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2. The role of blood coagulation and fibrinolysis system factors in the blood system response to chronic

inflammation

Pedepar:

1. Ha MogeJti BTOpMHHO XpPOHIYHOT'O aCENITUYHOTrO 3aMajleHHs], BUKJIMKaHOTO BBEIEHHSIM O-KapariHaHy, 6yJio
IIOKa3aHo, 10 3aCTOCYBaHH4 iHribiTopa TPOMOiHY AabiraTpaHy €TeKCUaTy CIpUsie 3MEHIIEHHIO XPOHi3allii
3anajieHHs. 3a MPUPOAHOro nepebiry BTOpUHHO XPOHIYHOTO KapariHaHOBOTO 3allajIeHHs, TaK i 32 BTOPUHHO
XPOHIYHOro KapariHaHOBOTO 3allajleHHsI Ha TJi BBe[leHHs AabiraTpaHy eTeKcuiary 3anajabHui IpoLec po3BUBABCS 3
IIepeBaKaHHSIM NpoJlipepaTUBHUX IIPOLIECIB, aje 11i IpoLecH BindyBanucs 3 61/1bIIOK iIHTEHCUBHICTIO B Py IIypiB
i3 BTODMHHO XPOHIYHMM KapariHaHOBUM 3allaJIEHHSIM Ha TJli BB€JIEHHSI 1abiraTpaHy eTeKCUIaTy. 3aCTOCYBaHHS
iHribitopa TpoM0OiHy HabiraTpaHy eTeKCUaTy MPUBOLMIIO 10 3HWKEHHSI XPOHi3alii 3arayieHHs 33 paxyHOK 0inbu1oi
aKTUBallii reMoIi0e3y Ta OTPAIJISIHHS JEUKOLUTIB 3 KICTKOBOTO MO3KY B IlepudepuyuHy KPOB i BOTHULIIE 3aajleHHs
B JI0T0 [TOYaTKOBi TepMiHU. [1pn gocigkeHHi nepudepruiHoi KPOBi BCTAHOBJIEHO, 110 BBEIEHHS JabiraTpaHy
€TEeKCUJIATy CIIPUSIIO 3aJIyYeHHIO JIEMKOUUTIB Ha 14-Ty mo6y, 10 NpuBOAMIIO 10 6inbuioi eniminanii ¢psiororeny B

1eil epiof, a 3BMEHIIeHHs KiJIbKOCTi JIeMKOUUTIB Ha 21-1m1y Ta 28-My 106U B I1epiof, xpoHi3allii 3anasieHHs CBiIYnio



IIPO 3MEHIIEHHS IOTPeOY B JIBMKOLUTAX Y Ui TepMiHu. JliM(pOUUTapHO-MOHOLMTAPHE CIiBBiIHOMIEHHS —
IOCTOBIpHO 306iJbIIyBasiocs Ha 28-My 00y, 1O CBiYMUJIO TIPO ITO3UTHUBHY IHUHAMIKY I1epebiry BTOPUHHO XPOHIYHOIO
KapariHaHOBOTI'O 3allaJIeHHs Ha TJli BBEJE€HHS iHTibiTopa TPOMOIHY fabiraTpaHy eTekcusiaTy. BussieHi 3MiHu piBHIB
®HII-0o ta IJI-10 y cupoBartli KpOBi IIpY 3aCTOCYBaHHI AabiraTpaHy eTeKCusaTy BKasyloTh Ha CKJIQJHY B3a€MO/III0 Mixk

IIpo3artajibHUMU Ta IIpOTU3aliaJibHUMU IIPOLLECAMU.

2. In a model of secondary chronic aseptic inflammation induced by o-carrageenan administration, it was
demonstrated that the use of the thrombin inhibitor dabigatran etexilate contributes to a reduction in
inflammation chronicity. In both the natural course of secondary chronic carrageenan-induced inflammation and
its course under dabigatran etexilate administration, the inflammatory process progressed with a predominance of
proliferative processes. However, these processes occurred with greater intensity in the group of rats with
secondary chronic carrageenan-induced inflammation treated with dabigatran etexilate. The application of the
thrombin inhibitor dabigatran etexilate reduced inflammation chronicity by enhancing hematopoiesis and
facilitating the early recruitment of leukocytes from the bone marrow into peripheral blood and the inflammatory
focus. Peripheral blood analysis revealed that dabigatran etexilate administration promoted leukocyte recruitment
on day 14, leading to greater phlogogen elimination during this period. The subsequent decrease in leukocyte
count on days 21 and 28 during inflammation chronicity indicated a reduced need for leukocytes at these time
points. The lymphocyte-to-monocyte ratio significantly increased by day 28, indicating a positive trend in the
progression of secondary chronic carrageenan-induced inflammation under the influence of the thrombin
inhibitor dabigatran etexilate. Changes in TNF-o and IL-10 serum levels observed with dabigatran etexilate
administration suggest a complex interplay between pro-inflammatory and anti-inflammatory processes.
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