BIAT'YK *

odinifiHOro onoHeHTa — JJOKTOpa MeAUUYHUX HayK, Ipodecopa, akagemika HAH
VYkpaiuu, pagnuka npu qupekuii [ITKIK HAHY, 3acityxeHoro aisiya HayKu 1 TEXHIKH
Ykpainu I'oaibeBa AHaTtoJiss MukosailoBu4a Ha JUCepTalliiiHy poOOTy
Ajiksina Aptema 3aBeHoBuua «Poip M1 1 M2 derorumis makpodaris y
IMyHOTaTOreHes1 aJleHoKaplMHOMH MOJIOYHOT 3aJI031 IMPH HAsIBHOCTI a0o
BIJICYTHOCTI MeTacTa3iB y perioHapHuX JIIMGAaTHIHUX BYy3J1aX», MOAAHY Y
crneniajizoBany Bueny paay /[ 64.051.33 XapkiBcbKoro HalioHAJbHOTO
yHiBepcuteTy imeHi B.H. Kapasina MinicTepcTBa ocBiTH | Hayku Y KkpaiHu Ha
3100yTTS HAYKOBOTI'O CTYIEeHsI KAHIHIaTa MeITHYHUX HAYK 3a creliajabHicTIO
14.03.08 — imyHoJ10TisI Ta a71€ProJioris.

AKTYyaJIbHICTH O0OpaHOl TEMHU JUcepTaLil.

Jluceprariitina pobora Aiiksna Aprema 3aBeHoBHua Ha Temy: «Porns MI 1 M2
deHoTumniB MakpodariB y iMyHONaToreHe3i aJleHOKaplUUHOMH MOJIOYHOI 3aJI03U MIPH
HasiBHOCTI a00 BIJICYTHOCTI MeTacTasziB y perioHapHuX JiM(ATHUHUX BY3JIaX»
MPUCBSUEHA BUPIIIEHHIO BaKJIWBOTO HAyKOBOTO 3aBAaHHS MEIWYHOI raiysi. Pax
MOJIOYHOT  3aJlo3W  3aiiMae TMPOBigHE Miclle B CTPYKTYpi  OHKOJIOTTYHOI
3aXBOPIOBAHOCT] JKIHOYOTO HaceJjeHHS OUIBIIOCTI €KOHOMIYHO PO3BHMHYTHX KpaiH
cBity. Ile 06YMOBIIOE aKTYaspHICTh i BAXKIMBICTH IONIYKY Ta PO3POOKHM HOBHX
METO/1iB JIIarHOCTUKH Ta MPOTUITYXJIUHHOTO JIiKyBaHHs. Uepe3 BeluKe MOLIMPEHHS y
CBITI 1 epIlle Miclle B CTPYKTYpI 3JI0SIKICHMX HOBOYTBOPEHb Y *KIHOK, ITpobieMa paky
MOJIOYHOT 3aJ103H € OJIHIE€I0 3 HAaHAKTYa IbHININX Y CYyYacHIH OHKOJIOTII.

BuByenHs iMyHoraroreHesy Ta JIiKyBaHHSI OHKOIIATOJIOTII 3aliMae dlJbHE
MiClle cepell HayKOBUX JOCH/DKeHb OCTaHHIX poOkiB. BimoMo, 1m0 okpim
Oe3nocepeIHPO PAKOBUX KIITHH, BRKJIMBUM € CKJIaJl MiKpOCepeOBHIlA MyXJIUHH, B
AKOMY 1HOMITBTPYIOUl IMYHHI KIITHHH MOXYTh UYMHHUTH, SK OHKOTEHHY, TakK |1
npotuiexHy i aito. IimeHICTE Ta po3TalnyBaHHS IMYHHHMX KJIITHH BCepeauHi
MyXJIMHU BIJIirpae oCOOJIMBY POJIb Y PO3BUTKY ITyXJIMHHU, a TaKOX Ja€ MOXKIHUBICTH
BHU3HAYUTH IIPOTHO3 Nepediry 3axBoproBaHHs. Makpodaru BiiirpatoTh BaXIJIUBY POJIb
y peainizanii 6arathboX KJIITHHHUX (DYHKIIIH, BKIIOYAOYH MIATPHMKY rOMEoCTa3y Ta

BIJIMB HAa PO3BUTOK KIITHMH. 30Kpema, BiJIOMO, HIO B MIKPOOTOUYCHHI IMyXJIHHA



OUIBLIICTL TAKMX KJIITHH JEMOHCTPYIOTh M2-(beHOTHII, CIpUSIFOYH TpoliecdM poCTy
Ta MeTacTa3yBaHHS depe3 pi3HI MexaHi3MH. BcTaHOBIIeHO, 110 HasBHICTb
Makpodari, TMOB’SI3aHUX 13 MyXJUHHUM POCTOM, KOPEIoE 3 HeCHpI/ISIITJII/IBI/IMI/I
MOKa3HMKAMH KIiHIYHOTO IMPOTHO3Y Y TAIIEHTIB 3 PI3HUMM THUIIAMHU OHKOJOTIYHUX
3axBoproBaHb. OJHAK JOHMHI 3aUIIAIOTECS HEJOCTATHLO BUBYEHMMHM Oe3rocepeHi
MeXaHi3MH IPUTHIYEHHS MPOTHUITYXJIMHHOTO IMYHITETY B MIKPOOTOYEHHI IyXJIHH, a
TAKOK YHHHUKH, IKi BU3HAYAIOTh BEKTOP Judepentiaiii GeHoTHIry Makpodaris.

CydacHHM 1 BaXJIMBUM METOJIOM OHKOIPOIECY € IMYHOTriCTOXIMIYHa
niaramoctuka. [Ipy paky MOJIOYHOI 3aJI03UM TMpaKTUYHE 3HAUYCHHS Ma€ BHU3HAYEHHs
€CTPOreHOBHMX PEIENTOPIB, MPOreCTEPOHOBUX PEIeNTOPiB, aHAIOrIB PELENnTopiB 10
dakropiB pocty, myTaii reHis-cynpecopiB pS3, BRCA-1, BRCA-2 ra inmi. Merox
JI03BOJISIE  [IPOTHO3YBATH Iepebir 3axBOprOBaHHS 1 OOIPYHTYBaTH JAOLUIBHICTH
3aCTOCYBaHHS TOPMOHOTeparrii, XiMioTepamii 1 J0JaTKOBOIO IPOTHUILYXJIHHHOI'O
JTiKyBaHHs. AJleKBaTHA OIlIHKA CTYTEHS TMOIIMPEHOCTI IyXJUHHOIO IIPOILECY,
MPOrHO3y mnepediry 3aXBOPIOBAHHS € OJHUM i3 IUIAXiB MiJBUINCHHS e()eKTUBHOCTI
JIKyBaHHS paKy MOJOYHOT 3aJI031.

BpaxoBytloun BuIle3a3HaueHe, JOCTiPKEHHS, 1110 IPOBEJIEHE aBTOPOM 3 METOIO
yJIOCKOHAJIEHHS BUBUEHHSI OCOOJIMBOCTEN (ffOnﬂpH?,aui'i MakpodariB B 3aJIe)KHOCTI Bif
MOJIEKYJISIPHO-0I0JIOTIYHOrO THUITYy MYXJHMHH, 4 TaKOX HAsSBHOCTI YM BIJICYTHOCTI
NiM(aTHIHOTO MeTacTa3yBaHHsl, Ma€ BaKJIMBE HAYKOBE 3HAYEHHS.

3B's130K poOOTH 3 HAYKOBHMH IPOrpaMaMu, JIaHAMH, TEMAMH.

Jluceprariis € pparMeHTOM HayKOBO-/I0CIIIHOI poO0TH YKpalHChKOI MEIMYHOI
cromaronoriunol akajgemii «KomrutekcHe JIOCHIDKEHHS MaTOTeHeTUYHOI podi
cybromynsauii M1 Tta M2 makpodariB B pO3BUTKY XPOHIYHOTO OOCTPYKTHBHOIO
3aXBOPIOBAHHS JIereHb JUIs PO3POOKH Ta OOTPYHTYBAHHS MEPCOHATI30BaHOI Teparii 3
BpaxyBaHHIM MacH Tina» (Ne neprxaBHoi peectpartii 0117U005252).

Cryminp  OGIPYHTOBAHOCTI  HAYKOBHX  IOJIO’K€Hb, BHCHOBKIB i
pexoMenauiii, copmMyabOBaHUX Y AHcepTalii. BUKOpUCTaHHS CydacHUX METOJIB
JIOCIIIPKE€Hb, JIOCTATHS KUIBKICTh eKCIEpUMEHTAJIbHUX JaHUX, IX CTaTUCTHYHA

00po6Ka Ta MOPIBHSHHS i3 JaHUMH IHIIMX JOCIITHUKIB H03BONNWIO AMKiaHy A.3 B



JHcepTaliiHii poOOTi 0OIPYHTYBATH i y3arajlbHUTH HAyKOBI ITOJIOKEHHS, BUCHOBKH
Ta MPaKTUYHI peKOMeHaaLlil.

HaykoBa HOBH3Ha poOOTH, OE3CYMHIBHO, IMOJsira€ B TOMY, IO aBTOP
MpoaHanizyBaB poJb B3a€MO3B’SI3KY PI3HHX BHIB ITyXJIMH MOJIOUHOI 3aJI03M i3
(GeHOTHITIYHUMH 0cOOIUBOCTIMHU Makpodaris. [Ipu BukoHaHHi poboTH JIACEPTaHTOM
BUKOPHCTAHO Cy4YacHi i aJieKBaTHI 3 TOYKM 30pY BHUPILIEHHs IOCTABJIECHUX 3aBJaHb
METOJIM JI0CHIJDKEHD, SIKi IPYHTYBaJIMCh Ha 3acajiax KOHCEHCYCY 3 MeJIMYHOI 0106 THKH
Ta MPUHIIUIAX JI0KA30BOT MEIUIIMHU.

3a joromMoror MeToay imyHorictoximii BusHauanucs 0368+ [TAM Ta 03163+
[TAM y 3paskax pi3HUX BHIIB paKy MOJIOYHOI 3a/l03M 3 MeTacTazaMu Ta 0e3, s
aHani3y XapakTepucTHK Mopdororiyaux (GeHOTHHOBUX ekBiBaneHTiB MI1- ta M2-
MoJISIPU30BaHUX Makpodaris.

JlucepTanT AeTadbHO MpOAHali3yBaB OCOOMCTI pe3ysIbTaTH EKCIIEPUMEHTIB,
NpOBiB TX KPUTHUYHE TIOPIBHSIHHS i3 JAQHWUMH IHIIAX AOCHIAHMKIB, 9iTKO i JIOTTYHO
copMyJTHOBaB HAYKOBI MOJ0KEHHS Ta BUCHOBKH.

[loBHOTA BMKJIAAY OCHOBHHX pe3yJbTaTiB jJucepTauii B ony0aiKoOBaHHX
npausix. Pe3yibTaTv JIOCHIKEHb, OCHOBHI HAyKOBi IIOJIOXKEHHS, BMCHOBKH I
MpaKTH4YHI peKOMEHJAllil, 10 BHCBIT/IGIOTE OCHOBHI acrieKTH KaHIU1aTChKOI
nucepraiil AlksHa A.3. ONPWIIOAHEHO 1 OOroBOPEHO Ha HAYKOBO-IMPAKTHYHUX
xoHdepeHIigX. 3a MarepiataMu aucepTaliifHoi poOoTH omy06IiKoBaHoO 5 npauk: 4 -y
BITUM3HAHMX HAYKOBUX (DaxOBHWX BHJAHHSX, | - CTATTA y KypHaJl, IO BKIIFOYEHUH
710 HAYyKOMETPUYHOT 0a3u TaHuX Scopus.

Bkasane Bullle, 103BOJII€ BU3ZHAYMTH, 1110 OMyOJIiKOBaHI Mpalli aBTopa IOBHOKO
MIpOI0 PO3KPUBAIOTH OCHOBHI HAyKOBI IOJOKEHHs, BUCHOBKHM 1 peKOMeHIamii
JMcepTaliifHol poOoTH.

CTpykTypa, 3MicT i 3aBepluenicTs auceprauiiHoi podoru. [lucepraniiina
pobora Aliksna A.3. BHKIageHa yKpaiHCBKOIO MOBOIO Ha 177 cropiHkax
KOMII' FOTEPHOIO TEKCTY, 3 HUX 137 CcTOpiHOK — OCHOBHOro Tekcty. PobGoTa MicTUThH
aHoTawii, BCTYII, 3MICT, TEpeTiK CKOPOUYCHb, aHAJTITUYHUN OIS JITepaTypH, OIHUC

MaTepiamiB i METOJIB JOCIi/PKeHb, pO3Mia 3 6 MiIpo31iNiB pe3yibTaTiB BIACHUX



4

JOCHTIDKEHb, PO3MIJT aHaji3y Ta y3arajJbHEHHS, BHCHOBKH, CIMCOK BHKOPUCTaHHX
JUKepes JiTepaTypH, nojaatku. /lucepraiiifina pobota imocTpoBaHa 34 pUCyHKamu 1
15 Tabauismu. '

Y BCTymi JIAKOHIYHO 1 TIEPEKOHJIWMBO OOIPYHTOBAHO AaKTyaJbHICTh IS
MeJIMYHOT raty3i BUpilleHHs 3a1a4i Bu3HaueHHs poiti MI i M2 deHOTHIIB MyXIMHO-
acorfiioBaHux MakpodariB B IMyHOIIaTOreHe3l Ta MeTacTa3yBaHHI y perioHapHi
JiMbaTH9HI  BY3JM,  BIANOBIAHO 10  MOJEKYJISPHO-OIOJNOTIYHMX  THIIB
aJICHOKApIIMHOMMA MOJIOYHOI 3aJl0o3W Ta JJIsi YTOYHEHHsI MporHo3y. BucBiTiieHO
3B’30K poOOTH 3 HAYKOBHUMH TIporpamMamMiu, cGOpMYTbOBAHO METY, BH3HA4YCHO
3aBJIaHHs JOCJDKeHHsSl JUIsl il JOCATHEHHS, OKpeclieHO O00’€KT Ta mnpeaMer
JOCJIDKEHHS, PO3KPUTO HAyKOBY HOBH3HY, TEOPETHYHE Ta NPAKTUYHE 3HAYEHHS
OTpPUMaHHUX Pe3yJbTaTiB, HABEJICHO JaHi 1110/10 arpodariii i ormyOIiKyBaHHs OCTaHHIX,
a TaKOX BIJJOMOCTI IIPO 0OCSAT Ta CTPYKTYPY JHUCepTallii.

Posmin 1. «Cy4acHi OrJIsiid Ha BHECOK MyXJIMHO-ACOIIHOBaHUX Makpodaris B
OHKOTeHe3 PaKy MOJIOYHOI 3aJl03W», SIKAH € OTIISOM JIiTepaTypH, CKIaJaeThes 13 5
migpo3ainiB. B SKMX JNOCHUTH JOKIAMHO OMMCAHO Cy4YacHI MOIJISIAM Ha PO3BMTOK
OoHKomaroJiorii, ii  IMyHOIATOreHe3, Cy4acHi METOJM  JOCIHIJUKeHHS, IO
BUKOPUCTOBYIOTHCSI B OHKOIMYHOJIOTIT Ta §¢o6mBocTi KIITHHHOTO Ta pPELEeNnTOPHOIO
MOJISl B IYXJIMHAX MOJIOYHOT 3aJ103H Ta iX MIKPOOTOUYEHHI.

Po3in 2. «Matepiaid Ta METOIM» CKITaIaeThest 13 6 Imiipo3aiaiB. MeTomooris
Ta METOJIMKAa MAOCJIPKeHHS TIPYHTYBaJUCh Ha 3acajax KOHCEHCYCYy 3 MeJUYHOI
O10eTHKH Ta MPUHITAIAX TOKA30BOI MeJIUIIMHU. BUKOpHCTOBYBaIHCS CydacH METOIU
nocmipkenns. [loBHOTa BHKIIAJEHHS aBTOPOM METOMIB JIOCHIDKEHb € IJIKOM
JOCTaTHBOKO JUIS OLIHKK TX Cy4acHOCTi, OOTPYHTOBAHOCTI BHOOpY IIMX METOJIB 3
TOYKH 30py BHKOHAHHS TIOCTaBJICHHWX 3aBlaHb, 3a0e3MeueHHs] SIKOCTI MPOBEAECHHS
€KCIIEPUMEHTIB Ta MOMKJIMBOCTI iX BIJITBOPEHHSI.

Posnin 3. «Pe3yapTaTi BIAaCHUX JOCTIDKEHBY CKIIANA€ThCs 13 6 MiIpo3aiiiB Ta
MICTHTh BaXJIMBI 3 HAYKOBO MPHUKJIAJHOT TOYKH 30pY JaHi OTPUMaH1 JUCEPTAHTOM I10

aHa3y BJIACHUX Pe3yJIbTaTIB 10CII/KEHb.



Po3nin 4. «AHani3 Ta y3arajbHEHHS pe3yJbTaTiB JIOCIKEHHs». 37100yBay
HaJlac apryMeHTOBaHe HayKOBE IMOSICHEHHs OTPUMaHUM JaHUM €KCIIEPHMEHTIB y THX
BUIAJKaX, KOJM IIPH 3a3HaYEHOMY ITOPIBHSHHI BHUSBICHO CYyTT€BI BiﬁMiHHOCTi.
[TpocTexyeThess OGIPYHTOBAHICTh 1 JIOTIUHICTE MpH y3arajibHEHHI JHCEPTaHTOM
pe3ysbTarTiB poboTH, POPMYITIOBAHHI HAYKOBHX IOJIOKEHb, BUCHOBKIB i MPaKTUYHHUX
pexoMeHalliif. 3a pe3yabTaTaMu aHalli3y Ta y3arajJbHEHHs JaHUX CBOIX JOCIiUKEHb,
aBTop (OPMYJIHOE OCHOBHE MOJIOKEHHSI (BUCHOBKM, PEKOMEHJALl) JucepTaliiHol
po6otn moxo poiai MI i M2 deHoTuniB myXJmMHO- acoliiioBaHuX Makpodaris B
iMyHOIIaTOreHes3i Ta MeTacTa3yBaHHI y perioHapHi JiM(aTH4Hi By3JI1, BIAIOBIIHO JI0
MOJIEKYJISIPHO-010JIOTTYHUX TUITIB 8/ICHOKAPLIUHOMHU MOJIOYHOI 3aJI03H.

BUCHOBKM BKJIIOYAlOTH CTHCIE (OPMYIIOBaHHS 3700yBadeM HayKOBHUX
y3arajibHeHb, Ki B CyKYITHOCTI TOBHOO MipoI0 BiJoOpakaloTh OTPUMAaHi pe3ysibTaTHy.
BucHOBKH cOpMyIIbOBaHi YiTKO i 3p03yMmino, iX MOCIIJOBHICTH Ta 3MICT JIOTI4HO
BijloOpaXkae 3aBepIICHICTD AUcepTaliifHOT poOOTH.

JlucKyciiini moJ10KeH s Ta 3ayBajKeHHsl LIO/10 3MicTy AucepTauii. 3arajioMm
[O3UTHBHO OLIHIOOYM aucepTaliiiny pobory AliksiHa Aprema 3aBeHOBHYA, BapTO
3aIPOIIOHYBATH JIMCEPTAHTY TaKi JIMCKYCIHHI NUTaHHs Ta 3ayBaKCHHSI:

3ayeancennn. Jlns  Ouibli Toutfoi Ta inpopmaTuBHOI  iAeHTHU(IKAIIT
IMyHO(EHOTHIIIB MakpodariB Ha CydyacHOMY eTalH MIOLIJIBHO BHKOPUCTOBYBATH
JleKinpka KkiacrepiB mudepentianii gomatkoBo g0 CD68 Ta CD163, Hampukia,
CD206.

Jluckycivini numants:

1. B uomy monsrae MNporHOCTHYHe 3Ha4YeHHs cybnomymsuid CD68+ Ta
CD163+ makpodaris, a came I'sTH piyHa BIKHBAHICTh Ta Oe3pelIMBHUM IEPioj
1pu aJICHOKAPIIMHOMI MOJIOYHOI 3aJ103H7

2. Poskpuiire cy4acHi ysSBJICHHS [P0 POJTb MaKpo(araabHOro MiKpOOTOUEHHS! B
iMyHOIaToreHe3i aJIeHOKapLMHOMHU MOJIOYHOT 3aJI03H.

Jluckycilinuii xapakrep 3alliTaHb CTOCYEThCS TIJIBKM TPAaKTYBAHHS aBTOPOM
OKpEMMX pe3yJbTaTiB, aje I[ieé He 3MEHIIye BHMCOKOi OIIHKM IPOBEACHOIO

JIOCITIJDKEHHS B IIIJIOMY.



BUCHOBOK ’

Jlucepraiiifina pobora Atikssna Aprema 3aBeHoBuYa Ha Temy «Pons M1 1 M2
(dhenotumniB MakpodariB y iMyHomnaToreHesi aJleHOKapIuHOMUA MOJIOYHOL 3a71030 npu
HasBHOCTI a00 BIJICYTHOCTI MeTacTasziB y perioHapHUX JiM(aTHUHUX BY3JIax»,
npejicTaBlieHa JI0 3aXKUCTy B crienianizoBany BueHy pany /1 64.051.33 XapkiBcbKkoro
HalioHaapHOTO YHiBepcHuTeTy iMeni B. H. Kapazina MinicTepcTBa OCBITH 1 HayKu
YkpaiHu Ha 3100yTTST HAyKOBOIO CTYIEHS KaHAWAaTa MEIWYHUX HayK €
CaMOCTIHHOIO 3aBEepIIeHOI0 HAyKOBO-JOCIITHOKO IMpaled Ta MICTUTh HayKOBI
TIOJIO’)KEHHS T2 HAYKOBO OOI'PYHTOBaHI pe3yJIbTaTH.

Jucepraitiiina pobora AliksiHa A.3. 32 aKTyaJIbHICTIO, HAYKOBOIO HOBHU3HOIO
OTPUMAaHUX pe3yJIbTaTiB, TECOPETUYHOKO Ta ITPAKTHYHOIO I[IHHICTIO BIAINOBIJAE
pumoram 11.11-13 «ITopsiaky MpUCY/DKEHHS HAyKOBHX CTYIMEHiB», 3aTBEPIKEHOIO
nocrafoBoio Kabinetry MinictpiB Ykpainu Bin 24.07.2013 poxy No567 (31 3MiHaMu)
MO0 KaHIMAATChKUX JucepTailiii, a 1 aBrop — AlksiH A.3. 3aciyrosye
NPUCYDKEHHST HAYKOBOT'O CTYIMEHs KaHaujara MeJIWYHAX HayK 3a CIELialbHICTIO

14.03.08 — iMmyHOJIOTis Ta ajIeproJioris.

5.

OdiuiiHnii ONOHEHT
1. MeJl. H., ipodecop, akagemik HAH Ykpainu,
[HCcTUTYT npobieM KpioOioJIoTil I KploMeTUIIMHU

HarionanbHoT akajemii Hayk YKkpainu,

paJiHUK MPH AMPEKIIil, 3aBiyBay BiILTY
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