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1. Ponp Ca2+-3aeXHO0I MECEHI)KEPHOI CUCTEMU B PO3BUTKY KOJIIT-aCOLIIIOBAHOTO KaHIIEPOT€HE3Y

2. The role of Ca2+-dependent messenger system in colitis-associated carcinogenesis development

Pedepar:

1. ocnimkeHo (PyHKLiIOHAIBbHUI CTaH OCHOBHUX €JIeEMEHTIB Ca2+-3aJ1€5KHOT0 MECEH/I)KEPHOT0 1IJISIXY
(pocdomninazu C, pocdnininis, Ca2+, nporeinkinazu C ta Ca2+/KaabMoayTiH3aTI€XHOI IPOTeiHKiHA3M) Ta OKPEMUX
JIaHOK iHIuX MeceHpKepHux cucteM (NO-cuHTasy, poTeiHKiHaszu A, npoTeiHkiHasu G Ta THPO3UHOBOI
nporeiHkiHazM) 32 yMOB (POPMYBaHHSI KOJIT-aCoLill0BaHOTO KaHIleporeHe3y. OXapakTepu30BaHO 0COOJINBOCTI
KOJIMBaHHS BMiCTy OC(OJIiNiAiB IJ1a3MaTUYHNUX MEMOPaH, IyJly BHYTPIIIHbOKJIITUHHOTO KJIbLiI0 Ha QOHI
BiATIOBiTHMX 3MiH aKTU- BHOCTE JOCIiIKyBaHUX MTPOTEIHKIHA3 B MeMOPaHi Ta UTO30JIi eMiTesioUNTIB CIM30B01
000JIOHKM KUIIEYHUKA Y IIEBHI CTPOKU PO3BUTKY Nartosorii. BinmiveHo yyacTe Ca2+ ta NO-cuHTa3u y popMyBaHHiI
IIEPBUHHUX NPOSIBIB 3allajJIeHHs [IPY BUPa3KOBOMY KOJIiTi. OTpMMaHi pe3yJbTaTy JOBOISTh BUPIlIaJbHY POJb
nopymeHHs QYHKLIiOHYBaHHS CUTHAJIbHUX CUCTEM Y PO3BUTKY SIK 3allajleHHs, TaK i CIPUYMHEHOi HUM 3JI0SIKiCHOI

Tpancdopmarlii KITUH CIM30BOi 060JIOHKYU TOBCTOTO KUIIEYHUKA.



2. The dissertation is dedicated to the study of the functional state of major Ca2+-dependent signal pathway
elements (phospholipase C, phospholipids, Ca2+, protein kinase C, Ca2+/calmodulin-dependent protein kinase)
and individual components of another messenger systems (NO-synthase, protein kinase A, protein kinase G,
tyrosine protein kinase) under colitis- associated carcinogenesis. The conducted study provided us with the proof
that on the third day of inflammation development under the experimental ulcerative colitis, the statically evident
decrease of phosphatidylcholine and phosphatidylethanolamine in cytoplasmic membranes of large intestine
mucosa epithelial cells of laboratory rats was observed. The like dynamics change of major structural membrane
components was preserved in all the latter periods of inflammation. Such a disfunction was accompanied by the
increase of one of the key ferment activity, which is responsible for the phospholipids hydrolyze - phospholipase
C. Analysis of Ca2+-dependent protein kinase activity in plasmatic membranes and cytosol of epithelial cells of the
large intestine, revealed that protein kinase C as well as calmodulin-dependent protein kinase activity have
decreased in membranes on the 1-3-rd days of the experiment, but these data remained almost unchanged in
cytosol. On a latter stages of the inflammation and during the carcinogenesis initiation, hyperactivation the
aforementioned kinases in cytosol was noticed, together with the alternate fluctuation of their activity in fraction
of plasmatic membranes.The activity of cyclonucleothyde-dependent protein kinases was similar to the
aforementioned dynamics changes in cytosol and membrane of colonocytes. Alongside with this, the activity of
tyrosine protein kinase in the inflammation period desreased in cytosol and increased in membranes. In the
following stages of oncopathology development, the activity of cytosol forms of tyrosine kinase increased
considerably. The received results prove us the principal significance of the dysfunction of signal cascades in
development of inflammation and in stimulated malignant large intestine mucosa cells degeneration.
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