MIHICTEPCTBO OXOPOHHU 3/10POB’s1 YKPATHU
HAIIOHAJIBHUU MEJWYHHNUU YHIBEPCUTET
iMmeni 0.0. BOI'OMOJIbLIA

SIKOBJIEB ITABJIO TEOPTTFIOBUY

YK 616.681-006.6-071.078-08-059

OBI'PYHTYBAHHS BUBOPY KOMIIJIEKCHOI'O OPT'AHO-
3BEPITAIOUYOI'O JIIKYBAHHS XBOPUX HA HU3bBKO-
JUPEPEHIIMOBAHUM YPOTEJIAJIBHUM PAK CEYOBOI'O MIXYPA
14.01.07 — onkogoris
22 — 0XOpOoHa 370pOB’ s

Pedepar

JycepTallii Ha 3100y TTSI HAYKOBOT'O CTYIICHS
JOKTOpPA MEAUYHUX HAYK

Kuis — 2024

MignucaHo Akoenes MaBno

DN: cn=#koBnes MaBno, c=UA, o=HMY imeHi
0.0.Boromonbus, email=dr.yakovlev.urology@gmail.com
MpuunHa: A € aBTOPOM AAHOTO AOKYMEHTa

Oata: 2024.04.08 15:12:29 +03'00'



Jluceprarri€ero € pyKomuc.
Po6ora Bukonana B HamioHanmpHOMY  MEIWYHOMY  YHIBEPCHUTETI  IMEHI
O.0.boromosbls.

HaykoBui KOHCYJIbTAHT:
JOKTOp MEIUYHHUX HayK, IIpodecop
Bepemako Poman IBanoBuY,
Hamionanpauit Meauunuii yaisepcuteT iMeHi O.0. boromonbii,
3aBilyBau Kadepu OHKOJIOTI.

Odiniiini onoHeHTH:
JOKTOP MEIUYHHUX HAYK, CTAPIIUI JOCHITHUK
Boitsienko OJier AHaTO0J1iHOBHY,
JIHII «HarionanbHUNA IHCTUTYT PaKky»
[IpoBigHMI1 HAYKOBHI CHIBPOOITHUK HAYKOBO-KJIIHIYHOTO BIIJILITY
IUTACTUYHOI Ta PEKOHCTPYKTUYHOI OHKOYPOJIOTiT KIIHIKU
OHKOXIpYyPprii

JTOKTOP MEAUYHUX HAYK, Ipodecop

Muuuk KOgaian OJjerosuny,

JIbBIBCBKHI HAI{lOHAJILHUN MEIUYHUI
yHiBepcuTteT iM. J]. ['anunpkoro,

npodecop kadeapu yposiorii, mpodecop kadeapu
pajioorii Ta paaiaiitHoT MEeIUIIUHA

JOKTOp MEIUYHUX HayK, Ipodecop

Ilykin Amutpo Borogumuposuy,

XapKiBChKHI MIXKHAPOAHUI MEAMYHUN YHIBEPCUT,
npodecop kadenpu npodeciitHo-OpiEHTOBAHUX JTUCITUILTIH

3axucT BIAOYJEThCS HA 3acijlaHHi creriaiaizoBaHoi BueHoi pagu J[ 26.003.06 mpu
HarmionansHomy mMeaunanoMy yHiBepcuteTi imeHi O.boromosbiis 3a aapecoro: 01610,
M. KuiB, OynbBap IlleBuenko 13.

3 naucepTalii€r0 MOXXKHa O3HaWOMUTHCH y Oi6mioreni HarioHalTbHOrO MEIUYHOTO
yHiBepcuTeTy 3a aapecoro: 03057, m. Kuis, 6ynbBap I1leBuenko 13.

Buenunt cexperap
crienianizoBanoi Buenoi paau
JI.MeJI.H., mpodecop Spemenko JI.M.



3

3ATAJIBHA XAPAKTEPUCTHUKA POBOTHU

AKTyaJbHICTb TeMH. AKTyallbHICTh paky cedoBoro mixypa (PCM), a ocoOmuBo
fioro HaarpecuBHimoi popmu HU3bKO-TUdepeHiiiioBanoro PCM (HIPCM), six meauko-
COIllaJIbHOI MPOOJEMHU Yy YOJIOBIKIB 1 JKIHOK, BHM3HAYa€ThCS HE TIIBKM 3HAYHOIO
MOIIUPEHICTIO, @ i TPYIHOIIAMH €(DEKTUBHOTO PAJUKAIBHOTO JIIKYBaHHS, TPABMATUYHICTIO
Ta BUCOKMM pIBHEM YCKJIAIHEHb IMICI MPOBEICHHA pPAJAUKAIbHOI IUCTEKTOMIi, sKa
BU3HAYCHA SIK CTAHJAPT JIIKYBaHHS XBOPUX 3 M’s3€BO-iHBa3MBHOIO (opmoro paky [Witjes
J.A., 2020]. 3anumaeTbcsi HEIOCTATHHO BHUBUYCHHUM IIMTAHHS MOJKJIMBOCTI IPOBEICHHS
OpraHo-30epiraroyoro JiKyBaHHS 3 OIJIsIIy HAa BUCOKHM pIBEHb YCKIJIaIHEHb, CMEPTHOCTI Ta
3HIDKEHHS SIKOCTI JKUTTS MICIIs TPOBEACHHS paaukaibHoi iuctekTomii [Petrelli F., 2014].

Pak cedoBoro mixypa — 3JIOSIKICHE 3aXBOPIOBAHHS CEUOBOTO MiXypa, CXHJIBHE IO
YacTUX pEUUAMBIB Ta Mporpecii, ogHa 3 HaWIOPOTOBAPTICHIMIMX OHKOHO3OJIOTINA st
JIKyBaHHs, Ta OJHA 3 HAWMOIIMPEHIINIMX 3JOSKICHUX MYyXJIMH YOJOBIYOTO HACEJICHHA 3
MOTAaHUMHU PEe3yAbTaTaMU BIKMBAHOCTI XBOPHUX, IO MPEACTABIAE CKIANHY 3a1ady s
paaukansHOro JikyBaHHs [Han Y., 2018]. Pak cedoBoro mixypa nocija€ CbOMe€ paHroBe
MICIIE B CTPYKTYpl OHKOJOTIYHOI 3aXBOpIOBAaHOCTI (5,4%) Ta BOCbME MiCILIE€ B CTPYKTYypi
OHKOJIOT1YHOi cMmepTHOCTI (3,9%) dyonoBikiB B VYkpaini. Cepen KIHOUYOTO HaCEICHHS
3aXBOPIOBAHICTh HAa paK CEYOBOT0 MiXypa Ta CMEPTHICTh BiJl HHOTO HE BXOIUTH B mepii 10
Ho3ouorii [Penopenko 3., 2020].

3aranpHa KUIbKICTh HOBUX BHUIIAJIKIB paky cedoBoro mixypa B 2019 pori B YkpaiHi
4443, CcHiBBITHOIICHHS 4YOJOBIKIB J0O JKIHOK cepel 3axBopuiux 4:1. 3axBOprOBaHICTbH
(cBiToBHY cTanAaprt) - 6,5 Ha 100 THc.HaceneHHs. 3aXBOPIOBaHICTh B YkpaiHi - 11,1 na 100
TUC.HACEJIEHHS. 3arajibHa KUIbKICTh moMepiux B 2019 porri Bij paky c€40BOrO Mixypa B
VYkpaini ckiagae 1657. CmepTHICTD (CTaHIapTU30BaHUM MOKA3HUK, CBITOBUM cTaHAapT) 2,2
Ha 100 Tuc.HacenenHs. CMepTHICTb (CTaHIAPTU30BAaHUM MOKAa3HUK, YKPAiHCHKUI CTaHIapT)
4,1 na 100 ThC.HACEICHHS.

Husbko-nudepenuiioBannii yporeniaabHui pak cedoBoro mixypa (high-grade bladder
cancer) € HauO1IbII arpecuBHOO (opMoro xBopoOu, 1o 3ycTpiyaerbes B 10-15% Beix
BUIIAJIKIB, HaWyacTille MPEACTABICHAa M’ S3€BO-IHBA3UBHOIO (OPMOIO, sIKa Ma€ TEBHI
BiIMIHHOCTI BiJ1 1HIIUX popM PCM sik B MOpdO-TeHeTUYHOMY aCIeKTi, TaK 1 B KIIIHIYHOMY,
0 poOuTH 10 GopMy XBOpPOOHM OKpeMOI0 Ho3oJoriuHO oxmHHIEo [Witjes J.A., 2019,
Han Y., 2018].

M’s13eBo-1HBa3uBHUI pak cedoBoro mixypa (MIPCM) e Han3Bu4aitHO BapiaOeIbHOIO
XBOPOOOIO 3 BEJIMKOIO KUIBKICTIO MiABapiaHTIB TicTojoriyHOi OynoBu myxiauHu [Necchi A.,
2020, Fantini D., 2018]. Lle#i ¢akr ycknagHioe po3poOKy CTaHAAPTHUX IIIXOMIB JIO
niarHocThku Ta JikyBaHHs MIPCM, ycknaaHioe mporHo3 nepediry XBOpoOW Ta OLIHKY
BIDKMBAHOCTI, Ta BUMAara€ IOAAJbIINX JTOCTIPKCHb B HAMPSAMKY TIOMIYKY MIIAXIiB
MOKpAIlleHHs pe3yJIbTaTiB AlarHOCTUKH Ta JiiKyBaHHS [Knowles M.A., 2006, Pietzak E.J.,
2019]

CranpmapTt JiKyBaHHS M’ SI3€BO-IHBa3WBHOIO paky cedoBoro mixypa (MIPCM) —
panukanbHa ructekromis (PLIE) [Witjes J.A., 2019]. [Ipote 5-piuHa cyKynHa BUKUBAHICTh
B 1iH rpymi xBopux — 50% [Bochner B.H., 2018]. 3 iH1moro 00Kxy, paaukaibHa HUCTEKTOMIs
MOB’si3aHa 3 BUCOKOIO MICISIOTIEPAIIHOI0 3aXBOPIOBaHICTIO (66%), HECE 3HAYHUN PUBHK
micsionepaiiitHoi cMmepTHOCTI (10 4,2%), Ta HETAaTUBHO BIUTMBAE HA AKICTh )KUTTA [ Bochner
B.H., 2018, Johar R.S., 2013]. 3ampoBamkeHHss B KJIIHIYHY TPAKTUKy HE0aJa FOBAaHTHOI
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MJIaTIHO-BMICHOI1 MOJIXIMIOTepanii J03BOJIsI€ 301IBIINTH KaHIEp-Ccrienn(iuHy BUKUBAHICTD,
Ta 3MIHUTHU JIIKyBaJbHY MapajurMy B OiK OpraHo-30epirarodoro jgikyBaHHs, ab0 OpraHo-
BHJIAJILHOTO JIIKYBaHHS 3 OUTBIITMMU TIOKa3HWKaMu BkuBaHOCTI [Robins D., 2018]. TIpore,
BUKOPHUCTAHHS JJAHOTO PEKUMY B KJIIHIUHIN MPAKTHUII Ty’Ke 0OMEKEeHE, HE B OCTaHHIO Uepry
yepe3 TOKCHYHICTh IIaTiHOBMICHOI Ximiotepamii [Yin M., 2016]. BunpaBmanum e
IMparHeHHs A0 MiHIMI3allli TOKCHYHMX IIPOSIBIB JIIKYBaHHsS (K XipypriuHoOro, Tak i
XIMIOTEpaIreBTUYHOT0), TOMY KPUTUYHOMY aHaII3y Ta Meperisiay MiJIsralTh 1CHYHOYl
CTaHJapTH Ta cxeMu JikyBaHHsa MIPCM.

Pak ce4oBoro mMixypa € BUCOKO IMyHOT€HHOIO XBOPOOO10. 3MiHA IMYHHO1 BIATOB1/I1 IPU
IIbOMY 3aXBOPIOBaHHI € BAXKJIMBUM €JIEMEHTOM B MaToreHesi paky. [Himiaris ta mporpecis
paKy BimOyBaeTbCcs Ha T PO3BUTKY iMyHocympecii y xBoporo [Hanahan D., 2011].
XpoHivHE 3amajeHHs, IMyHOCYTIPECisi, Ta OHKOJIOTIYHUIN MPOIIeC € TPhOMa MaTOJOTIYHUMU
SBHILAMH, 110 TMOEIHYIOTHCS Ta MIACHIIOITh OIWH OAHOTO MpHU KaHIeporeHesi. Tomy
IMYHOOHKOJIOTITYHHMA MIAX1J MPETeHAYe€ Ha YMHHE 1 BaroMe MiCl€ B JIKyBaJbHOMY
anroputMmi xBopux Ha PCM [Seliger B., 2020]. 3 oy Ha Te, 1110 MOKa3HUKW BUYKUBAHOCTI
XBOPUX Ha HU3BKO-AH(PEPEHIINOBAHUI paK CEUYOBOTO MIXypa 3aJIMILAIOTHCS HU3BKUMH,
3aMpoOBaPKEHHS] CUCTEMHHUX IMYHOTEPANEBTUYHUX JIKYBaJIbHUX 3aXOMdIB SIK EJIIEMEHTY
KOMILUIEKCHOI Tepamii Ha JOaTOK JO ICHYIOYMX CTaHJapTHUX METOIB JIKyBaHHS
(Xipypriyauii, XiMiOTEparneBTUYHUN, PAJIIOTEPANECBTUYHUIN) A€ HAJiI0 Ha TMOKPAIICHHS
PE3yJbTaTIB JIIKyBaHHS Ta MOKa3HUKIB BU)KUBAHOCTI.

UwuciaenHi AOCHTIKEHHS CTOCOBHO JiKyBaHHA MIPCM, Ta momyk NUISXIB IIOAO
nepcoHidikaiii JiKyBaHHS HaJal0Th HOBI (PakTH, 1m0 MOTPeOyIOTh CcUCTeMaTH3allii, B
3B’SI3KY 3 IIUM 1 OYyJIO IPOBEJIEHO HUBKY JIOCIIPKEHb, PE3YJIbTaTH SIKUX BUCBITJICHI Y JaHIN
po0OTI.

3B's130K po0OTH 3 HAYKOBUMHU NPOrpaMaMu, IVIaHaAMM, TeMamu. JluceprariiiHa
po0oTa BUKOHAaHA 3TiJHO 3 IJIAHOM HayKoBO-mocaiaHux podit Y «lHcTuTyT yposorii
HAMH Vkpainm» 1 € (QparMeHTOM IUIaHOBOI HAyKOBO-IOCHIAHOI POOOTH: HOMEP
nepxaBHoi peectpamii 0111U002100. wuceprariitna pobota mpoinuia Oi0eTHYHY
excrieptudy B HamionanbHoMy MenuuHoMmy yHiBepcuteTi iMmeHi O.0.boroMosnbiis
(mpotokon Ne 171 Bix 24.04.2023 p.).

Meta pocaigaxenHsi: [lokpaieHHs SKOCTI KUTTS XBOPUX HA M’ SI3€BO-1HBa3WBHHM
HU3BbKO-U(EepeHIIHOBaHUI ypOTeNiaJbHUN paKk CEYOBOTO MIXypa MIJISXOM MPOBEICHHS
OpraHo-30epiratouoro KOMILJIEKCHOTO JIIKYBaHHS, PE3yJbTaTH SKOTO 3a MOKa3HUKaMU
BIDKMBAHOCTI OyayTh HE TIPIIMMH 32 ICHYIOYMH CTaHAapT, Ta MOIIYK MOTEHIIMHUX
NPEeIUKTUBHUX (aKTOPiB mepcoHidikailii boro J1KyBaHHS.

3aBaaHHA TOCTIKEHHA

1. JlocmiauT MOXIUBICTh BUKOHAHHS OpPraHo-30epiralouux onepatii y XBopux
HAa M’SI3€BO-1HBA3WBHUW OPraHO-JIOKAJI30BAHMM Ta MICLEBO-TIOIIUPEHUNA HU3BKO-
nudepeHIiiioBaHuiA ypoTelianbHild pak ceuoBoro mixypa (ctamii pT2-3N0), Ta mopiBHATH
MOKA3HUKU S-pivyHOl 3arajbHO1 BU)KMBAHOCTI XBOPUX MICHS PaUKaIbHOI LIUCTEKTOMII Ta
nicis oprano-3oepirarouux omnepaiiii (TYPCM abo pe3exiiisi Ce40BOT0o MiXypa).

2. [TopiBHATH pe3yabTaTH S-piuHOI OE3pelUIMBHOI BUKMBAHOCTI XBOPHUX Ha
HJAPCM, omnepoBaHMx 3a JOMOMOTOI0 PI3HMX BHUIIB OpraHo-30epiralouux BTPYYaHb
(TYPCM abo pe3exiris ce40BOro Mixypa).
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3. JlocaiauT MOKa3HUKM 3arajibHO1 BIDKMBaHOCTI xBopux Ha HJIPCM micns
MIPOBEJCHHS OpPraHo-30epirarouoro JiKyBaHHS B KOMOIHAIllT 3 «PATIBHOIO» LIUCTEKTOMIEIO
npu MicueBomy peranusi HJIPCM B nopiBHsHHI 3 nepBUHHO BuKoHaHOO PIIE.

4, JlocmauTH MOKa3HUKHU 3-piYHOI 3arajibHOI BUYKUBAHOCTI Y XBOPHUX 3 MICIIEBO-
nomupeHuM abo perioHapHo-metactatuunuM HJIPCM micns HAIIXT, omepoBanux 3a
OpraHo-30epiralourM IiJIX0JA0M a00 B 00CsA31 paguKalIbHOI IUCTEKTOMIi, Ta BU3HAYUTHU
BapiaHTH BiAMOBII1 Ha poBeneHy HAITXT.

5. JlocmiauTy BIUIMB aj IOBAaHTHOI TMOJIXIMioTepamii Ha S-piyHy 3arajibHy
BI>KMBaHICTh XBopux Ha HIPCM cranii pN+.
6. [IpoBecT TOPIBHAJIbHY OIIHKY SIKOCTI JKATTS XBOPHUX IICJIS OpraHo-

30epirarounx omeparii Ta paauKaabHOI HHUCTEKTOMII 3a JOMOMOIOI0 YKpaiHChKOi Bepcii
onutyBanbarka MOS SF-36.

7. JlocoiauTu eKCIpecio KI0YOBOTO PELENTOPY BPOKEHOI IMyHHOT BIAMOBIII
TOJI-TIOAI0HOTO perenTopy 4 TUIY Ta MUTOKIHIB cUcTeMHOi 3ananbHoi BiamoBimi (IFN-y,
TGF-f, TNF-o ) B TKaHUHI paKky CEYOBOTO MiXypa B 3aJIeKHOCTI BiJ] CTallii paKy ce40BOTO
MIXYpa.

8. JlocmiuTy 3MIHU MOJIEKYJIIPHOTO MPOQLITIO MyXJIMHHOTO MIKPOOTOUEHHS PaKy
CEUOBOI'0 MiXypa B TKAHHHI IyXJIMHU Ta B CHPOBATIII KpOBi XBopuX (nuTokinu Thl- ta Th2-
npodineir, VEGF, HSP60/70, cepuHoBI mnpoTeiHa3u, MaTPUKCHI METaJONpOTeiHa3u,
TKaHUHHUM 1HT161TOp MMII, 11a3mMiHOTeH, aKTUBATOP IJIa3MIHOTEHY TKAHWUHHOTO THUITY, 012~
MaKponIO0yITiH, 02-aHTUILIA3MIH) B 3aJIS)KHOCTI BiJ] CTail paKy CE40BOT0 Mixypa.

Q. B excniepumeHTi Ha KIITUHHIN JiHIT paKy cedoBoro Mixypa T24/83 BuBuuTH
3MIHY €KCIpecii TOJ-TIOIIOHOTO pelenTopy TUIly 4 Ta KIIOUYOBUX ITUTOKIHIB CHUCTEMHOI
3amajabHO1 BIJTMOBI/I, MPOTi)epaTUBHOTO CTaHy Ta aroITo3y KIITHH PaKy CEY0OBOrO MiXypa
1] BIUIMBOM JOCHIZAHOI MOJi()EHOIBHOI CHOJYKA POCIMHHOIO TMOXOJKEHHS MENaHIH B
KOMOIHaIIi 13 IUTOTOKCUYHUM IMpenapaToM LUCIUIATHH.

10. BwusHaunTtu KpuTepii e€PEeKTUBHOTO Ta OE3MEYHOr0 3aCTOCYBaHHS OPraHo-
30epiratrouoi  Xipyprii 'y XBOpHX Ha MICICBO-TIOIIMPEHU Ta/abo perioHapHO-
Meractatnunuil  yporemansHuii HAPCM mnpu 3actocyBanni HAIIXT 3a cxemoro
reMuTa0dlH Ta UCIUIATHH.

06’exkm  docnidxcenHs: HU3BKO-IUGEPEHIIHOBAaHUN pak CEYOBOTO  MiXypa,
KOMILUIEKCHE OpraHo-30epiraroue JKyBaHHS HHU3bKO-IHU(EpPEHIIOBAHOTO paKy CEY4OBOTO
MiXypa.

IIpeomem docnidxcenHs: pe3yabTaTH METO/IIB JIIKYBaHHS HU3bKO-TU(EPEHIIIIOBAHOTO
paKy ce4oBOro Mixypa (XipypriuHoro, XimMiOT€paneBTUBHOIO, IPOMEHEBOrO0 Ta ixX
KOMOiHaIlli), TOKa3HUKHU BIKHUBAHOCTI, PEHUAMBUA PpaKy IICIsS OpPraHo-30epirarouoro
JIKyBaHHS, TOJI-MOMIOHWN perienTop 4 TUIy, KJIIOYOBI LIMTOKIHM CUCTEMHOI 3amaibHOI
BIJIMIOBI/I1, MOJTI)EHOIBHA CIOIYKa POCIMHHOTO MOXO/XKEHHS MEJIaH1H, BIUIUB HA TOKAa3HUKHU
KJIITUHHOTO IUKJTY, KJIIITUHHA JIiHIS paKy cedoBOro mixypa T24/83, sSKicTb KUTTS.

MeToam  d0CJiUKEeHHSI:  KJIIHIKO-TaO0OpaTOpHi, MPOMEHEBl  (KOMIbIOTEpHA
ToMorpadis, MarHiTHO-pE30HaHCHAa ToMmorpadis), TICTOJOTIYHUN, IMYyHO-TICTOXIMIYHHM,
[UTOJIOTTYHUNA, MEJIMKO-CTaTUCTUYHI, CIEKTPOPOTOMETpUUHMM, adiHHOI XpomaTorpadii,
iMmyHOepMeHTHHIM aHami3 B Moaudikamii ELISA, Meron BuUMIpIOBaHHS ONTHYHOTO
MOTJIMHAHHSA, YHI(IKOBAaHUN EH3UMATUYHUNA METOA, UUTO(IYOPUMETPUUHUN aHai3,
KOJIOpDUMETPUYHHUM TECT, MOJIMEPa3HO-JIAHIIOTOBA PEaKIlisi y peaJbHOMY 4aci, METO]
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BITHOCHOT KUTbKICHOT omiHKu ACt, METOJl TPOTOYHOI IIUTOMETPIi, OMTUYHOT MIKPOCKOTIT,
OMUTYBaHHS MPOOMEPOBAHUX XBOPHUX 3a JOIMOMOTOI0 YKpaiHChKOi Bepcii OMUTYBabHUKA
MOS SF-36.

HaykoBa HOBH3HA OTPMMAaHUX pe3yJIbTATIB.

1. Bnepiie noBeneHa MOXIIMBICT, BUKOHAHHS OpPraHO-30€epirarouux oreparii y
XBOpUX Ha M S13€BO-IHBA3MBHUN OpPraHO-JIOKAJII30BAHUNA Ta MICIIEBO-TIOIIUPEHUN HU3BKO-
nudepeHIiioBannii - ypoTrenianbHii pak cedoBoro Mixypa (cramii pT2-3NO0), 1o
3a0€3MeuyloTh IMOKA3HUKHM 3arajibHOi BMIKMBAHOCTI HE TIpIHIl 32 TOKA3HUKU MICIs
paguKaIbHOT IUCTEKTOMII.

2. Brnepiie mpo/ieMOHCTPOBAHO, 1110 MOKAa3HUKUA O€3pelUIMBHOTO BUKUBAHHS Y
XBOPUX Ha M S3€BO-IHBA3MBHUHN OpPraHO-JIOKATI30BaHUHA Ta MICIIEBO-TIOMINPEHUN HU3BKO-
nudepeHIiiioBaHmiA ypoTelianbHild pak cedoBoro Mixypa (craaii pT2-3N0), onepoBanux 3a
JIOTIOMOTOI0 PI13HUX BUAIB OPraHO-30epiralounx BTPy4YaHb, € 1ACHTUIHUMH.

3. Bnepme oOrpyHTOBaHa JOLUIBHICTH MPOBEIEHHS OpraHo-30epiratoyux
omepaiii mpu peuuauBl M s3eBo-iHBazuBHOro HJIPCM 3 mnojganbliuM MOKIHMBUM
MIPOBEICHHIM PSTIBHOI LIUCTEKTOMII, 10 3a0e3Meuye MaKCUMAJIbHO TpUBaJe 30€pexKeHHS
(GYHKII0HYIOYOTO CEYOBOTO MiXypa Ta 3arajibHy BIXKMBAHICTh JIOBIITY, HIXK IPU MPOBEIACHH1
NEPBUHHOT PaIUKAIBHOI IIUCTEKTOMII.

4. Brnepiie noBeneHo, 1m0 aj’foBaHTHA MOMIXIMIOTEpanis YHHUTh MO3UTUBHUM
BIUITUB Ha S5-piuHy 3arajbHy BIDKMBaHICTH xXxBopux Ha HJIPCM micns XipyprigsHoro
JKyBaHHS CTaJlii, a caMe, TOKpallly€e BUKUBAHICTh XBOpUX cTafii pN+.

5. Bnepiie oOrpyHTOBaHAa MOKJIUBICTH IPOBEACHHS OpraHo-30epiraroyoi
omnepariii y xBopux Ha HAPCM npu nocsArHEHHI YacTKOBOI IMMATOJOTIYHOI BIJAIMOBIII Ha
nucmiatig-sMicHy HATTXT.

6. Bnepiie poBeneHa BHIIA SAKICTh XUTTS O mapaMmerpaM (Di3UYHOrO Ta
MICUXOJIOTIYHOTO 3/I0POB’S MPU 30€pEKEHHI MPUHHATHOTO PIBHS BH>KMBAHOCTI Y XBOPUX Ha
paK CE4OBOr0 MiXypa, ONEPOBAHUX B 00CSI31 OPraHO-30epiratounx METOAUK B TIOPIBHSHHI 3
XBOPHUMH MICIIA PAAUKAIBHOI LIUCTEKTOMII.

7. Bnepiie mnpoBeneHui NOIIYK MOJIEKYJSIPHUX MapKepiB MpOrpecii  paky
CEYOBOT0 MIXypa, a came, JOBEJIEHa HIKYa EKCIIPECIs KIIOUOBOTO PELENTOPY BPOIKEHOI
imyHHoi BiamoBigli TLR4 Tta murtokidiB IFN-y, TGF-4, TNF-o B TkanuHi paky ce€4oBOTO
Mixypa Oy/b SIKOi CTaJii Ta CTyINeHs KIITHHHOI aTHMil B MOPIBHAHHI 13 3JJOPOBOIO CTIHKOIO
ce4yoBoro mixypa. B metactatuuno ypakeHoMy JTiMGbaTHIHOMY BY3J11 BUSBIICHO JJOCTOBIpHE
30utbeHHs excrpecii TGF-f mopiBHsiHO 10 HEypaxeHoro JdimMbaTuyHOro By3ina, Ta TLR4
MOPIBHSHO JI0 €KCTpecii B TKAHUHI PaKy CEUY0BOTO MiXypa, [0 MOXKe OyTH MIIICHHIO JIJIs
MOJATBIINX PO3POOOK TAPTeTHOTO BILUTUBY Ha METACTATHUHUHN ypOTETialbHUHN pakK.

8. Hanani 10ka3u 3MiH B MOJICKYJIIPHOMY IIUTOKIHOBOMY (tiuTokinu Th1 ta Th2
npodineir) Ta Oioximiynomy mnpodutto (VEGFE, HSP60, HSP70, cepunoBi mporeinasu,
MaTPUKCHI METaJoNnpoTeiHa3u, TKaHUHHUKA 1Hr10iTop MMII, nnmasmiHoreH, akTUBaTOp
IUIa3MIHOT€HY TKAaHMHHOTO THITY, 0.2-MaKpOIJIOOYNiH, 02-aHTUIUIa3MIH) MIKPOOTOUYEHHS
paKy Ce4yoBOI0 MiXypa, 110 JOCTOBIPHO KOPEIOITh 31 3pOCTaHHSAM CTajlii paKy CE40BOIO
mixypa Big cramaii I go IV, Ta MoXxyTh B mNojanblIioOMy CIyTyBaTH 1HAMKATOpaMU
MepCcoHi(piKOBAHOTO JIIKYBaHHS.

Q. Briepiie B exkcriepuMeHTi Ha KIITHHHIA JTiHIT paky cedoBoro Mixypa T24/83
OyJia MpoJAEeMOHCTPOBAHA BIACTHBICTh MOMI(PEHOIBHOT CIIOTYKH TPUOKOBOTO MOXOKEHHS
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MeJaHiHy, TPOAYLEHTOM SIKOi € YOPHI APLKIKOMOAIOH] Tpubn pony Pseudonadsoniella Ta
HOBOTO BUAy Pseudonadsoniella brunnea, i30mp0BaHi 13 ckelbHOI mopoau o.l'aminnes
(AnTapKTHAQ), TUTOTOKCUYHOTO Mpenapary MHUCIUIATHH Ta 1X KOMOiHAIlli BIUTMBAaTH HA
excrpecito TLR4, TNF-a, TGF-£, INF-y B TkKaHUHI paKy c€4OBOTO MiXypa y IMOPIBHSIHHI 13
EKCIPECI€l0 B KOHTPOJI, Ha Mepepo3Noiia KITHH 3a (a3zaMu KIITHHHOTO ITUKIY Ta
MJBUIIYBaTH PIBEHb amolTO3y cepel]l MyXJMHHUX KITHUH. Lle Bkasye Ha HasBHICTH Y
MeJaHIHy BJIACTUBOCTEH MOTEHIIHOTO aJ1’ IOBAaHTY CUCTEMHOI'O IIUTOTOKCUYHOIO BILIUBY
Ha KJIITUHU PaKy CEYOBOT0 MIXypa, a TAKOK aHTUMETACTa30T€HHOTO BILIMBY, BPaXOBYIOUU
CYNPECUBHHMM BIUIUB JOCHIPKYBaHOI KOMOIHAIl Ha EKCIPEecito MPOMETacTaTUYHOTO
uTokiHy TGF-£, Ta cioHykae 10 MoAaIbIINX KITHIYHUX JOCIIKEHbD.

10. BwusHayenwii kputTepiii eQeKTUBHOrO Ta OE3MEYHOrO 3aCTOCYBAaHHS OpPraHO-
30epirarouoi  Xipyprii 'y XBOpHX Ha MICIICBO-TIOIIMPEHU Ta/abo perioHapHO-
MertactatuuHuil yporemanpauii HJIPCM mnpu 3actocyBanni HAIIXT 3a cxemoro
reMuuTablH Ta UUCIUIATHHA, SKUU MOJSIrae y JOCSTHEHHI YacTKOBOI PajloJIOrT4HOI
Bianosial no kputepito RECIST 1.1, mo yMOXIHBIIOE MPOBEIECHHS PE3EKIii CEYOBOro
Mixypa abo TYPCM.

I[IpakTUYHe 3HAYEHHSI OTPUMAHHUX Pe3yJIbTATIB MOJSATAE B TOMY, 1110 OOIPYHTOBaHA
JIOLIBHICTh TIPOBEJIEHHS KOMIUIEKCHOTO OpraHo-30epiraiodoro JiKyBaHHS XBOPUX Ha
HU3BbKO-AUEPEeHITIHOBaHNN M’ SI3€BO-1HBa3UBHUN paKk CEYOBOIO MiXypa, IpU SKOMY
30epiraeTbcs 3aJ0BUIbHA SKICTh XKHUTTS XBOPHUX, 30€pIracTbCsi CEUOBUN MIXYp, MOKa3HUKU
3arajpbHOl BM)KMBAHOCTI HE € TIPIIMMH, HIXK MPU MPOBEJAEHHI PaTUKaIbHOI IIUCTEKTOMI.
Busznauena wactora peuuausie HJIPCM micis oprano-30epirarouoro JiKyBaHHS, Ta
IPOJAEMOHCTPOBAHO, 1110 PEIUIUBU TPAILISIOTHCS CTATUCTUYHO TOCTOBIPHO OHAKOBO YaCTO
gk micas TYPCM, tak 1 pe3ekili ce4oBoro Mixypa, mpore MeaiaHa yacy 0e3peruIuBHOTO
BIYKMBAHHS O1JIbIIIA MICIIA BIAKPUTOL pe3eKIlii CEe40BOro Mixypa. PITiBHA LIHMCTEKTOMIS, sIKa
MPOBOJIUTHCS MPU PELUJUBI paKy MICJSI OPraHO-30€pirarovuoro JIiKyBaHHS BUKOHYEThCS
yactime micas TYPCM, Hixk micis pesekiii cedoBoro Mixypa. [IpomeMoHCTpoBaHMiA
MO3WTUBHUI BIUIMB Ha 3arajibHy BHKMBAHICTh OPraHO-30€pirarodyoro JiKyBaHHS, Ta
JOBEICHO CTATUCTUYHO JOCTOBIPHO, IO XBOpl, AKI MPOJIKOBaHI B O0CS31 PATIBHOI
rctekToMii micns peuuauBiB HIIPCM MarTh TpUBAICTh KUTTS BHINY, HDK XBOpI
IIEHTUYHUX CTaaii, mpojiikoBaHi B o0cs31 mepBuHHOi PIIE. [loBeneHuii cTaTUCTHYHO
JTOCTOBIPHUN MO3UTUBHUMA BIUTUB aj toBaHTHOI IIXT Ha BrkuBaHICTh XBOpUX cTafdii pN+
micas  XipypriyHoro JikyBaHHs. [IpomeMoHCTpoBaHa 1lI€HTUYHA €(EKTHUBHICTH BiJ
npoenenus [IXT a6o JIIT B panabomy abo BiaTepmMiHOBaHOMY Y 4aci nepiofl (Oiibiie 3
MmicamiB Tmicas omeparii). IlpogemoHcTpoBanuii epexT 3HIKEHHS CTaail Ta CTyHeHsS
xiaituaHOI atmnii PCM  BrHacmimok 1wmciuiatuH-BMicHOT HAIIXT, Ta MOXIHMBICTH
NPOBEICHHS PAJAUKAIBHOTO XIPypridHOTO JIIKyBaHHA 3 BHUCOKHMH ITOKa3HHKaAMHU
BIDKMBAHOCTI B 00cs31 sik PIIE, Tak 1 pesekiii cedoBoro mixypa. IIpomemoHcTpoBaHa
KJIIHIYHA €(EeKTUBHICTh MPOBEACHHS Ta30BOi JiM(]aaeHEeKTOMIi B MOHOPEXHUMI MICIsS
3aBEpILICHHS KOMILUIEKCHOTO OpraHo-30epiraloyoro JiKyBaHHS B 00cCs31 pe3ekuii 3
nicisonepaniiHow mnosixiMioreparnicto. J[OBEeIeHO TOCATHEHHS BHUIOI SKOCTI KUTTS
XBOPHX, ONIEPOBAHUX B 00CSI31 OpraHO-30epiratouux METOJIMK B MOPIBHSHHI 3 SIKICTIO KHUTTS
MICTISL PAIUKAIBHOI IUCTEKTOMIT TI0 mMapaMeTpax (pi3MdHOTO Ta MCUXOJIOTIYHOTO 310POB’SI.

OcobucTuii BHecOK 3100yBaya. 37100yBaueBl HAJIEKUTH BHOIp TeMU pPOOOTH.
CrnisibHO 3 HAYKOBHUM KOHCYJIBTAHTOM BH3HAUEHO HAMNpPSIMHU 1 JW3alH JTOCIHIJKEHb,
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OOTpYHTYBaHHS METH, 3aBJIaHb 1 CITIOCOOIB 1X BUPIMIEHHA. ABTOPOM CaMOCTIMHO BUKOHAHO
MIONIYK Ta aHaJli3 HAyKOBOI JiTepaTypu. besmocepenHbo aBTOpoM 3a1iICHEHO Ha0ip XBOPHUX
B JIOCJIIJDKEHHS, TUTAHYBaHHS Ta MPOBEACHHS XIPypriYHOTO Ta KOMOIHOBAHOTO JIIKYBaHHS,
dbopMyBaHHS €JNEKTPOHHOI 0a3u JaHUX XBOPHX Ta CTATHUCTUYHUN aHali3 OTPUMAHUX
pe3yJbTaTiB, 3a0lp TKAaHMH paKy CEYOBOr0 MiXypa I NMPOBEJICHHS JIa0OpaTOPHUX Ta
€KCIIEpUMEHTAJILHUX JIOCHI/I>)KEeHb, aHATI3 JaHUX Ta y3araJlbHeHHs pe3yJIbTaTiB, HAlTMCAHHS
crateid, chopMyJIbOBAaHO BUCHOBKH 1 TPaKTHYHI pekoMeHaallii. Takoxx aBTop OpaB y4acTh
y MPOBEICHHI €KCIIEPUMEHTY 3 KJIITHHHOIO JIIHIEI PaKy CEYOBOro Mixypa, oQpopMIICHHI
nporokoiB. CaMOCTIHHO HanrMcaHna i opopmiieHa auceprallis Ta aBTopedepar. Y HayKOBHX
nyOJiKalisx, 3asBKax Ha 3alpOoNOHOBaHI BUHAXOIHW, 110 BUKOHAHO 13 CIIBAaBTOPAMH,
JIUCEPTaHTY HAJICKUTh (PAKTUYHUNA MaTepial 1 OCHOBHHM TBOpUMi HOPOOOK. Yci HAyKOBi
y3arajJbHEHHS, TIOJOKCHHS, PE3yJbTaTH, BUCHOBKM Ta PEKOMEHAIli, BHKJIQJACHI Yy
JUCEpTAaIlii, BAKOHAHO aBTOPOM OCOOWCTO.

Amnpobania pe3yabtatiB aucepranii. OCHOBHI NOJIOKEHHA POOOTH BUKIIAJEHO Ta
0OroBOpEHO Ha HAyKOBO-NPAKTHYHUX KOH(EpeHLisiX pi3Horo piBHA: 3’134 acouiamii
yposoriB Ykpainu, 16-18 Bepecus 2010 p., Oneca. HaykoBo-npakTuuHa KoH(EpeHIis
«|HHOBAIIII{H1 aCTIEKTH TEXHOJIOT1# B ypoJorii», 22-23 6epe3ust 2012 p., Kui. Kondepeniis
“JIOCSITHEHHSI Ta IEPCIIEKTUBU B OHKOYPOJIOTii, IJIACTUYHIN Ta pEKOHCTPYKTUBHIN Xipyprii
ceyoBUIUIbHUX TUIAxiB» mam’sTi Kapnenko B.C., 18-20 kBitHa 2013 p., Kues. 38th
Meeting of European Society of Medical Oncology, Sept.27-Oct.1, 2013, Amsterdam, The
Netherlands. 11th North-Eastern European Meeting of EAU, 23 May 2014, Vilnus,
Lithuania. 34th Congress of SIU (Society international d’Urology), 12-15 October 2014,
Glasgow, England. 7th European Multidisciplinary Meeting on Urological Cancer
(EMUC2015), 12-15 November 2015, Barcelona, Spain. 15th Central European Meeting of
European Urological Association, 2-4 October 2015, Budapest, Hungary. World Congress
and Expo on Oncology & Radiology (Oncology-2016), April 18-20, 2016, Dubai, UAE.
10th World Congress on Polyphenols Applications, 29June-1July 2016, Porto, Portugal.
HaykoBo-npaktuHa KOH(EpeHIiss 3 MDKHApOAHOI ydacTio "YpoJoris, aHapoJoris,
Hedpomoris - 2016", 25-27 tpaus 2016p., Xapki. 51st European Society of Clinical
Investigation Conference, 17-19 May, 2017, Genoa, Italy. European Cancer Congress 2017,
Amsterdam, The Netherlands. ECI 2018 — 5% European Congress of Immunology,
September 2, 2018, Amsterdam, The Netherlands. Meeting of European Society on
Urologic Research, 2018, 4-6 October. Athens, Greece. (ESUR18). The Immuno-Oncology
2019 World Congress (Immuno-Oncology2019), 23-24 May 2019, Barcelona, Spain.
HayxkoBo-npaktuna xoHdepeHiist «[HHOBaIitHI TEXHONOTIi CKPUHIHTY, A1arHOCTUKH, Ta
nepcoHidikoBanoi Tepamii paky", 3—4 sxoBtHs 2019 p., Kuis. XII 3’131 ykpaiHChKOTO
010XIMIYHOTO KOHTpecCy, NpHUCBIYeHHN 165-i1 piuHumi Big 1OHA HapomkeHHs [ S
T'op6aueBcbkoro. 30 BepecHst — 4 xxoBtHs 2019, Kuis. HaykoBo-npakTtuuna KoH}epeHiis
«Ypouinpo», 20-21 sxoetHa 2020 p., Hduinpo. HaykoBo-nmpakTtuyHa KoH(pepeHIis
«Ypoluinpoy, 14-15 xostHs 2021 p., Auinpo.

BnpoBa:keHHs1 pe3yJbTaTiB A0CHiKeHHs. Pe3ynbraT KIHIYHUX, 1a00paTOpHUX
Ta €KCIEPUMEHTAIBHUX JOCIIKEHb, BUKJIAJIEHUX B JUCEPTALIMHIN pOOOT1, BIPOBAIKEHO
B KJIIHIYHWIA, HABYAJIBHUNA Ta HAyKOBO-JOCIITHUN TpolilecH Ha kadempax ypoJsiorii Ta
onkosiorii HMY im. O.0. boromomnsirs; HHIL "TactutyT 6i0m0rii Ta Mmeaumuan" KuiBchbkoro
HaIllOHAJIbHOTO YyHiBepcuTeTy imMeHl Tapaca llleBueHka; y kIiHIYHY OpakTHKy LleHTpy
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ypoutorii Ta onkoypodorii Kiiniunoi gikapai «®eodanis» Y C, Kuis; BigaiieHHs yposorii
xpoHiunux 3axBoproBaHb KHII «OmnekcangpiBcpka KiiHIYHA JiikapHa M. Kuesay,
Bigainenns xipyprii KHII «llentpanbHa Micbka KiiHIYHA JIIKapHS M. YKTOpOI».

Ilyoaikanii. 3a Temoro qucepTailii omyOJaiKOBaHO 27 HAyKOBUX Ipallb, 13 HuX: 10y
BUJIAHHSX, 1HAEKcoBaHUX Y Scopus/Web of Science, 17 y paxoBux HaykoBUX BUIAHHSX,
pexkoMengoBanux MOH Vkpainu, 22 te3u ponosineid. OnepxaHo 1 maTeHT Ha KOPUCHY
MOJIETTb.

Ctpykrypa Ta ob6car aucepramii. J[ucepraiiiina poboTa CKIagaeThes 31 BCTYIY,
AHATITUYHOTO OTJISAY JITEpaTypH, PO3AUTY MPO Marepiaid Ta METOAM JOCHIJKEHHS 1
JIKYBaHHS 3 XapaKTePUCTUKOIO TMAIEHTIB, 4 PO3JAUIIB BIACHUX JOCIIIKEHb, aHAJI3y Ta
y3arajlbHeHb OTPUMaHHMX pe3yJIbTaTiB, BUCHOBKIB, NMPAKTUYHUX PEKOMEHMAI, CIUCKY
BUKOPHUCTAHUX JpKepen Ta aoaatkiB. OOcsar pobotu craHoBUTH 364 CTOpIHKH, 0OCST
OCHOBHOTO TEKCTy Aucepramii ckiagae 283 CTOpIHKM JIpyKOBaHOTO TeKcTy. Pobora
imroctpoBana 39 Tabuisamu Ta 94 prucyrkamu. CiCOK BUKOPUCTAHUX JPKepes MicTUTh 298
HallMEHYBaHHS, 3 HUX 4 kupwiuiero Ta 294 TaTHHULICIO.

OCHOBHMUM 3MICT

Marepiaaum Ta MeTOoAM IOCHIIKeHHA. JlOCIITKEHHS MPOBOAMIOCA B IIEHTPI
ypoJorii Ta oHKOypostorii kiaiHiYHOi jJikapHi «®eodanis» JYC, m.KuiB 3 mororo 2020
POKy, 110 11b0r0 3 BepecHsa 2016 poky - Ha kadenpi yposorii HMY imeni O.boromonnblis
(xmiHiyHA 6a3a — OnekcaHapiBChKa KIiHIYHA JikapHsS M. KueBa), 10 bOro — y BIIIICHHI
yposorii KHiBCbKOro MiChKOTO KIJIIHIYHOTO OHKOJIOTTYHOTO LEHTPY. ExcneprumeHTabHUMA
(¢bparMeHT BUKOHAHO CHIJIBHO 3 Kadeaporo O10METUIIMHU HaBYAIbHO-HAYKOBOTO IEHTPY
«IHCTUTYT O10J0T1i Ta MeIUIIMHIY» KHUIBCHKOTO HAIlIOHAILHOTO YHIBEpCUTETY iMeH1 Tapaca
[[leBueHKoO.

VY perpocnekTuBHE TOCHIKEHHS 3airydeHo 585 xsopux Ha HIIPCM, siki npoxoauiu
cneniaigizoBaHe JiKyBaHHsS B mepioa 1998-2016 poku; y NpPOCHEKTUBHE KIIIHIYHE
aociipkeHHss — 21 xBopuid Ha MICIIEBO-TIOMIMPEHUIA Ta/ab0 perioHapHO-METaCTaTHUYHUN
H/APCM, siki mpoXoAuiM HEO0aJ IOBAHTHY MOJIIXIMIOTEpAIIO K €JIEeMEHT KOMILJIEKCHOTO
nikyBaHHs B niepiof] 2016-2023 poky, B eKCiepUMEHTaNIbHE JIa0OpaTOpHE JAOCTIIKEHHS Ta
JIOCITIJIKEHHS SIKOCT1 dKUTTS MPOOIIEPOBAHUX XBOPUX 3aTyueHKO 55 xBopux Ha PCM, y sikux
JOCIIJIKYBaIacsl EKCIPECiss KIIOYOBOTO PEIENTOpy BPOKEHOT Ta HAOYTOl 1IMYHHOI
BiamoBigl TLR4, KOMIIOHEHTIB MyXJWHHOIO MIKPOOTOUYEHHS Ta KIIOYOBUX ITUTOKIHIB
CUCTEMHOT 3amaJIbHOI BIAMOBIL, Ta SKUM MPOBOJIUIIOCS OMUTYBAHHS 3 METOI0 BU3HAYCHHS
SKOCTI1 JKUTTSA 32 THXKJEHB J0 PaJANKaIbHOI orepartii, Ta uepe3 6 MICSIIIB MiCIs Oneparii.

KiiHiuHa XapakTepuUCTHKAa XBOPHUX, 3aJyYEHUX B PETPOCIEKTUBHE AOCIIIKEHHS
HaBeneHa B Ta0m.1. XapakTtepucTrka XBOPHUX, 3alyY€HUX B MPOCHEKTUBHE JOCIIIKEHHS
BriuBy HAIIXT nHa mirpanito cranii HIAPCM Ta 3MiHy XipypriyHOi TaKTUKHA HaBeIE€HA B
Tabn.2. XapakTepucThka XBOpHX, 3aly4eHHMX B EKCIIEPUMEHTAJIbHE JabopaTopHe
JOCJTIDKEHHS Ta OIIHKY SIKOCT1 KUTTS TIepe]] paIMKaIbHOIO ONEpalli€ro Ta uepe3 6 MicsIIiB
HaBeneHa B Ta0:m.3.

Tabmuus 1
Kainiuni gani xpopux Ha H/IPCM, 3a71y4yeHHuX B peTPOCNEKTUBHE JOCJIIKEHHS
Xapakrepuctuka xpopux | G3 % G4 % 3arajiom

YounoBiku 450 86,2 95 88,9 505




10

Kinkn 72 13,8 8 12,7 80
3arajibHa KIJIbKICTh 522 100 63 100 585
CepenHiii BiK, pOKIB, 65+9,8 64+8
MM, (miana3oH) (28-88) (49-84)
Kminiuna cragis PCM
Cranis | 37 7,1 0 0 37
Cramis 11 200 38,3 23 36,5 223
Cramis 111 157 30,1 22 34,9 179
Cranis IV 128 24,5 18 28,6 146
Cramis N+ 107 20,5 11 17,5 118
Cramsg M+ 32 6,2 4 6,3 36
['icTonoriyHui BapiaHT paKy cEYOBOTO MiXypa
YpoteniansHuit 522 100,0 63 100,0 585
[HITMACHTATBHANA pak 7 1,3 0 0 7
MPOCTATH
Metoau paAuKaJIbHOTO IEPBUHHOTO JIIKYBaHHSI:

PIIE, nepBuHHa 141 28,7 18 32,7 159
PsariBaa PLIE, a came: 47 6 53

PIIE micias TYPCM 29 3 32

PIIE micns Pesexinii 18 3 21
P1IE, 3aranom 188 24 212
TYPCM, nepBuHHa 157 32,0 14 25,5 171
TYPCM, nipu penuausi 23 7 30
TYPCM, Bci onepartii 180 21 201
Pesexmist CM, nepsunHa | 168 34,2 19 34,5 187
Pesekuis CM mipu 9 1 10
peLuIuB1
Peseknig CM, Bci 177 20 197
onepartli
Oprano-36epiraroui 325 66,2 33 60,0 358
orepailii MepBUHHI,
3arajioMm
TYP-061o1cis, TUIBKH 25 51 4 7,3 29
XBopi 6e3 pagukanpanx | 10 2,0 6 7,5 16
orepanii (magiaTuBHi
BTPYYaHHsI)

Bapiantu BiaBenenns ceui micist PIIE (uactka Bin ycix npoBeneaux PIIE)
OpTroTormyHa 78 41,1 3 12,5 81
TOHKOKHIIIKOBA IJIACTHKA
CEYOBOI0 MIXypa
Yperepocurmoanactomos | 7 3,7 3 12,5 10
Yperepokyraneoctomiss | 105 55,2 18 /5 123

Ax’roBaHTHa Tepailis (YacTKa BiJI yCiX ONEpOBaHUX XBOPHUX)
An’toBaHTHa Tepamist | 218 41,8 |27 | 42,9 | 245
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Hucranmiiitna npomeneBa | 135 25,9 20 31,7 155
tepamis (AI1T), Bci xBopi
JIIT micns PLE 14 4 18
IIEPBUHHOI
JIIT micns PLE psTiBHOI | 8 2 10
JIIT micis pe3ekmii 55 7 62
JIIT micis TYP 45 4 49
TpumonansHa (TMT) 13 4 17
tepamis: Pesekmis (TYP)
+JITHIXT
JIITHIXT 4 0 4
JIIT B MoHOTEpaIii 16 3 19
[ToniximioTeparnis 113 21,6 15 23,8 128
(ITXT), Bci xBOpI
ITIXT B MmoHOTEpamii 14 1 15
[IXT ax’roBanTHA 95 14 109
IIXT Heoax’roBaHTHA 0 0 0
PeunnvBu B ceuoBOMY MiXypi MiCisi OpraHo-30epiraroyoro JiKyBaHHS (4acTka BiJ] YCIX,
npoonepoBaHux B 00cs3i pesekilii Ta TYPCM)

BuHuk y XBopux: 103 28,9 11 26,9 114

- ICHA pe3eKIi 53 40,4 |5 455 58

- micag TYPCM 50 59,6 | 6 55,5 56

Metoau nikyBaHHs penuauy PCM:
[Ticns Pesexii:
PaTiBHA HCTEKTOMIS 17 3 20
TYPCM 29 1 30
[ToBTOpHA pe3ekiris 7 1 8
CEY0BOI0 MIXypa
ITicna TYPCM:
PsTiBHA mECTEKTOMIS 29 3 32
[TosropHa TYPCM 20 3 23
Pesexiist ceuoBoro 1 0 1
MiXypa
Tabmuus 2

XapakTepuCcTHKA XBOPUX, 32JIy4eHHUX B POCNEKTUBHE A0CTiIKEeHHS e(PeKTy
HAIIXT na 3menmenHs cragii HIPCM Ta cryneHsi KJIITHHHOI aTHITl

I'pyna xBopux no Cranis Kinekicts | Tepmin ITporuos
kmHIgHIA BiamoBial | HAPCM XBOPHUX B | CIIOCTEPEKEHHS | BUKUBAHOCTI
rpym
1 [ToBHa pT2-3N0-2M0 6 48 micsrri CnopusitniuBuit
PeunmusT3INOMO | 1
2 YacTkoBa T3NO-1MO 9 60 micsIiB CnopusitnuBuit
3 Bincytaicts | T1-3N1MO 5 12 micsiiB Hecnpusgrnusuii
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Tabmms 3.
XapakTepucTHKAa XBOPHX, 3a1y4eHUX B IPOCNEKTUBHE eKCIIepUMeHTAJIbHe
HOCJTiIKeHHsI M0 BUBYEHHIO ekcnipecii TIIP4, koMIIOHEHTIB MyXJIMHHOT0
MIKPOOTOY€EHHS Ta KJIIOY0BUX HUTOKIHIB CHCTEMHOI 3aN1aJILHOI BIAMOBII, TA OWiHIII
SIKOCTI KMTTS /10 TA Yepe3 6 MicsiIliB Mmicjisi paIuKaJbHOI onepaiii.

Kpurepiit KinpkicTh %
YomnoBiku 47 85,5
Bik martienTiB, poku, M+p 63,7+9,0

Tun myXJIMHU CEYO0BOTO MiXypa

YporenianbHa KapimHOMa ‘ 55 ‘ 100
Cramisg PCM:

He-M’s13eBo-1HBa3MBHA: 27 49
pTa 14

pT1 13

M’ s13eB0-1HBa3UBHA 28 51
pT2 17

pT3 9

pT4 2

Crynins kimituHHOI atunii PCM

Bucoko-nmudepenmiioannii PCM (Low grade) | 33 60
Gl 16

G2 17
Husbko-nudepeniiriopannii (High grade) 22 40
G3 19

G4 3

N+ 7 13
Meroau xipypriudoro jikyBanus PCM

PLIE 15 27
Pe3eklisi ce4oBOro Mixypa 7 13
TYPCM 33 60
[TamienTu 3 peuuauBamu PCM 8 15
CepenHiii yac 10 peruauBy, poku, M+p 1,5+0,4

3aranom 55 100

KoHnTtposieM st BU3HAaY€HHS PiBHS 3alallbHUX LUUTOKIHIB BUcTynaiu 10 310poBuX
JIOHOPIB MO1I0HOTO BIKY.

Bci nanientu 6ynu obcrexxeni B 00cs31 KT rpyaHoi KiiTKH, YepeBHOI MOPOKHUHU Ta
OpraHiB 3a0Y€PEBUHHOTO MPOCTOPY, MAJOro Ta3y 3 BHYTPIIIHbOBEHHHUM KOHTPACTHUM
nigcwiendssM. MPT opraniB manoro Tazy OpoBOAMIJIACS 3 METON OILIIHKHA MICLEBOIO
nomupenHss PCM B CTiHII ce4OBOro Mixypa Ta TOYHOro BH3HaueHHs cramii pT.
XapakTepucTuka TMOMIMPEHOCTI 3JI0SIKICHOTO Tpoliecy Ta Bu3HaudeHHs ctamii PCM
mpoBoauIacs BignosigHo mo kminigHol kaacudikamii AJCC TNM Classification (7th ed.,
2010).
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VYciM XBOpUM Ha MEpIIOMY €Tarll JIIKyBaHHS BUKOHYBaJIacs 0101ICis MyXJIMHUA CEYOBOTO
MiXypa Ta Bi3yaJbHO 3/J0pPOBHUX YaCTUH CEUOBOr0 MiXypa, Ta MPOCTATUYHOTO BiJILILY
YpeTpH 3 METOIO TICTOJOTIYHOI Bepu(ikarii AlarHo3y, BU3HAYCHHS CTYIEHS KIITUHHOI
atunii (G), MOMIMPEHOCTI YypaKEHHS CEYOBOTO Mixypa nyxiuHoto (cramis pT), Ta
BHU3HAYEHHS MMOKa3aHb /10 NoJiajbiioro xipypriunoro jgikyBanHs (PLIE ado O3J1). 3a ymoBu
€HJIOCKOITIYHOI pe3eKTabeNIbHOCTI MyXJIMHM II1J] Yac MPOBEJICHHS 010TCli MU BUKOHYBAJIU
paauKagbHE EHOCKOMIYHE BUAAICHHS My XJIMHU (paaukaibHa abo makcumanbHa TYPCM)
B MEXax 370POBUX TKAaHUH CEYOBOI0 MIXypa.

JlaH1 Mpo BIKMBAHHS XBOPUX OYyJIM 310paHi 3 peECTPy OHKOJIOTIUHHUX 3aXBOPIOBAHb,
AKUW BeleThbcs B KaHuep peectpi HamionaneHoro inctutyty paky MO3 Vikpainwu.
[TouaTkOBOIO TOYKOIO BIAJIKY AJIs M€ pPO3PaxXyHKY IMOKa3HHMKIB BHXKHBAHOCTI OYIIO
MIPOBEICHHS TIEPBUHHOI oreparlii 3 pajuKaibHO MeTO0. DiHATHLHOK TOYKOIO BIJIIKY
Oyna mata cMepTi abo J1aTa OCTAaHHBOTO BI3UTY 10 JIKapsl.

Vel mamieHTH 'y 1bOMY  JIOCHIKEHHI MIANUCand 1H(QOpMOBaHY 3rofy Ha
nepeaonepaniiie 00OCTeKEHHs Ta JIIKYBaHHs, Ta Ha 0OpOOKY CBOiX MEPCOHATbHUX JAHMX.
[Ipotokon pocaimxeHHs OyB cxBajgeHUl KoMITETOM 3 €TUKHU JIKYBAJIHOTO 3aKIay.

Buoip meroay xipypriunoro jgdikyBanusa HIAPCM.

Ha miacraBi pe3ynbTaTiB mnepeaonepaniiHux OOCTeKEeHb OyB 3poOJieHHui BUOIp
XIpypriuHOTO JIIKYBaHHS MK paIMKAJIBHOIO ITUCTEKTOMIEI0, PE3EKIIIE€I0 CEYOBOT0 MIXypa Ta
TPAHCYPETPAIIBHOIO PE3EKIII€I0 CEUYOBOTO MiXypa 3 ypaxyBaHHSIM pO3MIpy IyXJIMHH,
pO3TallyBaHHs MYXJIMHUA B CEUOBOMY MIXYpI1 IO BIJHOLIEHHIO 0 IIUIKU CEYOBOIr0 MiXypa
Ta BIYOK CEUOBOJIIB, CTATYCy PETIOHAIBHOI Ta BiAAaNIEHUX JIM(PATUYHUX BY3IIB, SIK 1€
MOXXHO OyJI0 OIIHUTH 3a JaHuMmu nepeponepaniinoi KT, a Takox TexHiuHOT Ta
OHKOJIOT1YHOI JOIIJILHOCTI MTPOBEJEHHS Olepallii 31 30epeKeHHSIM CEUOBOr0 MiXypa.

[TokazanHsiM 10 opraHo-30epiratouoi onepauii y xsopux Ha HJIPCM 0Oyna oguHouHa
MyXJIMHA 3 YITKUMHU MEXaMH, SKa He TIOMINPIOETHCS Ha MUHKY CEUOBOTO MiXypa, sIKa MOXKe
OyTH pe3eKTOBaHa 3 JOCTATHIM KPaeM 3JOPOBOTO YPOTEJIiIO Ta CTIHKA CEYOBOro Mixypa 0e3
IKOAM 17151 (PYHKIIIT yTPUMaHHS cedl Ta pe3epByapHOi MICTKOCTI CEYOBOI'0 MIXypa.

[TokazanHsM 10 paauKadbHOI ITUCTEKTOMIi OyJI0 TOTajdbHE, CyOTOTalbHE abo
MyJIbTU(OKATbHE MYXJIMHHE YPaKEHHS CEYOBOTO MIXypa, SIKE€ HE MOXIIMBO PaJUKaJIbHO
BUJIAJIUTH OPTaHO-30epiraroynM XipypridyHUM METOIOM.

XBopuM, siki otpumyBainu HAIIXT B pamkax Hamoro npocneKTUBHOTO JOCIIKEHHS,
yepe3 MICAIlb MICHs 3aBEpIICHHS XIMIOTEPaNeBTUYHOTO JIKYBaHHS, MPOBOIMIOCS
xipypriuane BTpydaHHs. OOcAr XipypriyuHoro BTpPY4YaHHS 3aJIe’KaB BiJ KIIHIYHOI Ta
natosoriudoi Bigmosiml Ha HAIIXT, sxa ominroBanacsa 3a monomororo KT a6o MPT 3
KOHTPAacCTHUM MiJACUICHHSM Ta ouiHioBaBcs 3a kputepisimu RECIST 1.1. B 3anexHocTi Bij
cTynens 3umwkeHHs ctanii PCM (“downstaging”), xsopomy npopoauiacs ado TYPCM, abo
BIJIKpUTA pe3eKilis, a00 paguKaibHa HUCTIPOCTATEKTOMIS 3 PO3MIMPEHOIO JIIM(POIUCEKITIEI0
70 pIBHA BlUYKa HUXKHBOI OpuKeBOi aprtepli 3 (OpMyBaHHSIM OpPTOTOIIYHOTO CEYOBOIO
pe3epByapy 3 CErMEHTY 3lyXBUHHOI KUIIIKH 32 MeTojoM Studer.

Ilepionepaniitna modaiximiorepamia. I[lokazanHs 1o npoBenenHs  AIIXT
BU3HAYAJIOCS HA MYJIbTUAUCIUIIIHAPHOMY OHKOJIOTITYHOMY KOHCUJIIyMI Ta OYyJIM HACTYIIHI:
BUSIBJICHHSI METACTa31B B PerioHapH1 a00 HeperioHapHi JiM(paTHIHI BY3JIH 10 pe3yabTaTaM
MaTOTICTOJIOTIYHOTO JTOCIHIIPKEHHS, MICIIEBE TMOIIMPEHHS PaKy 3a MEX1 CTIHKA CE€YOBOTO
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Mmixypa (ctamis>pT3a), Bimmaneni metacTtasu, eneKTUBHO mpu ctamii pT26. AIIXT
npoBouiacs 3a cxemoro GC, GCarb abo MVAC Ha BuOip KIIIHIYHOTO OHKOJIOTA.

[IpoTunokazannsimu 110 npoBeaeHHs aa toBaHTHOI [IXT Oynu Baxkkuii coMaTUYHUN
CTaH XBOPOTO ICJISI OTepallii, HasIBHICTh MICIISIONEpaIlifHUX YCKIaHEHb, 10 TOTPeOyBaIH
TPUBAJIOI MEIUKAMEHTO3HOI KOpEKIlli a0o XIpypriuHoro BTpyYaHHs, IicIsoIepalliiiHa
aHeMisi (piBeHb TreMoryio0iHy Hik4de 3a 100 r/71), HUPKOBa HEJOCTATHICTH (IIBUIKICTH
KIy0ouKoBOI (iabTpalii Hik4e 3a 60MI/XB).

Heoan’toBaHTHa moJixiMioTepamiss MPOBOAMUIIACA XBOPUM B paMKaxX Halloro
npocnekTuBHOTO jociipkeHHs BuBy HAIIXT na 3miny cramii PCM Tta TakThku
xipypriunoro jikyBanas PCM. HAIIXT npoBoaunacs 3a cxemoro GC: remuurta6in - 1000
Mr/M2 BHYTpilIHbOBeHHO Ha 1, 8 Ta 15 nmoOy mukiay, Ta mucmiatud - 70 mr/m2
BHYTPIITHHOBEHHO Ha 2 100y IUKITY.

[Tpu npoBeaenni AIIXT BukopucroByBanu Takox cxemu: MVAC: merotpekcar 80-
100 mr, BinOmactud 20 mr, aapiadnactun 80 mr, kapooratud 600 Mr Ha Kypc, Ta CXeMy
GCarb: remmura6in 2000-4000 mr, xapoorutatun 450-600 M Ha Kypc.

HicasiomepaniiiHa AuCcTaHLiiHA NPOMeHeBa Tepamisi NPOBOJWIACS Ha amapari
TMiHIAHUNA TipuckoproBady Siemens Oncor Impression Plus, Ta po3nounHanacs He paHiiie
MICSIIS BiJl TTpoBeieHo1 omepairii 3 mpuBogy PCM. Pa3oBi ocepeakoBi 103U OIPOMIHEHHS
cTaHoBWIH 2I'p, OnpoMiHEHHS TPOBOMIIOCA S5 JIHIB HA THXKAEHB. J[03a mpomMeHeBo1 Tepartii
BapiroBana Big 20 q0 40 I'p Ha ginsgHKy Manoro Tasa, Ta Big 37,4 no 53 I'p Ha OUISHKY
OIIEPOBAHOI'0 CEYOBOI'0 MiXypa.

OuiHka IKOCTi KUTTSA XBOPHUX MiCJIA XIPyPrivHOro JiKyBaHHS.

3a pmomomororo  ykpaiHcbkoi  Bepcii  CTaHIapTHU30BAaHOTO  HecHenu(igHOoro
ONUTYBAJBHHKA OIIHKH sIKOCTI KHUTTS Medical Outcomes Study Short Form, (MOS SF-36),
10 MICTUTh 36 3alUTaHb 3 BA3HAYEHHSAM (PI3MUHOTO Ta ICUXIYHOTO CTATyCy, IPOCIEKTUBHO
MPOBE/ICHA OLlIHKAa SIKOCTI XUTTS y 55 XBOpHX, SIKI MPOMIUIA pauKajibHE JIKyBaHHS
opraHo-jiokaiizoBaHoro OesmeractatnuHoro PCM B mepion 3 motoro 2020 poky mno
ceprieb 2023 poky. 3amoOBHEHHsI ONHUTYBaJIbHUKA BIAOYBajaoCs ABIYl. 32 THXKIEHb 10
paauKagbHOI omepanii, Ta depe3 6 MICALIB MICAS paguKalbHOI oneparii. OTpumasi
BIJIMOBIJII BHOCWJIMCSI B €JIEKTPOHHY TaOMUII0 [JI TOJAJIBIION0 MaTeMaTHYHOTO
po3paxyHKy OaiiB mokazHuKiB DK 3riHO anropuTmiB OOYHCICHHS MHapaMeTpiB SIKOCTI
KUTTS.

JlocJiizKeHHsSl BMIiCTY KOMIIOHEHTIB IYXJIMHHOI0 MiKPOOTOYEHHSI B TKAHUHI PaKy
Ce40BOro Mixypa Ta miasMmi Big xpopux Ha PCM, Tta y 310poBuX 10HOPIB.

Ilig wac xipypriusoi omepalii 3 IPHBOAY paKky CE4OBOro Mixypa BigOupamu 1 cm®
MaTepiaiy, a TaKoX 010NTaT 3J0POBUX TKAHWH CEYOBOT0 MIXypa, BUIbHUX BiJ MyXJIHUHHOTO
ypakeHHs. 3pa3ku mnomimanu B KoHcepBaHT RNAlater Solution (Ambion, CIIA) Ta
30epirainu y Mopo3uibHiN kamepi mpu -200C, a OTIM JOCTaBISLIN A0 JJabopaTopii. 3pa3ku
TKAaHUH CEYOBOI'0 MiXypa TOMOT€HI3yBajM 3 BUKOpPUCTaHHSAM Oydepy mins TkaHuH 10MM
tpic HCI (pH=7,4), mo mictus 0,2M caxaposa ta IMM EJITA y ckisiHUX TOMOreHi3aTopax
ITorrepa. ['omorenar uentpudyryBamu npu 2,5 tc. 00/xB 25 xB. Hamocan miBuiko
BIIOMpAJIM Ta BHUKOPUCTOBYBaHM, a00 MiJgaBaiu 3aMopoxyBaHHI0O npu -20°C B
MOJTIETHJICHOBUX MIKPOTIPOOIpKaX /10 MOJAIbIIIOT0 BUKOPUCTAHHSI.

JI1st BUBHAUEHHS BMICTY IIMTOKIHIB, MAaTPUKCHUX MPOTEiHA3, TKAHUHHOTO 1HTIO0ITOPY
MatpukcHux npoteinas, VEGF, Bmicty 6inkiB TeruioBoro moky (HSPS) B rurazmi kpoBi Ta
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TKaHWHAX MyXJUH BUKOPUCTOBYBAIM METOJ IMyHO(EPMEHTHOTO aHaiizy B MoauQikaiii
ELISA 3a 3arajibHOI0 METOJUKOIO IJI PO3UYMHHUX OUIKIB.

Jocaimkenns ekcnpecii TLR-4, TGF-B, INF-y, TNF-a omintoBanu metonom [1JIP
y peanbHoMy 4aci Ha 7500 ITJIP-cuctemax y peansnomy vaci (Applied Biosystems, CIIIA)
3 BUKOPHCTaHHSAM crenudidaux mpaiimepiB ta dayopoxpomy SYBR Green (Applied
Biosystems, CIIIA). GADPH BukopuctoByBanmu mins HopMmamizauii piBHiB MPHK s
BIJIHOCHOT'O MeToAy KijbkicHoro a”amizy. [lociaigosuocti TLR-4, TGF-, INF-y Ta TNF-a
Oy moOymoBani 3a gomomoror Primer Express® Software v3.0 (Applied Biosystems,
CIHIA). Po3paxyHKY IpOBOJIUIINCH 13 BUKOPUCTAHHSAM METO/Y BITHOCHOI KIJIBKICHOT OIIIHKH
ACt. Bci TecTu npoBOAMIIUCH TPUKPATHO.

Po3nogii mo ¢azamM KIITMHHOIO UMKJIY, PiBeHb AamomnTo3y OIIHIOBAIA 32
JOTIOMOTOK)  TIPOTOYHOI  1uToMeTpii. Kimituru mnpum  kxoHmentpamii  5x10°  xiiTun
BUKOPUCTOBYBAJIM JJIsi TPHUTOTyBaHHS OfHI€T mpoOu. CycrneH3ilo KITHH TPaHyJIIOBAIN
ueHtpudyryBandsM npu 400g nmpoTsAroM 5 XBUJIWH 1 ABIYl MpoMUBAIM 3a0ydepeHHUM
docdarom dizionoriaaum pozunaoM (PBS, pH=7,2). Kimituan pecycnenmysanu B 200 MK
PBS 3 nactynmaum gogaBanusm 300 mxi 0,1% tputony B utpatHomy Oydepi (pH 6,8). 3a
1 xBrIIMHY 710 3pa3kiB goxanu 10 Mk puboHykieasu ta 10 Mk Hoauay mpormiito (Sigma,
CIIA). 3pa3ku iakyoyBasiu mpotsarom 10 xpuwiuH npu 37°C 1 30 XBUIMH npy KiMHATHIN
TeMIiepaTypl B TeMpsiBi. BumiproBaHHs 3pa3KiB MNpPOBOAWIMA HE Ti3HINIE 3 JHIB Ha
npotounomy nuromerpi FACS Calibur (Becton Dickinson, CIIIA) 3 aproHoBuM Ja3epom
488 HM Ta BY3bKOCMYTOBUM (PiIbTpoM 582/42 HM 3 METOI0 BUMIPIOBaHHS (DIIyopecleHIIii.
JlaHi IpOTOYHOT IUTOMETPIT aHATI3yBaJIX 3a JIOTIOMOTOI0 ITporpamMHoro 3abdesnedenns Mod
Fit LT 3.0 (BDIS, CILIA).

Mopd¢oJioriuamii anasi3 TpOBOIMIN 32 JOIIOMOT0K0 ONTUYHOI MiKpockomii. i boro
kimituan 124/83 dapOyBanu rematokcuiniHoM bromepa Ta OapBHHKamMu Meil-I"proHBaiibg
(Alfarus, Ykpaina).

JocaigkeHHs1 BIUIMBY MNOJi(PEHOJIBHOI CIOJYKH MeJIaHiH, HUTOTOKCHYHOIO
npenapary HUCIUIATHH Ta iX koMOiHanii Ha ekcnpeciio TLR4 Ta k1r0unBUX UM TOKIHIB
CHCTEMHOI 3aMaJILHOI BiAIOBI/i.

JIns OIIHKK BIUTMBY MEJIaHIHY, MNPOIYIICHTOM SIKOTO € JPDKKOMOMIOHI TpubH
Pseudonadsoniella brunnea sp. X1, siki Oynu oTpuMasi 31 3pa3kiB BEpTUKaJIbLHUX MOPia Ha
octpoBi ['aminae3 (YkpaiHcbka aHTapKTU4YHA CTaHIlis iMeHI Akanemika BepHaachkoro)
BUKOPUCTOBYBAJIM KIITHHHY JIHIIO paKy CE40BOTO MiXypa.

KniTiHHA JTiHIA KapIIUHOMHU KaplUHOMHU cedoBoro Mixypa T24/83, N85061107 Gyna
orpumana Bia Sigma, Inc. (CIIIA). [lutoTokcuuHui npenapaT MUCIUIATHH OYB OTpUMaHHHA
Big Ebewe (ABctpis), monidenonpHa cnonyka menanid - Bix HHJ[ «IHctutyT Giosorii Ta
menuuuany KHY imeni Tapaca [lleBuenka.

KonnenTparis nucriatuny ajisi ekcrnepuMmeHTy craHoBuia 0,05MM, xoHIeHTpartis
MmenaHiny - SMKr/mi. Kmitunu T24/83 inkyOyBanu B crangaptHux ymosax 100% Bosorocri,
37°C15% CO,y cepenosurini RPMI-1640 (Sigma, CIIIA), nonoBaenomy 10% FBS (Sigma,
CIIA), 2 MM L-rnyraminy ta 40 MKr/mi rentaminuHy. llucnmatuH Ta MenaHiH y
3a3HAYEHUX KOHIICHTPAIIISIX J0/IaBaJId IPOTATOM 2 JTHIB.
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PE3YJbTATH JOCJII)KEHHS TA IX OBTOBOPEHHS.

[Tpobnema JiKkyBaHHS paKky CEU4OBOTO MiXypa J0Terep 30epirae rocTpy akTyalbHICTh
yepe3 HU3KI TMOKAa3HUKH OHKOJIOTTYHOI BHIKMBAHOCTI, BHCOKHM piBE€Hb pPEIUJIMBIB, Ta
JTpaMaTUYHUM BIUIMB Ha SIKICTh XKUTTS. Husbko-mudepeniiiinoBanuiit PCM Halexxuth 10
HalarpecuBHiIIOi (OPMHU paKy 3 BUCOKUM MOTEHLIAIOM JIO MICIIEBOIO PELUIMBYBAHHS Ta
METaCTaTHYHOI Iporpecii, mo motpedye MiABUIICHHS €(PEKTUBHOCTI JIIKYBaHHS 3 METOIO
MOKpAIeHHs MOKa3HUKIB BUKUBAHOCTI Ta SIKOCTI1 AKHUTTS.

3riJIHO TaHUX JIITepaTypy HU3bKO-IU(epeHiiiioBanuii M’ sa3eBo-iHBa3uBHUN PCM mae
BIJIHOCHO HU3bKY 3arajibHy S-piuHy BIXKMBaAHICTh, a came, 68% ms cranii I, ta 15% nins
MicieBo-nomupeHoi xBopoOu. CydacHi KITiHIYHI HACTAHOBU BKa3yIOThb Ha PaJUKAIbHY
IIUCTEKTOMIIO SIK Ha «30JI0TUH CTaHAApPT» XIPYPriuHOTO JIKyBaHHS M’s3€BO-IHBA3UBHOTO
PCM. lani Hamoro AOCHIKEHHS BKa3ylOTh, 10 S-piyHa BIXKUBaHICTh XBopux micis PLIE
npu ctaaii pT2 HIAPCM cranoButs 39,6%, 10 € 3HAYHO MEHIIE, HIXK JIaHl JITepaTypH.
Cepen Bcix xBopux Ha HIIPCM nue 19,1% xBopux npoiinuium gikyBanHs B 00cs3i PLIE B
pexumi MoHoTepanii, 1 me 8,8% xBopux 3 MIPCM Oynu nposikoBani B 06cs31i PLE 3

a1’ FOBaHTHOIO Tepalli€lo, 1o poouts nomupeHicts PLIE B 3aranpHiil rpymi XBOpUX HA PiBHI
27,9%.

KpuBi BUXWBAHOCTI 3a TUNOM onepauii ans Ctapii 2 Kpusi BIXWBaHOCTI 3a TUnom onepauii ans Crapii 3
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Pucynok 2. Kpusi 3aransHoro BuxuBaHHsi Kamnana-Meliepa s mamiedtis 3 HIPCM
craxaii |l Ta III. He noBenena mepeBara y BHKMBAHOCTI >KOJHOTO METOJIa XipypriyHOTO
mikyBanas mipu cramuii I (p=0,959) Ta cranii I (p=0,065), ToO6TO mepeBara pe3ekiii Ha
PIIE nabnmkaeThes 10 CTaTUCTUYHOI 3HAUYIIOCTI. Meniana BUyKUBaHOCTI nipu ctaii I s
PIIE cranoButs 51,6 mic., mus pesekii — 41,2 mic., nus TYPCM — 28,3 mic; pu craxii 111
Meaiana BrkuBaHocTi st PLIE ctanoButs 27,3 mic., misg Pesekmii — 31,7 mic., mst TYPCM
— 16,7 mic.

3rilHO aHUX JITepaTypH, paauKadbHIA HUCTEKTOMII MPUTAMaHi psJl YCKIaJIHEHb, a
came: 2,9% yacTtora paHHBOI micasonepauniiHoi  jetanbHOcTi, 40%  pu3MK
nicasionepauifHuX yckiaagHeHb Ta 25% pHU3UK MOBTOPHUX TOCHITaNi3allid, MOTIPIIEHHS
GyHKLIT HUPOK, NOXWIHNH Bik OutbIIOCTI XBopux Ha PCM (4oinoBiku, B cepequpomy — 79
pOKIB, KiHKH — 81 pik), sikuM nokazana PLIE, HagBHICT CynyTHROI MaTONOTIi, siKa B 7 pa3iB
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301IbIIIy€E WMOBIPHICTh JIETAIBHOCTI BiJl HEOHKOJIOTIYHMX MPUYMH. BcCl 11 aprymeHTH
CTUMYJIOIOTh  TMOIIYK  opraHo-30epiraroumx  BapiaHTiB  JjikyBanHs  MIPCM,
aJIbTEPHATUBHOTO PaIUKAIBHIN IIUCTEKTOMII.

Mu gocmianiM MOXKITUBICTE BUKOHAHHSI OpraHO-30epiralourx orepailiii y XBopux Ha
M’SI36BO-1HBa3MBHUM  OpPraHO-JIOKAJi30BaHMM  Ta  MICIEBO-TIONIMPEHUN  HU3BKO-
nudepeHIiioBaHnil ypoTeaiaabHii pak cedoBoro mixypa (cramii pT2-3), Ta mopiBHSIU
MOKAa3HUKHU S-PIYHOI 3arajbHOi BHXKMBAHOCTI XBOPHUX IICIS paJUKaIbHOI IIMCTEKTOMII Ta
micist opra”o-30epiratounx onepatiii (TYPCM ab6o pesekiiisi ceqoBoro Mixypa) (Puc.2,
Tab6mn.4).

Taomurg 4.
3aranbpHa 5-piyHa BIKMBAHICTh XBOPUX Ha M’ si3eBo-1HBa3uBHUA HIIPCM B 3anexHOCTI
BiJI CTaJlli paKy Ta THITY omeparlii, KpuTepiil p — BiAHOCHO BKuBaHOCTI micisi PLIE

Cranis PCM / TYPCM Pesekris CM PIIE
Tun oneparii
Cramis |1 22,9%, p=0,188 36,2%, p=0,959 40,7%
Cramis |1 22,5%, p=0,884 33,8%, p=0,065 17,0%
Cranis IV 20,9% 9,0% 7,0%

['0510BHOIO 3amOpPYKOI0 YCHIXYy OpraHo-30€pirarouoro mixoay Ta JOBrOTPUBAJIOrO
KaHIep-Ccrenu(iaHoro BIDKWBAHHS BBAKAETHCS BUKOHAHHS MaKCHUMaTbHOI
TPAHCYPETPAIBHOI PE3EKIlii CEYOBOTO Mixypa 0€3 BUIMMHX 3JIMIIKIB MyXJIUHU. Mu
BBAXA€EMO, 10 POJb €IWMHOTO METOAY OpraHo-30epiralouoro JKyBaHHS BiJBEJcHA
MakcuMaiibHi TYPCM nyxe cy0’ekTuBHO. Bigkpura pe3ekiiisi ceuoBOro Mixypa J03BOJIs€
MPOBECTU BUIAJICHHS IMyXJIUHU €JUHUM OJIOKOM 3 BUCIYEHHSIM CTIHKM CEYOBOTO MiXypa Ha
BCIO TOBIIy 3 HIAPOM OTOUYYIOUOi MapaBe3iKadbHOI XUPOBOi KIITKOBUHHU, IO POOUTH
MO>KJIMBHM OILIIHKY YMCTOTH KpaiB pe3eKIlii, Ta mpoBeneHHs omneparitii mpu ctamii pT3. Toxai
ak npu TYPCM BumaneHHss mNyxXJIMHA BiAOyBaeTbcss (GparMeHTapHO, IO pPOOUTH
HEMOJKJIMBUM OIIHKY YHCTOTH KpaiB PE3€KIlli MPU JOCIIIKEHHI BUAAJIEHOTO IMpenapary.
Tomy Mu BBaXkaemMo, 10 4YaCTOTa peluIMBIB Ta mokasHUK bPB micis oprano-36epirarodoro
JikyBaHHs (pe3ekiii ceuoBoro mixypa a6o TYPCM) e Oinbin 00’€KTUBHUM KPUTEPiEM
OLIIHKU SIKOCT1 MPOBEJEHOTO BTPYYAHHSI, Ta MAa€ CIYTYBATH 1HIUKATOPOM JJisi BUOOPY TOTO
gy 1Hmoro meroxy O3JI.

B Hamomy pocnipkeHH1 piBeHb peuAuBIB micias 000x metoniB O3JI 1ocToBIpHO HE
BiIp13HsABCS Ta cTtaHoBUB 32,7% mia TYPCM ta 31% nms pesekilii ce4oBoro mixypa
(p=0,195), mo € 3HAYHO MEHIINM, HIK 3aJIeKJIapoBaHo B JiTepatypi (mo 71% mpu cramii
pT1), Ta € BaromMuUM apryMEeHTOM Ha KOPHUCTh OPraHo-30epirarodoro JiKyBaHHS TpU
HJIPCM. Meniana yacy a0 peruauBy Oyjia OilbIla y XBOPHUX MICIS PE3EKIlli CEYOBOI0
Mmixypa (30 micsmiB), Hixk y xBopux micias TYPCM (18 wicamiB). Y XBopux, fKi Majiu
pPELUINBH, MeJllaHa Oe3peIMIMBHOT BIKUBAHOCTI CKJ1ajia 53,3 Mic. micis pe3eKIIii ce40BOro
Mixypa, Ta 40,5 mic. micis TYPCM (Puc.3).
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Pe3ekuis

— 0e3peranBHOI BIDKHBAHOCT1 XBOPHX Ha
HAPCM nmicns oprano-30epiraro4oro
xipypriunoro JikyBaHHs (TYPCM Tta
Pesekiiis  cedoBoro  mixypa). He
JIOBEJIeHa IepeBara >KOJHOTO METOMIY
OpraHo-30epiralouoro JIiKyBaHHS IS
BIDKMBAHOCTI 6e3 pennanBy. bPB gepes
, 5 pokiB cTaHOBUTH 29,73% miis TYPCM,
i 45,61% nns Pezexii (p=0,165).
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Bapiantowm nikyBanusa micuieBoro peuuauy HIAPCM mnicna O3J1 € sik moBropre O3J1,
TakK 1 IPOBEJICHHA PATIBHOT IIUCTEKTOMIT P HEMOKIIMBOCTI 30€PEKEHHS CEYOBOTO MiXypa.
B Hamomy pgochipkeHHI pSATIBHA IUCTEKTOMIS MPOJIEMOHCTPYyBaJia TEpeBaru y
3arajbHIA BHOKMBAHOCTI XBOPUX Y MOBIPHSHHI 13 npoBeeHoto nepBunHoio PLE y xBopux
IICHTUYHUX CTaIiH, 1 I BiAMIHHICTH Oyia craTuctuaHo 3Haummoro (p=0,007) (Puc.4).
MakcumanbHHUIl TEPMIH CIIOCTEPEKEHHS 32 XBOPUMHU, MPOJIKOBAHUMH B 00Cs31 PATIBHOI
UCTEKTOMII cTaHOBUB OLb1Ie 10 pokiB, moka3HUK 10-piyHOT BUKUBAHOCTI CTAHOBUB 9,4%.
Ile € BaroMHM apryMEHTOM Ha KOPHUCTb MaKCHMAaJIbHOTO 30€pEKEHHS CEYOBOTO Mixypa
namieHTaM Ha HJIPCM Ta, Ak HacmigoK, 3aJ0BUIBLHOT SIKOCTI JKUTTS, X04a M 3a paxyHOK
JOJIATKOBUX XIPYPriYHUX BTPYYaHb.
| S e Pucynox 4. Kpusi BHKHBaHOCTI
e Kamnan-Matiep XBOpHUX I'pymu
P =007 [lepsurnoi PILIE Ta I'pymu psariBHOi
nuctekroMii. JloBemena mepeBara s
BIDKMBAHOCTI PATIBHOT 1McTeKTOMIT HAL
nepsunHoi PLE (p=0,007). Meniana
BIDKMBAHOCTI HICJ PSTIBHOI IUCTEKTOMIT
CTaHOBUTH 51,7 Micsiis, micisg NEPBUHHOT
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- ! = V— PIE — 21,9 wmicsis. [loka3snuk S5-piuHoi
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BB B B B B B |39,62%, npu PIE — 22,01%.

MeractaTudHa mporpecis € IPyror akTyalrbHOI mpobieMoro B sikyBanHi HIIPCM,
10 TOTpeOy€e KPUTUYHOTO OCMUCIICHHS Ta PO3B’s3aHHS. 3T1IHO JIaHUX JIITepaTypH, MICIsI
PIIE Ounbme nonoBunu xBopux Ha MIPCM rune Bijx mporpecii paky 10 METacTaTUYHOL
dbopmu xBopoOuU, y 41% xBOpux Ha opraHo-jokaiizoBanuii pak micis PLIE BusBnserscs
M1JBUIICHHS CTaAll XBOPOOU SIK O MICIIEBO-TIOIIMPEHOTO MPOIECY, TaK 1 10 METaCTaTUYHOT
dbopmMu 3 ypakeHHs perioHapHuX JiMpaTHYHUX BY3IiB B 22% BUMAJAKIB, 110 3HAYHO
MOTIPIIY€ MOKAa3HUKH JJOBFOCTPOKOBOI BUKUBAHOCTI. Lle BUMarae npoBeieHHsI CHCTEMHOTO
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nepionepaniifHoro XiMioTepaneBHUYHOTO JIIKYBaHHSI.

B namomy nocmimxenai mu nosenu epextuBHicTh AIIXT micna PLE y nonosxenHi
TPUBAJIOCTI 3araibHOi S-piyHOi BmkuBaHOCTI xBopux Ha HJIPCM cramii pN+, ska
cranoBuwia 22,7/% y xBopux miciga PLE 3 micnsonepamiitnoro I1XT, mpotu 3,45% y
xBopux6e3 AIIXT micnsa PLE (p=0,004), meaiana BwxuBaHocti 13,7 mic. ipotu 8,7 Mmic.
[Tpu oprano-nokanizoBanomy HJIPCM (ctanmis pT2NO), HaBmaku, opraHo-30epiraroua
X1pypris IpoJIEMOHCTpyBaJIa TIepeBaru y BIXKMBAHOCTI TIepes] KOMOIHOBAaHUM JIIKYBaHHSIM
(O3JI+AIIXT), a came 31,15% npotu 4,17%, meniana BwxkuBaHocti 37,2 mic.nmpotu 11,8
mic., p=0,007.

Jlani Hammoi poOOTH TaKOX BKa3ylOTh Ha Te, 110 BiaTepMinyBanHsa PIIE Bix MomeHTy
BCTaHOBJIEHHS JlilarH03y PCM He € 3arpo3010 JXHUTTIO NaIieHTa, i mo npoBeaeHHs HATIXT
y XBOpHUX 3 MICIIEBO-TIOMMPEHNM ab0 perioHapHO-MeTacTatndHuM HJIPCM B 00cs3i 2
mukiiB [IXT 3a cxemoro GC, HaBmaku, y 4aCTHHU XBOPHUX MPHU3BOAWIIA JO TOBHOI abo
4acTKOBOI marojoriyHoi BianoBial Ha HAIIXT, a Takox 3HM>KYBaJIO CTYyHIHb KIITUHHOI
aTunli, IO YMOXJIMBIIOBAJIO NPOBENCHHS SK OPraHo-30epirarodoro XipypriuHoro
JIKyBaHHS 3 3aJ0BUTPHUMH TOKa3HUKaMu, Tak 1 PIIE 3 rapauMu mokasHukaMu 3araiabHOL
BIDKMBAHOCTI. 3TIIHO OTpPUMAaHUX B Haiiid poOOTI poO3yJbTaTiB, YacTOTa TMOBHOI
narosoriynoi Bianosiai Ha HAIIXT 3 nmpuBony MIPCM cranoBuia 33% xBopux, Ta 42%
XBOPHUX JIOCATIIN YaCTKOBOI IMaTOJOTTYHOI BiOBI/II.

[Tokasnuk 3-piuHoi 3aranbHOi BukMBaHOCTI XBopux miciast HAIIXT B komOiHarii 3
opraHo-30epirap4oro omnepaiiiero cranoBuB 100% 3 HEJOCATHYTOK MEI1aHOIO 3arajibHOl
BIDKMBAHOCTI, B TOM € Yac MOKa3HWK 3-piuyHOil 3arajbHOI BMIXKMBAHOCTI XBOpHUX 0e€3
BianoBimi Ha HAIIXT 3 PLE cranoBuB 50% 3 MediaHOK BHKHMBAHOCTI 13 MiCSIIIB.
BcranoBneno, mo kputepieM e(EeKTHBHOIO Ta O€3MEYHOTO 3aCTOCYBaHHS OpPraHo-
30epiraroyoi Xipyprii 'y XBOpMX Ha MICIEBO-TIOIIMPEHU Ta/ab0 perioHapHo-
MeTtactatuuHuil ypotemansauii HIIPCM € gocsirHeHHs 4aCTKOBOI paAioJIOriqyHO1 BIMOBIII
no RECIST 1.1 nmyxnuau B cedoBomy Mixypi Ha 2 rukian HATIXT 3a cxemoro GC.

JlucTanIiiiina mpoMeHeBa Teparis K Cy9acHHH METOT JIOKATLHOTO BILTUBY HAa TKAHUHY
paKy € BaroMUM €JIIEMEHTOM oOpraHo-30epiratoyoro jikyBanHs MIPCM. B namomy
JOCIIKEHHI MU TIpoJieMOHCTpYBayin edexTuBHICTh aa toBanTHOi JIIT B mokpaieHHi
MOKA3HMKIB 5-piuyHOT BUKMBAHOCTI XBOpHUX Ha MiciieBo-niommpenuit HIAPCM (ctaxis pT3),
onepoBanux B o0cs31i TYPCM, a came, 45,45% micist KOMOIHOBAHOTO JIIKYBaHHS MIPOTU
18,52% micns TYPCM sik camocrtiitHoro metoy jikyBanusa, p=0,350. HaBmnaku, Binkpura
PE3EKIIisl CeY0BOro Mixypa 0e3 aji’tOBaHTHOI MMPOMEHEBOI Teparii 3a0e3mnednsia JOCTOBIPHO
Kpalnry BWKUBAHICTH siK nipu ctaaii pT2 (37,93% npotu 20%, p=0,022), Tak 1 npu crauii
pT3 (33,33% mpotu 24%, p=0,264) B mOpiBHSIHHI 13 XBOPUMH TIiCJsi KOMOIHOBAHOIO
nikyBaHHs (pesexuis 3 I1T).

OuiHKa SKOCTI XKHUTTA € BaXJIMBOIO KOMIIOHEHTOI JOCTIDKEHHS e(EeKTUBHOCTI
3alPOIOHOBAHOTO METOAY JiiKyBaHHSA. OIlIHKa SKOCTI JKUTTS XBOPHX 3a JOIOMOTOIO
onutyBasibHuka MOS SF-36 Ha nepegonepaiiiHoMy eTtarii BKa3asa Ha o110H1 pe3yJibTaTu
0 BCIM KpUTEPIsIM (DI3UYHOTO Ta MCUXOJOTTYHOTO 3/I0POBbs, OKPIM KpUTEPist 00110, SKiH
OyB OLITBII BUPAXKEHUM Y XBOPUX, K1 Oysin kaHnuaatamu Ha PLIE.
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Pucynox 5. O1iHKa SIKOCTI JKHUTTS XBOPHX Mepe]l XipypriyHuM JiikyBaHHsM PCM Ta uepe3
6 MICSAIIB TICIS PAAMKAIBLHOTO JIKYBaHHS 3a KPUTEPIsIMU (DI3UYHOTO Ta MCUXIYHOTO
3710pOB’sl.

Pe3tomyroun BuIllecka3zaHe, IPOBEJAEHA OIIHKA SKOCTI JKUTTSA BKa3zye Ha IepeBaru
opraHo-36eriparo4oro miaxoay B JikyBaHHI PCM, 30kpeMa B 4acTHHI OIIIHKHA (PI3UYHOTO
(GyHKIIOHYBaHHS TMalll€EHTA MICTS JIKyBaHHS.

TakuM YMHOM, Ha Cy4acHOMY €Tali PO3BUTKY OHKOYpOJIOrii, O1-MoJaiabHa Teparis
M’si3eBo-1HBa3uBHOro PCM Mo’ke NO3MIIOHYBaTHCS SIK, Ta Mae€ BCl IIAHCH OyTH
paauKaIbHUM Oprano-zoepirarounm MeroaoM JikyBaHHs H/IPCM y perenbHo BiniOpaHux
XBOPHX.

3 METOK MOWYKY MEepCHeKTUBHUX Ol0MapKepiB MepcoH1()IKOBAHOTO JIKYBaHHS
xBopux Ha HIPMC Mu nipoBesid MOJIEKYJIIPHO-IMYHOJIOTTYHE TOCIIIKEHHS TKaHnHU PCM
3 METOIO BUSIBJICHHS 3MiH, SIK1 XapakTepHi i nporpecii PCM.

[lyxnvHHE MIKpPOOTOYEHHSI B TKaHMHI paKy CEYOBOTO MiXypa JAEMOHCTPYE
nporpecuBHe HapoctanHs BMicty VEGF (B 3,25 pasu), HSP60/70 (B 2 pa3u), 3araibHOi
IPOTEOITUYHOT aKTUBHOCTI (B 5,24 pa3u), akTUBHOCTI CEpUHOBUX TIpoTeinas (B 2,11 pasmu),
MaTPUKCHUX MeTajonpoTeinas (B 6,3 pasu mius MMII-9) ta TkanuaHOTO 1HTIOTOpa MMII
(B 2,5 pa3u). B mia3Mi KpoBi XBOPUX Ha paKk CEUOBOTO MIXypa BHUSIBISETHCA 301JIbIIICHHS
Bmicty VEGF (B 3,25 paswm), 3aranpHoi MPOTEONITHYHOI aKTHBHOCTI (B 2 pasu), BMICTY
HSP60/70 (B 2 pa3u), aKTUBHOCTI CE€pUHOBUX mpoTeiHaz (B 2,11 pas3um), MaTpuUKCHUX
MmeTanomnporteina3 (B 2,5 pasu ais MMII-3), tkanunnoro iHrioitopa MMII (B 3 pasm),
1Hr101TOpiB MpoTeinas (B 1,4 pa3u), akTUBHOCTI Ta BIJHOCHOTO BMICTY IUIa3MIHOTEHY, Ta
aKTUBATOpa IUIa3MIHOT€HY TKaHUHHOTO TUIy (B 2,7 pa3u). B uurokiHoBoMy npodisii KpoBi
xBopux Ha PCM nurokinu Thl npodinto nemoHcTpyrots 3poctanss piuiB IL-13 (B 1,83
pasu), TNF-a (1,45 pasi), IL-12 (B 1,87 pa3u), Ta noctynose 3HuxkeHHs piBHsA [FN-y (B
1,39 pasiB). llutokinu Th2-npodinto nemoHcTpyroTh 3poctanns piBHiB IL-4, IL-6, IL-10
mume npu  cramisx II-IV (B 1,62 pasu). Orpumani pe3yapTaTd BKa3ylOTh Ha
TpaHchOpMaIlii0 MyXJIMHHOTO MIKPOOTOYEHHS Ha OLIbIN CHIPUSATINBE JJIS 1HBA3UBHOTO
pocTy Ta MeTacTaTu4HOi rporpecii PCM.

Mu BusiBuiy, 1o TkannHa PCM BiApi3HAETHCS Bi HEYpaKEHOT PAaKOM YaCTHUHH CTIHKH
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CEYOBOT0 MiXypa Ta BiJ TKAHUHU JIM(ATUYHOTO BY3Jia HUKYOI €KCIPECIEI0 KIIOUOBUX
daktopiB cuctemHoi 3ananpHOI Bignosiai [FN-y, TGF-B, TNF-a ta penentopy BpomkeHOi
imynHoi Bianosiai TLR4. Excopecist TGF-f, ronoBHoro mpoMeracta3oreHHOTo IIUTOKIHY,
B METAaCTaTUYHO ypaXCHOMY JIiIM(paTHIHOMY BY3IIi, HaBIakH, 30i1bmeHa (p<0,05).

ITporpecis PCM Bix cranii I 1o cranii [V cynpoBomKy€eTbesi 3MiHaMH B IMTOKIHOBOMY
podii KPOBI XBOPHUX MOPIBHSIHO JIO PIBHIB IUTOKIHIB Y 3J0pOBUX KOHTPOJIiB. [{uToKiHN
Thl npodinto nemoHcTpyroTh 3poctanHs piBHIB IL-1B, TNF-a, 1L-12, Ta mocrymose
sHmkeHHs piBHA IFN-y. Ilutokiaun Th2-npodinto 1eMOHCTPYIOTh 3pocTaHHs piBHIB I1L-4,
IL-6, IL-10 gume npu cragisx [I-1V.

TakuM 4YWHOM, MU BHUSBWIM 3MIHH JOCIIKYBaHUX [MapaMeTpiB MyXJIUHHOTO
MIKpOOTOUYEHHS, K1 JO3BOJSIOTH CTBEPIXKYBaTH, 110 PCM Mae chopmoBanuii xapakTepHuit
MOJICKYJIIpHUN Tpodias B 3anmexkHocTi Big cramii PCM. Ili pesymbratu MOXyTh B
MOJaJbIIIOMy BHKOPUCTOBYBATHUCA [UIsl PO3POOKH 1HIMKATOPIB TMEPCOHI(IKOBAHOTO
nikyBanas HI{PCM.

@DiHATBHOIO CTAAIEI0 HALIOTO AUCEPTAIIMHOTO TOCTIHKEHHS OyJia eKClIepUMEHTAIbHA
po0oTa 3 KIITUHHOIO JIHIEW pakKy cedoBoro mixypa T24/83, sxa € NOMIMPEHOIO
CKPUHIHTOBOIO MOJICJUTIO JOCTIIPKEHHS BIUTUBY €KCIEPUMEHTAIBHUX CIOJIYK Ha KIITHHY
ypOTEMaIbHOTO paKy. B sIKOCTI MOCHIKYyBaHOI CIOJYKH SK MOTEHI[IHHOTO aj I0BaHTa
CUCTEMHOT IUTOTOKCUYHOI /111 OyJia 0OpaHa nmoieHoIpHa peYOBUHA MEJIaH1H MOXO0KEHHS
Bijl YopHUX TpubiB poay Pseudonadsoniella brunnea. B in vitro ekcriepuMenTi 3 KITiTHHAME
PCM wMenaHiH, HIHUTOTOKCHUYHHH Mpernapar LHUCIUIATHH Ta KOMOIHAIS MeJIaHIHy 3
[UCIUIATUHOM TPOJICMOHCTPYBAJIM BIUIMB Ha KIITUHU PaKy SIK TaKWid, 10 YUHUTH
[IUTOCTATUYHY Ta MPOANONTOTUYHY JIIIO.

[Ipu pocnipkeHH1 BIUIMBY MeEJNaHIHY, LWCIUIATUHU Ta KOMOIHAIli MEJIaHIHy 3
LMCIJIATUHOIO HA EKCIIPECII0 PELENTOPY BPOAKEHOI IMyHHOI BinoBil T LR4 Ta kimouoBux
IUTOKIHIB cUCTeMHO1 3anayibHOI BiAmoBial TNF-a, TGF-B, INF-y Mmu BUsBUIN BILUIUB, IKUN
XapaKTepU3y€eThCs sIK Takui, o 3HmKye ekcrpecito TLR4, TNF-a, TGF-B, Ta minBuiye
INF-y B TKaHMH1 paKy C€4OBOro MIXypa, 10 TO3ULIOHYE AOCTII)KYBaHy pEYOBUHY MEJIaHIH
Ta 1i KOMOIHAIIIIO 3 IUCIJIATHHOM SK KOMIIOHEHT 3 aHTHMETAaCTa30T€HHUM BILJTUBOM, Ta
CTUMYJISTOPOM aroNnTO3y MyXJIMHHUX KIIITHH.

Takum YwHOM, IOCHIKyBaHA HAMH B EKCIIEPUMEHTI TNoJi(eHOTpHA pPEeuOBHHA
MEJIaHiH IOXO0KCHHS Bix yopHHX rpubiB poay Pseudonadsoniella brunnea, B komGiHarrii 3
[IUTOTOKCHYHUM TIPEenapaToM IMCIUIATHH JIEMOHCTPYE XapaKTePUCTUKH €(HEKTUBHOTO
a7’ t0oBaHTa CUCTEMHOI IIMTOTOKCUYHOI Jii, 1m0 30arauye CKpaOHUIIO 3HAHb MPO O10JIOTIIO
paKy Ce4oBOTO MIXypa, Ta IOCTIPKEHHS SIKOTO BapTO MPOJAOBKYBATH B yMOBAaX KIIHIYHUX
JTIOCJTIIKEHD.

BUCHOBKH
1. [IponemMoHCcTpOBaHa MOMKIIUBICTH BAKOHAHHSI OPraHO-30€epiratounx onepauii y
XBOPUX Ha M S13€BO-IHBA3MBHUN OpPraHO-JIOKAJII30BAHUNA Ta MICIEBO-TIOIIMPEHUN HU3BKO-
nudepeHiioBaHni ypoTeniaiabHii pak cedoBoro Mixypa (crauii pT2-3NO0), mro 3ade3neuye
3arajJbHy BW)KMBAHICTh HE TIpIIy 3a BHKHBAHICTb y XBOPUX IICIS pPaJUKAIbHOI
nucrekToMii. [TokasHuk S-pigHOi 3aranmbHOl BWXKMBAHOCTI 11t xBopux crafmii pT2NO
cranoBuB 40,74% micns PIIE, 36,25% micns pesekiii cedoBoro mixypa (p=0,959), Ta
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22,97% nicns TYPCM (p=0,188), nyst xBopux ctaaii pT3NO cranosus 17,02% micas PLE,
33,8% micns pesexiii ceaoBoro mixypa (p=0,065), ta 22,56% nicins TYPCM (p=0,884).

2. [Ipn mopiBHSHHI pe3yibTAaTIB S-piyHOI OE3pEIUANBHOI BHKHBAHOCTI HE
BUSIBJICHO CTAaTUCTUYHO JOCTOBIPHOI BIAMIHHOCTI MIXXK XBOPHUMH, OTIEPOBAHUMHU B 00CS31
TYPCM abo BikpuTOi pe3ekiiii ceuoBoro mixypa (29,7% npotu 45,6%, p=0,165), meniana
Oe3pelIMBHOT BIXKMBAHOCTI CKJajga 53,3 Mic. i XBOPUX IMICHSI PE3EKIlii CEYOBOTO
Mmixypa, ta 40,5 mic. aisg xBopux micis TYPCM. Peuunusu Tparmisuidcs B piBHIA Mipi sIK
niciast TYPCM (y 32,7% onepoBanux), Tak 1 miciig pe3ekili cedoBoro mixypa (y 30%
OTIEPOBAHUX ), MeJlIaHa Yacy J0 MepIIoro peuuauBy ckiana 18 micsimiB npotu 30 micAIiB,
BIIITIOBIIHO.

3. JloBeeHa CTAaTHUCTMYHO JOCTOBIpHA IepeBara y BIDKMBAHOCTI XBOpUX Ha
HIAPCM, npoiikoBaHMX MUISIXOM OPraHo-30epiraioyoro JiKyBaHHA B KOMOiHamii 3
«PATIBHOIO» ITUCTEKTOMIEIO TP MICIIEBOMY PELUNBI, B TOPIBHAHHI 3 IepBUHHOIO PLIE; 5-
plyHa BMKMBAHICTh CcTaHOBHIA 39,6% micis paTiBHOI HUcTeKkTOoMIi, ipotu 22,01% micis
PIIE (p=0,007). Meaiana BUKHUBAHOCTI MICIISl pSATIBHOI IIUCTEKTOMIT CTAHOBUTH 51,7 Mics1id,
nicis nepBuHHOI PLE — 21,9 Micauis.

4, [IponemMoHCTpOBaHa MOXKIIMBICTH ITPOBEJICHHS OPraHO-30€epiratounx oreparii
31 CPUATIMBUM MPOTHO30M BIDKMBAHOCTI Y XBOpUX Ha MicueBo-nomupennit HJIPCM, siki
IPOJIEMOHCTPYBAJIM YaCTKOBY MATOJIOTIYHY BIJIMOBIJIb MyXJIMHU HA MPOBEJICHHS 2 IHUKIIB
mucruiatiH-BMicHoi HATIXT. PesynpraTu 3-piyHOi 3arajabHOT BUKHUBAHOCTI XBOPUX MICIIS
opraHo-36epiratounx onepairiii B komOiHaiii 3 HAIIXT cranosuB 100% 3 HETOCITHYTOIO
MeJIIaHOIO 3araJIbHOT BUKMBAHOCTI, B TOM JK€ YaC MOKA3HUK 3arajibHOi BUKUBAHOCTI XBOPHUX
nicist HAIIXT 3 PLIE cranoBuB 50% 3 MeIiaHOIO BUKUBAHOCTI 13 MicSIIiB.

S. Hosenena edextuBHicTh AIIXT micng PIIE y noaoBXkeHHI TpHUBAaNOCTI
3arajibHOi S5-piuHOi BrkuBaHOCTI xBopux Ha HJIPCM cranii pN+, 22,7% npotu 3,45%
(p=0,004), meniana BuxkuBaHocti 13,7 mic. mpotu 8,7 mic. HaTtomicTh, y XBOpuX micis
opraHo-30epiratouoro xipypriusoro jikyBanHs AIIXT He mpoaemMoHcTpyBana mepeBar y
BWKMBAHOCTI B MOPIBHSAHHI 3 XBopuMu 0e3 AITXT.

6. O1uiHKa SIKOCTI )KUTTS 32 JonoMoroto onutyBainbHuka MOS SF-36 onepoBanux
XBOPUX BUSIBWJIA IOCTOBIPHE MOKPAIEHHS MOKA3HUKIB (DI3UYHOTO 370POB’ S MICIS OpraHo-
30epirarouux oreparliii B MOPIBHSAHHI 3 paJuKaIbHOIO HucTtekTomiero (38,6 = 12,2 Gamnis
npotu 48,5 = 6,6 (p<0,01)). Iloka3HUKHK TICUXOJIOTIYHOTO 3J0POB’SI 3pOCIi B PiBHIN Mipi
micist 000X BHJIIB BTPYYaHHS Ta PI3HUIIA B AKOCT1 JKUTTS HE OyJia CTATUCTUYHO 3HAUYIIOO.

7. [IponemMoHCcTpOBaHa TOCTOBIPHO HUYXKYA €KCIIPECisi B TKAHMHI PaKy CEUYOBOTO
Mixypa Oy/b SIKOi CTaJii Ta CTyIeHs KIITHHHOI aTHMil B MOPIBHAHHI 13 3JJOPOBOIO CTIHKOIO
CEYOBOIr'0 MIXypa KIIFOUOBOI'O PELENTOPY BpokeHoi iMyHHO1 BianoBiai TLR4 (p=0,038) ta
nutokiHiB IFN-y (p=0,011), TGF-f (p=0,368), TNF-a (p=0,002). B wmeracraruuno
ypakeHoMYy JiM(}aTUYHOMY BY3Jl BHUSBIIEHO JIOCTOBIpHE 30uIblIeHHs ekcrpecii TGF-f
NOPIBHSHO /0 HeypaxkeHoro JiMdatuuHoro Bysna (p=0,001) ta peuentopy BpOIKEHOI
imyHHOi BignoBigi TLR4 (p=0,017) mopiBHSAHO 10 ekchpecii B TKAHHWHI PaKy CEYOBOTO
Mixypa.

8. [IpoaeMoHCTpOBaH1 3MiHU B MOJICKYJISIPHOMY TTPOQ1JTI0 paKy CE40BOI0 MIXypa,
0 JTOCTOBIPHO KopenmroioTh (p<0,05) 31 3pocTaHHAM CTajii paky CEYOBOTO MiXypa Bij
craaii | no IV B mopiBHSHHI 3 KOHTPOJIEM Yy 3J0POBHX JOHOPIB, Ta XapaKTEPHU3YIOTh
HapOCTaHHS 1HBA3UBHOCTI paKy CE4OBOTO MiXypa.
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9. B excnepuMeHTi Ha KIITUHHIA JiHIT paky ceuoBoro wmixypa T24/83
MPOJEMOHCTPOBAHO, 110 3aCTOCYBaHHS MOI1(EHOIBHOI CIIOTYKH TPUOKOBOTO MOXOIKEHHS
MeJaHiHy, TPOAYLEHTOM SIKOi € HOPHI APLKIKOMOAIOH] Tpubn pony Pseudonadsoniella Ta
HOBOTO BHAY Pseudonadsoniella brunnea, 130150BaHi 13 CKelbHOI mopoau o.lamiHmes
(AHTapkTHIa), [UTOTOKCHYHOTO IMpernapary HUCIUIATHHU Ta iX KOMOIHAIil 0 KIITHH
KJIITUHHOI JIiHIT paky cedoBoro Mixypa 124/83 neMOHCTpye IOCTOBIpHUU BIUIMB Ha
ekcpecito TLR4, TNF-a, TGF-£, INF-y y nopiBHSHHI 13 €KCIIpECi€l0 B KOHTpPOJI, Ha
nepepo3noAil KITHH 3a (pa3aMu KIITHHHOTO LMKy Ta IMIJABUINEHHS PIBHSA alomnTo3y.
[IpogeMoHCTpOBaHO, IO IHMCIUIATMH, MEJNAaHIH Ta KOMOIHAIllsd UMCIUIATUH+MENIaH1H
3HMKYIOTh ekcripecito TLR4, TNF-a, migsumyroTs ekcripecito IFN-y. MenaHiH He BIIUBa€e
Ha excrpecio TGF-4, Toai sk nucmiaTHH Ta KoMOiHaLliA HUCIUIATHH+MeIaH1H IEMOHCTPYE
CYTTEBE 3HIDKEHHS eKcrpecii mpomeracTta3oreHHoro uutokiny [GF-f mopiBHsSHO 3
KoHTposieM. HaliBuia iHayKIis anonTo3y Oyja IOCSITHYTa MPU 3aCTOCYBaHHI HUCIUIATUHY
Ta KOMO1HAIl] NUCIUIAaTUH+MEJIaH1H.

10. BcranoBneno, mo kputepieM e(OEKTUBHOTO Ta O€3MEYHOTO 3aCTOCYBaHHS
opraHo-30epiraro4oi Xipyprii y XBOPHUX Ha MiCIEBO-TIOIMPEHUH Ta/abo perioHapHO-
MeTtactatuaHui ypotemanbHuit HIIPCM € nocsrHeHHs 4acTKOBOI pagioJIOriYHO1 BIATIOBIII
no RECIST 1.1 nmyxnunu B cedoBomy Mixypi Ha 2 mukiaun HAIIXT 3a cxemoro GC.

IMPAKTUYHI PEKOMEHJALIII

1. [Ipu rmuiaHyBaHHI  paJUKadbHOTO JIiKyBaHHA xBopux Ha HJ[PCM
PEKOMEHIYETbCSI 00OB’SI3KOBa OI[IHKA MOJKJIMBOCTI IPOBEAEHHS OpraHo-30epirarodoro
JMIKyBaHHS SK B MOHOTeparii (BIAKpUTa pe3eKiliss 3 Ta30BOIO JiMdaeHeKToMi€I0 abo
TYPCM), Tak 1 B kOMO1HaIIi1 3 NepiornepaliifHo Teparieo.

2. V¥ XBopuX Ha MicleBO-TIOIIMpeHUI ab0 perioHapHo-meTacTatnunuii HIPCM
MPOBEICHHS HEO0aJ IOBAHTHOI mMojixiMmiorepanii 3a cxemoro ['emuurtabint+lucniatun B
00ca31 MiHiMyM 2 1ukiiB HAITXT Moke npu3BOAWTH SIK O 3MEHIIEHHS CTaAll paKy, TaK 1
JI0 TIATOJIOTIYHOI TMOBHOI YW YAaCTKOBOI BIJAMOBIMI, IO JO3BOJIUTH 3MIHUTH TaKTHKY
nikyBanHs HIIPCM B Oik opraHo-30epirarouoi Xipypriuioi onepatiii, abo nposectu PLIE 3
ONTUMAIIBHUMH OHKOJIOTITYHUMU PE3YJIbTaTaMH.

3. HAIIXT 3a cxemoro GC npoeMoHCTpyBaja MoTeHIIial 10 3HUKEHHS CTYTICHS
KJIITHHHOI aTumii 1 XBOpux Ha MicrieBo-nomupenuit HAPCM, mo no3Bossie po3risgaTi
opraHo-30epirarodi omepaiiii sfK MOXJHBI, 3a YMOBH BIIMOBITHOCTI BCTaHOBJICHHM
KPUTEPISIM TIPOBEICHHS PE3EKIlli CEYOBOTO MiXypa.

4, XBopi, SKI HE MPOJAEMOHCTPYBAIM KIIHIYHOI Ta MATOJIOTIYHOI BIAMOBIJI Ha
mucriatud-BMicHy  HAIIXT HamexaTs A0 Tpynd HECHPUSITIMBOIO OHKOJOTTYHOTO
IPOrHO3y, Ta MOTPEOYIOTh HA JOJIATOK J0 XIPYpriyHOTO JIIKYBaHHS 3ady4€HHs B KIIHIYHI
JOCIIIKEHHS IEPCIEKTUBHUX JIKapChKUX MpenapariB CUCTEMHOT ii.

5. TazoBa miMdaneHEeKTOMIsI Yy XBOpPUX 3  JIOKaJII30BaHOK  Ta30BOIO
niMdazeHonaTielo Ta OOJbOBUM CHHAPOMOM B MAUISHIN Tasza, IO BUHUKIM MICIS
MPOBEJICHHS OpraHo-30epirarouoro JiikyBaHHs B 00csa31 TYPCM, Moxke po3risiiaTUCs sIK
e(eKTUBHUN BapiaHT pajuKaiizailii JiKyBaHHS B KOMOiHAIlli 3 MOJAJIBIIOK CUCTEMHOIO
MOJTIXIMIOTEpAIi€0 Ha OCHOBI IUCTUIATHHH.

6. PsariBaa nuctekTomist y xBopux 3 peuuauBom HJIPCM B ceuoBomy Mixypi
MICsl TIOMEPEHHOTO OPTaHO-30epiraroyoro JIKyBaHHS € METOJOM JIKYBaHHS, SKAN
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3a0e3rneuye MOKa3HUKH 3arajibHOI BH)KMBAHOCTI Kpallll, HIXK MICIs MPOBEICHHS EePBUHHOT
pPaauKaIbHOT IUCTEKTOMII.

7. PenmnuBu B ce4oBOMY MiXypi TpParuISFOTBCS OJHAKOBO YacTO SIK TICII
TYPCM, Ttak 1 miciig BIIKPUTOI pe3eKIlii CEYOBOro MiXxypa, mpoTe MeaiaHa 6e3peruanBHOL
BIDKMBAHOCTI ITICJIS PE3EKIIii CeY0BOI0 MiXypa € BJIBidi O11b111010. ToMy BHOIp XipypridHOTO
OpraHo-30epirarouoro MEeTOy 3aJICKUTh BUOOPY OHKOXIpypra, OHKOJIOTTYHOT JOIIILHOCTI
Ta TEXHIYHOT MOKJIMBOCTI BUKOHAHHS 00paHOi orepairii.

8. Y xBopux ©Ha HJIPCM nume cranmii pN+ mnpoBeaeHHsS a1 FOBAaHTHOI
noJTixXiMioTepamnii TOCTOBIPHO IOKPAIlyBaJl0 IMOKA3HUKH 3arajilbHOi BMXKUBAHOCTI IMICJIA
XIpypriyHOTO JIIKYBaHHS y TIOPIBHAHHI 3 TUMHU XBOPUMH I1J€HTUYHHUX CTaJik, KOMY
a7’ FOBaHTHA Teparris He MPOBOIHIIACA.

KarouoBi cjioBa: kapruHoMa, MyXJIMHM CEUOBOTO MiXypa, XIpypris pakxy,
LMCTEKTOMIsI, OpraHo-30eriparoye JIIKyBaHHs, METacTa3u B JiM(paTU4YHI BY3JH, PELUIUB
MyXJIMHU, CHCTEMHA Tepamisi, peTpPOCIEeKTUBHE NOCHiKeHHd, MmeTon Karmman-Meliepa,
pe3yJIbTaTH JIIKyBaHHSI, BUKUBAHICTh, O10MapKepH, IMTOKIHU, AKICTh KUTTS.
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copyright.
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GENERAL CHARACTERISTICS OF WORK

Relevance of the theme. Urinary bladder cancer (BCa), and especially its most
aggressive form, high-grade bladder cancer (BCa), as a medical and social problem in men
and women, is determined not only by its high prevalence, but also by the difficulties of
effective radical treatment, trauma, and a high level of complications after performing a
radical cystectomy, which is defined as the standard of care for patients with muscle-
invasive cancer [Witjes J.A., 2020]. The issue of the possibility of organ-preserving
treatment remains insufficiently studied due to the high level of complications, mortality
and reduced quality of life after radical cystectomy [Petrelli F., 2014].

Bladder cancer is a malignant disease of the bladder prone to frequent relapses and
progression, one of the most expensive oncology to treat, and one of the most common
malignant tumors in the male population with poor patient survival outcomes, which
presents a difficult task for radical treatment [Han Y., 2018]. Bladder cancer ranks seventh
in the structure of cancer incidence (5.4%) and eighth in the structure of cancer mortality
(3.9%) in men in Ukraine. Among the female population, the incidence of bladder cancer
and mortality from it is not included in the first 10 nosologies [Fedorenko Z., 2020]

The total number of new cases of bladder cancer in 2019 in Ukraine is 4,443, the ratio
of men to women among patients is 4:1. Incidence (world standard) - 6.5 per 100,000
population. Incidence in Ukraine is 11.1 per 100,000 population. The total number of deaths
from bladder cancer in Ukraine in 2019 is 1,657. The mortality rate (standardized rate, world
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standard) is 2.2 per 100,000 population. Mortality (standardized indicator, Ukrainian
standard) 4.1 per 100,000 population.

High-grade urothelial bladder cancer (high-grade bladder cancer) is the most
aggressive form of the disease, which occurs in 10-15% of all cases, is most often
represented by a muscle-invasive form, which has certain differences from other forms of
BCA, such as in morphology - both in the genetic aspect and in the clinical aspect, which
makes this form of the disease a separate nosological unit [Witjes J.A., 2019, Han Y., 2018].

Muscle-invasive bladder cancer (MIBC) is an extremely variable disease with a large
number of sub-variants of the histological structure of the tumor [Necchi A., 2020, Fantini
D., 2018]. This fact complicates the development of standard approaches to the diagnosis
and treatment of MIBC, complicates the prognosis of the course of the disease and the
assessment of survival, and requires further research in the direction of finding ways to
improve the results of diagnosis and treatment [ Knowles M.A., 2006, Pietzak E.J., 2019].

The standard of care for muscle-invasive bladder cancer (MIBC) is radical cystectomy
(RCE) [Witjes J.A., 2019]. However, the 5-year cumulative survival rate in this group of
patients is 50% [Bochner B.H., 2018]. On the other hand, radical cystectomy is associated
with high postoperative morbidity (66%), carries a significant risk of postoperative mortality
(up to 4.2%), and negatively affects quality of life [Bochner B.H., 2018, Johar R.S., 2013].
The introduction into clinical practice of neoadjuvant platinum-containing chemotherapy
allows to increase cancer-specific survival and to change the treatment paradigm towards
organ-preserving treatment or organ-removal treatment with higher survival rates [Robins
D., 2018]. However, the use of this regimen in clinical practice is very limited, not least
because of the toxicity of platinum-containing chemotherapy [Yin M., 2016]. The desire to
minimize the toxic manifestations of treatment (both surgical and chemotherapeutic) is
justified, therefore the existing standards and treatment regimens for MIBC are subject to
critical analysis and revision.

Bladder cancer is a highly immunogenic disease. A change in the immune response in
this disease is an important element in the pathogenesis of cancer. The initiation and
progression of cancer occurs against the background of the development of
immunosuppression in the patient [Hanahan D., 2011]. Chronic inflammation,
immunosuppression, and the oncological process are three pathological phenomena that
combine and reinforce each other during carcinogenesis. Therefore, the immuno-
oncological approach claims a valid and important place in the treatment algorithm of
patients with BCA [Seliger B., 2020]. Considering the fact that the survival rates of patients
with high-grade bladder cancer remain low, the introduction of systemic immunotherapeutic
treatment measures as an element of complex therapy in addition to existing standard
treatment methods (surgery, chemotherapy, radiotherapy) gives hope for improvement of
treatment results and indicators survival rate.

Numerous studies on the treatment of MIBC and the search for ways to personalize the
treatment provide new facts that require systematization, in this regard, a number of studies
were conducted, the results of which are highlighted in this work.

Connection of work with scientific programs, plans, topics. The dissertation work
was carried out in accordance with the plan of research works of the State University
"Institute of Urology of the National Academy of Sciences of Ukraine™ and is a fragment of
the planned research work: state registration number 0111U002100. The dissertation passed
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a bioethical examination at the O.O. Bogomolets National Medical University (protocol No.
171 dated 04/24/2023).

Purpose of the study: Improving the quality of life of patients with muscle-invasive
high-grade urothelial bladder cancer by conducting organ-preserving complex treatment,
the results of which will not be inferior than the existing standard in terms of survival rates,
and the search for potential predictive factors of personalization of this treatment.

Objectives of the study:

1. To investigate the possibility of performing organ-preserving operations in patients
with muscle-invasive organ-localized and locally advanced high-grade urothelial bladder
cancer (stages pT2-3N0), and to compare the 5-year overall survival rates of patients after
radical cystectomy and after organ-preserving operations (TURB or bladder resection).

2. To compare the results of 5-year recurrence-free survival of patients with HGBC
operated on with the help of various types of organ-preserving interventions (TURB or
bladder resection).

3. To investigate the overall survival rates of patients with HGBC after organ-
preserving treatment in combination with “salvage" cystectomy in case of local recurrence
of HGBC in comparison with the initially performed RCE.

4. To study the indicators of 3-year overall survival in patients with locally advanced
or regionally metastatic HGBC after NACT, operated according to an organ-preserving
approach or in the scope of radical cystectomy, and to determine options for the response to
the performed NACT.

5. To investigate the effect of adjuvant chemotherapy on the 5-year overall survival of
patients with HGBC stage pN+.

6. To conduct a comparative assessment of the quality of life of patients after organ-
preserving operations and radical cystectomy using the Ukrainian version of the MOS SF-
36 questionnaire.

7. To investigate the expression of the key receptor of the innate immune response,
toll-like receptor type 4, and cytokines of the systemic inflammatory response (IFN-y, TGF-
B, TNF-a) in bladder cancer tissue, depending on the stage of bladder cancer.

8. Tostudy changes in the molecular profile of the tumor microenvironment of bladder
cancer in the tumor tissue and in the blood serum of patients (cytokines of Thl and Th2
profiles, VEGF, HSP60/70, serine proteinases, matrix metalloproteinases, tissue MMP
inhibitor, plasminogen, tissue-type plasminogen activator, a2-macroglobulin, a2-
antiplasmin) depending on the stage of bladder cancer.

9. In an experiment on the bladder cancer cell line T24/83, to study changes in the
expression of toll-like receptor type 4 and key cytokines of the systemic inflammatory
response, the proliferative state and apoptosis of bladder cancer cells under the influence of
the experimental polyphenolic compound of plant origin melanin in combination with a
cytotoxic drug cisplatin.

10. To determine the criteria of effective and safe application of organ-
preserving surgery in patients with locally advanced and/or regionally metastatic urothelial
HGBC when using NACT according to the scheme of gemcitabine with cisplatin.

Object of study: high-grade bladder cancer, complex organ-preserving treatment of
high-grade bladder cancer.
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Subject of study: results of treatment methods for high-grade bladder cancer (surgical,
chemotherapeutic, radiation, and their combination), survival rates, cancer recurrence after
organ-sparing treatment, toll-like receptor type 4, key cytokines of the systemic
inflammatory response, polyphenol compound of plant origin melanin, effect on cell cycle
indicators, bladder cancer cell line T24/83, quality of life.

Research methods: clinical-laboratory, radiation (computed tomography, magnetic
resonance imaging), histological, immunohistochemical, cytological, medical-statistical,
spectrophotometric, affinity chromatography, enzyme-linked immunosorbent assay in
ELISA modification, optical absorption measurement method, unified enzymatic method,
cytofluorimetric analysis, colorimetric test, polymerase chain reaction in real time, method
of relative quantification of ACt, method of flow cytometry, optical microscopy, survey of
operated patients using the Ukrainian version of the MOS SF-36 questionnaire.

Scientific novelty of the obtained results.

1. For the first time, the possibility of performing organ-preserving operations in
patients with muscle-invasive organ-localized and locally advance high-grade urothelial
bladder cancer (stages pT2-3NQ) has been proven, providing overall survival rates not
inferior than those after radical cystectomy.

2. It was demonstrated for the first time that the rates of recurrence-free survival
in patients with muscle-invasive organ-localized and locally advanced high-grade urothelial
bladder cancer (stages pT2-3NO0), operated with the help of various types of organ-
preserving interventions, are identical.

3. For the first time, the expediency of conducting organ-preserving operations in
the case of recurrence of muscle-invasive HGBC with subsequent possible salvage
cystectomy, which ensures the maximum possible preservation of a functioning bladder and
overall survival longer than in the case of primary radical cystectomy, has been
substantiated.

4, It was proved for the first time that adjuvant chemotherapy does have positive
effect on the 5-year overall survival of patients with HGBC after surgical treatment if
patients have stage pN+ disease.

5. For the first time, the possibility of conducting organ-preserving surgery in
patients with HGBC when a partial pathological response to cisplatin-containing NACT is
achieved is substantiated.

6. For the first time, a higher quality of life in terms of physical and psychological
health parameters while maintaining an acceptable level of survival in bladder cancer
patients operated on in the scope of organ-preserving techniques compared to patients after
radical cystectomy was proven.

7. For the first time, a search for molecular markers of bladder cancer progression
was carried out, namely, a lower expression of the key receptor of the innate immune
response TLR4 and cytokines IFN-y, TGF-B, TNF-a was proven in bladder cancer tissue of
any stage and degree of cellular atypia if compared to a healthy bladder wall. A significant
increase in the expression of TGF-B compared to the unaffected lymph node and TLR4
compared to the expression in bladder cancer tissue was found in the metastatic lymph node,
which can be a target for further development of targeted effects on metastatic urothelial
cancer.
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8. Evidence of changes in the molecular cytokine profile (cytokines of Thl and
Th2 profiles) and biochemical profile (VEGF, HSP60, HSP70, serine proteinases, matrix
metalloproteinases, tissue MMP inhibitor, plasminogen, tissue-type plasminogen activator,
a2-macroglobulin, o2-antiplasmin) of microenvironment of bladder cancer is provided,
which reliably correlates with the growth of the stage of bladder cancer from stage I to IV,
and may serve as indicators of personalized treatment in the future.

9. For the first time, in an experiment on the bladder cancer cell line T24/83, the
property of the polyphenolic compound melanin of fungal origin, produced by black yeast-
like fungi of the genus Pseudonadsoniella and a new species Pseudonadsoniella brunnea,
isolated from the rock of Galindez Island (Antarctica), the cytotoxic drug cisplatin and
combination of melanin and cisplatin were demonstrated to affect the expression of TLR4,
TNF-a, TGF-p, INF-y in bladder cancer tissue compared to the expression in the control, to
affect the redistribution of cells according to the phases of the cell cycle, and increase the
level of apoptosis among tumor cells. This indicates that melanin has the properties of a
potential adjuvant of systemic cytotoxic effect on bladder cancer cells, as well as an
antimetastasogenic effect, taking into account the suppressive effect of the investigated
combination on the expression of the prometastatic cytokine TGF-f3, and encourages further
clinical studies.

10. The defined criterion for the effective and safe use of organ-preserving surgery
in patients with locally advanced and/or locally metastatic urothelial HGBC when using
NACT according to the scheme of gemcitabine and cisplatin, consists in achieving a partial
radiological response according to the RECIST 1.1 criterion, which makes it possible to
carry out bladder resection or TURB.

The practical significance of the obtained results is that it is reasonable to conduct
complex organ-preserving treatment of patients with high-grade muscle-invasive bladder
cancer, in which the patients' satisfactory quality of life is maintained, the urinary bladder
Is preserved, the overall survival rates are not inferior than after radical cystectomy. The
recurrence rate of HGBC after organ-sparing treatment was determined, and it was
demonstrated that relapses occur statistically reliably equally often both after TURB and
bladder resection, but the median time of recurrence-free survival is longer after open
bladder resection. Salvage cystectomy, which is performed in case of cancer recurrence after
organ-sparing treatment, is performed more often after TURB than after bladder resection.
A positive effect on the overall survival of organ-sparing treatment was demonstrated, and
it was statistically reliably proven that patients who were treated in the scope of salvage
cystectomy after relapses of HGBC have a higher life expectancy than patients of identical
stages, treated in the scope of primary radical cystectomy. A statistically significant positive
effect of adjuvant chemotherapy on the survival of stage pN+ patients after surgical
treatment has been proven. ldentical effectiveness of chemotherapy in the early or delayed
period (more than 3 months after surgery) has been demonstrated. The effect of reducing
the stage and degree of cellular atypia of bladder cancer as a result of cisplatin-containing
NACT has been demonstrated, and the possibility of radical surgical treatment with high
survival rates in the scope of both RCE and bladder resection has been demonstrated. The
clinical effectiveness of pelvic lymphadenectomy after completion of complex organ-
preserving treatment in the scope of resection with postoperative chemotherapy has been
demonstrated. The achievement of a higher quality of life of patients operated on in the
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scope of organ-preserving techniques compared to the quality of life after radical
cystectomy in terms of physical and psychological health parameters has been proven.

Personal contribution of the acquirer. The applicant is responsible for choosing the
topic of the work. Together with a scientific consultant, the directions and design of
research, justification of the goal, tasks and ways of solving them are determined. The author
independently performed the search and analysis of scientific literature. The author directly
recruited patients for research, planned and carried out surgical and combined treatment,
formed an electronic database of patients and statistical analysis of the obtained results,
collected bladder cancer tissues for laboratory and experimental research, analyzed data and
summarized the results, wrote articles, formulated conclusions and practical
recommendations. The author also took part in conducting an experiment with a bladder
cancer cell line, drawing up protocols. Independently written and designed dissertation and
abstract. In scientific publications, applications for proposed inventions, made with co-
authors, the dissertation belongs to the factual material and the main creative work. All
scientific generalizations, provisions, results, conclusions and recommendations presented
In the dissertation were made by the author personally.

Approbation of the results of the dissertation. The main provisions of the work were
presented and discussed at scientific and practical conferences of various levels: Congress
of the Association of Urologists of Ukraine, September 16-18, 2010, Odesa. Scientific and
practical conference "Innovative aspects of technologies in urology", March 22-23, 2012,
Kyiv. Conference "Achievements and prospects in oncourology, plastic and reconstructive
surgery of the urinary tract”" in memory of V. S. Karpenko, April 18-20, 2013, Kyiv. 38th
Meeting of European Society of Medical Oncology, Sept.27-Oct.1, 2013, Amsterdam, The
Netherlands. 11th North-Eastern European Meeting of EAU, 23 May 2014, Vilnus,
Lithuania. 34th Congress of SIU (Society international d’Urology), 12-15 October 2014,
Glasgow, England. 7th European Multidisciplinary Meeting on Urological Cancer
(EMUC2015), 12-15 November 2015, Barcelona, Spain. 15th Central European Meeting of
European Urological Association, 2-4 October 2015, Budapest, Hungary. World Congress
and Expo on Oncology & Radiology (Oncology-2016), April 18-20, 2016, Dubai, UAE.
10th World Congress on Polyphenols Applications, 29June-1July 2016, Porto, Portugal.
Scientific and practical conference with international participation "Urology, andrology,
nephrology - 2016", May 25-27, 2016, Kharkiv. 51st European Society of Clinical
Investigation Conference, 17-19 May, 2017, Genoa, Italy. European Cancer Congress 2017,
Amsterdam, The Netherlands. ECI 2018 — 5% European Congress of Immunology,
September 2, 2018, Amsterdam, The Netherlands. Meeting of European Society on Urologic
Research, 2018, 4-6 October. Athens, Greece. (ESUR18). The Immuno-Oncology 2019
World Congress (Immuno-Oncology2019), 23-24 May 2019, Barcelona, Spain. Scientific
and practical conference "Innovative technologies of cancer screening, diagnosis, and
personalized therapy", October 3-4, 2019, Kyiv. XII Congress of the Ukrainian Biochemical
Congress, dedicated to the 165th anniversary of the birth of 1. Ya. Gorbachevskiy. 30
September - October 4, 2019, Kyiv Scientific and practical conference "UroDnipro",
October 20-21, 2020, Dnipro Scientific and practical conference "UroDnipro™, October 14-
15, 2021, Dnipro.

Implementation of research results. The results of clinical, laboratory, and
experimental studies presented in the dissertation were implemented in the clinical,
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educational, and research processes at the departments of urology and oncology of NSU
named after O.0. Bogomolets; NSC "Institute of Biology and Medicine" of Taras
Shevchenko Kyiv National University; in the clinical practice of the Center of Urology and
Oncourology of the Clinical Hospital "Feofania” DUS, Kyiv; Department of Urology of
Chronic Diseases of the KNP "Olexandriv Clinical Hospital of Kyiv"; department of surgery
of the CNP "Central City Clinical Hospital of Uzhhorod".

Publications. 27 scientific works have been published on the topic of the dissertation,
of which: 10 in publications indexed in Scopus/Web of Science, 17 in specialized scientific
publications recommended by the Ministry of Education and Culture of Ukraine, 22
abstracts of reports. Received 1 patent for a utility model.

The structure and scope of the dissertation. The dissertation consists of an
introduction, an analytical review of the literature, a section on materials and methods of
research and treatment with patient characteristics, 4 sections of own research, analysis and
generalizations of the obtained results, conclusions, practical recommendations, a list of
used sources and appendices. The volume of the work is 372 pages, the volume of the main
text of the dissertation is 270 pages of printed text. The work is illustrated with 39 tables
and 94 figures. The list of used sources contains 298 names, 4 of them in Cyrillic and 294
in Latin

MAIN CONTENT

Research materials and methods. The study was conducted in the center of urology
and oncourology of the "Feofania™ Clinical Hospital, Kyiv, from February 2020, before that,
from September 2016 - at the Department of Urology of O. Bogomolets National Medical
University (clinical base - Oleksandrivska Clinical Hospital, Kyiv), until of this - in the
urology department of the Kyiv City Clinical Oncology Center. The experimental fragment
was performed jointly with the Department of Biomedicine of the Educational and Scientific
Center "Institute of Biology and Medicine" of Taras Shevchenko Kyiv National University.
585 patients with HGBC who underwent specialized treatment in the period 1998-2016 were
involved in the retrospective study; in a prospective clinical study — 21 patients with locally
advanced and/or regionally metastatic HGBC who underwent neoadjuvant chemotherapy as
an element of complex treatment in the period 2016-2023, 55 patients with BCa were
involved in an experimental laboratory study and a study of the quality of life of operated
patients, in whom the expression of the key receptor of the innate and acquired immune
response TLR4, components of the tumor microenvironment and key cytokines of the
systemic inflammatory response was studied, and who were surveyed to determine the
quality of life in a week before radical surgery, and 6 months after surgery.

The clinical characteristics of the patients involved in the retrospective study are shown
in Table 1. The characteristics of the patients involved in the prospective study of the effect
of NACT on the migration of the HGBC stage and the change in surgical tactics are shown
in Table 2. Characteristics of patients involved in experimental laboratory research and
assessment of quality of life before radical surgery and after 6 months are shown in Table
3.

Controls for determining the level of inflammatory cytokines were 10 healthy donors
of a similar age.



31

All patients were examined in the scope of CT of the chest, abdomen and organs of the
retroperitoneal space, pelvis with intravenous contrast enhancement. MRI of the pelvic
organs was performed in order to assess the local spread of BCA in the bladder wall and to
accurately determine the stage of RT. Characterization of the prevalence of the malignant
process and determination of the stage of BCa was carried out according to the clinical
classification AJCC TNM Classification (7th ed., 2010).

All patients at the first stage of treatment underwent a biopsy of the bladder tumor and
visually healthy parts of the bladder and the prostatic part of the urethra for the purpose of
histological verification of the diagnosis, determination of the degree of cellular atypia (G),
prevalence of bladder tumor involvement (stage pT), and determination of indications for
further surgical treatment (RCE or BSS). If the tumor was endoscopically resectable during
the biopsy, we performed radical endoscopic removal of the tumor (radical or maximum
TURSM) within healthy bladder tissues.

Data on patient survival were collected from the registry of oncological diseases, which
IS maintained in the cancer registry of the National Cancer Institute of the Ministry of Health
of Ukraine. The starting point for the purposes of calculating survival rates was the primary
operation with a radical goal. The final reference point was the date of death or the date of
the last visit to the doctor.

All patients in this study signed informed consent for preoperative examination and
treatment, and for the processing of their personal data. The research protocol was approved
by the Ethics Committee of the medical institution.

The choice of the method of surgical treatment of HGBC.

Based on the results of preoperative examinations, a choice of surgical treatment was
made between radical cystectomy, bladder resection, and transurethral bladder resection,
taking into account the size of the tumor, the location of the tumor in the bladder in relation
to the bladder neck and ureteral loops, the status of regional and distant lymph nodes, as this
could be assessed based on preoperative CT scan data, as well as the technical and
oncological feasibility of bladder-sparing surgery.

The indication for organ-preserving surgery in patients with HGBC was a single tumor
with clear boundaries that did not extend to the bladder neck, which could be resected with
a sufficient margin of healthy urothelium and bladder wall without compromising the
function of urine retention and bladder reservoir capacity.

The indication for radical cystectomy was a total, subtotal or multifocal tumor lesion
of the bladder, which cannot be radically removed by an organ-preserving surgical method.

Patients who received NACT as part of our prospective study underwent surgery one
month after completion of chemotherapy treatment. The extent of surgery depended on the
clinical and pathologic response to NACT as assessed by CT or contrast-enhanced MRI and
evaluated according to RECIST 1.1 criteria. Depending on the degree of downstaging, the
patient underwent either TURSM, open resection, or radical cystoprostatectomy with
extended lymphodissection to the level of the inferior mesenteric artery loop with the
formation of an orthotopic urinary reservoir from a segment of the ileum according to the
Studer method.

Perioperative chemotherapy. Indications for ACT were determined by a
multidisciplinary oncology council and were as follows: detection of metastases in regional
or non-regional lymph nodes according to the results of a pathohistological examination,
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local spread of cancer beyond the bladder wall (stage>pT3a), distant metastases, electively
at stage pT2b. ACT was performed according to the GC, GCarb, or MVAC scheme at the
choice of the clinical oncologist.

Contraindications to adjuvant chemotherapy were the patient's severe physical
condition after surgery, the presence of postoperative complications that required long-term
medical correction or surgical intervention, postoperative anemia (hemoglobin level below
100 g/l), renal failure (glomerular filtration rate below 60 ml/min).

Neoadjuvant chemotherapy was administered to patients as part of our prospective
study of the effect of NACT on the stage change of BCa and the tactics of surgical treatment
of BCa. NACT was performed according to the GC scheme: gemcitabine - 1000 mg/m2
intravenously on days 1, 8 and 15 of the cycle, and cisplatin - 70 mg/m2 intravenously on
day 2 of the cycle.

The following schemes were also used during ACT: MVAC: methotrexate 80-100 mg,
vinblastine 20 mg, adriablastin 80 mg, carboplatin 600 mg per course, and the GCarb
scheme: gemcitabine 2000-4000 mg, carboplatin 450-600 mg per course.

Postoperative remote radiation therapy was carried out using a Siemens Oncor
Impression Plus linear accelerator, and started no earlier than a month after the surgery for
BCa. Single focal radiation doses were 2 Gy, irradiation was carried out 5 days a week. The
radiation therapy dose varied from 20 to 40 Gy per area of the pelvis, and from 37.4 to 53
Gy per area of the operated bladder.

Evaluation of the quality of life of patients after surgical treatment.

Using the Ukrainian version of the Medical Outcomes Study Short Form (MOS SF-
36), which contains 36 questions with the determination of physical and mental status, a
prospective assessment of the quality of life was carried out in 55 patients who underwent
radical treatment of organ-localized of non-metastatic BCa in the period from February 2020
to August 2023. The questionnaire was filled out twice: one week before radical surgery,
and 6 months after radical surgery. The received answers were entered into an electronic
spreadsheet for further mathematical calculation of the scores of the quality of life indicators
according to the algorithms for calculating the parameters of the quality of life.

Study of the content of tumor microenvironment components in bladder cancer
tissue and plasma from BCa patients and healthy donors.

During a surgical operation for bladder cancer, 1 cm3 of material was taken, as well as
a biopsy of healthy bladder tissues, free of tumor lesions. The samples were placed in the
preservative RNAlater Solution (Ambion, USA) and stored in a freezer at -200C, and then
delivered to the laboratory. Bladder tissue samples were homogenized using 10 mM Tris
HCI tissue buffer (pH=7.4) containing 0.2 M sucrose and 1 mM EDTA in glass Potter
homogenizers. The homogenate was centrifuged at 2.5 thousand rpm for 25 min. The
supernatant was quickly collected and used, or frozen at -20°C in polyethylene microtubes
until further use.

To determine the content of cytokines, matrix proteinases, tissue inhibitor of matrix
proteinases, VEGF, the content of heat shock proteins (HSPs) in blood plasma and tumor
tissues, the method of immunoenzymatic analysis in the modification of ELISA according
to the general method for soluble proteins was used.

The expression of TLR-4, TGF-B, INF-y, TNF-a was evaluated by real-time PCR on
7500 real-time PCR systems (Applied Biosystems, USA) using specific primers and
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fluorochrome SYBR Green (Applied Biosystems, USA). GADPH was used to normalize
MRNA levels for relative quantitative analysis. The sequences of TLR-4, TGF-f, INF-y and
TNF-a were constructed using Primer Express® Software v3.0 (Applied Biosystems, USA).
Calculations were carried out using the method of relative quantification of ACt. All tests
were performed three times.

Distribution by phases of the cell cycle, the level of apoptosis was assessed using
flow cytometry. Cells at a concentration of 5x105 cells were used to prepare one sample.
The cell suspension was pelleted by centrifugation at 400g for 5 minutes and washed twice
with phosphate-buffered saline (PBS, pH=7.2). Cells were resuspended in 200 pul of PBS
followed by the addition of 300 pl of 0.1% triton in citrate buffer (pH 6.8). For 1 minute, 10
ul of ribonuclease and 10 ul of propidium iodide (Sigma, USA) were added to the samples.
The samples were incubated for 10 minutes at 37°C and 30 minutes at room temperature in
the dark. Samples were measured no later than 3 days on a FACS Calibur flow cytometer
(Becton Dickinson, USA) with a 488 nm argon laser and a 582/42 nm narrow-band filter to
measure fluorescence. Flow cytometry data were analyzed using software Mod Fit LT 3.0
(BDIS, CIIA).

Morphological analysis was performed using optical microscopy. For this, T24/83
cells were stained with Bohmer's hematoxylin and May-Grunwald dyes (Alfarus, Ukraine).

Study of the influence of the polyphenolic compound melanin, the cytotoxic drug
cisplatin, and their combination on the expression of TLR4 and key cytokines of the
systemic inflammatory response.

To assess the effect of melanin, the producer of which is the yeast-like fungus
Pseudonadsoniella brunnea sp. X1, which were obtained from samples of vertical rocks on
Galindez Island (Ukrainian Antarctic Station named after Academician Vernadsky) used a
bladder cancer cell line.

Bladder carcinoma cell line T24/83, N85061107 was obtained from Sigma, Inc. (USA).
Cytotoxic drug cisplatin was obtained from Ebewe (Austria), polyphenolic compound
melanin - from "Institute of Biology and Medicine" of KNU named after Taras Shevchenko.

The concentration of cisplatin for the experiment was 0.05 mM, the concentration of
melanin was 5 pg/ml. T24/83 cells were incubated under standard conditions of 100%
humidity, 370C and 5% CO2 in RPMI-1640 medium (Sigma, USA) supplemented with 10%
FBS (Sigma, USA), 2 mM L-glutamine and 40 pg/ml gentamicin. Cisplatin and melanin in
the specified concentrations were added for 2 days.

RESEARCH RESULTS AND THEIR DISCUSSION.

The problem of bladder cancer treatment remains acutely relevant due to low rates of
oncological survival, high rate of recurrence, and dramatic impact on quality of life. High-
grade BCa belongs to the most aggressive form of cancer with a high potential for local
recurrence and metastatic progression, which requires increasing the effectiveness of
treatment in order to improve survival rates and quality of life.

According to the literature, high-grade muscle-invasive BCA has a relatively low
overall 5-year survival rate, namely, 68% for stage Il and 15% for locally advanced disease.
Current clinical guidelines indicate radical cystectomy as the "gold standard" of surgical
treatment of muscle-invasive BCa. The data of our study indicate that the 5-year survival
rate of patients after RCE at stage pT2 HGBC is 39.6%, which is significantly less than the
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literature data. Among all patients with HGBC, only 19.1% of patients were treated with
RCE in the monotherapy regime, and another 8.8% of patients with MIBC were treated with
RCE with adjuvant therapy, which makes the prevalence of RCE in the general group of
patients at the level 27.9%.

There is no proven survival advantage of any method of surgical treatment at stage Il
(p=0.959) and stage Il (p=0.065), that is, the advantage of resection over RCE approaches
statistical significance. Median survival at stage Il for RCE is 51.6 months, for resection —
41.2 months, for TURB — 28.3 months; at stage 11, the median survival for RCE is 27.3
months, for Resection - 31.7 months, for TURB - 16.7 months.

According to the literature, radical cystectomy is characterized by a number of
complications, namely: 2.9% early postoperative mortality rate, 40% risk of postoperative
complications and 25% risk of repeated hospitalizations, deterioration of kidney function,
advanced age of most patients with BCA (men, on average 79 years old, women - 81 years
old), who were shown RCE, the presence of concomitant pathology, which increases the
probability of mortality from non-oncological causes by 7 times. All these arguments
stimulate the search for organ-preserving treatment options for MIBC, an alternative to
radical cystectomy.

We investigated the possibility of performing organ-preserving operations in patients
with muscle-invasive organ-localized and locally advanced high-grade urothelial bladder
cancer (stages pT2-3), and compared the 5-year overall survival rates of patients after radical
cystectomy and after organ-preserving operations (TURB or bladder resection) (Fig. 2,
Table 4).

The main guarantee of the success of the organ-preserving approach and long-term
cancer-specific survival is considered to be maximum transurethral resection of the urinary
bladder without visible tumor remnants. We believe that the role of the only method of
organ-preserving treatment assigned to maximum TURB is very subjective. Open resection
of the urinary bladder allows removal of the tumor in a single block with full-thickness
excision of the bladder wall with a layer of surrounding paravesical adipose tissue, which
makes it possible to assess the cleanliness of the resection edges, and to perform the
operation at stage pT3. Whereas with TURB, the removal of the tumor is fragmentary, which
makes it impossible to assess the purity of the resection edges when examining the removed
drug. Therefore, we believe that the frequency of relapses and the rate of BRV after organ-
preserving treatment (bladder resection or TURB) is a more objective criterion for assessing
the quality of the performed intervention, and should serve as an indicator for choosing one
or another method of BSS.

In our study, the recurrence rate after both methods of BSS was not significantly
different and was 32.7% for TURB and 31% for bladder resection (p=0.195), which is
significantly lower than reported in the literature (up to 71% for stage pT1) , and is a strong
argument in favor of organ-preserving treatment in HGBC. The median time to recurrence
was longer in patients after bladder resection (30 months) than in patients after TURB (18
months). In patients who had recurrences, the median recurrence-free survival was 53.3
months. after bladder resection, and 40.5 months. after TURB (Fig. 3). There is no proven
advantage of any method of organ-preserving treatment for survival without recurrence. The
BRYV after 5 years is 29.73% for TURB, 45.61% for Resection (p=0.165).

An option for the treatment of local recurrence of HGBC after BSS is both repeated
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BSS and rescue cystectomy when it is impossible to preserve the urinary bladder.

In our study, salvage cystectomy demonstrated advantages in overall survival of
patients compared with primary RCE in patients of identical stages, and this difference was
statistically significant (p=0.007) (Fig. 4). The maximum follow-up period for patients
treated with rescue cystectomy was more than 10 years, the 10-year survival rate was 9.4%.
This is a strong argument in favor of maximum preservation of the urinary bladder in
patients on HGBC and, as a result, a satisfactory quality of life, albeit at the expense of
additional surgical interventions. Proved advantage for survival of Salvage cystectomy over
primary RCE (p=0.007). Median survival after rescue cystectomy is 51.7 months, after
primary RCE - 21.9 months. The 5-year survival rate with life-saving RCE is 39.62%, with
RCE — 22.01%.

Metastatic progression is the second urgent problem in the treatment of HGBC, which
requires a critical understanding and solution. According to literature data, after RCE more
than half of patients with MIBC die from the progression of cancer to the metastatic form
of the disease, in 41% of patients with organ-localized cancer after RCE, an increase in the
stage of the disease is found, both to the locally widespread process, and to the metastatic
form due to damage to regional lymph nodes in 22% of cases, which significantly worsens
long-term survival rates. This requires systemic perioperative chemotherapy treatment.

In our study, we proved the effectiveness of ACT after RCE in prolonging the duration
of the overall 5-year survival of patients with HGBC stage pN+, which was 22.7% in
patients after RCE with postoperative PCT, against 3.45% in patients without ACT after
RCE (p=0.004), median survival 13.7 months. against 8.7 months In case of organ-localized
HGBC (stage pT2NO0), on the contrary, organ-preserving surgery demonstrated advantages
in survival over combined treatment (BSS+ACT), namely 31.15% vs. 4.17%, median
survival 37.2 months vs. 11.8 months, p=0.007.

The data of our work also indicate that postponing RCE from the moment of diagnosis
of BCA is not a threat to the patient’s life, and that performing NACT in patients with locally
advanced or regionally metastatic HGBC in the amount of 2 cycles of PCT according to the
GC scheme, on the contrary, in some patients led to a complete pathological response to
NACT, and also reduced the degree of cellular atypia, which made it possible to carry out
both organ-preserving surgical treatment with satisfactory indicators, and RCE with good
indicators of overall survival. According to the results obtained in our work, the frequency
of a complete pathological response to NACT for MIBC was 33% of patients, and 42% of
patients achieved a partial pathological response.

The 3-year overall survival rate of patients after NACT in combination with organ-
sparing surgery was 100% with an unreached median overall survival rate, while the 3-year
overall survival rate of patients without a response to NACT with RCE was 50% with a
median survival rate of 13 months.

Remote radiation therapy as a modern method of local impact on cancer tissue is an
important element of organ-preserving treatment of MIBC. In our study, we demonstrated
the effectiveness of adjuvant EBRT in improving the 5-year survival rates of patients with
locally advanced HGBC (stage pT3) operated on in the volume of TURB, namely, 45.45%
after combined treatment versus 18.52% after TURB as an independent method of
treatment, p=0.350. In contrast, open resection of the bladder without adjuvant radiation
therapy provided significantly better survival for both stage pT2 (37.93% vs. 20%, p=0.022)
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and stage pT3 (33.33% vs. 24%, p=0.264) compared with patients after combined treatment
(resection with EBRT).

Assessment of the quality of life is an important component of the study of the
effectiveness of the proposed method of treatment. Assessment of patients' quality of life
using the MOS SF-36 questionnaire at the preoperative stage indicated similar results for all
criteria of physical and psychological health, except for the criterion of pain, which was
more pronounced in patients who were candidates for RCE.

When surveying patients 6 months after radical treatment, a significant improvement
in all eight indicators of physical and psychological health was found after organ-preserving
operations in comparison with radical cystectomy (38.6+12.2 points versus 48.5+6.6
(p<0.01)). Psychological health indicators increased equally after both types of intervention
and the difference in quality of life was not statistically significant

Summing up above, the quality of life assessment conducted indicates the advantages
of the organ-sparing approach in the treatment of BCa, in particular, in the assessment of
the patient's physical functioning after treatment.

Thus, at the current stage of the development of oncourology, bi-modal therapy of
muscle-invasive BCa can be positioned as, and has every chance of being, a radical organ-
preserving method of treating HGBC in carefully selected patients.

In order to find promising biomarkers for the personalized treatment of patients with
HGBC, we conducted a molecular and immunological study of BCa tissue in order to
identify changes that are characteristic of the progression of BCa.

The tumor microenvironment in bladder cancer tissue shows a progressive increase in
the content of VEGF (3.25 times), HSP60/70 (2 times), total proteolytic activity (5.24
times), serine proteinase activity (2.11 times) , matrix metalloproteinases (6.3 times for
MMP-9) and tissue inhibitor of MMP (2.5 times). In the blood plasma of bladder cancer
patients, an increase in VEGF content (3.25 times), total proteolytic activity (2 times),
HSP60/70 content (2 times), serine proteinase activity (2.11 times), matrix
metalloproteinases (2.5 times for MMP-3), tissue MMP inhibitor (3 times), proteinase
inhibitors (1.4 times), activity and relative content of plasminogen, and tissue type
plasminogen activator (2.7 times ). In the cytokine profile of the blood of patients with BCa,
cytokines of the Thl profile demonstrate an increase in the levels of IL-1p (1.83 times),
TNF-a (1.45 times), IL-12 (1.87 times), and a gradual decrease in the level of IFN -y (1.39
times). Cytokines of the Th2 profile show an increase in the levels of IL-4, IL-6, IL-10 only
at stages l11-1V (by 1.62 times). The obtained results indicate the transformation of the tumor
microenvironment to a more favorable one for invasive growth and metastatic progression
of BCa.

We found that BCa tissue differs from the non-cancerous part of the bladder wall and
lymph node tissue by lower expression of the key factors of the systemic inflammatory
response IFN-y, TGF-B, TNF-a and the innate immune response receptor TLR4. The
expression of TGF-B, the main prometastasogenic cytokine, in the metastatic lymph node,
on the contrary, increased (p<0.05).

The progression of BCa from stage | to stage 1V is accompanied by changes in the
cytokine profile of the blood of patients compared to the levels of cytokines in healthy
controls. Cytokines of the Thl profile demonstrate an increase in the levels of IL-1p, TNF-
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a, IL-12, and a gradual decrease in the level of IFN-y. Cytokines of the Th2 profile
demonstrate an increase in the levels of IL-4, IL-6, IL-10 only at stages I11-1V.

Thus, we found changes in the studied parameters of the tumor microenvironment,
which allow us to state that BCa has a characteristic molecular profile depending on the
stage of BCa. These results can be used in the future for the development of indicators of
personalized treatment of HGBC.

The final stage of our dissertation research was experimental work with the bladder
cancer cell line T24/83, which is a common screening model for studying the effect of
experimental compounds on urothelial cancer cells. The polyphenolic substance melanin,
originating from black fungi of the genus Pseudonadsoniella brunnea, was chosen as the
studied compound as a potential adjuvant of systemic cytotoxic action. In an in vitro
experiment with BCA cells, melanin, the cytotoxic drug cisplatin, and the combination of
melanin with cisplatin demonstrated an effect on cancer cells as having cytostatic and
proapoptotic effects.

When examining the effect of melanin, cisplatin and the combination of melanin with
cisplatin on the expression of the innate immune response receptor TLR4 and the key
cytokines of the systemic inflammatory response TNF-a, TGF-f, INF-y, we found an effect
characterized as reducing the expression of TLR4, TNF -a, TGF-B, and increases INF-y in
bladder cancer tissue, which positions the investigated substance melanin and its
combination with cisplatin as a component with an antimetastasogenic effect and a
stimulator of tumor cell apoptosis.

Thus, the polyphenolic substance melanin, derived from black fungi of the genus
Pseudonadsoniella brunnea, which we studied in the experiment, in combination with the
cytotoxic drug cisplatin, demonstrates the characteristics of an effective adjuvant of
systemic cytotoxic action, which enriches the scraper of knowledge about the biology of
bladder cancer, and the research of which should be continued in conditions of clinical
research.

CONCLUSIONS

1. The possibility of performing organ-preserving operations in patients with
muscle-invasive organ-localized and locally disseminated high-grade urothelial bladder
cancer (stages pT2-3N0) has been demonstrated, which ensures overall survival no worse
than survival in patients after radical cystectomy. The 5-year survival rate for pT2NO stage
patients was 40.74% after RCE, 36.25% after bladder resection (p=0.959), and 22.97% after
TURB (p=0.188), for pT3NO stage patients was 17 .02% after RCE, 33.8% after bladder
resection (p=0.065), and 22.56% after TURB (p=0.884).

2. When comparing the results of 5-year recurrence-free survival, no statistically
significant difference was found between patients operated on in the volume of TURB or
open bladder resection (29.7% vs. 45.6%, p=0.165), the median recurrence-free survival
was 53.3 months for patients after bladder resection, and 40.5 months for patients after
TURB. Recurrences occurred equally after TURB (in 32.7% of operated patients) and after
bladder resection (in 30% of operated patients), the median time to the first recurrence was
18 months versus 30 months, respectively.

3. A statistically significant advantage in the survival of patients with HGBC
treated by organ-preserving treatment in combination with "salvage"” cystectomy in case of
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local recurrence, in comparison with primary RCE, has been proven; 5-year survival was
39.6% after rescue cystectomy, against 22.01% after RCE (p=0.007). Median survival after
rescue cystectomy is 51.7 months, after primary RCE - 21.9 months.

4, The possibility of conducting organ-preserving operations with a favorable
prognosis of survival in patients with locally advanced HGBC, who demonstrated a partial
pathological response of the tumor to carrying out 2 cycles of cisplatin-containing NACT,
was demonstrated. The results of 3-year overall survival of patients after organ-preserving
operations in combination with NACT was 100% with an unreached median overall
survival, at the same time, the overall survival rate of patients after NACT with RCE was
50% with a median survival of 13 months.

5. The proven effectiveness of ACT after RCE in prolonging the duration of the
overall 5-year survival of patients with HGBC stage pN+, 22.7% versus 3.45% (p=0.004),
median survival 13.7 months against 8.7 months On the other hand, in patients after organ-
preserving surgical treatment, ACT did not demonstrate advantages in survival compared to
patients without ACT.

6. Assessment of the quality of life using the MOS SF-36 questionnaire of
operated patients revealed a significant improvement in physical health indicators after
organ-preserving operations in comparison with radical cystectomy (38.6£12.2 points
versus 48.5 + 6.6 ( p<0.01)). Psychological health scores increased equally after both types
of intervention and the difference in quality of life was not statistically significant.

7. A significantly lower expression of the key receptor of the innate immune
response TLR4 (p=0.038) and cytokines IFN-y (p=0.011), TGF-p was demonstrated in
bladder cancer tissue of any stage and degree of cellular atypia compared to the healthy
bladder wall (p=0.368), TNF-a (p=0.002). A significant increase in TGF- expression was
found in the metastatic lymph node compared to the unaffected lymph node (p=0.001) and
the innate immune response receptor TLR4 (p=0.017) compared to the expression in bladder
cancer tissue.

8. Demonstrated changes in the molecular profile of bladder cancer
microenvironment, which are significantly correlated (p<0.05) with an increase in the stage
of bladder cancer from stage I to IV compared to controls in healthy donors, and characterize
the increase in invasiveness of the tumor.

9. In an experiment on the bladder cancer cell line T24/83, it was demonstrated
that the use of the polyphenolic compound melanin of fungal origin, which is produced by
black yeast-like fungi of the genus Pseudonadsoniella and a new species Pseudonadsoniella
brunnea, isolated from the rock of Galindez Island (Antarctica), a cytotoxic drug of cisplatin
and their combination to cells of the bladder cancer cell line T24/83 demonstrates a reliable
effect on the expression of TLR4, TNF-a, TGF-B, INF-y in comparison with the expression
in the control, on the redistribution of cells according to the phases of the cell cycle and the
increase in the level of apoptosis . It has been demonstrated that cisplatin, melanin and the
combination of cisplatin+melanin reduce the expression of TLR4, TNF-a, and increase the
expression of IFN-y. Melanin does not affect the expression of TGF-p, while cisplatin and
the combination of cisplatin+melanin show a significant decrease in the expression of the
prometastasogenic cytokine TGF-B compared to the control. The highest induction of
apoptosis was achieved with the use of cisplatin and the combination of cisplatin+melanin.
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10. It has been established that the criterion for the effective and safe use of organ-
preserving surgery in patients with locally advanced and/or regionally metastatic urothelial
HGBC is the achievement of a partial radiological response according to RECIST 1.1 of the
tumor in the urinary bladder to 2 cycles of NACT according to the GC scheme.

PRACTICAL RECOMENDATIONS

1. When planning the radical treatment of patients with HGBC, a mandatory
assessment of the possibility of organ-preserving treatment is recommended both in
monotherapy (open resection with pelvic lymphadenectomy or TURB) and in combination
with perioperative chemotherapy, immunotherapy, or radiation therapy.

2. In patients with locally advanced or regionally metastatic HGBC, neoadjuvant
chemotherapy according to the Gemcitabine+Cisplatin scheme in the amount of at least 2
cycles of NACT can lead to both a reduction in the cancer stage and a pathological complete
response, which will allow changing the tactics of HGBC treatment in the direction of organ-
preserving surgical operation, or perform RCE with optimal oncological results.

3. NACT according to the GC scheme demonstrated the potential to reduce the degree
of cellular atypia in patients with locally advanced HGBC, which allows considering organ-
preserving operations as possible, provided that the established criteria for bladder resection
are met.

4. Patients who did not demonstrate a clinical and pathological response to cisplatin-
containing NACT belong to the group with an unfavorable oncological prognosis, and need,
in addition to surgical treatment, the involvement in clinical trials of promising drugs of
systemic action.

5. Pelvic lymphadenectomy in patients with localized pelvic lymphadenopathy and
pain syndrome in the pelvic area, which occurred after organ-preserving treatment in the
amount of TURB, can be considered as an effective option for radicalization of treatment in
combination with subsequent systemic chemotherapy based on cisplatin.

6. Salvage cystectomy in patients with recurrence of HGBC in the bladder after
previous organ-sparing treatment is a treatment method that provides better overall survival
rates than after primary radical cystectomy.

7. Bladder recurrences occur equally often after TURB and after open bladder
resection, but median recurrence-free survival after bladder resection is twice as long.
Therefore, the choice of a surgical organ-preserving method depends on the choice of the
oncologist, the oncological expediency and the technical possibility of performing the
selected operation.

8. In patients with HGBC only stage pN+, adjuvant chemotherapy significantly
improved overall survival rates after surgical treatment compared to those patients with
identical stages who did not receive adjuvant therapy.

Key words: carcinoma, urinary bladder neoplasms, cancer surgery, cystectomy,
organ-sparing treatments, lymph node metastasis, tumor recurrence, systemic therapy,
retrospective study, Kaplan Meier method, treatment outcome, survival, biomarkers,
cytokines, quality of life.
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