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Ha3sBa po60oTH aHIJIiHCBHKOIO:

The development of new approaches to combinational cancer enzymotherapy based on amino acids starvation

Pedepar yKpaiHCBKOIO:

Ha yeTBepromy eTari po60oTH LOCIIIKEHO POoJIb IIPOLECiB IPOTEaCOMHOI Aerpanariii 6iJkiB y BilllOBiAi MyXJIMHHUX
KJIITVH Ha roJIOJlyBaHHS 32 OKPEMUMMU aMiHOKHCJIOTAMU Ta BiAIIOBiIHI CUTHAJIbHI HIJISIXU. BCTAHOBJIEHO, 11O 32 [l
inri6iTopis nporeacom - MG132 abo 60pTe30Miby Ha (POHI rOI0yBaHHS 3a apPriHiHOM 3MEHIIYETbCS XKUTTE3ATHICTD
KJIITUH KapLMHOMU JIET€Hb JIoguHU A549, 0HaK BUPAXEHOTO aIUTUBHOrO e(eKTy He criocTepiraetbest. Kunitunu
A549 nicsis KoM6iHOBaHOTO BIJIMBY iHTi6iTOPIB poTeacom MG132 abo 6opTre3omiby Ta iHribiTopy aBTodarii -
XJIOPOXiHY - MaJI 3HVJKEHY 3[aTHICTh IO BiTHOBJIEHHS POCTY Y IIOPiBHSIHHI 3 KIITUHAMY, SIKi 3a3HAJIM BIUJIMBY JIALIE
OJHOTO YNHHUKA. OfHaK BIUIUB KOMOiHallii IMX iHTi6iTOPIiB Ta ro1I04yBaHHS 32 apTiHiHOM Ha XXUTTE3[ATHICTh KIIITUH
€ nomipauMm. Excripecis 6inka aprisintpancdepasy, o peryoe poLec MpoTeacoOMHOI erpaaanii yacTUHU
peryssiTopHUX GiJIKiB, IpU rOJIOAYBaHHI 3a apriHiHOM peryJoeTbCsl Ha piBHI TpaHcLii. ['osionyBaHHs 3a apriHiHOM
CEeJIEKTMBHO MIOUIKOJXye IIPOTEACOMHY Jerpafaliio perynstopHoro 6inka RGS4, 3anexxHny Big, ioro N-KiHLIE€BOro

ApriHiMIOBaHHSL.

Pedepar aHIJIiHCBKOIO:

At the fourth stage of the work the role of proteasome protein degradation in response of tumor cells to starvation
for certain amino acids and related signaling pathways was investigated. It was established that proteasome
inhibitors - MG132 or bortezomib under arginine starvation decreased cell viability of human lung carcinoma A549,
but pronounced additive effect was not observed. A549 cells after the combined influence of proteasome inhibitors
MG132 or bortezomib and inhibitor of authophagy - chloroquine - had a reduced ability to restore growth
compared to cells exposed to a single factor. However, the effect of the combination of these inhibitors and
starvation for arginine on cell viability is moderate. Expression of arginyltransferase which regulates the process of
proteasome degradation of the some regulatory proteins, is regulated at the translational level during starvation
for arginine . Starvation for arginine selectively damages the proteasome degradation of the regulatory protein
RGS4, depending on its N-terminal arginylation.
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PeecTpaiifiHuii HOMep KapTKH T€XHOJIOT1i:

Onuc HTII: Jocninxeno POJIb IPOLIECiB MPOTEACOMHOI Aerpaaliii 6iJIkiB y BifMOBifi MyXJIMHHUX KIIITUH Ha
roJI0lyBaHHS 32 OKPEMUMM aMiHOKMCJIOTaMU Ta BiATIOBiHi CUTHAJIbHI IISIXU. BCTaHOBIIEHO, WO 32 Aii iHribiTopis
nporeacoM - MG132 a6o 60pTe3omiby Ha (POHi ros10LyBaHHS 32 aPTiHIHOM 3MEHIIYETHCS JXUTTE3NATHICTD KITITHH
KapLXHOMM JieTeHb JIIOAUHU A549, 0lHaK BUPaKEHOI'0 aiUTUBHOTO edeKTy He criocTepiraetscs. KiituHu A549
nicsist Kom6iHoBaHOTro BBy MG132 abo 60opTe3omiby Ta iHribiTopy aBTOdarii - XJI0poXiHy - Majlyd 3HDKEHY
3[ATHICTb [0 BiHOBJIEHHS POCTY y [IOPiBHSIHHI 3 KJIITUHAMY, $IKi 3a3HAJIY BIUIMBY JIMIIE OLHOrO YMHHMKA. OJIHAK
BIJIMB KOMOiHAaLil IMX iHTi6GITOPIB Ta rosI0yBaHHs 32 apriHiHOM Ha )KUTTE3IATHICTh KIIITHUH € TOMipHUM. Excripecis
6inka apriHinTpaHcdepasy, 1110 peryJsoe Ipoliec IPOTeacoOMHOI Aerpajaliii YacCTUHU PerysITOPHUX OiKiB, Ipu
roJIOAYyBaHHi 3a apriHiHOM PEryJIIOE€TbCA Ha PiBHI TpaHCALii. ['0s104yBaHHS 32 apTiHIHOM CEJIEKTMBHO MOUIKOAXKYE
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