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Íåñòåðîèäíûå ïðîòèâîâîñïàëèòåëüíûå ïðåïà-
ðàòû (ÍÏÂÏ) ÿâëÿþòñÿ íàèáîëåå øèðîêî ïðèìå-
íÿåìûìè ëåêàðñòâåííûìè ñðåäñòâàìè ïðè ëå÷å-
íèè âîñïàëèòåëüíûõ è íåâîñïàëèòåëüíûõ àðòðîïà-
òèé, ñêåëåòíî-ìûøå÷íûõ ïîâðåæäåíèé è áîëåâûõ
ñèíäðîìîâ ðàçëè÷íîãî ãåíåçà (Misoprostol for co-
prescription with NSAIDs, 1990; Richardson C.,
Emery P., 1995). Òîëüêî â ÑØÀ áîëåå 13 ìëí ÷åëî-
âåê åæåäíåâíî ïðèíèìàþò ýòè ïðåïàðàòû, à ñîîò-
âåòñòâóþùèå çàòðàòû ñîñòàâëÿþò ñâûøå 1 ìëðä
äîëëàðîâ â ãîä (McCarthy D., 1998). Âî âñåì ìèðå
ïî ìåíüøåé ìåðå 30 ìëí ÷åëîâåê ðåãóëÿðíî ïðè-
ìåíÿþò ÍÏÂÏ (Brooks P., 2001). Ýòî ÷èñëî, âåðî-
ÿòíî, áóäåò óâåëè÷èâàòüñÿ ïî ìåðå ñòàðåíèÿ ïî-
ïóëÿöèè è åñòåñòâåííîãî óâåëè÷åíèÿ ðàñïðîñòðà-
íåííîñòè ïîâðåæäåíèé îïîðíî-äâèãàòåëüíîãî
àïïàðàòà è äðóãèõ ñîñòîÿíèé, òðåáóþùèõ òåðàïèè
ÍÏÂÏ.

Îñíîâíîé ïðîáëåìîé, îãðàíè÷èâàþùåé ïðèìå-
íåíèå ÍÏÂÏ, ÿâëÿåòñÿ ãàñòðîèíòåñòèíàëüíàÿ òîê-

ñè÷íîñòü. Ïðèåì ýòèõ ïðåïàðàòîâ àññîöèèðóåòñÿ ñ
ðàçâèòèåì «ìàëûõ» ñèìïòîìîâ ñî ñòîðîíû ïèùå-
âàðèòåëüíîãî òðàêòà (òîøíîòà, èçæîãà, áîëü â æè-
âîòå, äèàðåÿ) è áîëåå ñåðüåçíûõ îñëîæíåíèé �
ïîâðåæäåíèé ñëèçèñòîé îáîëî÷êè æåëóäêà è äâå-
íàäöàòèïåðñòíîé êèøêè (ïåïòè÷åñêèå ÿçâû, êðîâî-
òå÷åíèÿ, ïåðôîðàöèè) (Langman M.J. et al., 1994;
Laine L., 1996). Ðåçóëüòàòû áîëüøèíñòâà èññëåäî-
âàíèé ñâèäåòåëüñòâóþò, ÷òî ïðè ðåãóëÿðíîì ïðè-
åìå ÍÏÂÏ äèñïåïñè÷åñêèé ñèíäðîì íàáëþäàåòñÿ
íå ìåíåå ÷åì ó 30% ïàöèåíòîâ, à ïåïòè÷åñêèå ÿçâû
æåëóäêà è äâåíàäöàòèïåðñòíîé êèøêè ýíäîñêîïè-
÷åñêè âûÿâëÿþò ó 15�30% áîëüíûõ (Laine L., 1996;
Brooks P., 2001). Ïðè ýòîì íàáëþäàåòñÿ ïëîõàÿ êîð-
ðåëÿöèÿ ìåæäó ïîâðåæäåíèÿìè ñëèçèñòîé îáîëî÷-
êè è äèñïåïñè÷åñêèìè ñèìïòîìàìè (Wolfe M.M. et
al., 1999). Ïîáî÷íûå ýôôåêòû íå òîëüêî óõóäøàþò
êà÷åñòâî æèçíè áîëüíîãî, ïðèâîäÿò ê äîïîëíèòåëü-
íûì ãîñïèòàëèçàöèÿì è äàæå ê ñìåðòè, íî òàêæå
çíà÷èòåëüíî ïîâûøàþò ñòîèìîñòü ëå÷åíèÿ.

Î.Á. ßðåìåíêî

Íàöèîíàëüíûé ìåäèöèíñêèé
óíèâåðñèòåò, Êèåâ

Êëþ÷åâûå ñëîâà:
ñïåöèôè÷åñêèå èíãèáèòîðû
öèêëîîêñèãåíàçû-2,
ãàñòðîäóîäåíàëüíàÿ
òîêñè÷íîñòü, öåëåêîêñèá.

ÖÅËÅÊÎÊÑÈÁ � ÏÅÐÂÛÉ
ÏÐÅÄÑÒÀÂÈÒÅËÜ
ÂÛÑÎÊÎÑÏÅÖÈÔÈ×ÍÛÕ
ÈÍÃÈÁÈÒÎÐÎÂ
ÖÈÊËÎÎÊÑÈÃÅÍÀÇÛ-2
Ðåçþìå. Íåñòåðîèäíûå ïðîòèâîâîñïàëèòåëüíûå ïðåïàðàòû
(ÍÏÂÏ) � îñíîâà ëå÷åíèÿ çàáîëåâàíèé ñóñòàâîâ, òàêèõ, êàê îñòåîàðò-
ðîç (ÎÀ) è ðåâìàòîèäíûé àðòðèò (ÐÀ). Îäíàêî âñëåäñòâèå ïðèìåíå-
íèÿ ýòèõ ñðåäñòâ ìîãóò ðàçâèâàòüñÿ òÿæåëûå, à ïîðîé è óãðîæàþùèå
æèçíè ïîáî÷íûå ýôôåêòû. Óñïåõàì â ïîâûøåíèè áåçîïàñíîñòè ïðî-
òèâîâîñïàëèòåëüíîé òåðàïèè ñïîñîáñòâîâàëî îòêðûòèå äâóõ èçîôåð-
ìåíòîâ öèêëîîêñèãåíàçû (ÖÎÃ) � ÖÎÃ-1 è ÖÎÃ-2. Îáà èçîôåðìåíòà
îáðàçóþò ïðîñòàãëàíäèíû, ïîääåðæèâàþùèå ôèçèîëîãè÷åñêèå ôóíê-
öèè, íî îáðàçîâàíèå ïðîâîñïàëèòåëüíûõ ïðîñòàãëàíäèíîâ êàòàëèçè-
ðóåòñÿ ÖÎÃ-2. Óãíåòåíèå ÖÎÃ-2 îáåñïå÷èâàåò ïðîòèâîâîñïàëèòåëü-
íîå è îáåçáîëèâàþùåå äåéñòâèå ÍÏÂÏ, íî ïðè îäíîâðåìåííîé èíãè-
áèöèè ÖÎÃ-1 óãíåòàþòñÿ òàêèå ïðîñòàãëàíäèíçàâèñèìûå ìåõàíèçìû,
êàê çàùèòà ñëèçèñòîé îáîëî÷êè æåëóäêà è äâåíàäöàòèïåðñòíîé êèø-
êè è àãðåãàöèÿ òðîìáîöèòîâ. Ýòèì óãíåòåíèåì îáóñëîâëåíû ãàñòðî-
äóîäåíàëüíàÿ òîêñè÷íîñòü è âîçíèêíîâåíèå êðîâîòå÷åíèé, ÷òî õàðàê-
òåðíî ïðè èñïîëüçîâàíèè ýòèõ ëåêàðñòâåííûõ ñðåäñòâ. Áëàãîäàðÿ ïî-
ëó÷åííûì ðåçóëüòàòàì âîçíèêëà ãèïîòåçà, ñîãëàñíî êîòîðîé
ëåêàðñòâåííûå ñðåäñòâà, ñåëåêòèâíî óãíåòàþùèå ÖÎÃ-2, áóäóò îêà-
çûâàòü ïðîòèâîâîñïàëèòåëüíîå è îáåçáîëèâàþùåå äåéñòâèå, íî íå áó-
äóò âëèÿòü íà ÖÎÃ-1, âñëåäñòâèå ÷åãî óäàñòñÿ èçáåæàòü ïîáî÷íûõ äåé-
ñòâèé ñî ñòîðîíû ïèùåâàðèòåëüíîãî òðàêòà è òðîìáîöèòîâ. Öåëåêîê-
ñèá � ïåðâûé ñïåöèôè÷åñêèé èíãèáèòîð ÖÎÃ-2, ðàçðåøåííûé äëÿ
ïðèìåíåíèÿ â ëå÷åíèè ÎÀ è ÐÀ. Öåëåêîêñèá ïðîÿâëÿåò ýôôåêòèâíîñòü,
ñðàâíèìóþ ñ ëå÷åáíûì äåéñòâèåì íàïðîêñåíà, èáóïðîôåíà è äèêëî-
ôåíàêà. Îí õîðîøî ïåðåíîñèòñÿ è ïðîôèëü åãî ïîáî÷íûõ ýôôåêòîâ
ïîäîáåí òàêîâîìó ïëàöåáî. Ïðè ñðàâíåíèè öåëåêîêñèáà ñ òðàäèöè-
îííûìè ÍÏÂÏ âûÿâëÿþò äîñòîâåðíî áîëåå íèçêóþ ÷àñòîòó ðàçâèòèÿ
ïåïòè÷åñêèõ ÿçâ, âûÿâëÿåìûõ ýíäîñêîïè÷åñêè, è îòñóòñòâèå âëèÿíèÿ
íà àêòèâíîñòü òðîìáîöèòîâ.
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Ïî ïîäñ÷åòàì A.L. Blower è ñîàâòîðîâ (1997), â
Âåëèêîáðèòàíèè åæåãîäíî îêîëî 22% âñåõ íå-
îòëîæíûõ ãîñïèòàëèçàöèé ïî ïîâîäó ïîâðåæäåíèé
â îáëàñòè âåðõíèõ îòäåëîâ æåëóäî÷íî-êèøå÷íîãî
òðàêòà îáóñëîâëåíû ïðèåìîì ÍÏÂÏ. Ïðèáëèçè-
òåëüíî 2230 ñìåðòíûõ ñëó÷àåâ â ãîñïèòàëÿõ è åùå
330 âíåãîñïèòàëüíûõ ñìåðòåé îáóñëîâëåíû ïðèìå-
íåíèåì ýòèõ ïðåïàðàòîâ. Íåäàâíåå èññëåäîâàíèå
(Tramer M.R. et al., 2000) ïðîäåìîíñòðèðîâàëî, ÷òî
â ñðåäíåì îäèí èç 1220 áîëüíûõ, ïðèíèìàþùèõ
âíóòðü ÍÏÂÏ â òå÷åíèå 2 ìåñ è áîëåå, óìèðàåò
âñëåäñòâèå îñëîæíåíèé ñî ñòîðîíû ïèùåâàðèòåëü-
íîãî òðàêòà. Â ÑØÀ â îáùåé ñòðóêòóðå ñìåðòíîñòè
íà ÍÏÂÏ-èíäóöèðîâàííûå ãàñòðîïàòèè ïðèõîäèò-
ñÿ 0,2% (îêîëî 16 500 ñìåðòåé åæåãîäíî), à îáó-
ñëîâëåííûå ýòîé ïàòîëîãèåé ðàñõîäû ñîñòàâëÿþò
0,8�1,6 ìëðä äîëëàðîâ â ãîä (Lanza F.L., 1998;
Wolfe M.M.et al., 1999). Äàæå àöåòèëñàëèöèëîâàÿ
êèñëîòà (ÀÑÊ), â íèçêèõ äîçàõ øèðîêî èñïîëüçóå-
ìàÿ ïðè ñåðäå÷íî-ñîñóäèñòûõ çàáîëåâàíèÿõ ñ ëå-
÷åáíîé è ïðîôèëàêòè÷åñêîé öåëüþ, ïîâûøàåò ðèñê
ðàçâèòèÿ ïåïòè÷åñêîé ÿçâû â 2�4 ðàçà, â ñâÿçè ñ
÷åì ñòîèìîñòü è ïîëüçà ïðîôèëàêòè÷åñêîãî ïðèìå-
íåíèÿ ÀÑÊ ó êàæäîãî ïàöèåíòà äîëæíû áûòü òùà-
òåëüíî âçâåøåíû (Scheiman J., 2001).

Ñòðàòåãèÿ ïðîòèâîäåéñòâèÿ ïîáî÷íûì ýôôåê-
òàì ñî ñòîðîíû ïèùåâàðèòåëüíîãî òðàêòà âñëåä-
ñòâèå ïðèìåíåíèÿ ÍÏÂÏ îáû÷íî âêëþ÷àåò ñîïóò-
ñòâóþùåå íàçíà÷åíèå áëîêàòîðîâ ãèñòàìèí2-ðå-
öåïòîðîâ, ñèíòåòè÷åñêèõ àíàëîãîâ ïðîñòàãëàíäèíà
(PG)Å, áëîêàòîðîâ ïðîòîííîãî íàñîñà, ñóêðàëüôà-
òà. Òàêîå ëå÷åíèå ñïîñîáíî ïðåäóïðåäèòü äóîäå-
íàëüíûå èçúÿçâëåíèÿ, îäíàêî ÷àñòîòà ôîðìèðîâà-
íèÿ ïåïòè÷åñêèõ ÿçâ æåëóäêà ìîæåò áûòü ñíèæåíà
òîëüêî ïóòåì ïðèìåíåíèÿ àíàëîãà PGÅ2 � ìèçî-
ïðîñòîëà (Silverstein F.E. et al., 1995). Íàçíà÷åíèå
ìèçîïðîñòîëà ñóùåñòâåííî ïîâûøàåò ñòîèìîñòü
ëå÷åíèÿ; êðîìå òîãî, ïîáî÷íûå ýôôåêòû, â ïåðâóþ
î÷åðåäü äèàðåÿ, îãðàíè÷èâàþò åãî èñïîëüçîâàíèå
ó íåêîòîðûõ áîëüíûõ. Äëÿ ïîâûøåíèÿ áåçîïàñíîñ-
òè òåðàïèè èñïîëüçóþò òàêæå ðàñòâîðèìûå â êè-
øå÷íèêå ÍÏÂÏ â ôîðìå òàáëåòîê, ðåêòàëüíûå ñâå-
÷è, ëåêàðñòâåííûå ôîðìû äëÿ íàðóæíîãî ïðèìåíå-
íèÿ, êîìáèíèðîâàííûå ïðåïàðàòû òèïà àðòðîòåêà
(äèêëîôåíàê ñ ìèçîïðîñòîëîì). Îäíàêî òàêèå
ìåðû íå ïîçâîëÿþò ðàäèêàëüíî óëó÷øèòü ïåðåíî-
ñèìîñòü ëå÷åíèÿ.

Ìåõàíèçìû äåéñòâèÿ ÍÏÂÏ. Ïðèíöèïèàëüíî
èíîé ïîäõîä ê ðåøåíèþ äàííîé ïðîáëåìû áàçèðóåò-
ñÿ íà ñîâðåìåííûõ ïðåäñòàâëåíèÿõ î ìåõàíèçìàõ
äåéñòâèÿ ÍÏÂÏ è ïàòîãåíåçå âîñïàëåíèÿ. Òåðàïåâ-
òè÷åñêàÿ ýôôåêòèâíîñòü ÍÏÂÏ îáóñëîâëåíà óãíåòå-
íèåì àêòèâíîñòè ôåðìåíòà öèêëîîêñèãåíàçû (ÖÎÃ)
(Smith W.L., Marnett L.J., 1991; Marnett L., 1992). Ýòîò
ôåðìåíò êàòàëèçèðóåò ñèíòåç öèêëè÷åñêèõ ýíäîïå-
ðîêñèäîâ èç àðàõèäîíîâîé êèñëîòû. Ñíà÷àëà àðàõè-
äîíîâàÿ êèñëîòà ïðåâðàùàåòñÿ â PGG2 âñëåäñòâèå
öèêëîîêñèãåíàçíîé àêòèâíîñòè ÖÎÃ, à çàòåì èç PGG2

â ðåçóëüòàòå ïåðîêñèäàçíîé àêòèâíîñòè ÖÎÃ îáðà-
çóåòñÿ PGÍ2. Íàêîíåö, PGÍ2 êîíâåðòèðóåòñÿ ðàçëè÷-
íûìè, ñïåöèôè÷íûìè äëÿ êàæäîé òêàíè ôåðìåíòà-
ìè â ïðîñòàíîèäû � PG è òðîìáîêñàí (TX), êîòîðûå

îáëàäàþò øèðîêèì ñïåêòðîì ôèçèîëîãè÷åñêèõ ôóíê-
öèé (òàáë. 1) (Campbell W.B., Halushka P.V., 1996). Îñî-
áîãî âíèìàíèÿ çàñëóæèâàåò öèòîïðîòåêòîðíûé ýô-
ôåêò PG â îòíîøåíèè ñëèçèñòîé îáîëî÷êè æåëóäêà, à

òàêæå èõ âëèÿíèå íà ôóíêöèþ ïî÷åê è òðîìáîöèòîâ.
Ãàñòðîäóîäåíàëüíàÿ öèòîïðîòåêöèÿ îñóùåñòâëÿåò-
ñÿ ïóòåì óìåíüøåíèÿ ñåêðåöèè ñîëÿíîé êèñëîòû,
ñòèìóëÿöèè ñåêðåöèè ñëèçè, óâåëè÷åíèÿ ñåêðåöèè
áèêàðáîíàòîâ (ïîâûøåíèå ãðàäèåíòà ðÍ ñëèçèñòîé
îáîëî÷êè) è ôîñôîëèïèäîâ (óâåëè÷åíèå ãèäðîôîá-
íîñòè ïîâåðõíîñòíîãî ñëîÿ), ñòèìóëÿöèè ïðîëèôåðà-
öèè êëåòîê è ðåýïèòåëèçàöèè, ïîääåðæàíèÿ íîðìàëü-
íîé ìèêðîöèðêóëÿöèè â ñëèçèñòîé îáîëî÷êå (Soll A.H.
et al., 1991; Scarpignato C., 1995). Êðîìå ýòèõ âàæíûõ
ôèçèîëîãè÷åñêèõ ôóíêöèé, ïðîñòàíîèäû ó÷àñòâóþò
â ðàçâèòèè âîñïàëèòåëüíîãî ïðîöåññà (Barrier C.H.,
Hirschowitz B.I., 1989). Êàê ïîêàçàëè ðåçóëüòàòû èñ-
ñëåäîâàíèé, îíè ìîãóò îáóñëîâëèâàòü ìíîãèå ñèìï-
òîìû âîñïàëåíèÿ, â ÷àñòíîñòè áîëü, îòåê è ãèïåðå-
ìèþ (Vane J.R., Botting R.M., 1994; Portanova J. et al.,
1996). Èìåííî áëîêàäîé ýòîãî ñåêòîðà äåéñòâèÿ PG
è ÒÕ è îáóñëîâëåí ïðîòèâîâîñïàëèòåëüíûé ýôôåêò
ÍÏÂÏ.

Ãèïîòåçà ÖÎÃ-1 � ÖÎÃ-2. Äîëãèå ãîäû ñ÷èòà-
ëîñü, ÷òî ñóùåñòâóåò òîëüêî îäíà ðàçíîâèäíîñòü
ÖÎÃ, à îáðàçîâàíèå PG ðåãóëèðóåòñÿ ëèøü
íàëè÷èåì ñóáñòðàòà � àðàõèäîíîâîé êèñëîòû. Â
íà÷àëå 90-õ ãîäîâ ÕÕ ñò. áûëî èäåíòèôèöèðîâàíî
äâå ðàçíîâèäíîñòè ôåðìåíòà � ÖÎÃ-1 è ÖÎÃ-2, êî-
òîðûå êîäèðóþòñÿ ðàçëè÷íûìè ãåíàìè (Hawkey C.J.,
1999). Îáà ãåíà ÖÎÃ î÷åíü ñõîæè, êàê è îáà èçîôåð-
ìåíòà, èìåþùèå ïðàêòè÷åñêè èäåíòè÷íûå òðåõìåð-
íûå ñòðóêòóðû. Àêòèâíûå öåíòðû äâóõ ÖÎÃ îòëè÷à-
þòñÿ òîëüêî ïî îäíîìó àìèíîêèñëîòíîìó îñòàòêó
(Picot D. et al., 1994; Kurumball R.G. et al., 1999). Òàê
íàçûâàåìàÿ êîíñòèòóòèâíàÿ ÖÎÃ-1 ïðèñóòñòâóåò â
àêòèâíîé ôîðìå ïðàêòè÷åñêè âî âñåõ îðãàíàõ è òêà-
íÿõ, â òîì ÷èñëå â ïèùåâàðèòåëüíîì òðàêòå, ïî÷êàõ
è òðîìáîöèòàõ, è îòâåòñòâåííà çà îïîñðåäîâàíèå
ðóòèííûõ ôèçèîëîãè÷åñêèõ ôóíêöèé (Meade E.A.
et al., 1993; Smith T.J., 1998; Warner T.D. et al., 1999).
Íàïðîòèâ, ÖÎÃ-2 (èíäóöèáåëüíàÿ) â íîðìå îáíàðó-
æèâàåòñÿ â íåáîëüøèõ êîëè÷åñòâàõ ïðåèìóùåñòâåí-
íî â ãîëîâíîì ìîçãå (Yamagata K. et al., 1993) è ïî÷-
êàõ (Komhoff M. et al., 1997), íî åå ýêñïðåññèÿ ðåçêî
ïîâûøàåòñÿ (â 10�80 ðàç) ïðè ðàçâèòèè âîñïàëè-
òåëüíîãî ïðîöåññà. Ìåäèàòîðû âîñïàëåíèÿ, â òîì
÷èñëå ôàêòîð íåêðîçà îïóõîëè è èíòåðëåéêèíû,
óâåëè÷èâàþò ýêñïðåññèþ ÖÎÃ-2 â àêòèâèðîâàííûõ
ñèíîâèàëüíûõ êëåòêàõ, õîíäðîöèòàõ, ìàêðîôàãàõ,
ïîëèìîðôíîÿäåðíûõ ëåéêîöèòàõ, ýíäîòåëèàëüíûõ
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êëåòêàõ, ãëàäêîìûøå÷íûõ êëåòêàõ ñîñóäîâ (Lee S.H.
et al., 1992; Crofford L.J. et al., 1994; Masferrer J.L. et
al., 1994; Seibert K., Masferrer J.L., 1994; Berenbaum F.
et al., 1996; Vadas P. et al., 1996). Ëîêàëèçàöèÿ è ñïî-
ñîáû àêòèâàöèè ÖÎÃ-2 óêàçûâàþò íà ðîëü ýòîãî ôåð-
ìåíòà â ñèíòåçå ïðîñòàíîèäîâ, îòâåòñòâåííûõ çà
òàêèå ïàòîëîãè÷åñêèå ïðîöåññû, êàê âîñïàëåíèå,
ëèõîðàäêà è áîëü. Äàííûå î òîì, ÷òî ãëþêîêîðòèêî-
ñòåðîèäû (ÃÊÑ) óìåíüøàþò ýêñïðåññèþ ÖÎÃ-2 äî-
ïîëíèòåëüíî ïîäòâåðæäàþò ãèïîòåçó î òîì, ÷òî ýòîò
èçîôåðìåíò ÿâëÿåòñÿ èíäóöèðóåìûì â óñëîâèÿõ
âîñïàëåíèÿ (O�Banion M.K. et al., 1992; Famaey J.P.,
1997). Ïðè ýòîì ÃÊÑ íå îêàçûâàþò êàêîãî-ëèáî âëè-
ÿíèÿ íà ÖÎÃ-1. Íåêîòîðûå õàðàêòåðèñòèêè äâóõ èçî-
ôåðìåíòîâ ÖÎÃ ïðåäñòàâëåíû â òàáë. 2.

Ìíîãî÷èñëåííûå èññëåäîâàíèÿ in vitro è ex vivo ïîä-
òâåðäèëè, ÷òî òðàäèöèîííûå ÍÏÂÏ (äèêëîôåíàê,
èíäîìåòàöèí, èáóïðîôåí, íàïðîêñåí, ïèðîêñèêàì è
äð.) èíãèáèðóþò îáå èçîôîðìû ÖÎÃ (Meade E.A. et al.,
1993; Kargman S. et al., 1996; Berg J. et al., 1997;
Miralpeix M. et al., 1997). Ñ÷èòàþò, ÷òî òåðàïåâòè÷åñ-
êàÿ àêòèâíîñòü ÍÏÂÏ îáóñëîâëåíà ãëàâíûì îáðàçîì
óãíåòåíèåì ÖÎÃ-2, â òî âðåìÿ êàê òîêñè÷åñêèå ýôôåê-
òû, â òîì ÷èñëå ïîðàæåíèÿ ïèùåâàðèòåëüíîãî òðàê-
òà � óãíåòåíèåì ÖÎÃ-1 (Cryer B., 1998; Hawkey C.J.,
1999). Ýòî äàëî îñíîâàíèÿ ïîëàãàòü, ÷òî ñåëåêòèâíàÿ
èíãèáèöèÿ ÖÎÃ-2 äîëæíà îáåñïå÷èâàòü ñðàâíèìûé ñ
íåñåëåêòèâíûìè ïðåïàðàòàìè êëèíè÷åñêèé ðåçóëüòàò
ïðè ëå÷åíèè âîñïàëåíèÿ è áîëè, íî ñîïðîâîæäàòüñÿ
çíà÷èòåëüíûì óìåíüøåíèåì êîëè÷åñòâà àññîöèèðî-
âàííûõ ñ èíãèáèöèåé ÖÎÃ-1 ãàñòðîïàòèé, àíòèòðîì-
áîöèòàðíûõ ýôôåêòîâ è äðóãèõ îñëîæíåíèé.

Èññëåäîâàíèÿ ïî ïðîâåðêå ýòîé ãèïîòåçû ñïî-
ñîáñòâîâàëè ñîçäàíèþ íîâîãî ïðåïàðàòà � ñïåöè-
ôè÷åñêîãî èíãèáèòîðà ÖÎÃ-2 öåëåêîêñèáà (ÖÅËÅ-
ÁÐÅÊÑÒÌ). Öåëåêîêñèá âõîäèò â ïîäêëàññ «Êîêñèáû»
èç Ì1À êëàññà ïî ïðèíÿòîé ÂÎÇ êëàññèôèêàöèè ëå-
êàðñòâ. Âûäåëåíèå ýòèõ ïðåïàðàòîâ â îòäåëüíóþ
ãðóïïó îáóñëîâëåíî äâóìÿ ïðè÷èíàìè: âî-ïåðâûõ,
äðóãèå ïðåèìóùåñòâåííûå èíãèáèòîðû ÖÎÃ-2 (ìå-
ëîêñèêàì, íèìåñóëèä, ýòîäîëàê, íàáóìåòîí) áûëè
ñèíòåçèðîâàíû äî ïîÿâëåíèÿ ãèïîòåçû ÖÎÃ-2-ñå-
ëåêòèâíîñòè, è èõ ñïîñîáíîñòü áîëåå âûðàæåííî ïî
ñðàâíåíèþ ñ ÖÎÃ-1 ñíèæàòü àêòèâíîñòü ÖÎÃ-2
îáíàðóæèëàñü â ïðîöåññå òåñòèðîâàíèÿ âñåõ èìåâ-
øèõñÿ ê íà÷àëó 90-õ ãîäîâ ÍÏÂÏ; âî-âòîðûõ, â èñ-
ñëåäîâàíèÿõ in vitro êîêñèáû ïðîÿâëÿþò ãîðàçäî áî-

ëåå âûñîêóþ èçáèðàòåëüíîñòü â îòíîøåíèè áëîêà-
äû ÖÎÃ-2. Òàê, øèðîêî ïðèìåíÿåìûé äëÿ îöåíêè ñå-
ëåêòèâíîñòè ÍÏÂÏ ïîêàçàòåëü � îòíîøåíèå IC50
ÖÎÃ-2/IC50 ÖÎÃ-1 (IC50 � êîíöåíòðàöèÿ ïðåïàðàòà,
îáåñïå÷èâàþùàÿ ñíèæåíèå àêòèâíîñòè ôåðìåíòà íà
50%) � ñîñòàâëÿåò äëÿ öåëåêîêñèáà <0,001, à äëÿ
ìåëîêñèêàìà � 0,07�0,3 (Kaplan-Machlis B.,
Klostermeyer B.S., 1999). Ýòè äàííûå, à òàêæå ðåçóëü-
òàòû äðóãèõ ìíîãî÷èñëåííûõ èññëåäîâàíèé in vitro,
ex vitro è ex vivo câèäåòåëüñòâóþò , ÷òî öåëåêîêñèá
ÿâëÿåòñÿ âûñîêîñïåöèôè÷íûì èíãèáèòîðîì ÖÎÃ-2
è â øèðîêîì äèàïàçîíå êîíöåíòðàöèé, â òîì ÷èñëå
ïðåâûøàþùèõ òåðàïåâòè÷åñêèå, ïðàêòè÷åñêè
íå îêàçûâàåò âëèÿíèÿ íà àêòèâíîñòü ÖÎÃ-1
(Penning T.D. et al., 1997; Simon L.S. et al., 1998;
Isakson P.C. et al., 1999). Äëÿ îêîí÷àòåëüíîé îöåíêè
ýòîãî ïðåïàðàòà êàê ñïåöèôè÷åñêîãî èíãèáèòîðà
ÖÎÃ-2 (ñëåäîâàòåëüíî, èìåþùåãî ëó÷øèé ïðîôèëü
áåçîïàñíîñòè) áûëè ïðîâåäåíû òùàòåëüíûå êëèíè-
÷åñêèå èññëåäîâàíèÿ, â êîòîðûõ, ïîìèìî ëå÷åáíîãî
ýôôåêòà, îöåíèâàëè ñòåïåíü ãàñòðîèíòåñòèíàëüíîé
òîêñè÷íîñòè è âëèÿíèå íà ôóíêöèþ òðîìáîöèòîâ, ÷òî
ÿâëÿåòñÿ êðàåóãîëüíûì êàìíåì ôàðìàêîëîãè÷åñêîé
êîíöåïöèè ÖÎÃ-2 � ñïåöèôè÷íîñòè.

Ýôôåêòèâíîñòü öåëåêîêñèáà áûëà èçó÷åíà ïðè
ëå÷åíèè ñèìïòîìîâ îñòåîàðòðèòà/îñòåîàðòðîçà (ÎÀ)
êîëåííîãî ñóñòàâà è áåäðà áîëåå ÷åì ó 5 òûñ. áîëü-
íûõ â ïëàöåáî-êîíòðîëèðóåìûõ è ñðàâíèòåëüíûõ èñ-
ñëåäîâàíèÿõ äëèòåëüíîñòüþ äî 12 íåä (Geis G.S. et al.,
1999; Zhao S.Z. et al., 1999; Bensen W.G. et al., 1999;
Williams G.W. et al., 2000). Ëå÷åíèå öåëåêîêñèáîì ñïî-
ñîáñòâîâàëî óìåíüøåíèþ áîëè, ñêîâàííîñòè, óëó÷-
øåíèþ êëèíè÷åñêîãî èíäåêñà îñòåîàðòðèòà WOMAC
(Western Ontario and McMaster Universities) è ôóíêöè-
îíàëüíîãî ñîñòîÿíèÿ áîëüíûõ. Ïðè ýòîì ýôôåêòèâ-
íîñòü öåëåêîêñèáà è íàïðîêñåíà áûëà ñîïîñòàâèìîé
âî âñåõ âðåìåííûõ òî÷êàõ (Bensen W.G. et al., 1999;
Goldstein J.L. et al., 2001). Â ìíîãîöåíòðîâîì ïëàöå-
áî-êîíòðîëèðóåìîì èññëåäîâàíèè ñ äâîéíûì ñëå-
ïûì êîíòðîëåì ïàöèåíòàì ñ ÎÀ êîëåííîãî ñóñòàâà
(n=600) íàçíà÷àëè öåëåêîêñèá (100 ìã 2 ðàçà â ñóò-
êè), äèêëîôåíàê (50 ìã 3 ðàçà â ñóòêè) ëèáî ïëàöåáî
(McKenna F. et al., 2001). Îöåíêà îñíîâíûõ ïîêàçàòå-
ëåé ýôôåêòèâíîñòè (âèçóàëüíàÿ àíàëîãîâàÿ øêàëà
áîëè, èíäåêñ WOMAÑ) ñâèäåòåëüñòâîâàëà î òîì, ÷òî
òåðàïèÿ êàê äèêëîôåíàêîì, òàê è öåëåêîêñèáîì ñïî-
ñîáñòâîâàëà çíà÷èòåëüíîìó, ñòàòèñòè÷åñêè äîñòî-
âåðíîìó óëó÷øåíèþ ñîñòîÿíèÿ áîëüíûõ ïî ñðàâíå-
íèþ ñ òåðàïèåé ïëàöåáî áåç çíà÷èìûõ ðàçëè÷èé ìåæ-
äó äâóìÿ ïðåïàðàòàìè. Ó áîëüíûõ, ëå÷åííûõ
äèêëîôåíàêîì, äîñòîâåðíî ÷àùå íàáëþäàëèñü ïî-
áî÷íûå ýôôåêòû ñî ñòîðîíû ïèùåâàðèòåëüíîãî òðàê-
òà, ïî ñðàâíåíèþ ñ ïëàöåáî, çíà÷èòåëüíî ÷àùå ïî-
âûøàëñÿ óðîâåíü ïå÷åíî÷íûõ òðàíñàìèíàç, êðåàòè-
íèíà è ñíèæàëàñü êîíöåíòðàöèÿ ãåìîãëîáèíà, ÷åãî
íå íàáëþäàëîñü ó áîëüíûõ, ëå÷åííûõ öåëåêîêñèáîì.

Ó áîëåå ÷åì 2 òûñ. âîâëå÷åííûõ â êîíòðîëèðóå-
ìûå èññëåäîâàíèÿ áîëüíûõ ÐÀ öåëåêîêñèá ïðîäå-
ìîíñòðèðîâàë ñïîñîáíîñòü äîñòîâåðíî óìåíüøàòü
ïî ñðàâíåíèþ ñ ïëàöåáî êîëè÷åñòâî áîëåçíåííûõ è
îòå÷íûõ ñóñòàâîâ; îí ïðåâîñõîäèë ïëàöåáî ïî ïî-
ëîæèòåëüíîé äèíàìèêå èíäåêñà îòâåòà íà ëå÷åíèå
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ACR 20 (ACR � American College of Rheumatology),
ëàáîðàòîðíûõ è ôóíêöèîíàëüíûõ ïàðàìåòðîâ
(Simon L.S. et al., 1999; Emery P. et al., 1999). Íàïðàâ-
ëåííîñòü è âûðàæåííîñòü èçìåíåíèé áûëà òàêîé æå,
êàê è ó áîëüíûõ, ïîëó÷àâøèõ cðåäíåòåðàïåâòè÷åñêèå
äîçû íàïðîêñåíà è äèêëîôåíàêà.

Òàêèì îáðàçîì, öåëåêîêñèá ÿâëÿåòñÿ ýôôåê-
òèâíûì ÍÏÂÏ ïðè ëå÷åíèè ÐÀ è ÎÀ. Ïî âûðàæåííî-
ñòè òåðàïåâòè÷åñêîãî äåéñòâèÿ îí íå óñòóïàåò äèê-
ëîôåíàêó, íàïðîêñåíó è èáóïðîôåíó.

Íåäàâíî çàêîí÷èâøååñÿ èññëåäîâàíèå (Douga-
dos M. et al., 2001) ïîäòâåðäèëî òàêæå âûñîêóþ
ýôôåêòèâíîñòü öåëåêîêñèáà (100 ìã 2 ðàçà â ñóò-
êè), ñîïîñòàâèìóþ ñ òàêîâîé êåòîïðîôåíà (100 ìã
2 ðàçà â ñóòêè), ïðè ëå÷åíèè áîëüíûõ ñ àíêèëîçè-
ðóþùèì ñïîíäèëîàðòðèòîì.

Áåçîïàñíîñòü ëå÷åíèÿ öåëåêîêñèáîì. Îïóáëè-
êîâàííûå â ëèòåðàòóðå äàííûå ñâèäåòåëüñòâóþò î òîì,
÷òî öåëåêîêñèá èìååò çíà÷èòåëüíî ëó÷øèé ïðîôèëü
ïåðåíîñèìîñòè è áåçîïàñíîñòè, ÷åì íåñåëåêòèâíûå
ÍÏÂÏ, è ïî ïîáî÷íûì äåéñòâèÿì ñðàâíèì ñ ïëàöåáî
(Simon L.S. et al., 1998; Simon L.S. et al., 1999; Silver-
stein E.F. et al., 2000; Goldstein J.L. et al., 2000; Ben-
sen W.G. et al., 2000; McKenna F. et al., 2001). Cðåäè ïî-
áî÷íûõ äåéñòâèé ÷àùå âñåãî îòìå÷àþò ãîëîâíóþ áîëü,
äèàðåþ, ðèíèò, òîøíîòó, ñèíóñèò, äèñïåïñèþ è áîëü â
æèâîòå. ×àñòîòà ðàçâèòèÿ ïåïòè÷åñêèõ ÿçâ ïðè ïðè-
ìåíåíèè öåëåêîêñèáà è ïëàöåáî ñóùåñòâåííî íå îò-
ëè÷àëàñü. Îíà íå ïîâûøàëàñü ïðè ïîâûøåíèè äîçû
ïðåïàðàòà äî 400 ìã 2 ðàçà â ñóòêè è áûëà â 3�4 ðàçà
áîëåå íèçêîé, ÷åì ïðè ïðèåìå íåñïåöèôè÷åñêèõ èí-
ãèáèòîðîâ ÖÎÃ. Òàê, ýíäîñêîïè÷åñêèé êîíòðîëü ïîñ-
ëå 12 íåä ëå÷åíèÿ áîëüíûõ ÐÀ è ÎÀ öåëåêîêñèáîì â
øèðîêîì äèàïàçîíå äîç âûÿâëÿë ïåïòè÷åñêèå ÿçâû
æåëóäêà è äâåíàäöàòèïåðñòîé êèøêè â 2,7�5,9% ñëó-
÷àåâ, â òî âðåìÿ êàê ïðè ëå÷åíèè íàïðîêñåíîì (500 ìã
2 ðàçà â ñóòêè) � â 16,2�17,6%, èáóïðîôåíîì (800 ìã
3 ðàçà â ñóòêè) � â 23,3% ñëó÷àåâ.

Ïðè ñðàâíåíèè ãàñòðîäóîäåíàëüíîé òîêñè÷íî-
ñòè öåëåêîêñèáà (200 ìã 2 ðàçà â äåíü; n=270) è íà-
ïðîêñåíà (500 ìã 2 ðàçà â äåíü; n=267) ñ òðîå-
êðàòíûì ýíäîñêîïè÷åñêèì êîíòðîëåì (÷åðåç 4, 8 è
12 íåä òåðàïèè) òàêæå ïîäòâåðæäåíà ëó÷øàÿ ïåðå-
íîñèìîñòü ÖÅËÅÁÐÅÊÑÀ ó áîëüíûõ ÐÀ è ÎÀ
(Goldstein J.L. et al., 2001). ×àñòîòà îáðàçîâàíèÿ
ïåïòè÷åñêèõ ÿçâ æåëóäêà è äâåíàäöàòèïåðñòîé
êèøêè ÷åðåç 4 íåä òåðàïèè öåëåêîêñèáîì è íàïðîê-
ñåíîì ñîñòàâèëà ñîîòâåòñòâåííî 4 è 19% (ð<0,001),
2 è 14% åùå ÷åðåç 4 íåä (ð<0,001) è 2 è 10% ê îêîí-
÷àíèþ èññëåäîâàíèÿ (ð<0,001). Êóìóëÿòèâíàÿ ÷àñ-
òîòà îáðàçîâàíèÿ ÿçâ çà ïåðèîä ëå÷åíèÿ ñîñòàâè-
ëà 9% ó áîëüíûõ, ëå÷èâøèõñÿ öåëåêîêñèáîì, è
41% � íàïðîêñåíîì. Ó ïàöèåíòîâ, ïðèíèìàâøèõ
öåëåêîêñèá, îáðàçîâàíèå ïåïòè÷åñêèõ ÿçâ ÷àùå
âñåãî áûëî îáóñëîâëåíî èíôèöèðîâàíèåì Helicî-
bacter pylory, îäíîâðåìåííûì ïðèìåíåíèåì ÀÑÊ è
íàëè÷èåì ïåïòè÷åñêîé ÿçâû â àíàìíåçå. Öåëåêîê-
ñèá çíà÷èòåëüíî ðåæå âûçûâàë îáðàçîâàíèå ïåï-
òè÷åñêèõ ÿçâ êàê â æåëóäêå, òàê è â äâåíàäöàòèïåð-
ñòíîé êèøêå.

Ïî äàííûì îáîáùåííîãî àíàëèçà 14 ðàíäîìèçè-
ðîâàííûõ êîíòðîëèðóåìûõ èññëåäîâàíèé, åæåãîä-

íàÿ ÷àñòîòà ðàçâèòèÿ îñëîæíåíèé ïåïòè÷åñêèõ ÿçâ
ó áîëüíûõ, ïîëó÷àâøèõ öåëåêîêñèá, ñîñòàâèëà 0,2%
(Goldstein J.L. et al., 2000). Ïðèìå÷àòåëüíî, ÷òî ýòà
öèôðà íå îòëè÷àåòñÿ îò îáùåé ÷àñòîòû îñëîæíåíèé
ïåïòè÷åñêèõ ÿçâ, íàáëþäàåìûõ ó áîëüíûõ, íå ïîëó-
÷àþùèõ ÍÏÂÏ èëè ÀÑÊ, � 0,1�0,4% (Macdonald T.M.
et al., 1997; Gutthann S.P. et al., 1997; Rodriguez L.A.G.
et al., 1998). Ñðåäè 5285 ïàöèåíòîâ, ïîëó÷àâøèõ öå-
ëåêîêñèá â ñóòî÷íîé äîçå 200 ìã èëè áîëüøå, â êîí-
òðîëèðóåìûõ êëèíè÷åñêèõ èññëåäîâàíèÿõ íà ïðîòÿ-
æåíèè 1�6 ìåñ (â áîëüøèíñòâå ñëó÷àåâ â òå÷åíèå
3 ìåñ) òîëüêî â 2 ñëó÷àÿõ (0,04%) íàáëþäàëè âûðà-
æåííîå êðîâîòå÷åíèå èç âåðõíèõ îòäåëîâ æåëóäî÷-
íî-êèøå÷íîãî òðàêòà.

Íàèáîëåå êðóïíîìàñøòàáíîå ðàíäîìèçèðîâàí-
íîå èññëåäîâàíèå ãàñòðîèíòåñòèíàëüíîé òîêñè÷-
íîñòè öåëåêîêñèáà ïî ñðàâíåíèþ ñ äðóãèìè ÍÏÂÏ
â òå÷åíèå 6-ìåñÿ÷íîãî íåïðåðûâíîãî ëå÷åíèÿ áûëî
ïðîâåäåíî â 1998�2000 ãã. (èññëåäîâàíèå CLASS),
âêëþ÷àâøåå 8039 áîëüíûõ ÐÀ è ÎÀ (Silverstein E.F.
et al., 2000). Åãî îñîáåííîñòüþ áûëî ïðèìåíåíèå
öåëåêîêñèáà â äîçå (800 ìã/ñóò), â 2 è 4 ðàçà ïðå-
âûøàþùåé ìàêñèìàëüíûå òåðàïåâòè÷åñêèå äîçû
äëÿ ÐÀ è ÎÀ ñîîòâåòñòâåííî, â òî âðåìÿ êàê ïðåïà-
ðàòû ñðàâíåíèÿ íàçíà÷àëè â ðåêîìåíäóåìûõ ñðåä-
íåòåðàïåâòè÷åñêèõ äîçàõ � 2400 ìã/ñóò èáóïðîôå-
íà è 150 ìã äèêëîôåíàêà. Ñòîëü çíà÷èòåëüíîå
ïðåâûøåíèå äîçû öåëåêîêñèáà íå ïðèâîäèëî ê èç-
ìåíåíèþ ïðîôèëÿ ïîáî÷íûõ ýôôåêòîâ, íàáëþäà-
åìûõ ïðè ïðèìåíåíèè ïðåïàðàòà â áîëåå íèçêèõ
äîçàõ. Ó áîëüíûõ, íå ïîëó÷àâøèõ îäíîâðåìåííî ñ
öåëåêîêñèáîì ÀÑÊ, ÷àñòîòà âîçíèêíîâåíèÿ îñëîæ-
íåíèé ïåïòè÷åñêîé ÿçâû è ñî÷åòàíèÿ îñëîæíåíèé
ñ ñèìïòîìàòè÷åñêèìè ÿçâàìè âåðõíèõ îòäåëîâ æå-
ëóäî÷íî-êèøå÷íîãî òðàêòà ïðè ïðèìåíåíèè öåëå-
êîêñèáà áûëà äîñòîâåðíî íèæå ïî ñðàâíåíèþ ñ
ïðèìåíåíèåì ÍÏÂÏ: ñîîòâåòñòâåííî 0,44% ïðîòèâ
1,27% è 1,4% ïðîòèâ 2,91%. Â îáùåé êîãîðòå áîëü-
íûõ, âêëþ÷àâøåé è ïîëó÷àâøèõ ÀÑÊ ïàöèåíòîâ,
ðàçëè÷èÿ áûëè ìåíåå âûðàæåííûìè, ÷òî ïîäòâåð-
æäàåò óëüöåðîãåííîñòü ÀÑÊ äàæå â íèçêèõ äîçàõ è
ñâèäåòåëüñòâóåò î íåæåëàòåëüíîñòè åãî îäíîâðå-
ìåííîãî ïðèìåíåíèÿ ñ öåëåêîêñèáîì. Ó áîëüíûõ,
ëå÷èâøèõñÿ öåëåêîêñèáîì, áûëà áîëåå íèçêîé ÷à-
ñòîòà ðàçâèòèÿ ñëó÷àåâ äèñïåïñè÷åñêèõ ñèìïòîìîâ
è îáóñëîâëåííîãî ýòèì ïðåêðàùåíèÿ ïðèåìà ïðå-
ïàðàòà, à òàêæå äîñòîâåðíî ìåíüøåå ÷èñëî ñëó÷à-
åâ ñíèæåíèÿ ãåìîãëîáèíà è/èëè ãåìàòîêðèòà. Êðî-
ìå òîãî, íàáëþäàëàñü áîëåå íèçêàÿ òîêñè÷íîñòü â
îòíîøåíèè ïî÷åê: äîñòîâåðíî ðåæå ðàçâèâàëèñü
îòåêè è àðòåðèàëüíàÿ ãèïåðòåíçèÿ.

Â îäíîé èç íåäàâíèõ ðàáîò ïðîàíàëèçèðîâàíû
ðåçóëüòàòû ²²² ñòàäèè êëèíè÷åñêèõ èñïûòàíèé ýô-
ôåêòèâíîñòè è áåçîïàñíîñòè öåëåêîêñèáà ïî ñðàâ-
íåíèþ ñ äðóãèìè ÍÏÂÏ (íàïðîêñåí, äèêëîôåíàê,
èáóïðîôåí) ïðè äëèòåëüíîñòè òåðàïèè íå ìåíåå
12 íåä (8 èññëåäîâàíèé) (Burke T.A. et al., 2001). Êó-
ìóëÿòèâíàÿ ÷àñòîòà (ïî êðèâûì Kaplan-Meier) ðàç-
âèòèÿ ãàñòðîèíòåñòèíàëüíîãî äèñêîìôîðòà çà
6 ìåñ ñîñòàâèëà: äëÿ ÍÏÂÏ � 14,54%, äëÿ öåëåêî-
êñèáà � 9,4% (ð<0,01); ÷àñòîòà ðàçâèòèÿ ñèìïòî-
ìàòè÷åñêèõ ÿçâ: äëÿ ÍÏÂÏ � 6,28%, äëÿ öåëåêî-
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êñèáà � 1,74% è äëÿ ïëàöåáî � 1,58%; ÷àñòîòà ïî-
ÿâëåíèÿ àíåìèè: äëÿ ÍÏÂÏ � 1,09%, äëÿ öåëåêî-
êñèáà � 0,3% è äëÿ ïëàöåáî � 0,33%.

Â õîäå êëèíè÷åñêèõ èññëåäîâàíèé óñòàíîâëåíî,
÷òî öåëåêîêñèá äàæå â äîçàõ, íàìíîãî ïðåâûøàþ-
ùèõ ìàêñèìàëüíûå òåðàïåâòè÷åñêèå (ðàçîâàÿ � äî
800 ìã, ñóòî÷íàÿ � 1200 ìã) íå ïîäàâëÿë ÖÎÃ-1-
îïîñðåäîâàííóþ àãðåãàöèþ òðîìáîöèòîâ (Mengle-
Gaw L. et al., 1997; Leese P.T. et al., 2000). Â òî æå
âðåìÿ íàïðîêñåí, èáóïðîôåí è äèêëîôåíàê â
òåðàïåâòè÷åñêèõ äîçàõ âûçûâàëè ñòàòèñòè÷åñêè
çíà÷èìîå óãíåòåíèå àãðåãàöèè. Ñîîòâåòñòâåííî,
íåñåëåêòèâíûå ÍÏÂÏ äîñòîâåðíî óâåëè÷èâàëè âðå-
ìÿ êðîâîòå÷åíèÿ, â îòëè÷èå îò öåëåêîêñèáà.

Ïðèâåäåííûå äàííûå î çíà÷èòåëüíî áîëåå íèç-
êîé ãàñòðîèíòåñòèíàëüíîé òîêñè÷íîñòè öåëåêîêñè-
áà ïî ñðàâíåíèþ ñ òðàäèöèîííûìè ÍÏÂÏ è îòñóò-
ñòâèè âëèÿíèÿ íà ôóíêöèþ òðîìáîöèòîâ êëèíè÷åñêè
ïîäòâåðæäàþò ïîëó÷åííûå â ëàáîðàòîðíûõ óñëîâè-
ÿõ ñâåäåíèÿ î âûñîêîé ñïåöèôè÷íîñòè èíãèáèðóþ-
ùåãî äåéñòâèÿ ýòîãî ïðåïàðàòà íà ÖÎÃ-2, îòñóò-
ñòâèè åãî âëèÿíèÿ íà èçîôåðìåíò ÖÎÃ-1, îòâåò-
ñòâåííûé çà ðàçâèòèå ïîáî÷íûõ ýôôåêòîâ ïðè
ïðèìåíåíèè ÍÏÂÏ.

Ðåêîìåíäóåìûå äîçû öåëåêîêñèáà (ÖÅËÅÁÐÅÊ-
ÑÀ) äëÿ ëå÷åíèÿ ÎÀ � 200 ìã îäèí ðàç â ñóòêè, ýô-
ôåêòèâíûå äîçû äëÿ ëå÷åíèÿ ÐÀ íåñêîëüêî âûøå �
ïî 200 ìã 1�2 ðàçà â ñóòêè. Ïîâûøåíèå ñóòî÷íîé
äîçû áîëåå 400 ìã íå ñîïðîâîæäàåòñÿ óñèëåíèåì
òåðàïåâòè÷åñêîãî ýôôåêòà.

Ñ êëèíè÷åñêîé òî÷êè çðåíèÿ âàæíî îòìåòèòü, ÷òî â
îòëè÷èå îò äðóãèõ ÍÏÂÏ öåëåêîêñèá íå îêàçûâàåò âëè-
ÿíèÿ íà ôàðìàêîêèíåòèêó ìåòîòðåêñàòà, à òàêæå íå
âçàèìîäåéñòâóåò ñ íåïðÿìûìè àíòèêîàãóëÿíòàìè
(âàðôàðèíîì) è ãëèáåíêëàìèäîì (Karim A. et al., 1998).

Òàêèì îáðàçîì, öåëåêîêñèá ÿâëÿåòñÿ ïåðâûì
ïðåäñòàâèòåëåì íîâîãî ïîêîëåíèÿ ÍÏÂÏ � ñïåöè-
ôè÷íûõ èíãèáèòîðîâ ÖÎÃ-2 � è ðàçðåøåí ê ïðèìå-
íåíèþ äëÿ ëå÷åíèÿ ÐÀ è ÎÀ. Ïðåïàðàò äåìîíñòðèðó-
åò äîñòàòî÷íî âûñîêóþ êëèíè÷åñêóþ ýôôåêòèâíîñòü,
ñîïîñòàâèìóþ ñ ëå÷åáíûì äåéñòâèåì òðàäèöèîííûõ
ÍÏÂÏ � äèêëîôåíàêà, íàïðîêñåíà, èáóïðîôåíà.
Öåëåêîêñèá õîðîøî ïåðåíîñèòñÿ, ÷àñòîòà è ïðîôèëü
åãî ïîáî÷íûõ ýôôåêòîâ ñóùåñòâåííî íå îòëè÷àþòñÿ
îò òàêîâûõ ïëàöåáî. Ïî ñðàâíåíèþ ñ íåñïåöèôè÷åñ-
êèìè ÍÏÂÏ îí â íåñêîëüêî ðàç ðåæå âûçûâàåò èçúÿç-
âëåíèÿ â âåðõíèõ îòäåëàõ æåëóäî÷íî-êèøå÷íîãî
òðàêòà è íå âëèÿåò íà ôóíêöèþ òðîìáîöèòîâ.

ËÈÒÅÐÀÒÓÐÀ
Barrier C.H., Hirschowitz B.I. (1989) Controversies in the detection and

management of nonsteroidal antiinflammatory drug-induced side effects
of the upper gastrointestinal tract. Arthritis Rheum., 32(7): 926�932.

Bensen W.G., Fiechtner J.J., McMillen J.I. et al. (1999) Treatment of
osteoarthritis with celecoxib, a cyclooxygenase-2 inhibitor: a randomized
controlled trial. Mayo Clin. Proc., 74: 1095�1105.

Bensen W.G., Zhao S.Z., Burke T.A. et al. (2000) Upper gastrointestinal
tolerability of celecoxib, a COX-2 specific inhibitor, compared to naproxen
and placebo. J. Rheumatol., 27: 1876�1883.

Berenbaum F., Jacques C., Thomas G. et al. (1996) Synergistic effect
of interleukin-1bb and tumor necrosis factor aa on PGE2 production by
articular chondrocytes does not involve PLA2 stimulation. Exp. Cell. Res.,
222: 379�384.

Berg J., Christoph T., Widerna M., Bodenteich A. (1997) Isoenzyme
specific cyclooxygenase inhibitors: a whole cell assay system using the
human erythroleukemic cell line HEL and the human monocytic cell line
mono mac 6. J. Pharmacol. Toxicol. Meth., 37: 179�186.

Blower A.L., Brooks A., Fenn G.C. et al. (1997) Emergency admission
for upper gastrointestinal disease and their relation to NSAID use. Aliment.
Pharmacol. Therap., 11: 283�291.

Brooks P. (2001) Non-selective NSAID gastrointestinal toxicity �
impact for patients and the medical establishment. Ann. Rheum. Dis.,
60(Suppl. 1): WED0003.

Burke T.A., Zabinski R.A., Pettitt D. et al. (2001) Estimation of treatment
results of arthritis with application NSAIDs, NSAIDs in a combination
with gastroprotective agents, or celecoxib. Pharmacoeconomics.,
19(Suppl. 1): 33�47.

Campbell W.B., Halushka P.V. (1996) Lipid-derived autacoids:
eicosanoids and platelet-activating factor. In: Hardman J.G., Limbird L.E.,
Molinoff P.B. et al. (Eds.) Goodman and Gilman�s The Pharmacological
Basis of Therapeutics. McGraw-Hill, New York, ð. 601�616.

Crofford L.J., Wilder R.L., Ristimaki A.P. et al. (1994) Cyclooxygenase-1
and -2 expression in rheumatoid synovial tissues: effects of interleukin-1bb,
phorbol ester and corticosteroids. J. Clin. Invest., 93: 1095�1101.

Cryer B. (1998) Nonsteroidal anti-inflammatory drugs and
gastrointestinal disease. Sleisenger and Fordtran�s gastrointestinal and
liver disease: pathophysiology/diagnosis/management. Feldman M.,
Scharschmidt B.E., Sleisenger M.H. (Eds.). Philadelphia, W.B. Saunders,
Vol. 1, ð. 343�357.

Dougados M., Behier J.M., Jolchine I. et al. (2001) Efficacy of celecoxib, a
cyclooxygenase-2 specific inhibitor, in the treatment of ankylosing spondylitis:
a six-week controlled study with comparison against a conventional
nonsteroidal antiinflammatory drug. Arthritis Rheum., 44(1): 180�185.

Emery P., Zeidler H., Kvien T.K. et al. (1999) Celecoxib versus
diclofenac in long-term management of rheumatoid arthritis: randomised
double-blind comparison. Lancet, 354: 2106�2111.

Famaey J.P. (1997) In vitro and in vivo pharmacological evidence of
selective cyclooxygenase-2 inhibition by nimesulide: an overview. Inflamm.
Res., 46: 437�446.

Geis G.S., Hubbard R.C., Yu S., Zhao W. (1999) Efficacy and tolerability
of celecoxib a companson of once-daily vs twice daily dosing. Arthritis
Rheum., 42(Suppl. 9): S144.

Goldstein J.L., Correa P., Zhao W.W. et al. (2001) Reduction of
gastroduodenal ulcers frequency with specific inhibitor cyclooxygenase-
2 celecoxib by the patient with arthritis: comparison with naproxen. Am.
J. Gastroenterol., 96: 1019�1027

Goldstein J.L., Silverstein F.E., Agrawal N.M. et al. (2000) Reduced
risk of upper gastrointestinal ulcer complications with celecoxib, a novel
COX-2 inhibitor. Am. J. Gastroenterol., 95: 1681�1690.

Gutthann S.P., Garcia R.L., Raiford D.S. (1997) Individual nonsteroidal
anti-inflammatory drugs and other risk factors for upper gastrointestinal
bleeding and perforation. Epidemiology, 8: 18�24.

Hawkey C.J. (1999) COX-2 inhibitors. Lancet, 353: 307�314.
Isakson P.C., Verburg K.M., Maziasz C. et al. (1999) Selective inhibitors

of COX-2: new therapeutic agents. Gastroenterol. Int., 12: 169�177.
Kaplan-Machlis B., Klostermeyer B.S. (1999) The cyclooxygenase-2

inhibitors: safety and effectiveness. Ann. Pharmacother., 33(9): 979�988.
Kargman S., Wong E., Greig G.M. et al. (1996) Mechanism of selective

inhibition of human prostaglandin G/H synthase-1 and -2 in intact cells.
Biochem. Pharmacol., 52: 1113�1125.

Karim A., Tolbert D., Piergies A. et al. (1998) Celecoxib, a specific
COX-2 inhibitor, lacks significant drug-drug interactions with
methotrexate or warfarin. Arthritis Rheum., 41(Suppl.): S315.

Komhoff M., Grone H.J., Klem T. et al. (1997) Localization of
cyclooxygenase-1 and -2 in adult and fetal human kidney: implication
for renal function. Am. J. Physiol., 272: F460�F468.

Kurumball R.G., Stevens A.M., J.K. et al. (1999) Structural basis for
selective inhibition of cyclooxygenase-2 by anti-inflammatory agents.
Nature, 384: 644�648.

Laine L. (1996) Nonsteroidal anti-inflammatory drug gastropathy.
Gastrointest. Endosc. Clin. North. Am., 6: 489�504.



ÊË²Í²×Í² ÄÎÑË²ÄÆÅÍÍß

Ó Ê Ð À ¯ Í Ñ Ü Ê È É  Ð Å Â Ì À Ò Î Ë Î Ã ² × Í È É  Æ Ó Ð Í À Ë  �  ¹  3�4 (5�6) �  2 0 0 162

Langman M.J., Well J., Wainwright P. et al. (1994) Risks of bleeding
peptic ulcer associated with individual nonsteroidal anti-inflammatory
drugs. Lancet, 343: 1075�1078.

Lanza F.L. (1998) A guideline for the treatment and prevention of
NSAID-induced ulcers. Members of the Ad Hoc Committee on Practice
Parameters of the American College of Gastroenterology. Am. J.
Gastroenterol., 93(11): 2037�2046.

Lee S.H., Soyoola E., Chanmugam P. et al. (1992) Selective expression
of mitogeninducible cyclooxygenase in macrophages stimulated with
lipopolysaccharide. J. Biol. Chem., 267(36): 25934�25938.

Leese P.T., Hubbard R.C., Karim A. et al. (2000) Effects of celecoxib, a
novel cyclooxygenase-2 inhibitor, on platelet function in healthy adults: a
randomized, controlled trial. J. Clin. Pharmacol., 40: 124�132.

Macdonald T.M., Morant S.V., Robinson G.C. et al. (1997) Association
of upper gastrointestinal toxicity of nonsteroidal anti-inflammatory drugs
with continued exposure: cohort study. Br. Med. J., 315: 1333�1337.

Marnett L. (1992) Aspirin and the potential role for prostaglandins in
colon cancer. Cancer Res., 52: 5575�5589.

Masferrer J.L., Zweifel B.S., Manning P.T. et al. (1994) Selective
inhibition of inducible cyclooxygenase 2 in vivo is anti-inflammatory and
nonulcerogenic. Proc. Natl. Acad. Sci. USA, 91: 3228�3232.

McCarthy D. (1998) Nonsteroidal anti-inflammatory drug-related
gastrointestinal toxicity: definitions and epidemiology. Am. J. Med.,
105(Suppl. 3A): 3S�9S.

McKenna F., Borenstein D., Wendt H. et al. (2001) Celecoxib versus diclofenac
in the management of osteoarthritis of the knee: a placebo-controlled,
randomised, double-blind comparison. Scand. J. Rheumatol, 30: 11�18.

Meade E.A., Smith W.L., DeWitt D.L. (1993) Differential inhibition of
prostaglandin endoperoxide synthase (cyclooxygenase) isoenzymes by
aspirin and other non-steroidal anti-inflammatory drugs. J. Biol. Chem.,
268: 6610�6614.

Mengle-Gaw L., Hubbard R.C., Karim A. (1997) A study of the platelet
effects of SC-58635, a novel COX-2 selective inhibitor. Arthritis Rheum.,
40(Suppl.): S93, 374A.

Miralpeix M., Camacho M., Lopez-Belmonte J. et al. (1997) Selective
induction of cyclooxygenase-2 activity in the permanent human endothelial
cell line HUV-EC-C: biochemical and pharmacological characterization.
Br. J. Pharmacol., 121: 171�180.

Misoprostol for co-prescription with NSAIDs (1990) Drug Ther. Bull.,
28(7): 25�26.

O�Banion M.K., Winn V., Young D.A. (1992) cDNA cloning and
functional activity of a glucocorticoid-regulated inflammatory
cyclooxygenase. Proc. Natl. Acad. Sci. USA, 89: 4888�4892.

Penning T.D., Talley J.J., Bertenshaw S.R. et al. (1997) Synthesis and
biologic evaluation of the 1.5-diarylpyrazole class of cyclooxygenase-2
inhibitors: identification of SC-58635 (celecoxib). J. Med. Chem., 40:
1347�1363.

Picot D., Loll P.J., Caravito R.M. (1994) The x-ray cristal structure of the
membrane protein prostaglandin H2 synthase-1. Nature, 367: 243�249.

Portanova J., Zhang Y., Anderson C.D. et al. (1996) Selective
neutralization of prostaglandin E2 blocks inflammation, hyperalgesia and
IL-6 production in vivo. J. Exp. Med., 184: 883�891.

Richardson C., Emery P. (1995) New therapies for rheumatoid arthritis.
Br. J. Clin. Pract., 49: 135�159.

Rodriguez L.A.G., Cattaruzzi C., Troncon M.G., Agostinis L. (1998) Risk
of hospitalization for upper gastrointestinal tract bleeding associated with
ketorolac, other nonsteroidal anti-inflammatory drugs, calcium antagonists,
and other antihypertensive drugs. Arch. Intern. Med., 158: 33�39.

Scarpignato C. (1995) Nonsteroidal anti-inflammatory drugs: how
do they damage gastroduodenal mucosa. Dig. Dis., 13: 9�39.

Scheiman J. (2001) Gastrointestinal safety and tolerability of coxibs.
Ann. Rheum. Dis., 60(Suppl. 1): WED0005.

Seibert K., Masferrer J.L. (1994) Role of inducible cyclooxygenase
(COX-2) in inflammation. Receptor, 4(1): 17�23.

Silverstein E.F., Faich G., Goldstein J.L. et al. (2000) Gastrointestinal toxicity
with celecoxib vs nonsteroidal anti-inflammatory drugs for osteoarthritis and
rheumatoid arthritis: the CLASS study: a randomized controlled trial. Celecoxib
Long-term Arthritis Safety Study. J. A. M. A., 284: 1247�1255.

Silverstein F.E., Graham D.Y., Senior J.R. et al. (1995) Misoprostol
reduces serious gastrointestinal complications in patients with rheumatoid
arthritis receiving nonsteroidal anti-inflammatory drugs. A randomized,
double-blind, placebo-controlled trial. Ann. Intern. Med., 123: 241�249.

Simon L.S., Lanza F.L., Lipsky P.E. et al. (1998) Preliminary study of
the safety and efficacy of SC 58635, a novel cyclooxygenase 2 inhibitor:
efficacy and safety in two placebo-controlled trials in osteoarthritis and
rheumatoid arthritis, and studies of gastrointestinal and platelet effects.
Arthritis Rheum., 41: 1591�1602.

Simon L.S., Weaver A.L., Graham D.Y. et al. (1999) Anti-inflammatory
and upper gastrointestinal effects of celecoxib in rheumatoid arthritis: a
randomized controlled trial. J. A. M. A., 282: 1921�1928.

Smith T.J. (1998) Cyclooxygenases as the principal targets for the
action of NSAIDs. Rheum. Dis. Clin. North. Am., 24: 501�523.

Smith W.L., Marnett L.J. (1991) Prostaglandin endoperoxide synthase:
structure and catalysis. Biochim. Biophys. Acta, 1083(1): 1�17.

Soll A.H., Weinstein W.M., Kurata J. et al. (1991) Nonsteroidal anti-
inflammatory drugs and peptic ulcer disease. Ann. Intern. Med., 114:
307�319.

Tramer M.R., Moore R.A., Reynolds J.M., McQuay H.J. (2000) Quantitative
estimation of rare adverse events which follow a biological progression: A
new model applied to chronic NSAID use. Pain, 85: 169�182.

Vadas P., Stefanski E., Wloch M. et al. (1996) Secretory non-
pancreatic phospholipase A2 and cyclooxygenase-2 expression by
tracheobronchial smooth muscle cells. Eur. J. Biochem., 235: 557�563.

Vane J.R., Botting R.M. (1994) Biological properties of cyclooxygenase
products. Lipid mediators. Academic Press Ltd., London, ð. 61�97.

Warner T.D., Giuliano F., Vojnovic I. et al. (1999) Nonsteroid drug
selectivities for cyclo-oxygenase-1 rather than cyclo-oxygenase-2 are
associated with human gastrointestinal toxicity: a full in vitro analysis.
Proc. Natl. Acad. Sci., 96: 7563�7568.

Williams G.W., Etlinger R.E., Ruderman E.M. et al. (2000) Treatment
of osteoarthritis with a once-daily dosing regimen of celecoxib: a
randomized, controlled trial. J. Clin. Rheumatol., 6: 65�74.

Wolfe M.M., Lichtenstein D.R., Singh G. (1999) Gastrointestinal toxicity
of nonsteroidal anti-inflammatory drugs. N. Engl. J. Med., 340: 1888�1899.

Yamagata K., Andreasson K.I., Kaufmann W.E. et al. (1993) Expression
of a mitogen-inducible cyclooxygenase in brain neurons: regulation by
synaptic activity and glucocorticoids. Neuron, 11(2): 371�386.

Zhao S.Z., McMillen J.I., Markenson J.A. et al. (1999) Evaluation of
the functional status aspects of health-related quality of life of patients
with osteoarthritis treated with celecoxib. Pharmacother., 19: 1269�1278.

ÖÅËÅÊÎÊÑÈÁ � ÏÅÐØÈÉ ÏÐÅÄÑÒÀÂÍÈÊ
ÂÈÑÎÊÎÑÏÅÖÈÔ²×ÍÈÕ ²ÍÃ²Á²ÒÎÐ²Â
ÖÈÊËÎÎÊÑÈÃÅÍÀÇÈ-2

Î.Á. ßðåìåíêî
Ðåçþìå. Íåñòåðî¿äí³ ïðîòèçàïàëüí³ ïðåïàðàòè
(ÍÏÇÏ) º îñíîâîþ ë³êóâàííÿ çàõâîðþâàíü ñóã-
ëîá³â, òàêèõ, ÿê îñòåîàðòðîç (ÎÀ) ³ ðåâìàòî¿äíèé
àðòðèò (ÐÀ). Ïðîòå âíàñë³äîê çàñòîñóâàííÿ öèõ
ïðåïàðàò³â ìîæóòü ðîçâèâàòèñÿ òÿæê³, ³íêîëè
òàê³, ùî çàãðîæóþòü æèòòþ, ïîá³÷í³ åôåêòè. Óñï³-
õàì ó ï³äâèùåíí³ áåçïåêè ïðîòèçàïàëüíî¿ òåðàï³¿
ñïðèÿëî â³äêðèòòÿ äâîõ ³çîôåðìåíò³â öèêëîîêñè-
ãåíàçè (ÖÎÃ) ÖÎÃ-1 ³ ÖÎÃ-2. Îáèäâà ³çîôåðìåí-
òè óòâîðþþòü ïðîñòàãëàíäèíè, ÿê³ ï³äòðèìóþòü
ô³ç³îëîã³÷í³ ôóíêö³¿, îäíàê óòâîðåííÿ ïðîçàïàëü-
íèõ ïðîñòàãëàíäèí³â êàòàë³çóºòüñÿ ÖÎÃ-2. Ïðè-
ãí³÷åííÿ ÖÎÃ-2 çàáåçïå÷óº ïðîòèçàïàëüíó òà çíå-
áîëþâàëüíó ä³þ ÍÏÇÏ, îäíàê ïðè îäíî÷àñí³é
³íã³á³ö³¿ ÖÎÃ-1 ïðèãí³÷óþòüñÿ ³ òàê³ ïðîñòà-
ãëàíäèíçàëåæí³ ìåõàí³çìè, ÿê çàõèñò ñëèçîâî¿
îáîëîíêè øëóíêà ³ äâàíàäöÿòèïàëî¿ êèøêè ³ àã-
ðåãàö³ÿ òðîìáîöèò³â. Öèì ïðèãí³÷åííÿì çóìîâ-
ëåí³ ãàñòðîäóîäåíàëüíà òîêñè÷í³ñòü òà âèíèê-
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íåííÿ êðîâîòå÷, ùî º õàðàêòåðíèì äëÿ çàñòîñó-
âàííÿ öèõ ë³êàðñüêèõ çàñîá³â. Çàâäÿêè îòðèìà-
íèì ðåçóëüòàòàì âèíèêëà ã³ïîòåçà, çã³äíî ç ÿêîþ
ë³êàðñüê³ çàñîáè, ÿê³ ñåëåêòèâíî ïðèãí³÷óþòü
ÖÎÃ-2, âèÿâëÿòèìóòü ïðîòèçàïàëüíó òà çíåáîëþ-
âàëüíó ä³þ, àëå íå âïëèâàòèìóòü íà ÖÎÃ-1, óíàñ-
ë³äîê ÷îãî ìîæíà óíèêíóòè ïîá³÷íèõ ä³é ç áîêó
òðàâíîãî òðàêòó ³ òðîìáîöèò³â. Öåëåêîêñèá �
ïåðøèé ñïåöèô³÷íèé ³íã³á³òîð ÖÎÃ-2, ÿêèé äîç-
âîëåíî çàñòîñîâóâàòè äëÿ ë³êóâàííÿ ÎÀ òà ÐÀ. Öå-
ëåêîêñèá âèÿâëÿº åôåêòèâí³ñòü, ïîä³áíó äî ë³êó-
âàëüíî¿ ä³¿ íàïðîêñåíó, ³áóïðîôåíó ³ äèêëîôåíà-
êó. Â³í äîáðå ïåðåíîñèòüñÿ ³ ìàº ïðîô³ëü ïîá³÷íèõ
åôåêò³â, ïîä³áíèé äî ïëàöåáî. Ïðè ïîð³âíÿíí³ öå-
ëåêîêñèáó ç íåñåëåêòèâíèìè ÍÏÇÏ âèÿâëÿþòü
äîñòîâ³ðíî íèæ÷ó ÷àñòîòó âèíèêíåííÿ ïåïòè÷íèõ
âèðàçîê, ùî âèÿâëÿþòüñÿ åíäîñêîï³÷íî,
â³äñóòí³ñòü âïëèâó íà àêòèâí³ñòü òðîìáîöèò³â.

Êëþ÷îâ³ ñëîâà: ñïåöèô³÷í³ ³íã³á³òîðè öèêëîîê-
ñèãåíàçè-2, ãàñòðîäóîäåíàëüíà òîêñè÷í³ñòü, öå-
ëåêîêñèá.

CELECOXIB THE FIRST SPECIMEN OF
HIGH-SPECIFIC CYCLOOXYGENASE-2
INHIBITORS

O.B. Yaremenko
Summary. Nonsteroidal anti-inflammatory drugs
(NSAIDs) are a mainstay in the treatment of joints
diseases such as osteoarthritis (OA) and rheumatoid
arthritis (RA). However, these agents can result in
severe and occasionally life-threatening adverse
effects. Progress toward safer anti-inflammatory
therapy was aided by the discovery that

cyclooxygenase (COX) exist as two isozymes, COX-1
and COX-2. Both isozymes form prostaglandins that
support physiologic functions, however, the formation
of proinflammatory prostaglandins is catalyzed by
COX-2. Inhibition of COX-2 accounts for the anti-
inflammatory and analgesic action of NSAIDs;
however, concurrent inhibition of COX-1 inhibits
prostaglandin-dependent mechanisms such as
gastroduodenal mucosal defense and platelet
aggregation. This inhibition is the basis of the
gastroduodenal toxicity and bleeding characteristic
of these drugs. These findings led to the hypothesis
that agents that selectively inhibit COX-2 would
possess anti-inflammatory and analgesic action but
would spare COX-1, thereby avoiding adverse effect
in the gastrointestinal tract and platelets. Celecoxib
is the first specific COX-2 inhibitor to be approved for
the treatment of OA and RA. Celecoxib exhibited
similar efficacy when compared with naproxen,
ibuprofen and diclofenac. It is well tolerated, with an
adverse effect profile similar to placebo. When com-
pared with nonselective NSAIDs, celecoxib is chara-
cterized with a significantly lower incidence of endo-
scopic ulcers and has no effect on platelet activity.

Key words: cyclooxygenase-2 specific inhibitors,
gastrointestinal toxicity, celecoxib.
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ÐÅÔÅÐÀÒÈÂÍÀ ²ÍÔÎÐÌÀÖ²ß
Ïîêàçíèêè ñèñòåìíîãî çàïàëüíîãî ïðîöåñó

ó õâîðèõ íà àòåðîñêëåðîç êîðîíàðíèõ
³ ïåðèôåðè÷íèõ ñóäèí

Erren Ì., Reinecke Í., Junker R., Fobker Ì.,
Schulte H., Schurek J.O., Kropf J., Kerber S., Breit-
hardt G., Assmann G., Cullen P. (1999) Systemic
inflammatory parameters in patients with
atherosclerosis of the coronary and peripheral arte-
ries. Arterioscler. Thromb. Vasc. Biol., 19(10): 2353�
2363.

Ç ìåòîþ âèâ÷åííÿ çàëåæíîñò³ õàðàêòåðó òà âå-
ëè÷èíè ï³äâèùåííÿ êîíöåíòðàö³¿ ìàðêåð³â çà-
ïàëüíîãî ïðîöåñó ó ïëàçì³ êðîâ³ â³ä ì³ñöÿ òà
ñòóïåíÿ ïîøèðåííÿ àòåðîñêëåðîçó îáñòåæåíî
147 õâîðèõ øëÿõîì âèêîíàííÿ íàï³âê³ëüê³ñíî¿
êîðîíàðîàíã³îãðàô³¿. Âèì³ðþâàëè âì³ñò ðåàê-
òàíò³â ãîñòðî¿ ôàçè: Ñ-ðåàêòèâíîãî á³ëêà (Ñ-ÐÁ);
ïðîòèçàïàëüíîãî öèòîê³íó: ³íòåðëåéê³íó-6 (IL-6);
àêòèâíî¿ òà çàïàëüíî¿ ôðàêö³é ïðîòèçàïàëüíîãî
öèòîê³íó: òðàíñôîðìóþ÷îãî ôàêòîðà ðîñòó-b
(b-ÒÔÐ); ìàðêåðà àêòèâàö³¿ ìàêðîôàã³â � íåîïòå-
ðèíó ³ ìàðêåðà ³íô³êóâàííÿ � ïðîêàëüöèòîí³íó. Ó

62 õâîðèõ ä³àãíîñòîâàíî àòåðîñêëåðîç (ÀÑ) àáî
êîðîíàðíèé àòåðîñêëåðîç (ÊÀÑ) ÷è ÀÑ ïåðèôå-
ðè÷íèõ àðòåð³é (ÀÑÏÀ). Ó 57 õâîðèõ íà ÊÀÑ, àëå
áåç ÀÑÏÀ âèÿâëåíî ï³äâèùåí³ ñåðåäí³ ð³âí³ êîí-
öåíòðàö³é Ñ-ÐÁ (0,4 vs 0,2 ìã/äë; p=0,004) òà IL-6
(3,8 vs 1,6 íã/ìë; p=0,007) òà çíèæåí³ àêòèâíîãî
b-ÒÔÐ (57 vs 100 ìã/ìë; p=0,038). Âèÿâëåíî ïî-
çèòèâíó äëÿ Ñ-ÐÁ, IL-6 òà íåîïòåðèíó ³ íåãàòèâíó
äëÿ àêòèâíîãî b-ÒÔÐ êîðåëÿö³þ ç³ ñòóïåíåì ÊÀÑ.
Ó 15 õâîðèõ íà ÊÀÑ+ÏÀÀÑ êîíöåíòðàö³¿ IL-6 (12 vs
4 íã/ìë; p=0,002), íåîïòèðèíó (14 vs 11 ìã/ìë;
p=0,006) ³ çàãàëüíîãî b-ÒÔÐ (11834 vs 6417 íã/ë;
p=0,001) áóëè âèùèìè ïîð³âíÿíî ç õâîðèìè íà
ÊÀÑ. Ïðè áàãàòîâàð³àíòíîìó àíàë³ç³ (ç óðàõóâàí-
íÿì â³êó, ñòàò³ õâîðèõ, âì³ñòó õîëåñòåðèíó ËÏÂÙ,
ô³áðèíîãåíó) ö³ êîðåëÿö³¿ çíèêàëè. Îòæå, ï³äâè-
ùåí³ êîíöåíòðàö³¿ Ñ-ÐÁ, IL-6, b-ÒÔÐ, íåîïòåðèíó
³ ïðîêàëüöèòîí³íó â ïëàçì³ êðîâ³ ñêëàäàþòü êàð-
òèíó çàïàëüíîãî ïðîöåñó çàäàâíåíîãî AC ³ êîðå-
ëþþòü ç³ ñòóïåíåì òÿæêîñò³ ïåðåá³ãó çàõâîðþâàí-
íÿ, àëå íå ìàþòü á³ëüøî¿ ä³àãíîñòè÷íî¿ ö³ííîñò³
ïîð³âíÿíî ç â³äîìèìè ôàêòîðàìè ðèçèêó.


