
Èììóíîëîãè÷åñêèå è èììóíîãåíåòè÷åñêèå îñîáåííîñòè óâåèòîâ ïðè ñèíäðîìå Ôîãòà-Êîÿíàãè-Õàðàäà Scientific Research Institute of Eye Diseases of Ufa, Ufa  Basic role in uveitis development belongs to autoimmunologic reactions, which are determined by genetic status of patient. Detection of antibodies to melanocytes and antibodies in elevated titer to external segments of fotoreceptors and Muller’s cells in patients with active uveitis and syndrome of Foght–Koyanagi–Harade , by many author’s opinion, is releasing mechanism in development of autoimmunologic reaction. Ã.Ê. Ìàìáåòêóëîâà, Ë.Ø. Èøáåðäèíà, Â.Á. ÌàëüõàíîâÓôèìñêèé ÍÈÈ ãëàçíûõ áîëåçíåé, ã. ÓôàImmunologic and immunogenotypic peculiarities of uveitis in syndrome of Foght-Koyanagi-Harade G.K. Mambetkulova, L.Sh. Ishberdina, V.B. Malhanov Scientific Research Institute of Eye Diseases of Ufa, Ufa Basic role in uveitis development belongs to autoimmunologic reactions, which are determined by genetic status of patient. Detection of antibodies to melanocytes and antibodies in elevated titer to external segments of fotoreceptors and Muller’s cells in patients with active uveitis and syndrome of Foght–Koyanagi–Harade , by many author’s opinion, is releasing mechanism in development of autoimmunologic reaction. Materials and methods of trial Under our observation were 17 patients (34 eyes) of 10–42 years with recurrent uveameningitis and syndrome of Foght –Koyanagi–Harade. Patients were taken through ophthalmological and immunologic analysis of peripheral blood. Results We performed immunogenetic study which revealed associations of some antigens of histocompatibility with syndrome of Foght–Koyanagi– Harade, characteristic for South–Ural population. Uveitis in syndrome Foght–Koyanagi–Harade is characterized by presence of antigens B12, B14, B22, B35, B51, B56 changing of cell immunity, more evident during of intensification and complication of inflammation process. Significant role in pathogenesis of uveitis in syndrome of Foght–Koyanagi–Harade plays autoimmunologic process, which proves the presence of high levels of tissue antibodies, cumulation of surplus concentrations of circulating immunologic complexes and immunoglobulines of G and M classes in blood serum. Study of ummune and immunogenetic mechanisms of uveitis in syndrome of Foght–Koyanagi–Harade opens new opportunities for in time diagnostics and pathogenetically directed therapy of this disease. Â ðàçâèòèè óâåèòîâ âåäóùàÿ ðîëü ïðèíàäëåæèò àóòîèììóííûì ðåàêöèÿì, îáóñëîâëåííûì ãåíåòè÷åñêèì ñòàòóñîì áîëüíîãî. Îáíàðóæåíèå àíòèòåë ê ìåëàíîöèòàì è âûÿâëåíèå â âûñîêîì òèòðå àíòèòåë ê íàðóæíûì ñåãìåíòàì ôîòîðåöåïòîðîâ è ìþëëåðîâñêèì êëåòêàì ó áîëüíûõ ñ àêòèâíûì óâåèòîì ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà, ïî ìíåíèþ ìíîãèõ àâòîðîâ, ÿâëÿåòñÿ ïóñêîâûì ìåõàíèçìîì â ðàçâèòèè àóòîèììóííîé ðåàêöèè [4, 5, 8]. Èçâåñòíî, ÷òî ñèñòåìà HLA îáåñïå÷èâàåò âçàèìîäåéñòâèå âñåõ èììóíîêîìïåòåíòíûõ êëåòîê îðãàíèçìà, ðàñïîçíàâàíèå ñâîèõ è ÷óæåðîäíûõ, â òîì ÷èñëå èçìåíåííûõ ñîáñòâåííûõ êëåòîê, çàïóñê è ðåàëèçàöèþ èììóííîãî îòâåòà è â öåëîì îáåñïå÷èâàåò âûæèâàíèå ÷åëîâåêà êàê âèäà â óñëîâèÿõ ýêçîãåííîé è ýíäîãåííîé àãðåññèè [1, 3, 5, 6, 9]. Îäíàêî ïàðàëëåëüíîå èçó÷åíèå èììóíîëîãè÷åñêèõ è èììóíîãåíåòè÷åñêèõ îñîáåííîñòåé óâåèòîâ ó áîëüíûõ ñ ñèíäðîìîì Ôîãòà–Êîÿíàãè–Õàðàäà â Þæíî–Óðàëüñêîé ïîïóëÿöèè íå ïðîâîäèëîñü, ÷òî ÿâèëîñü ïðåäìåòîì íàøèõ èññëåäîâàíèé. Ìàòåðèàëû è ìåòîäû èññëåäîâàíèÿ Ïîä íàøèì íàáëþäåíèåì íàõîäèëîñü 17 áîëüíûõ (34 ãëàçà) ðåöèäèâèðóþùèì óâåàìåíèíãèòîì ñ ñèíäðîìîì Ôîãòà–Êîÿíàãè–Õàðàäà â âîçðàñòå 10–42 ëåò. Îôòàëüìîëîãè÷åñêîå îáñëåäîâàíèå âêëþ÷àëî áèîìèêðî– è îôòàëüìîñêîïèþ, âèçî– è ïåðèìåòðèþ, À– è Â–ñêàíèðîâàíèå, ýëåêòðîðåòèíî– è ýëåêòðîîêóëîãðàôèþ. Èììóíîëîãè÷åñêîå èññëåäîâàíèå ïåðèôåðè÷åñêîé êðîâè çàêëþ÷àëîñü â îïðåäåëåíèè îáùåãî êîëè÷åñòâà Ò– è Â–ëèìôîöèòîâ â ðåàêöèÿõ ðîçåòêîîáðàçîâàíèÿ ñ ýðèòðîöèòàìè áàðàíà è ìûøåé, ñîäåðæàíèÿ ñóáïîïóëÿöèé Ò–ëèìôîöèòîâ ìîíîêëîíàëüíûìè àíòèòåëàìè (àíòè– CD3, CD4, CD8, CD4/CD8, CD16, CD19) ìåòîäîì íåïðÿìîãî èììóíîôëóîðåñöåíòíîãî îêðàøèâàíèÿ [7], óðîâíÿ öèðêóëèðóþùèõ èììóííûõ êîìïëåêñîâ – ñ ïîìîùüþ ÏÝÃ–ïðåöèïèòàöèè [2], ñûâîðîòî÷íûõ èììóíîãëîáóëèíîâ – ìåòîäîì ðàäèàëüíîé èììóíîäèôôóçèè [14]. Òêàí–ñïåöèôè÷åñêóþ ñåíñèáèëèçàöèþ ê àíòèãåíàì õðóñòàëèêà (a–êðèñòàëëèí) è ñåò÷àòêè (S–àíòèãåí) âûÿâëÿëè ìåòîäîì òâåðäîôàçíîãî èììóíîôåðìåíòíîãî àíàëèçà ïî ðàçíèöå îïòè÷åñêîé ïëîòíîñòè [10]. Àíàëèç àíòèãåíîâ ãèñòîñîâìåñòèìîñòè ïðîâîäèëè â ñòàíäàðòíîì ìèêðîëèìôîöèòîòîêñè÷åñêîì òåñòå ïî èçâåñòíîé ìåòîäèêå [15]. Ñòàòèñòè÷åñêàÿ îáðàáîòêà ïîëó÷åííûõ äàííûõ îïðåäåëÿëàñü ïî óñòàíîâëåííûì ôîðìóëàì (Ë.À. Ïåâíèöêèé, 1988). Êîíòðîëüíóþ ãðóïïó ñîñòàâèëè 52 çäîðîâûõ äîíîðà Ðåñïóáëèêàíñêîé ñòàíöèè ïåðåëèâàíèÿ êðîâè. Ðåçóëüòàòû è îáñóæäåíèå Â èçâåñòíûõ èññëåäîâàíèÿõ óñòàíîâëåíà îïðåäåëåííàÿ âçàèìîñâÿçü ìåæäó íàëè÷èåì àíòèãåíà HLA–Bw22, HLA–DRMT3, HLA–DR4 è ðàçâèòèåì óâåèòà ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà [11–13]. Ïðîâåäåííûå íàìè èììóíîãåíåòè÷åñêèå èññëåäîâàíèÿ âûÿâèëè õàðàêòåðíûå äëÿ Þæíî–Óðàëüñêîé ïîïóëÿöèè àññîöèàöèè íåêîòîðûõ àíòèãåíîâ ãèñòîñîâìåñòèìîñòè ñ ñèíäðîìîì Ôîãòà–Êîÿíàãè–Õàðàäà. ×àñòîòà âñòðå÷àåìîñòè (Àõ) àíòèãåíîâ Â35 è Â56 îêàçàëàñü îäèíàêîâî âûñîêîé ïî ñðàâíåíèþ ñ äðóãèìè àíòèãåíàìè èññëåäóåìîé ãðóïïû è ñîñòàâèëà 29,4% ïðè äîñòîâåðíîñòè ðàçëè÷èé (c2) â ÷àñòîòå âñòðå÷àåìîñòè äàííûõ àíòèãåíîâ ñðåäè êîíòðîëüíîé ãðóïïû – 4,87 è 6,60 ñîîòâåòñòâåííî. ×àñòîòà ãåíà (Px) íàèáîëüøåé îêàçàëàñü ó áîëüíûõ óâåèòîì ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà ñ àíòèãåíàìè HLA Â35 è Â56. Áîëüíûå ñ óâåèòîì ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà îòëè÷àëèñü îò çäîðîâûõ äîíîðîâ òàêæå áîëåå ÷àñòîé âñòðå÷àåìîñòüþ àíòèãåíîâ HLA Â12, Â14, Â22, Â51, ïîëíûì îòñóòñòâèåì àíòèãåíîâ Â18, Â21, Â27, Â41; à àíòèãåíû Â7, Â8, Â16, Â40 âñòðå÷àëèñü â åäèíè÷íûõ ñëó÷àÿõ. Äîñòîâåðíûõ ðàçëè÷èé ïî ëîêóñó À (HLA A1–A11) â ñâîèõ èññëåäîâàíèÿõ ìû íå íàáëþäàëè (òàáë. 1). Óñòàíîâëåíî, ÷òî íîñèòåëüñòâî àíòèãåíîâ Â12, Â14 ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà õàðàêòåðíî äëÿ ïåðåäíèõ óâåèòîâ, Â22, Â35, Â51, Â56 – äëÿ çàäíèõ. Îäíîâðåìåííîå íàëè÷èå àíòèãåíîâ Â35 è Â56 ÿâëÿåòñÿ ïðîãíîñòè÷åñêè íåáëàãîïðèÿòíûì ôàêòîðîì â îòíîøåíèè ðàçâèòèÿ ýêññóäàòèâíîé îòñëîéêè ñåò÷àòêè íà ôîíå çàäíåãî óâåèòà. Ðåçóëüòàòû èçó÷åíèÿ çàâèñèìîñòè îôòàëüìîëîãè÷åñêèõ ïðîÿâëåíèé ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà îò íîñèòåëüñòâà àíòèãåíîâ HLA–êîìïëåêñà ïðåäñòàâëåíû â òàáëèöå 2. Âçàèìîñâÿçü èììóíîëîãè÷åñêèõ è èììóíîãåíåòè÷åñêèõ ïîêàçàòåëåé ïðåäñòàâëåíà â òàáëèöå 3. Ïåðâóþ ãðóïïó (n=4) ñîñòàâèëè áîëüíûå – íîñèòåëè àíòèãåíîâ Â12 è Â14 ñ ïåðåäíèì óâåèòîì. Âî âòîðóþ ãðóïïó (n=13) âîøëè áîëüíûå ñ çàäíèì óâåèòîì, â òîì ÷èñëå ñ ýêññóäàòèâíîé îòñëîéêîé ñåò÷àòêè (n=5) íà åãî ôîíå. Â ïåðâîé ãðóïïå áîëüíûõ ó íîñèòåëåé HLA–àíòèãåíîâ Â12 è Â14 äîñòîâåðíî (ð<0,001) ñíèæåíî ÷èñëî CD4+ ïî ñðàâíåíèþ ñ êîíòðîëåì è CD16+ îòíîñèòåëüíî âòîðîé ãðóïïû (p<0,05). Âî âòîðîé ãðóïïå áîëüíûõ ó íîñèòåëåé àíòèãåíîâ Â22, Â35, Â51, Â56 äîñòîâåðíî (p<0,05) ïîâûøåíî ÷èñëî CD3+, CD8+, CD16+ è CD19+ ëèìôîöèòîâ êàê ïî ñðàâíåíèþ ñ êîíòðîëåì, òàê è îòíîñèòåëüíî ïåðâîé ãðóïïû. Â ýòîé ãðóïïå áîëüíûõ íàøëè ñíèæåííûì èììóíîðåãóëÿòîðíûé èíäåêñ. Èììóíîëîãè÷åñêèå èññëåäîâàíèÿ îáíàðóæèëè â ñûâîðîòêå êðîâè íàêîïëåíèå èçáûòî÷íûõ êîíöåíòðàöèé öèðêóëèðóþùèõ èììóííûõ êîìïëåêñîâ ó 15 áîëüíûõ (87%), ãèïåðèììóíîãëîáóëèíåìèþ IgG (20,7±0,95 ã/ë) è IgÌ (2,26±0,03 ã/ë), â êîíòðîëå ñîîòâåòñòâåííî – 11,63±0,25 è 1,64±0,061 ã/ë. Ðåçóëüòàòû òêàíåñïåöèôè÷åñêîãî èññëåäîâàíèÿ ïîçâîëèëè óñòàíîâèòü áîëåå âûñîêèå, ÷åì â êîíòðîëüíîé ãðóïïå, çíà÷åíèÿ ñðåäíåé êîíöåíòðàöèè àíòèòåë ê S–àíòèãåíó, a–êðèñòàëëèíó, ðîãîâèöå (òàáë. 4). Èõ óðîâíè áûëè âûñîêèìè ñîîòâåòñòâåííî ó 11 (64,7%), ó 12 (70,6%) è ó 6 (35,3%) áîëüíûõ. Âûñîêèå óðîâíè àóòîàíòèòåë ê òêàíåñïåöèôè÷åñêèì áåëêàì ñåò÷àòêè, õðóñòàëèêà è ðîãîâèöû ñâèäåòåëüñòâóþò î ïîðàæåíèè âñåõ îáîëî÷åê ãëàçíîãî ÿáëîêà è ñóùåñòâåííîé ðîëè àóòîàãðåññèè â ðàçâèòèè äàííîãî çàáîëåâàíèÿ. Èòàê, óâåèò ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà õàðàêòåðèçóåòñÿ íîñèòåëüñòâîì àíòèãåíîâ Â12, Â14, Â22, Â35, Â51, Â56 è èçìåíåíèÿìè êëåòî÷íîãî èììóíèòåòà, áîëåå âûðàæåííûìè ïðè óãëóáëåíèè è îñëîæíåíèè âîñïàëèòåëüíîãî ïðîöåññà. Çíà÷èòåëüíóþ ðîëü â ïàòîãåíåçå óâåèòà ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà èãðàåò àóòîèììóííûé ïðîöåññ, ÷òî äîêàçûâàåò íàëè÷èå âûñîêèõ óðîâíåé òêàíåâûõ àíòèòåë, íàêîïëåíèå â ñûâîðîòêå êðîâè èçáûòî÷íûõ êîíöåíòðàöèé öèðêóëèðóþùèõ èììóííûõ êîìïëåêñîâ è èììóíîãëîáóëèíîâ êëàññîâ G è Ì. Èçó÷åíèå èììóííûõ è èììóíîãåíåòè÷åñêèõ ìåõàíèçìîâ óâåèòà ïðè ñèíäðîìå Ôîãòà–Êîÿíàãè–Õàðàäà îòêðûâàåò íîâûå âîçìîæíîñòè äëÿ ñâîåâðåìåííîé äèàãíîñòèêè è ïàòîãåíåòè÷åñêè îðèåíòèðîâàííîé òåðàïèè ýòîãî çàáîëåâàíèÿ. Ëèòåðàòóðà:1. Áîíäàðåíêî À.Ë. HLA è áîëåçíè. – Êèðîâ, 1999. – 194 ñ. 2. Çàéöåâà Í.Ñ., Ñëåïîâà Î.Ñ., Òåïëèíñêàÿ Ë.Å. ñ ñîàâò. //Èììóíîëîãè÷åñêèå ìåòîäû â äèàãíîñòèêå óâåèòîâ. – Ìåòîä. Ðåêîìåíäàöèè. – Ì., 1989. – 40 ñ. 3. Çàðåöêàÿ Þ.Ì. Êëèíè÷åñêàÿ èììóíîãåíåòèêà. – Ì., Ìåäèöèíà, 1983. – 208 ñ. 4. Êàöíåëüñîí Ë.À., Òàíêîâñêèé Â.Ý. Óâåèòû (êëèíèêà, ëå÷åíèå).– Ì., 1998. – 203ñ. 5. Ìàìáåòêóëîâà Ã.Ê. Êëèíèêà, èììóíîëîãè÷åñêèå îñîáåííîñòè è ëå÷åíèå ðåâìàòîèäíûõ óâåèòîâ: Àâòîðåô. äèññ. ... ê.ì.í. – Óôà, 2000. – 22 ñ. 6. Ïàí÷åíêî Í.Â. Îñîáåííîñòè íàðóøåíèé êëåòî÷íîãî èììóíèòåòà ó áîëüíûõ óâåèòàìè, îñëîæíåííûìè îòåêîì ìàêóëÿðíîé îáëàñòè. //Îôòàëüìîë. æóðí.–1998. – ¹ 4. – Ñ. 229–301. 7. Ïåòðîâ Ð.Â. Ñîâðåìåííûå ïðîáëåìû êëèíè÷åñêîé èììóíîëîãèè. // Ñîâ. ìåäèöèíà. – 1978. – ¹ 7. – Ñ. 8 – 15. 8. Ïèìåíîâ È.Â., Çàéöåâà Í.Ñ., Ñëåïîâà Î.Ñ., Âåêñëåð Õ.Ì. Êîìïëåêñíàÿ èììóíîëîãè÷åñêàÿ îöåíêà ñîñòîÿíèÿ áîëüíûõ ñ íåêîòîðûìè ôîðìàìè óâåàðåòèíàëüíîé ïàòîëîãèè. //Âåñòí. îôòàëüìîë. – 1991. – ¹ 4. – Ñ. 49–53 9. Õàèòîâ Ð.Ì., Àëåêñååâ Ë.Ï.//Int. J.Immunorehabil. – 1998. – ¹ 10. – Ñ. 30–38. 10. ßêîâëåâà Â.Ã., Ñèáèðÿê Ñ.Â., Ãîëîâèí Â.Ï., Êèðååâ Â.Ë. Âûäåëåíèå è î÷èñòêà ðîäîïñèíêèíàçû //Àêòóàëüíûå âîïðîñû ïðèêëàäíîé áèîõèìèè è áèîòåõíîëîãèè. – Óôà, 1998. – Ñ. 273–277. 11. Bodmer W. //HLA 1997 Eds P.Terasaki, D.Gjertson. – 1998. – P. 1–7. 12. Boutimzine N., Laghmari A., Ouazzani I., Ibrahimy W., Mohcine Z. // J. Fr. Ophtalmol. – 1998. – Dec; 21 (10). – P. 746–754 13. Desarnaulds–A.B., Borruat–F.X., Herbort–C.P., Spertini–F. //Klin.–Monatsbl.–Augenheilkd. – 1996. – May. – 208 (5). – P. 301–302 14. Mancini G. et al. //Int. Immunochem. – 1965. – Vol .2 – Ð.235–254. 15. Terasaki P.I., Bernoco D., Park M.S. et al. //Amer.J.Clin.Pathol. – 1978. – Vol. 69. – P. 103–120Îïóáëèêîâàíî ñ ðàçðåøåíèÿ àäìèíèñòðàöèè  Ðóññêîãî Ìåäèöèíñêîãî Æóðíàëà. 
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