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2. Expression and function of PKD1 and PKD2 protein kinases in gastric cancer cells

Pedepar:

1. Incepraist NpUCBsY€HA BUBYEHHIO €KCIIpecii, ayTopocdopuioBaHHs, GyHKIiM Ta BHYTPIlIHbOKIITUHHOI
JIoKasnizauii cepuH/TpeoHiH nporeinkinaz PKD1 ta PKD2 npu nyxJIMHHUX 3aXBOPIOBAHHSX LJIYHKA JIIOIVHU.
JocninkeHa eKkcrpecisl, BHyTPIlIHbOKJIITUHHA JIoKai3alis Ta ayrodpocopumonanHs PKD1 ta PKD2 B kiiTuHax
PaKy HIJIyHKa Ta BUsIBJIEHA BapiabesIbHICTh €KCIIPECii B 3aJ1E5KHOCTI BiJi MOP(OJIOTiYHOTO BapiaHTy paKy IIJIyHKA.
3arasibHUI piBeHb ekcnpecii Ta aktusalii/ayropocpopuinoBanag PKD1 ta PKD2 B KliTHHAX aleHOKapLUHOMU
LIUTyHKa KOPEJIoe 3 piBHEM IM(epeHIil0BaHHS MyXJIUH. BCTaHOBJIEHO, 10 BiICYyTHICTb B yXJIMHHIN TKAHUHI cagA
rena H. pylori kopesoe i3 HU3bKUM piBHeM eKcIipecii Ta ayrodocopumosanHsa PKD1 /2. BinmiyeHo, 1m0
ingixysanHs knituH JyiHii AGS H. pylori cynpoBomKyeTbcs 3pocTaHHAM piBHA ekcnpecii PKD2 ta iHgykujiero ayTo- i
tpaHcdocdopuioBannsg PKD2. [TokazaHo, 10 B MOJIE/IbHIN cUCTeMi JIiHil KJIiTHH afleHOKapIMHOMU IUTyHKa

monuHu AGS excrnipecist PKD1 ta rinepekcrnpecist PKD2 BrinBae Ha 6i0s10TiuHi 0cO6MBOCTI KiTiTHH. TpaHcdexkiiis



PKD1 npu3BoguTh 10O 3MEHIIEHHS piBHA ekcrpecii PKD2, 3H1xeHHs npostidpepaTuBHOI aKTMBHOCTI KIITHH,
SKATTE3[IaTHICTh, MIrpaliiiHOro NOTEHLiaNy Ta 34aTHOCTI 10 KOJIOHIEyTBOPEHHS B HaNiBpinkomy arapi. [Ipu
rinepekcnpecii PKD2 3pocTae nposidepaTrBHa Ta MirpaliliHa akTUBHICTb KJIiTHH, IX >KUTTE3ATHICTh Ta 30ATHICTh

[0 KOJIOHI€yTBOPEHHS B HAIliBPiIKOMY arapi.

2. The work is aimed to study the expression, autophosphorylation, function and intracellular localization of
serine /threonine protein kinases PKD1 and PKD2 in human gastric cancer. The expression (on mRNA and protein
levels), intracellular localization and autophosphorylation of PKD1 and PKD2 were studied in adenocarcinoma
gastric cells, adenogen, undifferentiated and signet-ring cell gastric carcinoma, gastric carcinoid. It was shown
that the variable expression of PKD1 and PKD2 depends on the morphological variant of gastric cancer. The overall
level of expression and activation /autophosphorylation of PKD1 and PKD2 in gastric adenocarcinoma cells
correlated with the tumor grade: the poorly differentiated adenocarcinoma had moderate level of total PKD1 and
PKD2 expression and activation, the moderately differentiated adenocarcinoma demonstrated high level of PKD1
and PKD2 expression and activation. It was shown that the absence of H. pylori cagA gene in human gastric
adenocarcinoma correlated with low level of PKD1/2 autophosphorylation. Moreover, infection of cell lines AGS by
H. pylori was accompanied by increased PKD2 expression level, its auto-and transphosphorylation. For the first
time it was demonstrated that PKD1 expression and PKD2 overexpression affected the biological characteristics of
cells in the model system of gastric cancer cell line AGS. Transfection of PKD1 led to a reduction of PKD2
expression, decrease of cell proliferation, their ability to migration and to form colonies in soft agar. The PKD2
overexpression increased proliferative activity of cells, their migration and colony formation potential.
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