETIUTY pOOOTY AiarHOCTUYHOI J1abopaTopii, 30Kpema
JliKaps-y1ab0paHTa. 3alpoNOHOBAHE iIMyHOTICTOXIMIYHE AOCIIPKEHHS KOMILJIEKCY MOJIEKYJISIPHUX MapKePiB
II03BOJIsSIE MPOTHO3YBATX BUSIBJIEHHS PerioHapHux meTacTasis PI'. Kommekc o6¢TesxxeHHs, o0 O6yB 3alTpOIIOHOBAHUM
y Pe3yJbTaTi AOCiIyKeHHs, MOKe OyTY BUKOPUCTAHUH 117151 IOKpAllleHHs 1iarHOCTUKY perioHapHux meTacrasis PI.
KiouoBi cy1oBa: pak ropTasi, MeTacrasy, JiM(paTru4Hi By3/M, iMyHOTiCTOXiMiUHEe JOCiIKEHHS, IMyHOLIUTOXIMiuHe
IocimkeHHs, TiMbOoauCceKis, peLuIuBy.

2. The dissertation is devoted to the decision of an actual question of diagnostics and forecasting of regional
metastasises of a laryngeal cancer (LC). To date, LC occupies an important place in the structure of tumors of the
head and neck. Malignant tumors of the larynx are most represented by squamous cell carcinoma. The key factor is
the presence of regional metastases, which significantly affects the survival of patients. According to studies, the
presence of regional metastases of LC is observed in 20-65% of primary patients. Purpose: Improving the
effectiveness of diagnosis and treatment of patients with laryngeal cancer on the basis of clinical and
morphological prediction of metastasis and determining the optimal treatment option. A comprehensive
immunocytochemical and immunohistochemical examination of patients was performed to detect and predict
metastases of laryngeal malignancies. According to studies, regional metastases were detected in 65 patients
(63.7%), who formed the main group. The other 37 patients (36.3%) with LC without metastasis were in the
comparison group. Immunocytochemical study with molecular markers of cytokeratin-19, matrix
metalloproteinases 2 and 9 was performed in 74 patients, including 37 patients of the main group with regional
metastases of laryngeal cancer and 37 patients of the comparison group. The prognostic value of matrix MMP-2
and MMP-9 relative to regional metastasis was determined by the presence of direct correlations between them
(Rv = 0.450; p <0.001); (RV = 0.460, p <0.001). Evaluation of the association between metastasis and the level of



cytokeratin 19 expression in the lymph nodes (RV = 0.639, p <0.001) showed a significant relationship of moderate
strength between them. For immunohistochemical study, the following indicators were performed: sensitivity of
Ki-67 - 100% (95% CI 91.0 - 100.0), AUC = 0.720, 95% CI (0.601 - 0.821) at p <0.001; cyclin D1> 50% sensitivity 82.1
(95% CI 66.5 - 92.4)% and specificity - 67.7 (95% CI 48.6 - 83.3)%; AUC = 0.780, 95% CI (0.665 - 0.870) at p <0.001;
VEGF AUC = 0.701, 95% CI (0.575 - 0.801), sensitivity - 84.6 (95% CI 69.5 - 94.1)%; feature - 48.4 (95% CI 30.2 -
66.9)%, p = 0.002; CD34 AUC = 0.630, 95% CI (0.506 - 0.742) at p = 0.50, sensitivity - 74.4 (95% CI 57.9 - 86.9)%;
feature - 51.6 (95% CI 33.1 - 69.8)%; Caspase-3 AUC = 0.719, 95% CI (0.599 - 0.820), sensitivity - 76.9 (95 CI 60.7 -
88.8)%; feature - 67.7 (95% CI 48.6 - 83.3)%, p <0.001; p21 WAF sensitivity 97.4 (95% CI 86.5 - 99.6)%, specificity -
45.2 (95% CI 27.3 - 64.0)% at p = 0.002, MMP-1 AUC = 0.677, 95% CI 0.555 - 0.784 (p 0.001) sensitivity 87.2 (95% CI
76.7 - 97.7)% and specificity 48.4 (95% CI 30.8 - 66.0)%; MMP-9 AUC = 0.618, 95% CI 0.504 - 0.732 (p = 0.047),
TIMP-2 - AUC = 0.615, 95% CI 0.491 - 0.729 (p = 0.044). The scientific novelty is that for the first time a method of
immunocytochemical diagnosis of regional metastases of LC was developed with the analysis of expression of
molecular markers MMP-2, MMP-9, and cytokeratin 19. The analysis of this study revealed a correlation with
regional metastasis of LC, which allows the effectiveness of the TAPB method. For the first time, a study of the
immunohistochemical profile of laryngeal cancer, which included molecular markers of invasion, apoptosis and cell
proliferation. The obtained data on the expression of MMP-1, MMP-9 and TIMP-2, Ki-67, VEGF, CD-34, Cyclin DI,
caspase 3 and p21WAF1 indicate the possibility of using this immunohistochemical profile as a prognostic. For the
first time, the dependence of the volume of surgery on the lymph nodes of the neck in patients with LC was
studied depending on the obtained data on morphological changes detected on the basis of expression of
molecular markers of proliferation, apoptosis, neoangiogenesis and invasion. The practical significance of the work
is that the proposed method of immunocytochemical study significantly improves the diagnosis of regional
metastases of laryngeal cancer. Also, this method of research allows to unify and facilitate the work of the
diagnostic laboratory, in particular the laboratory doctor. The proposed immunohistochemical study of the
complex of molecular markers allows to predict the detection of regional metastases of LC. The examination
complex proposed as a result of the study can be used to improve the diagnosis of regional LC metastases. Key
words: laryngeal cancer, metastases, lymph nodes, immunohistochemical study, immunocytochemical study,
lymph dissection, recurrence.
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