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[Tpu paznuuHbIX 00JE3HAX HAPYIIEHHOE HEUTPO(DMIbHOE BOCTIAJICHUE U XPOHHYE-
CKasl MaToJIOTUsl BEAYT K MPOTPECCHPOBAHUIO JECTPYKTUBHOIO MOPAKEHUS TKAHEBBIX
cTpyktyp. Ha ocHoBanum rumote3 Belina otHocutensHo pasznuunoit pomm 11OI-1
u HOI'-2 B ¢pHU3HMOTIOrHUECKUX M MATOIOTMUECKUX MPOIIeccax ObLIA CO3/IaHbI HOBBIE MPO-
TUBOBOCIAJIMTENBHBIE CPEACTBA, IPOBE/ICHA MIOJIHAS MEPEOLIEHKA YKE CYIECTBYIOIINX
HIIBII. B nenaBaee Bpems ucnoin3oBanue 6onee HoBbIXx HIIBII (kokcn6oB) BhI3Baso
0eCTIOKOWCTBO y Bpayell B CBA3M C T€M, YTO MPH UX NMPUMEHEHUH YYaCTHIIMChH CITydau
MOOOYHBIX IPPEKTOB CO CTOPOHBI CEPIICUHO-COCYIUCTOM CHCTeMBbL. JlaHHas cuTyanus
BBI3BaJIa JOMIOJHUTEIBHBIE BOIIPOCHI, Kacarouecs: mpoduis 3pPeKToB 1 HOBBIX MeXa-
HU3MOB JICHCTBUS KOKCHOOB.

B macrosimeit pabore rccieoBaHo ASUCTBHE TENIEKOKCHOA Ha PETYIISINIO CIIOH-
TAHHOTO aronTo3a HEUTPO(DUIIOB, a TaKkKe JAOMOJHUTEIFHO HAa NMPAaiMUPOBAHUE HEHT-
POGUIIOB MpH IEHCTBUM JTUIIOTIOIUCAXAPUIOB U IKCIIPECCHIO (PaKTOPOB are3uH HEHT-
poduIos.

B nmamazone paznuyHBIX KOHIIEHTpammii nenekokcuda ot 0 o 10 MkM mpoucxo-
JAJI0O HE3HAYMTENIbHOE YBEIMYCHUE BEIMYMHBI ar€3UH MO CPABHEHUIO C KOHTPOJIEM.
B unTepBane xonnentpanmii ot 10 1o 100 MkM anre3us HeHTpoGHUIIOB yBETMUNBAIACH
10 100%. O6pazoBanne ADK HeliTpopuiamu akTUBUPOBAIM A00aBiIeHreM (GopOoso-
Boro 3¢dupa. B mpucyrcTBun nenexokcuda (20 MKM) MPOUCXOTUIIO YMEHBIIIEHUE TIPO-
nykunn ADK kak B KOHTPOJIBHBIX, TaK U B IPEABAPUTEIHHO MPAiMUPOBAHHBIX B T€UE-
Hue 20 MHH. JIUIONOJIMCAXapHIOM HEWTpodwiax Npu JSHCTBHH HHIyKTOpa PMA.
B mpucyrctBun nenexokcu6a Bennunna APK (aktuBHBIE POPMBI KUCIOpOIa) TIPE/IBa-
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PUTETHHO NPaiMUPOBAHHBIX HEUTPOGMIIOB TpubOIIKanack kK BenmanHe ADK He mpaii-
MHPOBaHHBIX HEUTPO(DUIOB B OTCYTCTBHH IieneKokcnba. MHkyOoupoBanue HeHTpoduion
B IIPUCYTCTBUU TIETICKOKCHOA B UATa30He pa3uuHbIX KoHIeHTparmii ot 0 1o 100 MkM
BBI3BIBAJIO JJ0303aBUCUMOE YCKOPEHHE CIIOHTAHHOTO aloNTo3a HEUTPO(HIOB C HACHI-
[IEHUEM TIPH KOHIIEHTpaluu npemnapara, pasaoit 100 mxM. KonndectBo kietok ¢ je-
rpaaupoBanHoit JJHK m3mensiock ot 39% (koHTposb) 10 59% B NpHUCYTCTBUM Lieje-
KOKcHOa.

B3aumopeiicTBue npemnapara 1eJIeKOKCHO ¢ HeHTpoduIaMu BbI3bIBAET HHTHOUPO-
BaHue nporenHkrnHa3bl C u pochoruaponassl GocaTuaHon KUCIOTHL. JleficTBre -
MIOTMOJIMCAXaPUIOB IPUBOIUT K YBEIMYCHHUIO a[I'€3UH U YBEJIMYCHHIO 3aBHCUMOTO OT aji-
Te3MH PECTMpPaTOPHOTO B3pbIBa HEUTpO(WIOB. B 3THX BOCHATHMTENBHBIX IMPOIECCAX
BaKHAS POJIb MIPUHAJICKUT p38 MUTOreH-aKTUBHpYeMoi npoTenHkrHaze (p38MAPK).

HenaBHo moka3aHo, YTO YBEIWYECHUE aqre3Ud HEUTPOPHUIOB MPOUCXOTUT MPHU
yuactuu [,-unterpuHoB CDI18, akTuBamusi KOTOPBIX YCKOpSET aroInTo3 «BOCIAJIHU-
TEJIbHBIX» KJIETOK. [loaTOoMy mpencraBisieTcss JOCTaTOYHO BEPOSTHBIM, YTO HaOIr0/1a-
€MOe HaMH{ yBEJIMYEHHE IIPOLEHTa allonTo3a HeUTPOo(MIOB NpH JEHCTBUN IIEIEKOK-
cu0a CBsI3aHO C aKTUBalMEH [3,-UHTErPUHOB.

Takum 00pa3oM, MOJIy4eHHbIE PE3YIbTaThl CBUIETENBCTBYIOT O CIIOCOOHOCTHU
LeJeKOKCHOa YBEIMUMBATh aJIM€3UI0 U MPOLEHT aronTo3a KyJIbTUBUPYEMbIX HEUTPO-
(UII0B, TO-BUMMOMY, 32 CUET aKTHBALIMHU [3,-UHTETPUHOB.

B nocneanue rozpl moka3aHo CymiecTBOBaHHE ()yHKIMOHABHON TUXOTOMHUH XeJl-
nepHoi akTUBHOCTH T-muMdormToB, MOAUMUITUPYEMOH IETEKOKCHOAMHU, YTO TPOSIB-
JSIETCSL MOAYJISIIIMEH IBYX PECTPUKTHPOBAHHBIX KIIOHOB, MPOAYIUPYIOIINX Pa3IHIHbIE
peryupyromuye UHTEPIeHKUHBI, KOTOPbIEe aKTUBHO MOJIYJIHPYIOT TE€UEHHE IMaTOJIOTH-
YECKOro Iporecca. IT0 CBOMCTBO IMTOKWHOB OOECIIEYHMBACT ONTHMAJIbHOE PAa3BUTHE
BOCITAJIUTEIHHOTO TPOLIECCa M MMMYHHOTO OTBETa B PaMKaX TaK HA3bIBAEMOM «IIUTO-
KWHOBOW CETW» C y4acTHeM HEHTPO(UIIOB, MOHOIIUTOB M KaCKaJa PeryJIupyOIHNX UH-
tepreiikuaoB (MJI-4, NJI-10), 3aBucumbix ot T-xemmepoB-1 (Thl) n T-xemmepos-2
(Th2). Ilenexokcub TOCTOBEpHO YMeHbINAN KOHIIEHTparmio U MJI-4 u muToKMHOB, 3a-
BucuMsbIx ot Thl.

K perynsitopam BocriasieHust OTHOCSAT MPOM3BOIHBIE APAXUIAOHOBOM KHUCIIOTHI (TIPO-
CTarJaHWHBI, JTEHKOTPUEHBI, JIUTTOKCUHBI), IMTOKUHBI, OKCH]] a30Ta, TPU KacKaja pac-
TBOPUMBIX IIPOTEa3/CyOCTpaTOB (aKTUBAIMS CBEPTHIBAIOUICH CHCTEMbl, KOMILUIEMEHT,
OpaJKHHUH), IPOBOCTIAINTEIbHBIE METa0OINTHI JINIIH/IOB, HAIIpUMep (haKkTop aKTHBA-
IIUM TPOMOOLIMTOB, IpyTHe MPOTeasbl, TAKUE KaK KATEIICUHbI, METAJUIONPOTEHHA3bI, CBO-
6onHbIe paaukanbl. OCHOBHON NMAaTOMU3HOIOTHYECKUN U KIMHUYECKUI HHTEPEC OTHO-
CHUTEJIBHO «IIOJTUMOP(U3MOBY» MPOBOCTIAIUTEIIBHOTO ¥ aHTUBOCTIAJIUTEIIBHOTO KacKaloB
peryisiiuu ¥ 3GpPEeKToB KOKCMOOB 3aKJII0YaeTCs B TOM, YTO OHU MOTYT W30MpaTesIbHO
OIIPEAEIATh CTeNeHb Mpolecca «down»-peryssiiuyu BOCIAIUTEIbHOTO OTBETA U TaKUM
00pa3oM MOIU(UIIMPOBATH MATOr€HE3 HIMPOKOT0 CIIEKTPa HO30JI0TMi COBPEMEHHOM Ta-
TOJIOTHH, B TOM YHCJIE U NAaTO(PU3NOIOINYECKH BAXKHBIM MEXaHU3M JIMIOKCUH-MeIHa-
TOPHOM NMPOTHBOBOCTIAIUTENILHON AKTUBHOCTH.
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Cyclooxygenase (COX), the primary enzyme responsible for the synthesis of prostanoids, exists
in at least 2 isoforms. COX-2 has been suggested to be the isoform primarily responsible for synthesis
of prostaglandins (PGs) in the context of inflammation. Thus, selective inhibitors of COX-2 were de-
veloped with the aim that they would be as effective as traditional nonsteroidal antiinflammatory drugs
(NSAIDs) but would not be as damaging to the gastrointestinal tract by virtue of not inhibiting the pri-
marily COX-1-dependent PG synthesis in those tissues. To investigate whether selective COX 2 inhibi-
tors would play a role in a model of inflammation. The received results testify to ability of COX 2 in-
hibitors to increase adhesion and modulation of apoptosis and PMN free oxygen radicals production.
The drugs' effect on PMN free oxygen radicals production, apoptosis and adhesion may constitute an
additional mechanism of their activity. These data characterize the potential mechanism to explain ef-
fects immunomodulatory agents of pathway and therapy for inflammation, cardiovascular diseases and
bronchial asthma; beta-adrenergic receptors are functionally coupled to signalling cascades in human
neutrophils

These results clearly confirmed that COX-2 plays a critical role in the development of the in-
flammatory response by altering key components of the inflammatory cascade. Therefore, selective in-
hibitor of COX-2 such as celecoxib, offers a therapeutic approach for the management of various in-
flammatory diseases.



