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1. OmioigepriyHa perysisiiist akTUBHOCTI P2X3-peLenTtopiB y HEMPOHax CIIiHAJIbHUX FaHIJIIB

2. Opioidergic regulation of P2X3-receptors in the neurons of the spinal ganglia.

Pedepar:

1. B pamkax maHoi po6oTH, OLiHEHO BIUIMB €HAOT€HHOTO OIioiny jei-enkedaiiHy Ha akTUBHICTb P2X3-penenTtopis
y HEMPOHAX CNiHaJILHUX FaHIJiiB. TakoXX oKpecieHo PoJib 6i0XiMIYHUX MIJISIXIB Y B3a€MO/Iii OMiOiIHNX PeLenTopis,
KOTPi OI10CepeIKOBYIOTh aHAITe3it0, 3 P2X3-penenropamy, o BiANOBiZAOTh 32 HOLiLeNio. B nuceprauinHin
pO6OTI Briepiie oKa3aHo Ta [OCIiIKeHO MOABIMHUI BIIJIMB €HIOTeHHOTO aroHiCcTa OmioifHUX pelenTopiB Ha
CTpyMHU, OIlOCEpeIKOBaHi P2X3-penentopaMy y CEHCOPHUX HEMPOHAX CIiHAJIbHUX FaHIJIIIB ypiB. BcTaHOBIIEHO,
11O BILIUB Jieli-eHKedainy Ha P2X3-onocepenKkoBaHi CTpyMU B CEHCOPHUX HENMPOHAX, 3abe3ne4dyeTbCsl HU3Ko10 G-
6iJIOK CIIpsDKEHUX MexaHi3MiB. JloBesieHo, 1m0 efi-eHKedastiH He BIUIMBAE Ha leceHcuTu3alio P2X3-penenTtopis, a
IIPOTHHAIIPABJIE€HA [JIis OIioifla Ha 3a3Ha4Y€Hi PELENITOPU MOXKE OIOCEPENKOBYBATUCS aKTUBALII€I0 YYTIIUBUX 0
TOKCHHY Kauumoky Gi/o- Ta HeuyTauBux - Gq-061KiB. 30Kpema [10Ka3aHo, 110 3B'SI3yBaHHS Jlel-eHKeasiHy 3 |-
OMiOiTHMMH peLenTOpaMy IIPU3BOIUTE 10 OJHOYACHOI akTrBauii 060x TuIiB G-6iJKiB, SKi Majyu 6 CIIPaBISITH

noABiiHuM BIIUB Ha P2X3-peuentopu. OfHaK B KOHTPOJIbHUX YMOBAaX HAMU PEECTPYBaBCs JIMLIE iHI16y04nii



BILJIMB omioifa. CTUMYyJII0I0UMi eEeKT eHIJOTeHHOTO OMioifia 6yB IPUXOBAHUM i TPOSIBJISIBCS JIALIE B YyMOBAX
6s10kyBaHHs Gi/0-06iJIKiB TOKCMHOM KalTIOKy. TakuM YNHOM, 3 BUKOPUCTAaHHSIM METO[Ly "TeTY-KJIeMIT" HaMH1
BIIEpIlIe [T0KA3aHO, 1[0 €HJO0TeHHUI! aroHiCT OMioigHUX pelenTopiB Jeli-eHKedasiH BUKIUKA€E ABa TPOTUIEKHO
CIIpsIMOBaHi BIIMBU Ha P2X3-penenTopu. 1li edexTn onocepeKoByIOTbCS aKTUBALL€I0 OHAMEHIIE 1BOX TUIILB G-
6inkiB Ta PLC.

2. As part of this work, we have assessed the impact of endogenous opioid - leu-enkephalin P2X3 on the activity of
receptors in neurons of the spinal ganglia. Also we outlined the role of biochemical pathways in the interaction of
opioid receptors, which mediate analgesia with P2X3 receptors responsible for nociception. The thesis shows for
the first time the double effect of endogenous opioid receptor agonist on currents mediated by P2X3 receptors in
sensory neurons of spinal ganglia of rats. It is established that effect of P2X3-mediated currents in sensory
neurons is supported by a G-protein coupled mechanisms. We have demonstrated that leu-enkephalin does not
affect desensitization of P2X3-receptor and oppositely directed action of opioid on the receptors may be mediate
by activation of pertussis toxin-sensitive G i/o and insensitive - Gg-protein. In particular it is shown that binding
of leu-enkefalin to p-opioid receptors leads to the simultaneous activation of both types of G-proteins, which
would exert a dual effect on P2X3-receptors. However, in control conditions, we have recorded only inhibitory
effect of opioids. The stimulating effect of endogenous opioids was masked and could be seen only in presence of
pertussis toxin. Thus, using the method of "patch-clamp" we first show that endogenous opioid receptor agonist -
leu-enkephalin causes two oppositely directed effects on P2X3-receptors. These effects are mediated by activation
of at least two types of G-proteins and PLC.

Jdep>kaBHHHM peecTpaniiiHuii Homep JiP:

IIpiopuTeTHHH HANIpSIM PO3BHTKY HayKH i TEXHIKH:
CrpareriyHu# NpioOpHTETHHUI HAIIPSIM iHHOBaLLiMHOI Aig/ILHOCTI:
ITizcyMKH JOCTiI>KEeHHS:

Iyo6sikaii:

HaykoBa (HayKOBO-TE€XHiYHa) IPOAYKILis:
ConiasibHO-€KOHOMIYHA CIIPSIMOBAHICTh:

OxopoHHi gokymeHTH Ha OIIIB:

BrnpoBaakeHHS pe3yJIbTaTiB AHCEpPTalii:

3B's130K 3 HAYKOBUMH T€MaMH:

VI. BizomocTi Npo HayKOBOr0 KepiBHHKA /KEPiBHUKIB (KOHCYJIbTaHTA)

Baacwue IlpizBumie Im's Ilo-6aTbKOBI:
1. Kpumrans Oner OnekcanapoBud

2. Kryshtal Oleg O.

KBasiikanis: 1.6.1., 03.00.02
ImenTudikarop ORCID ID: He zactocoyerbcs
JonaTkoBa iHdopmarisi:

IloBHEe HaMEHYBaHHS IOPHIHYHOI 0COOH:



Kopg 3a €IPIIOY:
Micue3HaxoaKeHHS:
dopma BaacHOCTI:
Cdepa ynpasiiHHS:

Imentudikarop ROR: He zacrocoyerbcs

VII. BizomocTi npo odiniiHHX ONIOHEHTIB Ta PELeH3€HTiB
OdiuiiiHi OTIOHEHTH
Baacwue IlpizBumie Im's Ilo-6aTbKOBI:

1. Makapuyk Mukosa FOxumoBuy

2. Makapyyk Mukoua IOxumoBu4

KBasigikanis: 1.6.u., 03.00.13
ImenTudikarop ORCID ID: He zactocoyerbcs
JonaTkoBa iHdopmanist:

TloBHe HaliMEeHYBaHHS IOPHIHYHOI 0COOH:
Kop 3a €IPIIOY:

Micue3Haxoa KeHHS:

dopma ByracHOCTI:

Cdepa ynpasiiHHS:

InenTudikarop ROR: He zacrocosyerscs

BiacHe IIpizBuie Im'sa I1o-6aTbKOBI:
1. ®inonenko Banepiit BikropoBuy

2. QinoneHko Banepiit Bikroposud

KBasigikanis: 1.6.u., 03.01.03
InenTudikarop ORCID ID: He 3acrocosyetscs
HoparkoBa indopmamnist:

IloBHe HaliIMeHYBaHHS OPUAUYHOI 0COOH:
Kopg 3a €IPIIOY:

Micue3HaxoaKeHHS:

dopma BaacHOCTI:

Cdepa ynpasiriHHS:

Imentudikarop ROR: He zacrocoyerbcs

PeuenseHTu



VIII. 3akr04Hi BimoMocTi
BiiacHe IIpi3Buie Im'sa I1o-6aTbKOBI
TOJIOBH pagu

BaacHe IlpizBuiie Im's ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuk Bigginy YKpIHTEI, mpo €
BiZITIOBiZaJIbHUM 3a PEECTpalLilo HayKoBOi

OisIJIbHOCTI

Kpumrans Ozner OsnekcanapoBuy

Kpumrrans Oner OsekcaHIpoBuy

FOpuenko T.A.



