
Ñîâðåìåííûå ïðåäñòàâëåíèÿ î ïàòîãåíåçå àóòîèììóííûõ óâåèòîâ Summary. The review analyses modern concepts of the mechanisms of development of autoimmune uveites (AU) published in domestic and international scientific literature. In the pathogenesis of AU, several links can be differentiated which altogether are responsible for baffling complexity of diagnostics and treatment of AU–a sort of organospecific autoimmune pathology. Special concern is paid to autoantibodies against uveoretinal antigens (or mimicking epitopes–proteins of microbial nature) and clones of autoreactive lymphocytes. Deep insight into the mechanisms of AU pathogenesis will allow to develop a system of clinical immunologic criteria that would help to make an accurate diagnosis and make a propertherapeutic choice. Å.Á. Òðåòüÿê, Î.Í. Ñûðîåäîâà, À.À. Ðÿáöåâà, Ñ.Â. Ñó÷êîâÌÌÀ èìåíè È.Ì. Ñå÷åíîâàÌîñêîâñêèé ãîðîäñêîé ýíäîêðèíîëîãè÷åñêèé äèñïàíñåðÌÎÍÈÊÈ, ÌîñêâàCONTEMPORARY CONCEPTS OF THE PATHOGENESIS OF AUTOIMMUNE UVEITES E.B. Tretyak, O.N. Syroedova, A.A. Ryabtseva, S.V. Suchkov M. Sechenov Moscow Medical Academy, Russia Moscow Municipal Endocrinology Center, Russia Moscow Regional Clinical Reesarch Institute, Russia Summary. The review analyses modern concepts of the mechanisms of development of autoimmune uveites (AU) published in domestic and international scientific literature. In the pathogenesis of AU, several links can be differentiated which altogether are responsible for baffling complexity of diagnostics and treatment of AU–a sort of organospecific autoimmune pathology. Special concern is paid to autoantibodies against uveoretinal antigens (or mimicking epitopes–proteins of microbial nature) and clones of autoreactive lymphocytes. Deep insight into the mechanisms of AU pathogenesis will allow to develop a system of clinical immunologic criteria that would help to make an accurate diagnosis and make a propertherapeutic choice. Ïðè óâåèòàõ, èìåþùèõ àóòîèììóííóþ ïðèðîäó, ãëàç âîâëå÷åí â õðîíè÷åñêèé âîñïàëèòåëüíûé ïðîöåññ, ýòèîëîãèÿ êîòîðîãî çà÷àñòóþ îñòàåòñÿ íåèçâåñòíîé. Ïðè÷èíàìè èíòðàîêóëÿðíîãî âîñïàëåíèÿ, ïðèâîäÿùåãî ê ðàçâèòèþ àóòîèììóííîãî óâåèòà, ìîãóò áûòü ëþáûå êëàññû ìèêðîîðãàíèçìîâ, âêëþ÷àÿ Toxoplasma gondii, öèòîìåãàëîâèðóñ, âèðóñ ïðîñòîãî ãåðïåñà (Êàöíåëüñîí è Òàíêîâñêèé, 1998; Streilein, 2001). Íå èñêëþ÷åíî, ÷òî ñ ìîìåíòà èíôèöèðîâàíèÿ ïàòîãåííûì ìèêðîîðãàíèçìîì è äî ïîÿâëåíèÿ ïåðâûõ ñèìïòîìîâ óâåèòà ïðîõîäèò îïðåäåëåííîå âðåìÿ è äàëåå, óæå íà èíîé ñòàäèè çàáîëåâàíèÿ íàáëþäàåòñÿ ñïîíòàííàÿ èëè èììóíîîïîñðåäîâàííàÿ ýëèìèíàöèÿ èíäóöèðóþùèõ (ïåðâè÷íûõ) ìèêðîáíûõ àíòèãåíîâ, à òå÷åíèå óâåèòà ïðèîáðåòàåò àóòîèììóííûé õàðàêòåð. Â ïàòîãåíåçå àóòîèììóííûõ óâåèòîâ, îòíîñÿùèõñÿ ê îðãàíîñïåöèôè÷åñêèì (èëè ëîêàëüíûì) ôîðìàì àóòîèììóííîé ïàòîëîãèè (Ðîéò è äð., 2000), îñíîâíîå çíà÷åíèå ïðèäàåòñÿ àóòîàíòèòåëàì ïðîòèâ ñïåöèôè÷åñêèõ ìàðêåðîâ òêàíè–ìèøåíè (ïðè óâåèòàõ – óâåàðåòèíàëüíûõ àíòèãåíîâ) è êëîíàì àóòîðåàêòèâíûõ Ò–êëåòîê, àòàêóþùèì òêàíü ñåò÷àòêè è óâåà è îïðåäåëÿþùèì ôîðìèðîâàíèå êëèíèêî–èììóíîëîãè÷åñêîé êàðòèíû çàáîëåâàíèÿ. Ðàçâèòèå àóòîèììóííîãî óâåèòà îãðàíè÷åíî êîíêðåòíûì îðãàíîì–ìèøåíüþ, è ïàòîëîãè÷åñêèé ïðîöåññ íîñèò ñóãóáî ëîêàëüíûé õàðàêòåð, ÷òî èìååò áîëüøîå ïðàêòè÷åñêîå çíà÷åíèå äëÿ âûáîðà àäåêâàòíîé òåðàïèè â çàâèñèìîñòè îò ñòàäèè çàáîëåâàíèÿ – â íà÷àëüíîé ñòàäèè, êîãäà òðåáóåòñÿ ìîùíàÿ ïðîòèâîèíôåêöèîííàÿ èììóíîòåðàïèÿ, è â áîëåå ïîçäíèõ ñòàäèÿõ, êîãäà âîçíèêàåò íåîáõîäèìîñòü â ëå÷åíèè àóòîèììóííîãî ñèíäðîìà. Ïåðâè÷íûìè àíòèãåíàìè, ñïîñîáíûìè çàïóñêàòü ïðîöåññû àóòîèììóííîãî âîñïàëåíèÿ ïðè óâåèòàõ, ìîãóò ÿâëÿòüñÿ êàê ñîáñòâåííî àóòîàíòèãåíû òêàíåé ãëàçà (S–àíòèãåí, IRBP, ðîäîïñèí, ôîñäóöèí è ñåìåéñòâî ðåêîâåðèíîâ), òàê è áåëêè ìèêðîáíîãî ïðîèñõîæäåíèÿ (ò.í. ìèìèêðèðóþùèå ýïèòîïû), îáëàäàþùèå ïåðåêðåñòíîé ðåàêòèâíîñòüþ ñ óâåàðåòèíàëüíûìè àíòèãåíàìè (Caspi, 1999; Forrester, 1999; Forrester and McMenamin, 1999; Magone and Whitcup, 1999; Zierhut et al., 2000). Êëîíû àóòîðåàêòèâíûõ ê òêàíÿì ãëàçà êëåòîê ïðåäñòàâëåíû ëèìôîöèòàìè äâóõ òèïîâ, ñîñòàâëÿþùèõ îñíîâó êëåòî÷íîãî è ãóìîðàëüíîãî çâåíüåâ èììóíîëîãè÷åñêîé ðåàêòèâíîñòè – àóòîðåàêòèâíûìè Ò– è Â–êëåòêàìè, èçáåæàâøèìè äåëåöèè â äîðîäîâîì ïåðèîäå. Ýòè ïîïóëÿöèè ëèìôîöèòîâ ïðåäñòàâëÿþò ñîáîé çðåëûå êëåòêè, ñïîñîáíûå ê îñóùåñòâëåíèþ êàê ðåãóëÿòîðíûõ, òàê è ýôôåêòîðíûõ ôóíêöèé [Magone and Whitcup, 1999; Dick, 2000]. Äîêàçàòåëüñòâîì âàæíîé ðîëè óâåàðåòèíàëüíûõ àíòèãåíîâ (èëè ìèìèêðèðóþùèõ ýïèòîïîâ) â èíäóêöèè àóòîèììóííîãî êîíôëèêòà ÿâëÿåòñÿ ïîÿâëåíèå â ñûâîðîòêå êðîâè áîëüíûõ âûñîêîàôôèííûõ àíòèòåë êëàññîâ IgG è IgE, íàïðàâëåííûõ ïðîòèâ óâåàðåòèíàëüíîé òêàíè è/èëè îïðåäåëåííûõ ìèêðîáíûõ àíòèãåíîâ, ÷òî, êñòàòè, ãîâîðèò â ïîëüçó òåñíîé âçàèìîñâÿçè àóòîèììóííîãî óâåèòà ñ ïåðâè÷íîé èíôåêöèé ãëàçà [Deeg et al., 2001]. Ïðè ýòîì ïåðâîíà÷àëüíî âûðàáàòûâàþòñÿ ïðèðîäíûå àóòîàíòèòåëà IgM–êëàññà, îáëàäàþùèå íèçêîé àâèäíîñòüþ è àôôèíèòåòîì è îáíàðóæèâàåìûå, êàê ïðàâèëî, íà äîêëèíè÷åñêèõ ñòàäèÿõ çàáîëåâàíèÿ, à çíà÷èòåëüíî ïîçæå ïåðåõîäèò ïåðåêëþ÷åíèå íà ñèíòåç àóòîàíòèòåë êëàññà IgG–èçîòèïà, îáëàäàþùèõ âûñîêîé àôôèííîñòüþ, ïðè÷åì èõ ïîÿâëåíèå, êàê ïðàâèëî, àññîöèèðóåòñÿ ñ ðàçâåðíóòîé êëèíè÷åñêîé êàðòèíîé çàáîëåâàíèÿ. Òàêèì îáðàçîì, îáíàðóæåíèå â ñûâîðîòêå àíòèóâåàëüíûõ àóòîàíòèòåë IgM–êëàññà ÿâëÿåòñÿ äëÿ îôòàëüìîëîãà âàæíûì èíôîðìàòèâíûì ïðèçíàêîì, äàþùèì îñíîâàíèå ïåðåâîäèòü îáñëåäóåìîãî â ãðóïïó ðèñêà, èáî ìîìåíò òðàíñôîðìàöèè ñêðûòîé ôîðìû óâåèòà â ðàçâåðíóòóþ êëèíè÷åñêóþ êàðòèíó çàáîëåâàíèÿ âåñüìà òðóäåí äëÿ èäåíòèôèêàöèè. Â èíäóêöèè ñàìûõ íà÷àëüíûõ ñòàäèé àóòîèììóííîãî óâåèòà âàæíåéøàÿ ðîëü ïðèíàäëåæèò îñîáîé ïîïóëÿöèè Ò–ëèìôîöèòîâ – CD4+ Ò–êëåòêàì èëè Ò–õåëïåðàì, âçàèìîäåéñòâèå êîòîðûõ ñ Â–ëèìôîöèòàìè îáåñïå÷èâàåò â êîíå÷íîì èòîãå èíèöèàöèþ ñèíòåçà âûñîêîàôôèííûõ àíòèóâåàëüíûõ àóòîàíòèòåë, îòíîñÿùèõñÿ ê êëèíè÷åñêè çíà÷èìûì ñåðîëîãè÷åñêèì ìàðêåðàì àóòîèììóííîãî óâåèòà [Avichezer et al., 2000; de Smet et al., 2001; Hankey et al., 2001; Zhang et al., 2002]. Â ïåðèîä àêòèâíîãî óâåèòà êîíöåíòðàöèÿ CD4+ Ò–ëèìôîöèòîâ â ïåðèôåðè÷åñêîé êðîâè óâåëè÷èâàåòñÿ, à ñîîòíîøåíèå Ò–õåëïåðîâ è Ò–ñóïðåññîðîâ (ÑD4+/CD8+), èëè èììóíîðåãóëÿòîðíûé èíäåêñ, îêàçûâàåòñÿ âûøå íîðìû, ÷òî òàêæå ñëåäóåò ó÷èòûâàòü îôòàëüìîëîãó ïðè âûáîðå èëè ñìåíå ïðîãðàììû ëå÷åáíûõ ìåðîïðèÿòèé. Ïî ìåðå ñíèæåíèÿ êëèíè÷åñêîé àêòèâíîñòè óâåèòà ïðîöåíòíîå ñîäåðæàíèå Ò–õåëïåðîâ óìåíüøàåòñÿ, à âåëè÷èíà èììóíîðåãóëÿòîðíîãî èíäåêñà ïðèáëèæàåòñÿ ê íîðìå, ÷òî ìîæåò ñëóæèòü îñíîâàíèåì äëÿ ñîêðàùåíèÿ äîçîâîé íàãðóçêè ñòåðîèäîâ è/èëè ïåðåõîäà íà èíûå ñõåìû ïàòîãåíåòè÷åñêè îáîñíîâàííîé òåðàïèè [Becker et al., 2000; Zagorski et al., 2001; Zhang et al., 2002]. Ïðè àóòîèììóííûõ óâåèòàõ «ìèøåíÿìè» äëÿ Ò–êëåòîê ÿâëÿþòñÿ äâà îñíîâíûõ òèïà àíòèãåííûõ äåòåðìèíàíò – ñîáñòâåííûå àóòîàíòèãåíû òêàíåé ãëàçà (èëè æå ìèìèêðèðóþùèå ýïèòîïû ìèêðîáíîé ïðèðîäû) è èäèîòèïè÷åñêèå äåòåðìèíàíòû V–îáëàñòè ìîëåêóëû àóòîàíòèòåë [Ðîéò, 2000]. Ó ïàöèåíòîâ, ñåðîïîçèòèâíûõ ïî àíòèóâåàëüíûì àóòîàíòèòåëàì IgM–èçîòèïà è âõîäÿùèõ, ñîîòâåòñòâåííî, â ãðóïïû ðèñêà (ñì. âûøå), ïðîäóêöèÿ àóòîàíòèòåë ýòîãî êëàññà èíäóöèðóåòñÿ ïîä äåéñòâèåì ïîëèêëîíàëüíîé àêòèâàöèè Â–êëåòîê ìèìèêðèðóþùèìè ýïèòîïàìè ìèêðîáíîé ïðèðîäû [Forrester and McMenamin, 1999; Sherer and Shoenfeld, 2000]. Ïðè ñëó÷àéíîì îáðàçîâàíèè èììóííûõ êîìïëåêñîâ, â ñîñòàâ êîòîðûõ âõîäÿò è àóòîàíòèòåëà, è ïåðâè÷íûé àóòîàíòèãåí, ýòè êîìïëåêñû, ñîäåðæàùèå, â ÷èñëå ïðî÷åãî, èäèîòèïè÷åñêèå äåòåðìèíàíòû (èäèîòîïû), íà÷èíàþò ïîãëîùàòüñÿ âûñîêîñïåöèàëèçèðîâàííûìè àíòèãåí–ïðåçåíòèðóþùèìè êëåòêàìè (ÀÏÊ) ñ ïîñëåäóþùåé ïðåçåíòàöèåé àóòîðåàêòèâíûì Ò–ëèìôîöèòàì. Òàêèå Ò–ëèìôîöèòû, ïðèîáðåòàÿ ñïåöèôè÷íîñòü â îòíîøåíèè ñîîòâåòñòâóþùèõ èäèîòèïîâ, îêàçûâàþò «ïîìîùü» Â–êëåòêàì, ïðîäóöèðóþùèì àíòèóâåàëüíûå àóòîàíòèòåëà. À ïîñëåäíèå, êàê óæå èçâåñòíî, èìåþò îãðîìíîå êëèíè÷åñêîå çíà÷åíèå äëÿ îöåíêè ñòåïåíè âûðàæåííîñòè àóòîèììóííîãî ñèíäðîìà è âûáîðà àäåêâàòíîé ñõåìû òåðàïèè óâåèòà [Munthe et al., 1999]. Ó ëèö, íàõîäÿùèõñÿ â äîêëèíè÷åñêîé ôàçå óâåèòà, íåïðèìèðîâàííûå àóòîðåàêòèâíûå Ò–êëåòêè (ò.å. äî ìîìåíòà êîíòàêòà ñ ïåðâè÷íîé àíòèãåííîé äåòåðìèíàíòîé èëè ïàòîãåííûì èäèîòèïîì) íå àêòèâíû ïî öåëîìó ðÿäó ïðè÷èí, îáóñëîâëåííûõ îñîáåííîñòÿìè âçàèìîäåéñòâèÿ ñàìûõ ðàçíîîáðàçíûõ àíòèãåííûõ èëè èäèîòèïè÷åñêèõ äåòåðìèíàíò ñ ÀÏÊ, èìåþùèõ ðàçëè÷íóþ òêàíåâóþ ïðèðîäó [Sun and Van Houten, 2002]. Ïðè ðàçâèòèè æå êëèíè÷åñêîé êàðòèíû àóòîèììóííîãî óâåèòà ñêëàäûâàåòñÿ èíàÿ ñèòóàöèÿ, êîãäà íà ïîâåðõíîñòè ïðîôåññèîíàëüíûõ ÀÏÊ êîíöåíòðèðóåòñÿ îñíîâíàÿ ìàññà èíäóöèðóþùåãî óâåèò àóòîàíòèãåíà – ìàññà, äîñòàòî÷íàÿ äëÿ àêòèâàöèè ïîêîÿùèõñÿ (íåïðèìèðîâàííûõ) àóòîðåàêòèâíûõ Ò–ëèìôîöèòîâ, ñïåöèôè÷íûõ â îòíîøåíèè èíäóöèðóþùèõ äåòåðìèíàíò [Friedl and Gunzer, 2001; Lunde et al., 2002]. Â ðåçóëüòàòå ñòèìóëÿöèè ñî ñòîðîíû èíäóöèðóþùèõ ýïèòîïîâ ñàìîé ðàçëè÷íîé ïðèðîäû àóòîðåàêòèâíûå Ò–ëèìôîöèòû ïðèîáðåòàþò ê «òêàíè–ìèøåíè» (â äàííîì ñëó÷àå – ê òêàíÿì ãëàçà) âûñîêóþ àâèäíîñòü, ôîðìèðîâàíèþ êîòîðîé ñïîñîáñòâóåò âñå âîçðàñòàþùàÿ ýêñïðåññèÿ ò.í. êî–ñòèìóëÿòîðíûõ ìîëåêóë [Zhang et al., 2002]. Íå èñêëþ÷åíî, ÷òî ìîíèòîðèíã â êðîâè îäíîâðåìåííî êîíöåíòðàöèé êî–ñòèìóëÿòîðíûõ ìîëåêóë, èíäóöèðóþùèõ àóòîàíòèòåëà, è öèòîòîêñè÷åñêèõ àóòîðåàêòèâíûõ Ò–ëèìôîöèòîâ ìîæåò ñòàòü â ïåðñïåêòèâå âàæíåéøèì êðèòåðèàëüíûì èíñòðóìåíòîì â äèàãíîñòèêå è ëå÷åíèè áîëüíûõ ñ óâåèòàìè, îïðåäåëÿÿ çàâåðøåíèå èíôåêöèîííîé ñòàäèè çàáîëåâàíèÿ è ðàçâèòèå ïðåäðàííèõ ñòàäèé ðàçâåðíóòîé êëèíè÷åñêîé êàðòèíû. Çíà÷èìîñòü òàêîé ìîäåëè â ñòðàòåãèè è òàêòèêå îôòàëüìîëîãà ïðè ìîíèòîðèíãå áîëüíûõ ñ àóòîèììóííûìè óâåèòàìè íàèáîëåå ÿðêî ïðîäåìîíñòðèðîâàíà ïðè èíôåêöèè, âûçâàííîé Toxoplasma gondii. Óæå íà ñàìûõ ðàííèõ ñòàäèÿõ óâåèòà â êðîâè òàêèõ áîëüíûõ îáíàðóæèâàþòñÿ âûñîêèå òèòðû àóòîàíòèòåë íå òîëüêî ê ñîáñòâåííûì óâåàðåòèíàëüíûì àíòèãåíàì, íî è ê òîêñîïëàçìîçíûì äåòåðìèíàíòàì, òîãäà êàê êîíöåíòðàöèÿ â êðîâè îñíîâíîé ìàññû êî–ñòèìóëÿòîðíûõ ìîëåêóë â ïðåäåëàõ íîðìû, à ñïåöèôè÷åñêàÿ öèòîòîêñè÷íîñòü àóòîðåàêòèâíûõ Ò–ëèìôîöèòîâ áëèçêà ê íóëþ. Ïî ìåðå ñíèæåíèÿ óðîâíÿ áàêòåðåìèè è çàâåðøåíèÿ ôàçû èíôåêöèè òèòð àíòèèíôåêöèîííûõ àóòîàíòèòåë çíà÷èòåëüíî óìåíüøàëñÿ, à êîíöåíòðàöèÿ óâåàðåòèíàëüíûõ àóòîàíòèòåë, íàïðîòèâ, çàìåòíî âîçðàñòàëà, ÷òî ñîïðîâîæäàëîñü ðîñòîì ñûâîðîòî÷íîé êîíöåíòðàöèè âñïîìîãàòåëüíûõ ìîëåêóë àäãåçèè, ñ îäíîé ñòîðîíû, è ïîÿâëåíèåì àêòèâíûõ Ò–êëåòîê ñ öèòîòîêñè÷åñêèìè â îòíîøåíèè óâåàðåòèíàëüíîé òêàíè ñâîéñòâàìè, ñ äðóãîé. Ýòî ïîçâîëÿåò ãîâîðèòü î ðàçâèòèè ðàçâåðíóòîé êàðòèíû àóòîèììóííîãî óâåèòà, õàðàêòåðèçóþùåãîñÿ îïðåäåëåííûì íàáîðîì êëèíè÷åñêèõ, ñåðîëîãè÷åñêèõ è èììóíîëîãè÷åñêèõ ïðèçíàêîâ. Îäíîé èç ïðè÷èí àêòèâàöèè «ñïÿùèõ», íî ïîòåíöèàëüíî àóòîðåàêòèâíûõ êëîíîâ Ò–ëèìôîöèòîâ ìîæåò ñòàòü äèñáàëàíñ èëè äåôåêòû â öèòîêèíîâîé ñåòè, èáî èçâåñòíî, ÷òî âîñïàëèòåëüíàÿ ðåàêöèÿ (â òîì ÷èñëå, àóòîèììóííûé îòâåò) â çíà÷èòåëüíîé ñòåïåíè äåòåðìèíèðóåòñÿ ñîîòíîøåíèåì a–èíòåðôåðîíà, ïðîâîñïàëèòåëüíûõ è ïðîòèâîâîñïàëèòåëüíûõ öèòîêèíîâ [Forrester and McMenamin, 1999; Das et al., 2001; Trinchieri, 2001]. Òàê, â ÷àñòíîñòè, ïîâûøåíèå â òêàíÿõ êîíöåíòðàöèè a–èíòåðôåðîíà ïðèâîäèò ê äîïîëíèòåëüíîé ýêñïðåññèè íà ïîâåðõíîñòè êëåòîê óâåàðåòèíàëüíîãî òðàêòà êîìïîíåíòîâ HLA II [Farrokh–Siar et al., 2001; Tennakoon et al., 2001; Ragazzo et al., 2001; Krasteva et al., 2002], ÷òî àêòèâíî ñòèìóëèðóåò ïðîöåññû Ò–çàâèñèìîãî àóòîèììóííîãî ëèçèñà êëåòîê–ìèøåíåé, âõîäÿùèõ â ñîñòàâ óâåà. Ñèñòåìà ìîëåêóë HLA âîîáùå îñóùåñòâëÿåò æåñòêèé êîíòðîëü ïðåäðàñïîëîæåííîñòè ê èíäóêöèè è ðàçâèòèþ àóòîèììóííûõ óâåèòîâ, ïðè÷åì îñóùåñòâëÿåòñÿ ýòî ÷åðåç àóòîðåàêòèâíûå Ò–ëèìôîöèòû, ÷òî ñëåäóåò ó÷èòûâàòü îôòàëüìîëîãó è êëèíèöèñòàì ïðè äèñïàíñåðíûõ îáñëåäîâàíèÿõ [Yin and Craft, 2000; Carding and Egan, 2002]. Òàêèì îáðàçîì, â èíäóêöèè è ðàçâèòèè öèòîòîêñè÷åñêîãî ýôôåêòà â îòíîøåíèè òêàíåé ñåò÷àòêè è óâåà çíà÷èòåëüíóþ ðîëü èãðàþò òàêæå íåñïåöèôè÷åñêèå èììóíîðåãóëÿòîðíûå ôàêòîðû è ñèñòåìà HLA, äèñáàëàíñ â êîòîðûõ ÿâëÿåòñÿ îäíîé èç ïðè÷èí ðàçâèòèÿ àóòîèììóííûõ ïîðàæåíèé òêàíåé ãëàçà. Ðåçþìèðóÿ âûøåèçëîæåííîå, ñëåäóåò ïîä÷åðêíóòü, ÷òî â áëèæàéøèå 5–6 ëåò çàâåðøèòñÿ ôîðìóëèðîâàíèå ïåðâîé ÷àñòè êîíöåïöèè ïàòîãåíåçà àóòîèììóííîãî óâåèòà, â îñíîâó êîòîðîé ëÿãóò ïðåäñòàâëåíèÿ î çàáîëåâàíèè êàê ìîäåëè, èíäóöèðóåìîé ïåðâè÷íûìè àíòèãåííûìè äåòåðìèíàíòàìè ðàçëè÷íîé ïðèðîäû, â òîì ÷èñëå ìèìèêðèðóþùèìè ýïèòîïàìè, ãåíåðèðóåìûìè â ðåçóëüòàòå âèðóñíûõ èíôåêöèé, è èäèîòîïàìè V–îáëàñòåé àóòîàíòèòåë. Âàæíåéøèì èòîãîì äëÿ îôòàëüìîëîãà â ýòîì ïëàíå ñòàíåò ðàçðàáîòêà ñèñòåìû êëèíèêî–èììóíîëîãè÷åñêèõ êðèòåðèåâ, ïîçâîëÿþùèõ îñóùåñòâëÿòü êîððåêòíóþ ïîñòàíîâêó êîíêðåòíîé âåðñèè äèàãíîçà àóòîèììóííîãî óâåèòà, äåëàòü àäåêâàòíûé âûáîð èëè ñìåíó ïðîâîäèìîé òåðàïèè è âåñòè ñîîòâåòñòâóþùèé ìîíèòîðèíã çà ïàöèåíòîì íà âñåõ ýòàïàõ ïðîãðåññèðîâàíèÿ çàáîëåâàíèÿ. Ëèòåðàòóðà:1. Êàöíåëüñîí Ë.À., Òàíêîâñêèé Â.Ý. Óâåèòû (Ì.: 4–é ôèëèàë Âîåíèçäàòà) 208 ñ., 1998. 2. Ðîéò À., Áðîñòîôô Äæ., Ìåéë Ä. Èììóíîëîãèÿ. Ïåð. ñ àíãë. (Ì.: Ìèð) 208 ñ., 2000. 3. Avichezer D., Chan C.C., Silver P.B., Wiggert B., Caspi R.R. « Residues 1–20 of IRBP and whole IRBP elicit different uveitogenic and immunological responses in interferon gamma deficient mice.» Exp. Eye Res. Vol. 71 (No. 2): 111–118, 2000. 4. Becker M.D., Adamus G., Davey M.D., Rosenbaum J.T. «The role of T–cells in autoimmune uveitis.» Ocul. Immunol. and Inflam. Vol. 8 (No 2): 93–100, 2000. 5. Carding S.R., Egan P.J. «?? T cells: functional plasticity and heterogeneity.» Nat. Rev. Immunol. Vol. 2 (No. 5): 336–345, 2002. 6. Caspi R.R. «Immune mechanisms in uveitis.» Springer Semin. Immunopathol. Vol. 21: 113–124, 1999. 7. Das G., Sheridan S., Janeway C.A. Jr. «The source of early IFN–gamma that plays a role in Th1 priming.» J. Immunol. Vol. 167 (No. 4): 2004–2010, 2001. 8. De Smet M.D., Chan C.C. «Regulation of ocular inflammation – what experimental and human studies have taught us.» Prog. Retin. Eye Res. Vol. 20 (No. 6): 761–797, 2001. 9. Deeg C.A., Kaspers B., Gerhards H., Thurau S.R., Wollanke B., Wildner G. «Immune responses to retinal autoantigens and peptides in equine recurrent uveitis.» Invest. Ophthalmol. Vis. Sci. Vol. 42 (No. 2): 393–398, 2001. 10. Dick A.D. «Immune mechanisms of uveitis: insights into disease pathogenesis and treatment.» Int. Ophthalmol. Clin. Vol. 40: 1–18, 2000. 11. Farrokh–Siar L., Rezai K.A., Palmer E.M., Patel S.C., Ernest T.J., van Seventer G.A. «Cytokine modulation of costimulatory molecules on human fetal retinal pigment epithelial cells.» Curr. Eye Res. Vol. 23 (No. 4): 285–290, 2001. 12. Forrester J.V. «Autoimmunity and autoimmune disease of the eye.» Dev. Ophthalmol. Vol. 30: 167–186, 1999. 13. Forrester J.V., McMenamin P.G. «Immunopathogenic mechanisms in intraocular inflammation.» Chem. Immunol. Vol. 73: 159–185, 1999. 14. Friedl P., Gunzer M. «Interaction of T cells with APCs: the serial encounter model.» Trends Immunol. Vol. 22 (No. 4): 187–191, 2001. 15. Hankey D.J., Lightman S.L., Baker D. «Interphotoreceptor retinoid binding protein peptide–induced uveitis in B10.RIII mice: characterization of disease parameters and immunomodulation.» Exp. Eye Res. Vol. 72 (No. 3): 341–350, 2001. 16. Krasteva M., Aubin F., Laventurier S., Kehren J., Assossou O., Kanitakis J., Kaiserlian D., Nicolas J.F. «MHC class II–KO mice are resistant to the immunosuppressive effects of UV light.» Eur. J. Dermatol. Vol. 12 (No. 1): 10–19, 2002. 17. Lunde E., Western K.H., Rasmussen I.B., Sandlie I., Bogen B. «Efficient delivery of T cell epitopes to APC by use of MHC class II–specific Troybodies.» J. Immunol. Vol. 168 (No. 5): 2154–2162, 2002. 18. Magone M.T., Whitcup S.M. «Mechanisms of intraocular inflammation.» Chem. Immunol. Vol. 73: 90–119, 1999. 19. Munthe LA, Kyte JA, Bogen B. «Resting small B cells present endogenous immunoglobulin variable–region determinants to idiotope–specific CD4(+) T cells in vivo.» Eur. J. Immunol. Vol. 29 (No. 12): 4043–4052, 1999. 20. Ragazzo J.L., Ozaki M.E., Karlsson L., Peterson P.A., Webb S.R. «Costimulation via lymphocyte function–associated antigen 1 in the absence of CD28 ligation promotes anergy of naive CD4+ T cells.» Proc. Natl. Acad. Sci. USA Vol. 98 (No. 1): 241–246, 2001. 21. Sherer Y., Shoenfeld Y. «Idiotypic network dysregulation: a common etiopathogenesis of diverse autoimmune diseases.» Appl. Biochem. Biotechnol. Vol. 83 (No. 1–3): 155–162, 2000. 22. Streilein J.W. «Ocular immune privilege – protection that preserves sight!» Karger Gazette «The Eye in Focus» No 64: 5–8, 2001. 23. Sun J., Van Houten N. «CD40 stimulation in vivo does not inhibit CD4+ T cell tolerance to soluble antigens.» Immunol. Lett. Vol. 84 (No. 2): 125, 2002. 24. Tennakoon D.K., Smith R., Stewart M.D., Spencer T.E., Nayak M., Welsh C.J. «Ovine IFN–tau modulates the expression of MHC antigens on murine cerebrovascular endothelial cells and inhibits replication of Theiler’s virus.» J. Interferon Cytokine Res. Vol. 21 (No. 10): 785–792, 2001. 25. Trinchieri G. «Regulatory role of T cells producing both interferon gamma and interleukin 10 in persistent infection.» J. Exp. Med. Vol. 194 (No. 10): 53–57, 2001. 26. Yin Z., Craft J. «Gamma delta T cells in autoimmunity.» Springer Semin. Immunopathol. Vol. 22 (No. 3): 311–320, 2000. 27. Zagorski Z., Biziorek B., Rakowska E., Jedrzejewski D. «Zinsser–Engman–Cole syndrome (dyskeratosis congenita) with severe sicca syndrome, panuveitis and corneal perforation – a case report.» Klin. Monatsbl. Augenheilkd. Vol. 218 (No. 6): 455–458, 2001. 28. Zhang X., Jiang S., Manczak M., Sugden B., Adamus G. «Phenotypes of T cells infiltrating the eyes in autoimmune anterior uveitis associated with EAE.» Invest. Ophthalmol. Vis. Sci. Vol. 43 (No. 5): 1499–1508, 2002. 29. Zierhut M., Schlote T., Tomida J., Stiemer R. «Immunology of uveitis and ocular allergy.» Acta Ophthalmol. Scand. Vol. 78: 22–25, 2000. Îïóáëèêîâàíî ñ ðàçðåøåíèÿ àäìèíèñòðàöèè  Ðóññêîãî Ìåäèöèíñêîãî Æóðíàëà. 
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