OT3bIB OPUIIUAJIBHOI'O OIIIIOHEHTA
AOKTOpa MEeAHUHHCKHX Hayk, aoueHta Kanuuepodi Hpunsl BukropoBusl Ha
AMCCEPTALHOHHYIO PadoTy ABryCTHHOBHY AJjlekcaHIpbl BiaaauMupoBHBI Ha
Temy: «llepcoHuuumMpoBaHHbIi NMOAX0A K KOMOMHHDOBAHHOMY JI€YEHHIO
paka :KeaylKa», NPeICTABJICHHOH HA COHMCKAHHME Y4YEHOH CTeNeHH AOKTOpa
MEeJHIHHCKHX HAYK IO cnenHaabHocTaM 3.1.6. Onkosiorns, Jy4yeBas repanus

u 3.3.3. IlaTtonoru4eckas pu3HOoI0rHs (MeIHUHHCKHE HAYKH).

AKTYyaJIbHOCTb TeMbI IHCCEPTANHOHHOI PaboThl U CBAI3b ¢ MJIAHAMH

PA3sBHTHS MeIHUHHCKOH HAYKH H 3IPABOOXPaHEHHS

Pak  kemyaka Bxomutr B umcno  Hambonee  pPacIpPOCTPAHEHHBIX
OHKOJIOrM4eCKHX  3abosneBaruii. Cpenum  BOepBblE  IMATHOCTHPOBAHHBIX
3JI0Ka9EeCTBEHHBIX HOBOOOPA30BaHUH OH 3aHHUMAET IIATOE MECTO B MUPE H IECTOE
B Poccuiickoii ®eneparuy. HaubGonplime mokasatend 3a6071€BaeMOCTH W
cMmepTHOCTH B Poccum peructpupyrorcs B JlansHeBocTouHOM ¥ CHOHPCKOM
(enepaneHBIX OKpyrax. BoNelT wuame MYKYHHBI TOMKHJIOTO Bo3pacra. llpu
JIOKaNHU30BaHHBIX (OpMax paka JKelyAKa OCHOBHBIM METOIOM JICYeHHS OCTaSTCs
XUPYpPrudecKas pe3eKuus, KOTOpPYK, Kak IMpaBUIO, IONOJHSET aTbIBAaHTHAS
XHMHOTepanus, HallpaBleHHas Ha 3IUMHUHALIMIO OCTAaTOYHBIX OIYXOJIEBBIX KIETOK
U cHmKeHne pucka pernuauea. C 2010 no 2023 rox B Hamedl cTpaHe OTMeEHUeHO
CHI)KEHHE 3a00J1€BaEMOCTH PaKOM JKelyjKa MpUMepHo Ha 31%, a CMEpPTHOCTH —
Gosee yem Ha 43%. ViydineHne 3MMIEMHOIOMMYECKHX OKA3aTE/ e CBA3BIBAIOT C
BHEAPCHUEM MYJbTUMO/JANBHBIX MOAXOMOB K TEpalMM, NPOrpecC B KOTOPBIX
OOyCliOBIeH  yrIyONEHHBIM  M3y4eHHeM MOJNIEKYJIIDHBIX ~ MEXaHH3MOB
KaHIEpOrenesa W INE€PexXoJoM K MPHWHIMIAM IPEelu3MOHHON MenuiuHbl. TeM He
MEHEE, ONTHMU3ALKs IPOTHBOOITYX0JICBOTO JIEYEHHS Y STOM KaTerOpHH IIalMeHTOB
OCTaETCsI MPUOPUTETHOW KIIMHUYECKOH 3a1ayeii.

Ha cosepuiencTBoBaHue Tepamuu pesekTabenbHOro paka >Kenyaka IyTeM

paBI)EIGOTKH H KJIHMHHYECKOH afarnTalryd KOMIIJIEKCHBIX IIPOTOKOJIOB, COYETAROIIMX



XUPYPTUIO C COBPEMEHHBIMH BHUIAMH CHUCTEMHOIO II€YEHHUS, U HAIPABJIEHO
JIMCCEPTAIMOHHOE MCCIEI0BAHAE ABIYCTHHOBHY AJTEKCAHIPHI BiaguMupoBHSL,
KOTOpO€ MOJHOCTBIO COOTBETCTBYET CTPaTerM4ecKUM 3aJlauaM roCydapCTBEHHOM
nonuTHku Poccuiickol ®enepaiiun B chepe 30paBOOXpaHEHHs, 4 HIMEHHO, IIaHAM
peanmuzauuu  QenepansHOro  mpoekta  «bopsba ¢ OHKONOTHUECKAMHU
3200/IeBAaHUSMMY, BXOJAIIET0 B HALMOHAIBHBIA NPOEKT «37paBOOXpPAHEHHEY», 3a
CUET YNYULICHHS HEMOCPENCTBEHHBIX M OTAAIEHHBIX PE3YIbTATOB IIpU

JIOKaJIM30BaHHOM pakKe KeIIyaKa.

Hayqﬂaﬂ HOBH3HA HCCJICAOBAHHSA, 10JIYYE€HHBIX PE3YNLTATOB H BLIBOJOB

AHCCEPTALHHA

Hay4Has HOBHM3Ha HCCeNOBaHMS 3aKIIOYAETCs B IEPEHOCEe BCEro Kypca
CTaHIapTHOW monuxumMHoTepanuu 1o cxeme FLOT (4+4) Ha noomepanioHHOM
3Tall, YTO IO3BOJIMIO CYIIECTBEHHO OBBICUTH IPHBEPKEHHOCTE GONBHBIX PAKOM
KEIylKa K JICUCHUIO M 00eCreynTh NPOBEIeHHEe BCeX 3aIlTaHWPOBAHHBEIX KYPCOB
[OIUXMMUOTEpAid B IIOJHOM 00BEME Yy IOAaBISIONIEro OONBIIMHCTBA
NALMEHTOB. Y 4acT OONBHBIX TOTANbHAS PENONEePANMOHHAS HOIMXUMHIOTEPAIIHS
Obuta  MomubuuHpoBaHa IyTéM  100aBleHMs K  CTaHOApTHOH  CXeMe
MMMYHOTEPANEBTUYECKUX HMIIM  TapreTHBIX NpenaparoB, MOAO0Op KOTOPBIX
OTPENETANCA MOJEKYIIPHBIM NPOQUIEM ONMyXOnu. Pesynbrarel IOATBEpIHIH
KIMHAYECKYI0 0e30MacHOCTh M TepaleBTUYECKYIO LeJecO06PasHOCTh TAKOro
[IOAXO/1a TIPH pake ey ka, skecnpeccupyromuM Her2neu nimm PD-L1 (o manHBIM
WI'X). brnaromaps NpennoXeHHOH TAKTHKE IOJIA TIAlMEHTOB ¢ IIOJIHOM
MOP(OJIOTUYECcKOl perpeccreil ommyXomu mepes onepanuen gocturia 30,2 %, npu
3TOM OTMEYEHO 3HAYUTEIbHOE YIy4YlIeHHe PE3yIbTaTOB JIeYeHHS.

BriepBble TpoBeNeH KOMILIEKCHBIH MOTEKYISPHO-TEHETHYECKHH AaHATH3
OIYXOJICBOM TKAHM JIOKATHM30BAHHOTO DPAaKa KeIyAKa BO B3aHMOCBI3H C TUIIOM
NOIIMXUMUOTEPANNH, SQ(HEKTUBHOCTBIO JIEYEHHS, MOJEKYISPHBIM CTATYCOM

onyxomu (HER2/neu, PD-L1), unduuuposannocteio H. pylori w BHPYCOM



Onmredin-bapp (BOB). Ouenena skcnpeccus mokasarenei, YYacTBYIOIIMX B
AHTHOIeHe3e, Pery/slMKM KIETOYHOrO LHKIa, MeTabolM3Ma, BOCMAIEHHH W
AMMYHHOM OTBeT€. Ha OCHOBaHWM MOIIyUeHHBIX IaHHBIX BIIEpBHIE pa3paboTaH
ePCOHUGUUMPOBAHHEIN ANrOPUTM KOMOMHMPOBAHHOIO JI€YEHHS IIALMEHTOB C
pe3eKTalebHBIM PaKOM JKeIy/Ka, a TAaKKe CO3JaHa JOTHCTHYECKas MOJENb i
MPOTHO3UPOBAHKS 3PHEKTUBHOCTH HEOATBIOBAHTHON MOMUXHMHOTEPAIHH Y STOM
KaTeropuu OOJBHBIX.

HoBusHa npoBen&HHOro HCCIeIOBaHHs MONTBEPXKIEHA BBUIAYeH MATH
nareHToB Poccuiickodi Denepanyd, TpH W3 KOTOPBIX OTHOCSTCS K HOBBIM

CriocobaM JISUCHHs paka }KemyIKa.

Crenenn 000CHOBAHHOCTH H AOCTOBEPHOCTH HAYYHBIX IlOJ'lOH{eHHﬁ, BLIBOAOB

H peKOMeHanuii, c)opMy THPOBAHHBIX B JHCCEPTALIHH

O60CHOBaHHOCTE HayYHBIX MONOXKEHHI H BEIBOJIOB, CcOPMYITHPOBAHHEIX B
IHUCCEPTAITHH, obecriedeHa  KOMIUIEKCHBIM  IIOIXOMIOM, BKITFOYAIOIIHM
NPOCIEKTUBHBIA HA0Op MalMEHTOB C BepUMUIMPOBAHHBIM IHATHO3OM paka
xenmynka 1T2-4N0-3M0O, 1o THCTONOrHYecKoMy CTPOSHHIO — alleHOKapLITHOMOH;
KOPPEKTHBIM /IM3aHHOM KJIMHHYECKOM HYACTH MCCIENOBAHMS, HCIONB30BAHHEM
HEo0XoIuMOro CIIeKTpa 1a00PaTOPHO-UHCTPYMEHTABHBIX METOJIOB
HCCJICNI0BaHNsA 1UIST MOHWTOPUPOBAHUA S(O(MEKTHBHOCTH ¥ TOKCHYHOCTH JICUCHUSE
CTaH/IapTU3NPOBAHHON OIICHKOW MOJIEKyIspHbIX Mapkepos (MI'X, I[P u Ip.) u
IIPUMCHEHHUEM  BalM/JMPOBAHHBIX  CTATHCTHYECKMX METOJOB  aHadh3a C
HUCIIOB30BAHAEM IPOrpaMMHEIX makeToB IBM SPSS Statistics 24.0 u GraphPad
Prism 10.0. KpuTtepun BKIIOUSHHUS U HCKITIOYCHHS ITaIMEHTOB YETKO OIpeIeNeHEl,
TPYIUIBI IIAITACHTOB, BXOAAIMX B MCCIICIOBAHHE, COIIOCTABMMEI [0 BO3PACTY, oIy
M OCHOBHBIM KIIMHMKO-MOP(OIOTHYECKHM XapaKTePUCTHKAM. Otobpannsle s
H3YHCHHA TIOKa3aTeli COOTBETCTBYIOT COBPEMEHHOMY yPOBHIO HAYKH, TO3BOJISIOT
PCUIMTE  [IOCTABJICHHBIC 3ala9d M PAcKPBITh Ienb paboThL. ITonmyyennsie

PE3YIIbTaThl BOCIIPOM3BOIUMEI, COIIacyroTCsa C IAaHHBIMH APYTHX KIHHHUYCCKHX



HCCIIeIOBAHUH M HE NIPOTHUBOPEYAT COBPEMEHHBIM IIPEICTABIEHUAM O I1aTOrCHE3E
paka okeinynka. MsnoxeHue MaTepHala XapaKTePHU3yeTCs JIOTMYHOCTBIO |
oCIeI0BaTeFHOCTRIO. [Ipy MHTeplpeTalyy pe3ylIbTaToB aBTOP OMHUPAETCs Ha
aKTyajlbHble Hay4YHble IIyONMKalMM IIOCIeIHUX JeT. BBIBOABI AMcCCepTalMu
NPE/ACTAaBIAIOT CO00H 0600menne pe3ynsTaToB. [IpakTHyecKre peKOoMeHIallHu
JIOTHYECKH BBITEKAIOT M3 BBIIBICHHBIX 3aKOHOMEPHOCTEN M OCHOBAHBI HAa aHATN3E
KIMHAYECKMX HCXOJOB Y KOHKPETHOW KOTrOpPTHI MallHeHTOB. TakuM 0Opasom,
CTenieHb OOOCHOBAaHHOCTH HAYYHBIX IIONOXKEHHH, BBIBOAOB H IIPAKTHUECKHX
PEKOMEHJAIMH, NIPEICTABISHHBIX B AMCCEPTAIINH, SBISETCS HOCTATOYHO BEICOKOM
Y HE BBI3LIBAET COMHEHUH.

JocToBepHOCTE pEe3yNbTaToOB WCCIIeI0BAHHS NO/ATBEPXKIeHA
CTaHAapTH3alMed 1abopaTOpPHBIX METONOB, KOPPEKTHOM  CTaTHCTHYECKOM
00pabOTKOK Ppe3yNbTaTOB C WUCIONB30BAHHEM COBPEMEHHOrO IIPOrPaMMHOTO
OOeCIleYeHHsl, pEeNpe3eHTATUBHEIM 00BeMOM BeIGOpkH (151 mamuwent c
BEPUQULUUPOBAHHEIM ~ PAKOM  JKENyAKa), JOCTATOYHBIM  [UISl  BBIABICHUS
CTATHCTHYECKHM 3HAYMMBIX Pa3ldYuii, ¥ BCECTOPOHHHM KPUTHYECKMM AHAIH3OM

IIOIy4YEHHBIX TAHHEIX.
Ouenka conep:xanusi paGoThl, ee 3aBePIIEHHOCTD H odopmiaenne

Jmcceprauvonnas pabora u3noKeHa Ha 245 CTpaHMIAX MALIMHOMHCHOTO
TEKCTa, [OCTPOEHA NO TPaJMIMOHHOMY IUIaHYy M BKIIOYAeT BBEIEHHE, 0630p
JTUTEPATYPBI, XapaKTePUCTHKY MarepHana U METOAOB HCCIIENOBAaHMSA, IISTh TJIaB
Pe3yJIBTaTOB COOCTBEHHBIX MCCNEIOBAHHIL, 3aK/IOYEHUE, BBIBOBI, MPAKTUIECKHE
PEKOMEHIAUWH, CIMCOK COKpalleHuH, OuOnuorpaguyeckuii CIMCOK, COCTOSIIHH
u3 306 MCTOYHHKOB, B TOM HHCIe 65 OTeuecTBeHHBIX U 241 3apyOeKHBIX, U3
KOTOPBIX IpeBalupylomiee OOJBIIMHCTBO AATHPOBaHO HociemHumu 10 romamu.
Pabora nmroctpuporana 44 Tabnunamu u 34 puCyHKaMH.

Bo BBenenum aBTOp 0GOCHOBBIBAET aKTYalbHOCTE UCCIIeIOBaHM; YETKO

opmynupyer nens paGoTsl; craBut 11 KOHKpETHBIX 3ajad, pEIIeHHe KOTOPBIX



oecreynBaeT NTOCTHKEHHE ITOCTABICHHON IIENH, PACKPHIBAET HAy4YHYIO HOBH3HY,
TEOPETUUYCCKYI0 U TPAKTHYECKYH)  3HAYUMOCTh  paboTBl;  MpeaCTaBlsSeT
METOJOJIOTUIO M METO/IBI UCCIIEIOBAHMS; H3/IaraeT Hay4yHble [OJO0XEHHS, KOTOPEIE
BBIHOCHT Ha 3aIUTY; OUpPEAENSeT IMyHKThl COOTBETCTBHUS IHCCEPTAIMH IACIOPTY
Hay4HBIX crneuuanpHocTed 3.1.6. Omkomorus, JydyeBass Tepanus u 3.3.3.
IMatonoruyeckas GU3MONOTHA; XapaKTepU3yeT MyONMKAMOHHYIO aKTHBHOCTE 10
TEME WCCIE0BaHNA U JIMYHbBIA BKJIaJ, a TakkKe MOATBEpXKAaeT (akT BHEIPEHUs
PE3yNbTaTOB NUCCEPTAMOHHOTO MCCIIEJ0BAHUA B PYTUHHYIO NPAKTUKY OTAEIEHUS
abnomuHanpHOM oHKojorun HWMW  onkoiormum TOMCKOrO HAIIMOHAIBHOLO
HCCTIEI0BATENIBCKOTO METUIMHCKOTO LieHTpa Poccutickoii akaneMun Hayk.

B 1-if rnaBe nposengn 0630p COBPEMEHHOIO COCTOSHUS MPOOIEMbl. ABTOD
OTMEYAET BLICOKYIO pacHpOCTPaHEHHOCTh paka KelyJKa, AeTalbHO aHAIU3UPYeT
€TO IATOTEHETUYECKUE aCIEeKThI, KIMHHYECKYIO 3HAYUMOCTE PsiJia OHOIIOTHYECKIX
MapKepOB, KOTOPbIE ITO3BOJIMINA BHE/IPUTE B CXEMBI JICUCHHS TAPTETHYIO TEPAIIHIO
1 uMMyHOTepanuio. Ilogpo6HO OmMCHIBaeT XHMpyprudeckue CIOCOOBI JTedeHwus
JIOKaIM30BaHHOTO paKa JKENIylIKa, a TakXke JIeKapCTBEHHYIO Tepaldio, nenas
aKlIeHT Ha Helenecoo0pasHOCTH IPHUMEHEeHHS XHMHUOTEPANMH B aTbIOBAHTHOM
pexume. OBG30pHas 4acTh OTIMYAETCS JOTHYHON CTPYKTYPOH M COOTBETCTBYET
CTaHIapTaM aKaJIeMHUYECKOTO H3ITOKEeHHU.

Bo 2-ii rmaBe mompoGHO omMcaH au3aliH  KIMHMYECKOHM = 4acTu
UCCIICIOBAHHUs, IPEACTABICHBI XapaKTEPUCTHKH KOTOPTHI MALMEHTOB, 4 TAKIKe
UCTIOIb30BAHHBIE NHArHOCTHYECKHE IIPOTOKONBI W METOABI JIEUEHHS, BKIIOYAS
XHUPYPrU4ECKOe BMEIIATENBCTBO U PAa3IUYHbIE CXEMBI IUTOCTATUYECKON TEPAIIUH.
IIponeMoHCTprpOBaHO pacipe/ieNieH e MAuenToR 110 SKcnpeccru YT X-MapkepoB
(HER2/neu, PD-L1), 410 mO3BONHIO pa3fenuTh 2-i0 OCHOBHYIO TPYHIIy Ha (B
IOArpYNIEl U OOOCHOBATH NPUMEHEHHE TAPreTHOM WM HMMYHHOH Teparu.
Ornucanel KpUTEpHUHN OLICHKH HETOCPENCTBEHHON M OTHANEHHOM 3QdeKTHBHOCTH
KOMOMHHpOBaHHOro nedeHus. OTIeNbHOE BHEMAHHE YIEJIEHO MOJIEKYJTISIPHO-

TCHETUYCCKUM HCCliCNoBaHusAM, BKmodas nerekuuo JJHK H. pylori u BDB,



aHanu3 OelKoB, AacCOLMHMPOBAaHHBIX ¢ ayTodarueidl, a TaKKe TapreTHoe
CEKBEHMPOBAaHUE TI€HOB B OIYXO0JIEBOM TKaHW JXemyaka. Bce wuccrnemoBaHus
BBIIIOJIHEHBl C MCIOJIB30BAHHUEM COBPEMEHHBIX BaJUJUPOBAHHBIX METOIUK
naToMOP(QOJOrU4EeCKOr0 ¥ MOJEKYISIPHO-T€HETHYECKOro  MPOQUIMPOBAHUS.
Murepnperanyst  pe3yJbTaToB INpPOBENEHA C [PUMEHEHHEM  KOPPEKTHBIX
CTATHCTHYECKUX METOIOB.

B 3-ii ruaBe npeicTaBleH aHANM3 HENOCPEJICTBEHHBIX PpE3yJbTATOB
TOTANBHOM IIpelolepallMOHHON Tepanud. OnucaHbl HEXeIaTelbHBIE SIBICHHS:
reMaToJIOTHYeCKas, TacTPOMHTECTUHAIbHAA M TIelaTojiorHdyeckas TOKCHYHOCTH
JETKOH CTENeHH, a TakKe Iepudepuydeckas MONMHEApONaTus, XapakTepHbIe IS
BCEX Ipymi. B rpymnme HeoanblOBaHTHOH Teparuu 3aUKCHpOBaHbl peakue (<3
Clly4aeB) PeaKIMy: CTOMATHUTHI, MyKO3UThI I-II cTenenw, Iy IbMOHUTEI ¥ AJJIEPTHSL.
ITo nmamseiM KT u sHIOCKONMH, HEOa bIOBAHTHAS XMMHOTEpalHs obecleduia
JBYKpaTHOE YBEIWYEHHE YAaCTHYHBIX OTBETOB II0 CPaBHEHMIO C IPYIIOH Oe3
TIOJIHOI'O IIpeAoIepanoHHOro Kypca. OHako y OAHOTO MalueHTa U3 1-i Ipymnmsl
BBISIBJICHO MPOrpecCHpoBaHue 3a00eBaHuUs, UTO TpedyeT JalbHEeHINero u3yyeHnus
(axTOPOB, OTPEAEISIONINX PE3UCTEHTHOCTE OIYXOIH K JIEYEHHUIO.

B 4-i rmaBe mnpexncraBieHB! O00BEMBI M CIOCOOBI  ONEPATHUBHLIX
BMEIIATEILCTB, IIPOaHaIn3MPOBAHBl IIOC/ICOepallMOHHAs JETATbHOCTh W YacToTa
OCJIOXKHEHHH. YCTaHOBIIEHO, YTO JIBYKpaTHOE yBEIHYeHHe 00BEMa IPEHAKHOIO
OT/ICNIAEMOI0 HadIIOAANoOCk TOJBKO Y IAIWeHTOB 2-H TIPYIIBL, 4YTO aBTOP
CBS3BIBACT ¢ HIMMyHOTepanher. YacToTa nocneonepalHoOHHbIX OCIIOXHEHHWH Oblia
COIIOCTaBUMa BO BCeX Ipymmax. OAHaKo JeTaabHBIH MCXOJ BCIEACTBHE OCTPOIO
KOIHUTa ¢ mepdopanueif A3BEI TOICTON KHIIKHM 3apETHCTPUPOBAH TOIBKO B OXHOM
U3 TpEX TIpyNON, MOIy4YaBIIMX MONUXUMHOTEepanuio, — Bo 2-H. Emé naBa
CMEPTENBHBIX MCXOJa OTMEYEHbI B IDyIIe MNaNUeHTOB, ONEPHPOBAHHBIX Oe3
NPEIICCTBYIOEeH XUMUOTepanuu. B 5-i riaase aBrop mokasai, 4To HaMTy4IIHR
TOKaJIbHBIH KOHTPONb MO KpuTepuio T M cremens JeueGHoro maromopdosa 1o

knaccupukauun Mandard A.M. 6bLIH JOCTHIHYTHI BO 2-Hf OCHOBHOM TIpyIIIe,



TOTJa KaK OolleHKa KpUTepust N BhISBUIIA OIMHAKOBO 0JIarONpUsTHBIE Pe3yIbTaTHl B
o0eux rpyInmax ¢ Heoa bIOBAaHTHBIM JIEYEHHEM.

B 6-ii rmaBe pacKpbhITHI MOJEKYJSPHBIC MEXaHU3MEl 3(h(hEKTHBHOCTH
HEO0a/IbIOBaHTHOH IonuxuMuorepanuu. [lokazano, 9To ycmelmHsli oTBET BO 2-H
OCHOBHOM rpyImre accouuupoBaH ¢ npedumurom 4EBP1, HaxomieHueM
kapboanruapasel 9 u VEGF; Bo BceX OCHOBHBIX Tpymmax — ¢ MHIYKLHeR
ayroaruu (mosbllieHue Beclin-1) u orcyrctBuemM myrammii B reHax KRAS,
PIK3CA, TP53, ERBB2, MAPK, SMAD4 u CTNNBI. VIHTepecHO, 4TO OIMyXOJHU ¢
ucxomnHo BeicokoM okcnpeccuei mMTOR u 4EBP1, Bompeku OXHIOaHHAM,
JACMOHCTPHPOBATIH Ty4IIHH aTOMOP(OIOTHYECKHH perpecc, BO3MOXKHO, 3a CYET
Gomemero peseppa AMPK. PaspaGoTrana mporsoctadeckas MoJENb Ha OCHOBE
sxcnpeccud PD-L1 u PDK1 no nanueiM [T1P-uccnenoBanus (4yBCTBUTENLHOCTS
96%, cnenupuunocts 60%), npuropHas A CKPHHHAHIOBOIO [TPUMEHEHHUS.
WuTerpanys HeOaqbIOBaHTHON MHONHXUMHOTEPAINK, NEPCOHHMHIIHPOBAHHOTO
BbIOOpa Tepamuy M XMPYPrud Npu3HaHa Hawbolee 3¢deKTUBHON cTparerued y
NAIMCHTOB C JIOKAJIW30BaHHBIM paKOM JXenyaka. B 7-ii rjiaBe ITOKa3aHO
yaydlieHue ofmiedl u Oe3peluIUBHON TPEXIeTHeW BBDKHBAEMOCTH B IPYIIIax C
HE0abIOBAHTHBIM JICYEHHUEM.

B sakmounrensHON HacTM pabOTBl aBTOP CONOCTABJISET MONyYeHHBIE
J@HHBIE C COBPEMEHHBIMH WCCIENOBAHHAMH, 4YTO (OPMHUPYET TEOPETUUECKYIO
OCHOBY JJI BHEIpEHHMs ME€PCOHATM3MPOBAHHBIX aITOPUTMOB KOMOMHHPOBAHHOIO
NE€YEHHA paKa Xelyaka ¥ ODOCHOBBIBAET MX KIMHHYECKYIO I1€7eC000pasHOCTb.
BeIBOBI M NpaKkTHYECKHE PEKOMEHAIMH JOTHYHO BHITEKAOT W3 MOCTABIEHHEBIX
LIeTH ¥ 3a7a4, a TakKe [IOATBEPKIAI0TCS PE3yNbTaTaAMK HCCIeOBAHMS.

ABTOpedepar ajileKBaTHO OTPaXKaeT COAEP)KAHHUE IUCCEPTAIMH, TIPENCTABIISS

e€ KJIIOYEBBIe TOJT0XKEHHUI U OCHOBHBIE PE3YIIBTATHI.



3HAYHUMOCTD paﬁoTbl AJIst HAYKH H IPAKTHKH NOJYYCHHBIX aBTOPOM

AUCCEPTALHH Pe3Y/IbTATOB

IlpakTiyeckas 3HAYUMOCTH pPabOTHI 3aKIO4aeTcss B paspaboTke U
BHE/IPEHUH B KIMHHUYECKYIO TPAKTHKY IEPCOHATH3HPOBAHHBIX ATOPUTMOB
KOMOWHHMPOBAHHOIO JIe4eHHsI OONBHBIX pe3eKTa0eNbHBIM DPaKOM KellyKa,
OCHOBaHHBIX Ha y4€Te MOJIEKYIIPHO-TeHETUIECKUX U KIMHHKO-MOP()OTOrHIECKHX
ocobeHHOCTEH omyxonel. AJITOPUTMEL [IPe[yCMATPUBAIOT IIPOBEIEHHE TOTATLHOM
MPEeNONEePalOHHON JIEKapCTBEHHOM Tepamdd C BO3MOJKHBIM — BKJIFOUEHHUEM
UMMYHHBIX ¥ TapreTHBIX IIPENaparoB B 3aBHCUMOCTH OT MOJIEKYJISPHBIX
ocobeHHOCTEH omyX01u U GakTopoB mporyHosa. Onpenenén TpoduiIs TOKCUIHOCTH
NPEUIOKCHHBIX  PEKUMOB, a TakkKe COOPMYITHPOBaHbl KPUTEPHH OTOOpa
NAIeHTOB, 4YTO IIO3BOJIIET IIOBBICUTH 0O€30MacHOCTh W O00OCHOBAHHOCTD
NPUMEHEHHSI JaHHOIO I0X0a B KIMHUYECKOH paKkTHKeE.

Teopernyeckas 3HaUMMOCTH HCCIENOBAHHS OMNPENEISeTCs TeM, HTO
JUCCEPTAHT M3y4YaeT MEXaHU3MBI, JIe)Kallhe B OCHOBE pa3nHIHON 3 ()eKTUBHOCTH
IIPENTIOKEHHBIX PEXHUMOB JIEUEHUS. B YACTHOCTH, HCCIENOBAHBl IPOLIECCHI
ayroarky, KOTOpPBEIE MOTYT CIOCOOCTBOBAaTh (OPMUPOBAHHMIO DPE3HUCTEHTHOCTH
OIMyXONH K JIEYEHUIO U IporpeccupoBanuio 3aboneBanms. Ocoboe 3HadeHUE
npuodpeTaeT yrayOnéHHOe U3yYeHHE KOMIIOHEHTOB CHTHANBHOTO KacKaja
AKT/mTOR. Wnentudukauus HOBBIX OHOMapKepoB B 9TOM CHTHAIBHOM ITyTH
OTKPBIBACT NEPCIEKTUBEI [yl IPOrHO3UPOBaHMS 3(G(EKTHBHOCTH pa3pabOTaAHHBIX

CXCM JICYUCHIA.

Ilo1HOTA H3/10KEHHS OCHOBHBIX PE3yJbTAaTOB JHCCEPTANHH B Hay‘lHOﬁ

ne4yaTH

PesynbTaThl OMCCEPTAI[MOHHOIO FWCCIEJOBAHMS ONMYOIMKOBAaHEI B 43
Hay4HBIX paboTax, BKmoYas 16 crareil B xypHamax, peKoMeHIoBaHHbIX BAK.

Marepuansl paboThl 100%eHBI Ha 12-H HayYHO-NPAKTHYECKHX KOH(EPEeHLHsX



pazHoro ypoBHs. HayuHas HOBH3Ha M TNpaKkTH4ecKas 3HaYMMOCTh pa3pabOTOK

MOATBEPXKIEHbI 5 nateHTamu Poccuiickoit @enepanuy Ha H300peTeHue.
3ameuanns

B xome aHanmmza JuccepTallMOHHOW pabOTBI BBISIBIEH DAl 3aMedaHuil
TEXHUYECKOrO M PeNaKIMOHHOIO xapakrepa. B pabote mpuBeAé€H TOJBKO AM3AH
KIMHUYECKOM YacTH, YTO 3aTpPyIHsSeT NOHUMaHHE TpHHIUNA (HOPMUPOBAHUS
TPy Ha APYTUX dTalax HCCiAeI0BaHUA. YIOMHHAHHWE HOPMAJIBHOH TKaHH» He
COIIPOBOXKIAETCS pa3bsICHEHUEM €€ JIOKaNM3aluH, criocoda MmoyueHus 1 Ha KaKux
JTalax MCCIENOBAHKS OHA MCIOJIb30BaNachk. B OONBIIMHCTBE MOApa3IeoOB IIIABEI
6 rpynnbl NAlMEeHTOB, MOJTYYaBIINX HEOaIBIOBAHTHOE JIeYeHHE, OOBEIUHEHBI B
OJlHY, 4YTO He Mo3BoysieT AuddepeHInpOBaTh MEXAaHU3MBI ACHCTBUS Pa3IMYHBIX
TEepaleBTUYECKHUX TMOOXOA0B. B psme TabmuIll OTMeYeHbl HETOYHOCTH:
HaOMrOmaeTcss  HECOINIACOBAaHHOCTh  YHCJIOBBIX  3HA4eHWH, HEKOppeKTHas
paccTaHoBka 0003HAYeHHWH CTAaTHCTHYECKOH 3HAYUMOCTH M HEJOCTATOYHAS
JeTaNu3alys WX OMFCAHU B MpUMeuaHusx. KpoMe TOro, B OTAENBHBEIX CIIydasx
npu 3HadeHusax p = 0,051-1,0 ouccepraHT MHTEpHpPETHpPYET pe3yAbTaThl Kak
CTATHCTHUECKH 3Ha4MMEBIe, TOT/Ia KaK TakKue BEeJWYHMHBI YKa3bIBAIOT JIMIIL Ha
TEHAEHIIMI0O K 3HAaYMMOCTH, a He Ha JOCTOBepHble paznuuusa. OTMedYeHEB
HapYIIeHUS B 0OPMICHHN OHOIHOTpadIeCcKUX CChIIOK: B PAMIE CIIy4aeB CCHLLUIKU
OTCYTCTBYIOT 100 odopmieHBl He B cooTBeTcTBHH ¢ TpeboBammsmu [ OCTa.
Taxke B paboTe He TPHUBENECHBI CCBUIKM Ha COOCTBEHHBIE ITyOJIHKAIWH,
BBINOJIHEHHBIE IO MaTepHalaM JaHHOI'O HMCCliefoBaHusA. B TekcTe auccepTallii W
aBTOpedepaTa OTCYTCTByeT paszzmen «llepcrieKTHBEI HanbHeiIIedl paspaboTku
TEMBD», BBISABIECHBl TEPMHHOJOIHYECKHEe HETOYHOCTH W OIEYaTKH, a TaKxKe
opporpaduyueckue, IyHKTyallAOHHBIE, IpaMMaTHYECKHEe W CTHIMCTHYECKHE
OILLINOKH.

Bce mepeuncieHHble 3aMedaHusl He CHUXKAIOT BHICOKOM HAy4HOM I[€HHOCTH

JUCCEPTAlHOHHOTO HCCICAOBAaHHS, €TI0 HOBH3HEIL, HpaKTquCKOﬁ 3HAYHMOCTH.
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