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l. AKTY2IbHOCTD TEMBI HCC.1€ 10BAHHS.

Tesenne paxa wmonogHOH =meaesst (PMIK) 3aBHCHT He TOaBKO OT
PacnpoOCTPaHSHHOCTH OMYXOJISBOro Mpollecca, HO H OT OHONOrHYeCKHX CBOMCTB
ONYXOIH. 32 MOCIeIHHE ISCATHICTHS pe3yibTaThl jJederus PMIK yiayumwunucek
Onarogaps YriayOJeHHOMY H3YHYCHHMI0 OHOJNOTHYecKHX cBoiictB PMXK w e
NOSABICHHIO MEPCOHATH3UPOBAHHONH ME/HIIHUHBI. .

HeoTbemiieMO#l 4acThiO TPAJMLMOHHOIO JIEYEHHS OHKOJIOTMH SIBIISETCS '
BO3/IEMCTBHE HA BECh OPraHU3M C IIOMOLIBI0 XUMHOTEPANEBTUYECKUX MPENnapaTos. e
Onnako KIMHMYECKHH 3P @EKT OT 3TOro JieueHHss He Bceraa ObIBaeT J0CTATOYHO
BBICOK. DTO CllydaeTcsi M3-3a CJIOKHOIO MeXaHW3Ma BO3HMKHOBEHHsS paka | -
HMHIMBHYalIbHBIX Pa3jM4Mii B OpraHu3Me KakJ0ro MalueHTa, a TakKe OTBETa Ha i
nedenue. B nensx noseimeHus 3pHEeKTHBHOCTH JICYSHUS, B MUPE HAYaJlH YAEIATh g
Bce 0oJIbllle BHUMAHUS WHIUBU/Iy aJIU3aLIMU JIEYEHUSI.

WunvBuayanbHOMy noabopy Jjed4eHHs B OHKOJIOTHHM CTalId [PHUIaBaTh &
0oJb1IOE 3HAYEHHE BCIIE 32 Pa3BUTHEM U BHEAPEHHEM B LIMPOKYIO KIMHHYECKYIO
NPaKTUKY TapreTHBIX IIpenapaTtoB, a METOAbl MOJIEKYJISPHO-TE€HETHYECKUX Kl
aHaJIM30B [MOMOT'alOT B NIPABUJILHOM 110100pe TaKHX JIEKAPCTBEHHBIX CPEJICTB.

B coBpeMeHHON JUarHOCTHYECKOW MPaKTHKE MOXHO BBIJEIMTH HECKOJBKO
OCHOBHBIX 00JacTel MpUMEHEeHHs WMMYHOTHCTOXMMHUH. B mepByio odepens, 3T0
MCCIIC/IOBAHUSI  OIMyXOJIEW 4YeJOoBeKa C MENbl0 OMNpeAeNieHHWs THCTOreHe?a
HeMpdepeHIIMPOBaHHBIX OITyXOJIEBBIX 00pa30BaHMi, OTIAJIEHHBIX METACTAa30B, a
TakKe Uil JAGQEpeHLUUPOBKH  pa3jiM4YHbIX  TKAHEBBIX  KOMIIOHEHTOB,
COCTaBJISIOIIMX KOMIUIEKCHEIE OIMyXOJid. Bo-BTOPBIX, C LENbI0 MPOTHOCTHYECKOM
OLICHKH JTAJIbHEHNILIETr0 TeYeHUs 3a00/1eBaHKs ¥ NPU Ha3HAYEHWH TEPAITHH.

HccnenoBanue MONEKyIspPHO-TeHETHYECKHX MapKepOB NpeacTaBIseT coboi
o0mMpHOE  TOJe  HAyYHO-HCCIEAOBATENbCKOW — IEATETbHOCTH MW HMeeT
NPUHLMITHATBHOE 3HAYSHHE TS KIHHHKH.

3a mocieiHHe eCATHIETHS TNOSBHIOCH OONBINOE KOIHHECTBO padoT
MOCBALICHHBIX H3YYEHHE MOISKVISDHO-TeHSeTHHYESCKHMX OCOOeHHOCTeH paxa
MOJIOYHOH JKene3bl, H ObLTH oONpelelcHH OHOJOTHYSCKHE MHIDSHE 17§
BO3ACHCTBHA TapreTHod Tepanui. Oamaxo. sce eme ocTpo cTo®T npodaewma
NOHCK2 MOJEKYIAPHBIX arcHTOB B ONYXOIH MOJOYHOH &SISIEL. BOIICHCTSVE =2
KOTOpbi€ BO3MOKHO VIVHIIHTS NOKZIATETH DOCKTHBHOCTE TEPanus. €

Pasnoobpasie mozexyaspEo-reseTHSeCcKRX MyTamwR npe  PMIK craser ==
MOBECTKY JHN MOHCK H H3VICHHE HOSMX MaATOICHSTWSSCKMX wapsspos. C Ito@
TOYKH 3PCHHA 3HAUHTCIbHLIH HHTCPEC NPCICTIAINST COMCHECTED OSERODEIRDS
RAS, nockoaeKy 32 NocaeIHee JSCSTHICTHS NOSBATHCE HIVINLC BOCICIOSESRS.
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JIEMOHCTPHPYIOIIIHE MX BAaXHYI0 POJb B MATOISHS3ES MHOIHX OHKOIOTHYSCKMX
3a00/1eBaHHH.

OuxoOenxu H-Ras, wurpasor =e Malosaa=® POl 3 VOEIC=EEE
npoiHdepaHl H YCTOHYHBOCTE OMYNOACERIX EISTOR MOJOSHOE B &
anonro3y. Taxwe RAS Ocaxe axTHSHDYOTCE 5 ONYXOASS&IX EISTEEX =23
MEXAHH3Mbl BOCXOAMIICIO MOTOXZ, NOCEOISEY ECEOTODPSIC DEUSTTODS OSSTOpOoS
pocta (EGFR, Her2/neu), nepeaaor cB0H CHIEaT ¢ nowoms:o RAS

2. HayuHble pe3y.1bTaThl B paMKaXx TPeOOBAHHH K THCCEPTAUHAM.

JlucceprannoHHas padoTa BLIMOJHSHZ B COOTBETCTBHH C MPaBHIaMH
odopMIIeHHS AHCCEpTallHH Ha COHCKaHHe CTeNeHH JokTopa @uiocoduu (PhD) u
BKJIOYAeT BCE HEOOXOAHMbIE IEMEHTHI.

XKymakaeBoit A.M. 060CHOBaHa aKTyaJlbHOCTb BbIOOpa TeMbI AMCCEPTALIMH,
0003Ha4YeHbl LEb U 3aJa4¥ MCCIEJ0BaHMUs, U3JI0KEHbl HOBM3HA M MpaKTHYeCKas
3HaYUMOCTh IMOJyYEHHBIX Pe3yJIbTaTOB.

B npoiiecce BbInoHeHUs: pabOThl JUCCEPTAHTOM I0JIy4E€HbI HOBBIE, HAYYHO-
o0ocHOBaHHbBIe pe3y/bTaThl: YpoBeHb dKcrpeccud H-Ras Bnusin Ha mokxasarenu
Oe3pelMIUBHONW BBDKMBAEMOCTH. B rpymnme cpaBHEHHMs C OTpHULATENBLHON
skcnpeccueit H-Ras 3tot nokasarens cocrasun 33,0+1,1 mecsues, B uccnenyemon
rpyIIe ¢ NOJOXHUTEIbHOM dKcnpeccueit coorBeTcTBeHHO 16,0+1,0 Mecsues.

[IpakTHYeucKas 3HaYMMOCTb MCCIIEJOBaHMs 3aK/IIOYaeTCsl B pa3paboTke H
BHEJIpeHUH crocoba TporHo3a BBDKUBAEMOCTH ©0€3 MpOrpecCHpOBaHHS Yy
MalMeHTOB €  JIMarHo30M  paK  MOJIOYHOM  Kele3bl Ha  OCHOBAaHWHM
UMMYHOTMCTOXMUMHUYECKUX MOKa3aTeNnen.

Hucceprauus XXymakaeBoit A.M. mo o00beMy NpOBEIEHHBIX Hay4HBIX
HCCIIEZIOBAaHUM, TEOPEeTUYECKOM M TNPaKTHYECKOW 3HAYMMOCTH II0JYy4YEHHBIX
pe3yibTaToB, COOTBETCTBYeT  TpeOoBaHWsIM, mpeabsBasieMbiM K  PhD
nucceprauusiM no cnenuanbHoctd 6D110100 - «Menuumnay».

3. Crenenb 000CHOBAHHOCTH H JOCTOBEPHOCTH pe3y/ibTaTOB, BbIBOJAOB
H 3aK/II0YeHHs, CPOPMYTHPOBAHHBIX B IHCCEPTALIHH.

JuccepranmonHas pabora XXymakaeBoit A.M. sBiseTcs 3aBeplICHHBIM
MCCJIE/IOBAHUEM, BBINIOJIHEHHBIM Ha BBICOKOM HAay4YHOM H NpodeccHOHATLHOM
ypoBHe. Pe3ynbTarThl, BbIBO/bI, 3aK/I04eHHEe, CHOPMYIHPOBAHHbLIC B 1HCCEPTALINK
TEOpPEeTU4YEeCKH OOOCHOBaHbI H MOATBEPAIcHBI. JOCTOBEPHOCTL pE3VI>T2TOS He
BBI3bIBACT COMHEHHIA.

4. Crenenb HOBH3HBI KaA&l0r0 HAVYHOIO PeIV.IbTaATi., BLIBOIOE =
3aK.1I049€HHS COHCKATE. I8, CPOPMY.THPOBAHHLIX B THCCEPTANEE.

Juccepramms Kymaxacsoii A M. cozcpasT Sostic EaVISC-TDESTESCCEES
pe3yibTaThl, BHEAPCHHE KOTODHIX BHOCHT ISISHTOILELIE SEIAI 3 PaSETES
MEIHIIHHCKOH HaVKH:

Brnepsuie u3yueHa sxcnpeccus H-Ras osmobeasmos v mamme=tos PMA =
onpeneneHa ee xoppeasuus ¢ Herlneu nosmressmiw Tenowm PMVOE & ssicosww
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HHIeKcOM nponudeparusHoit axTuBHOocTH Ki 67  (csmaeTenscTso 0O
roCyJapCTBEHHOH PDEerHCTPallHH MpPas Ha OOBSKT 2BTOPCKOID NPESE. SalI2=H0S
xKomHTeTOM MuHKCTepcTB2 rocTHEE PK Ne3990 o1 11 mo=s 20197 )

BrnepBeie OLi10 YCT2HOBICHO, YT0 MNOJOAETEIREas acnpeccms H-Ras
OeKOB HE BAHAI2 Ha MNOKIAZATEIH HENOCPEIACTSCHEOE SOOCSTHSSOCTE
HeoanbioBaHTHOH Tepanud no cxemam: AC, AC-zprazds=. zprazde=
naunenTos PMIAK.

BrniepBble ObLTO MOKa3aHO, 9TO HEOATLIOBAHTHAS TEPANHsE C BRTHOUCHHEM
npenapata ApriaadMH yIy4ilana MOKa3aTelH Oe3pPelUMIMBHOH BbIKHBAEMOCTH
naureHToB PMIK ¢ nonoxuTtensHoit sxcnpeccuei H-Ras 6eaxos.

Brnepseie Oblna pa3paboTaHa MPOTHOCTHYECKAas MoJelb Oe3pelHINBHOH
BBDKMBAEMOCTH TMallMEHTOB C auarHozom PMIK ¢ ydeToMm 3KCIIPECCHOHHOIO
craryca H-Ras oHko0enkoB.

5. OueHka BHYTpPeHHEro eJHHCTBA NMOJY4E€HHbIX pPe3y/ibTaToB.

BHyTpeHHee  €IMHCTBO  TNOJyYEHHBIX  PE3yJIbTATOB  ONpEeJeNsieTcs
JOrMYEeCKMM  IOCTPOEHHEM  HaAyyHbIX  HCCJIEJJOBaHMM U BBIBOJIAMH,
MOC/IEIOBATEIbHO  BBITEKAIOIMIMMH W3  OKCIIEPUMEHTAIBHBIX  JaHHBIX, B
COOTBETCTBHHM C IMOCTABJIEHHBIMH LIEISIMHU U 33/1a4aMH.

6. HanpaBieHHOCTb TOJY4YeHHBIX Ppe3yJbTATOB Ha  pelleHHe
COOTBETCTBYIOIIEH aKTya/IbHOH NpPo0.JieMbl.

PesynbraThl, mnoiydeHHble JKymakaeBoi A.M. B XoJie¢ BbINOJHEHHS
JIUCCepTallMOHHOM  paboThl, HampaBleHbl HAa pELIEHUWE aKTyalbHBIX H
NPUOPUTETHBIX 3a1a4 B 00JIaCTH JIEYCHHSI OHKOJIOTHYECKHX 3a00/ICBaHuUH.

7. TIloaTrBep:kaeHue  onyOJHKOBAHHSI  OCHOBHBIX  IOJIOJKEHHH,
Pe3yJIbTAaTOB, BLIBOAOB H 3aK/JI04YEeHHS AHCCEPTAIHH.

[To pesynbraTaM HccleoBaHU# OMmyOInKoBaHO 13 Hay4dHBIX paboT, U3 HUX:
3 B Hay4yHBIX W3/IaHUSAX PEKOMEHIOBaHHbIX KOMHTETOM 10 KOHTpOIIO B cdepe
obpazoBanuss U Hayku MOH PK; 2 nybnukauuu B MeXIyHapOJHOM Hay4YHOM
W3aHUH, BXOAAmeM B HHOpMaUHOHHYIO 0a3y Scopus; 5 mnydIukKauuu B
MaTepHaax MeXIYHapOoaHbIX KOHQepeHLUMH; 3 mnyOIMKalMH B MaTepuaiax
3apyOeKHbIX KOHDEpeHIIHH.

[Tonyyeso CBHIeTEILCTBO © rOCYIAPCTBEHHOH PpErHCTPalMH NpaB Ha
00bexkT aBTOpcKOro mnpasa - «MaymormcToxmwmmuecxme ocodennocTH H-Ras
OHKOOSIKOB NPH Pake MOIOYHOH A21e3n! NOCIe KOMOHEEDOBEHHOIO Je4eHus» Ne
3930 or 11 mous 2019 roza.

8. He3ocTaTx® 00 COXCPAAEEN B 0PODMICHEW IECCEPTINEE

Ofopyacsme # COPEZSES ISCOSPTANSOSES0E PEOOTH DOISOCTRD
COOTBSTCTEVET TPEOOSE=ESW. NPEIRIETESNEIN LOMETSTOM D0 S0STD0T0 3 O0ene
oOpasosasws ¥ 22yiE ME=wcTepceTse odpeiose=ws ¥ =2vww PR




[lo comepkaHHIO HMEIOTCS CISIYIOUIHE BOMPOCHI, KOTODHIE HE MEHFNOT
0011eH NOIOAHTEIbHOH OLCHKH IHCCePTALHA:

¥ B pazgene «AKTYaIsHOCT: HCCICIOBaHHS» HE  IOCTITOSEO
ompeleneHa 3HaAYHMOCTh 3kcnpeccHE H-Ras ommobeamos v Gomnsmix pasow
MOJIOHHOH Aene3sl.

2. Bbi3biBaeT coOMHEHNHE B BHIOODES NALKCHTOX N0 OCHOTENESSCIEM
XapaKTepHCTHKaM: MO JaHHLIM MHPOBO# JHTSPaTypsl cooTmEomeHEme Her-
obOoramerHsIX THNOB PMIK BcTpesarores #e Sonee 15-20%: caysaes.

7 Kakim oOpasom 3xcnpeccus H-Ras samser =Ha 30dexTusHOCTSH
LUUTOTOKCHYECKHX Npenaparos’

4. Kak Bbl 00bsicHseTe BLICOKYIO 3D@OEKTHBHOCTD Npenapara ApriadHH
B MOHOpEKHME NMPH OTCYTCTBHH runepakcnpeccuu H-Ras?

5. B npeanokeHHOH NPOrHOCTHYECKOH Mojenud Oe3peluIuBHON
BBDKMBAaEMOCTH YyKa3aH KOd()(UUMEHT neTepMuHalMH paBHblid 0,56. Bo3moxHo
JIM, 4TO TIPH yKa3aHHOM KO3 (UIIMEHTe JeTepMUHALMU MPOTHOCTUYECKAss MOJEIb
Oyner pabotath?

6. B pa3gene «3aknioyeHwe» He TMOJTHOCTBIO PACKPBITO 3HAYEHHUE
UCCIIEIOBAaHUs TMpeJJiaraéMbIX aBTOPOM [JIsi TPUMEHEHHUS B KIWHHYECKOM
NpaKTHKe.

7. B cnmcke ucnonb30BaHHOM JTUTEPATYPbl CCHUIKK Ha rofbl U3aaHus 1-3
MYHKTOB TPEOYIOT KOPPEKLIMH.

OpHako, yka3zaHHble 3aMe4yaHHMs HE CHHXKAIOT LIEHHOCTH IPOBE/IEHHBIX
UCCIIEJOBAaHUM U MOJIyYeHHBIX pe3yJIbTaToB.

9. 3akn04ueHme.

JuccepranuonHas pabora JKymakaeBodt AlHypel MapaToBHBI Ha TeMy
«Ponb skcnpeccun H-Ras onkoOenka B 3¢ (}eKTHUBHOCTH He0abIOBAHTHOM
XMMUOTEpAllUl paka MOJIOYHOM JKesne3bl» SBISETCH 3aKOHUEHHOM Hay4dHO-
rccrenoBaTenbckoi pabotoit. [1o 06beMy NMpoBeIeHHBIX UCCIIENOBAHU, HAYIHOM
HOBU3HE M IPAKTHYECKOH 3HAYMMOCTU COOTBETCTBYeT TpeboBaHusim «[lpaBui
IPUCYXAEHUS CTeneHu Jokropa ¢unocopun PhD», a cam couckarens
3aCITy)KUBAaeT MCKOMOHW y4YeHOHW cTemnmeHH JAokTopa ¢uiocobun PhD mno
creuuanbHocTd 6D110100 - «Meaumnar.

Penenzenr:

JlOKTOp MeIHIHHCKHX HaVK,
pyxkoBoauTeab LlenTpa onyvxoae#
MO0.109HOH xe.1e3bl Kazaxckoro
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