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dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHiCTEPCTBO OXOPOHU 340POB'st YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs



I11. BimomMocTi mpo opranizariiio, e Big0OyBcsl 3aXHCT
Indp cneuniasnizoBaHoi BY€HOI paau (pa30Boi creniaiizoBaHoi BYE€HO1 pasu): /1 26.001.24

IloBHe HaiMeHYBaHHSI IOPHUAHUYHOI 0COOM: KuiBChKuil HaLiOHAbHMIA YHIBEpCUTET iMeHi Tapaca

[IleByeHka

Kog 3a €IPIIOY: 02070944

Micqesﬂaxon)KeHHﬂ: ByJI. Bononumupceka, 60, M. Kuis, KuiBceka 06:1., 01033, Vkpaina
dopma BaacHOCTI:

Cdepa ynpaBitiHHS: MinictepcTBo oCBiTH i HayKu YKpainu

InenTugikarop ROR: He zacrocosyerscs

IV. BizomocTi nipo nmiznpueMcTBO, yCTaHOBY, OpraHisalliio, B sIKii 0yJ10
BUKOHaHO JHUCEPTALil0

IloBHe HaliMEeHYBaHHSI IOPHUAUYHOI 0COOM: Kuichkuil HauioHaIbHMI yHiIBEpCUTET iMeHi Tapaca
[lleByeHKa

Kopg 3a €IPIIOY: 02070944

Micue3Haxoa>KeHH: 01033, m. Kuis, ByJI. Boslopumupceka, 64

dopma BaacHOCTI:

Cdepa ynpaBiriHHS: MiHicTepCTBO OCBITH | HayKy YKpaiHu

ImenTudikarop ROR: He zacrocoyerbcs

V. BimomocTi npo gucepraniio
Moga guceprariii:
Koy TeMaTHYHHX PYOPHK: 34.43

Tema guceprauii:
1. IMyHOMOIYIATOPHI edeKTH OMioifHMX Ta HECTePOigHUX aHAJIbIeTHKIB IIPU XipypriyHOMY BUJAIEHHI yXJIMHU

2. Immunomodulatory effects of opioid and nonsteroidal analgesia for surgical tumor resection

Pedepar:

1. Ha excriepuMeHTasbHiN MOJieIi XipypriyHOro BuAaleHHs IepBUHHOI NyxauHu y mutneir C57Bl /6 BcTaHOBIIEHO,
110 3aCTOCYBAHHS iHri6iTOPIB UUKIOOKCUT€HA3U-2 CIIpUs€e MiATPMMAHHIO (ParouuTapHoOi akTUBHOCTI I'PAHyJIOLUTIB
Ta MOHOLIUTIB NepudepiiiHoI KpOBi Ta cesie3iHKY y MicsonepaniiiHoMy repiofi Ha BULIOMY PiBHI B TOPiBHSIHHI i3
BHMKOPHCTaHHSIM OIiOiAHUX aHa/IbIreTUKIB. LINTOTOKCUYHA aKTUBHICTb CIJIEHOLUTIB TAKOX MiITPUMYEThCS Ha
3HAYHO BUILOMY PiBHI MiCJIs1 BUHAJIEHHS ITyxXJIMHU [IPY 3aCTOCYBaHHI HECTEPOINHMX IPOTU3ANAIBHYX [IPENapariB
NOPiBHSHO i3 omiaTamu. [TokazaHo, 1o npu omnioigHil aHanresii B CTOPO>KOBUX JIiM(OBY3J1aX 3HAYHO 3POCTAE PiBEHDb
eKcnpecii reHiB TpaHcGOPMYYOro pocToBoro ¢axkTopy 6era Ta TpaHckpuniiiHoro gakropy FoxP3, ski e
Mapkepamu T-peryyiaTOpHUX KJIITHH, @ TAKOX BilOYBa€eThCs IOCUIJIEHHS €KCIIpecii reniB nuTokKiHiB Tx-2 tuny (IL-4
ta IL-10). [JoBeieHO, 0 3aCTOCYBaHHS HECTEPOINHUX IPOTU3AIAIbHUX [IPENapaTiB y Nalie€HTiB 3 PAKOM HUPKU

CIipysie 30€pe>KeHHIO aKTUBHOCTI KIIITMHHO]I JIaHKY iIMYHHOI Bifi[IoBiAi micst xipypriuyHoi onepariii, 1o NposiBiseTbCs



3POCTaHHSM KiJIBKOCTI iHTepdepoH-raMmma nNo3uTUBHUX T NiM(POLUTIB Ta BULIOIO KiIbKICTIO i IUTOTOKCUYHOIO

aKTUBHICTIO IPUPOJHUX KiJIEPHUX KJIiTUH.

2. It was found that the use of both selective inhibitor of cyclooxygenase-2 parecoxib and non-selective
cyclooxygenases inhibitor dexketoprofen led to the prolonged postoperative survival of experimental animals in
comparison with the opioid analgesia. Non-steroidal analgesic drugs also contribute to the maintaining of
postoperative immune activity on higher level compared to opioid analgesic drug omnopon. Thus, phagocytic
activity of granulocytes and monocytes of the peripheral blood and spleen of experimental animals was at higher
levels compared to the use of opioid analgesic omnopon. In addition to that, administration of cyclooxygenase-2
inhibitors for perioperative analgesia in experimental tumor resection resulted in higher postsurgical cytotoxic
activity of natural killer cells and significantly increased proliferative response of splenocytes to T cell mitogen as
compared to opioid drug treatment and control groups. It was found that opioid analgesia significantly increases
molecular markers of immune suppression in sentinel lymph nodes. Administration of omnopon in contrast to
non-steroidal analgesics resulted in the postsurgical elevation of mRNA expression levels of TGF-beta and
transcriptional factor FoxP3, which are the markers of regulatory T cells. Additionally, with the use of opioid
analgesia gene expression of Th2 type cytokines - IL-4 and IL-10, were also amplified in the sentinel lymph nodes
of mice after the surgical removal of tumor, what represents a negative effect on the anti-tumor resistance of the
organism. New data on the positive immunomodulatory effect of non-steroidal analgesics in the perioperative
period were obtained from clinical study. It was proved that the use of nonsteroidal anti-inflammatory drugs for
perioperative analgesia in patients with renal cell carcinoma while exerting sufficient analgesic effect contribute to
maintaining the activity of the cellular immune response after surgical procedure. This was reflected by increased
amounts of [FN-gamma+ T lymphocytes and higher quantity and cytotoxic activity of natural killer cells. The
results obtained experimentally justify the feasibility of developing new schemes of analgesia in oncological
surgery with the use of cyclooxygenase 2 inhibitors and decrease the use of opioid analgesics as a promising
approach to reduce perioperative manifestations of immunosuppression and the risk of metastasis in cancer
patients.
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PeuenseHTu

VIII. 3aKkJII04Hi BiZoMOCTi
BiiacHe IIpi3Buine Im'sa ITo-6aTbKOBI
TOJIOBH paju

BsiacHe IIpizBuie Im'sa ITo-6aTbKOBI
rOJIOBYIOYOTO Ha 3acCifiaHHi
BigmoBigasbHUH 32 MiATOTOBKY

00JIIKOBHX JOKYMEHTIB

PeecTpartop

KepiBHuKk Bigginy YKpIHTEI, mpo €
BiZIIIOBiZaJIbHUM 32 peECTpallil0o HAyKOBOi

OisIIBHOCTI

OcramyeHko JlromMuia IBaHiBHA

Ocramnuenko JlrogMmuia IBaHiBHa

Opuenko T.A.



