
Ôàðìàêîòåðàïèÿ ýðåêòèëüíîé äèñôóíêöèè Â ôàðìàêîòåðàïèè ÝÄ ìîæíî âûäåëèòü òðè îñíîâíûõ íàïðàâëåíèÿ: ëå÷åíèå èíòðàêàâåðíîçíûìè èíúåêöèÿìè, èíãèáèòîðàìè ôîñôîäèýñòåðàçû (ÔÄÝ), ñðåäñòâàìè ðàçíûõ ãðóïï.  Ëåêàðñòâåííûå ñðåäñòâà ðàçíûõ ãðóïï  Ê ÷èñëó òàêîâûõ îòíîñÿòñÿ ðàçíîîáðàçíûå ñðåäñòâà: Ïðîôåññîð Å.Á. Ìàçî, Ä.Ã. Äìèòðèåâ, Ñ.È. Ãàìèäîâ, Ð.È. Îâ÷èííèêîâÊëèíèêà óðîëîãèè è îïåðàòèâíîé íåôðîëîãèè ÐÃÌÓÝðåêòèëüíàÿ äèñôóíêöèÿ (ÝÄ) - íåâîçìîæíîñòü äîñòèæåíèÿ, ëèáî ïîääåðæàíèÿ ðèãèäíîñòè ïîëîâîãî ÷ëåíà (ýðåêöèè), äîñòàòî÷íîé äëÿ óäîâëåòâîðèòåëüíîé ñåêñóàëüíîé äåÿòåëüíîñòè [1]. Ðàñïðîñòðàíåííîñòü ÝÄ ñðåäè ìóæ÷èí âñåõ âîçðàñòîâ ñîñòàâëÿåò 10-20% [2,3]. Íà ðóáåæå òûñÿ÷åëåòèé 52% ìóæ÷èí â âîçðàñòå 40-70 ëåò èìåþò íàðóøåíèÿ ýðåêöèè [2,4]. Ýòè ïîêàçàòåëè äåëàþò ëå÷åíèå ÝÄ îäíîé èç âàæíûõ ñîöèàëüíûõ çàäà÷. Äëÿ âðà÷åé ýòà çàäà÷à â ïåðâóþ î÷åðåäü ñâÿçàíà ñ ðàçâèòèåì ìåäèêàìåíòîçíîãî ëå÷åíèÿ, ïîñêîëüêó åãî ðåçóëüòàòû â ïîñëåäíåå äåñÿòèëåòèå ïîêàçàëè âûñîêóþ ýôôåêòèâíîñòü. Ýðåêòèëüíîé äèñôóíêöèåé ñòðàäàþò 10-20% ìóæ÷èí âñåõ âîçðàñòîâ. Â ôàðìàêîòåðàïèè ÝÄ ìîæíî âûäåëèòü òðè îñíîâíûõ íàïðàâëåíèÿ: ëå÷åíèå èíòðàêàâåðíîçíûìè èíúåêöèÿìè, èíãèáèòîðàìè ôîñôîäèýñòåðàçû (ÔÄÝ), ñðåäñòâàìè ðàçíûõ ãðóïï. Ëåêàðñòâåííûå ñðåäñòâà ðàçíûõ ãðóïï Ê ÷èñëó òàêîâûõ îòíîñÿòñÿ ðàçíîîáðàçíûå ñðåäñòâà:  - àäðåíîáëîêàòîðû (éîõèìáèí, ôåíòîëàìèí)  - àíòàãîíèñòû ðåöåïòîðîâ äîïàìèíà (àïîìîðôèí)  - áëîêàòîðû ïîãëîùåíèÿ ñåðîòîíèíà (òðàçîäîí)  - ñåäàòèâíûå ïðåïàðàòû (ñîíàïàêñ)  - àíäðîãåíû (òåñòîñòåðîí, àíäðèîë)  - èíãèáèòîðû ïðîëàêòèíà (áðîìêðèïòèí)  - àäàïòîãåíû (ïàíòîêðèí, ýëåóòåðîêîêê)  - áèîãåííûå ñòèìóëÿòîðû (àëîý, ñòåêëîâèäíîå òåëî)  - âèòàìèíû è àìèíîêèñëîòû (àåâèò, ãëèöèí)  - âàçîàêòèâíûå ïðåïàðàòû ñèñòåìíîãî äåéñòâèÿ (êñàíòèíîëà íèêîòèíàò)  - ïåðèôåðè÷åñêèå âàçîàêòèâíûå ïðåïàðàòû (íèòðîãëèöåðèíîâàÿ ìàçü)  - ôèòîïðåïàðàòû (òåíòåêñ-ôîðòå). Ýôôåêòèâíîñòü ëå÷åíèÿ äàííûìè ïðåïàðàòàìè îñòàåòñÿ äîñòàòî÷íî íèçêîé è ñîñòàâëÿåò, ïî ðàçíûì îöåíêàì, íå áîëåå 30% [5], ïðè ýòîì ëèøü íåçíà÷èòåëüíî ïðåâûøàÿ ýôôåêò ïëàöåáî. Îíè ìîãóò èñïîëüçîâàòüñÿ, â îñíîâíîì, â ëå÷åíèè ïñèõîãåííîé ÝÄ. Èíòðàêàâåðíîçíàÿ òåðàïèÿ Êàðäèíàëüíûé ïåðåëîì â ëå÷åíèè ÝÄ íàñòóïèë ñ îòêðûòèåì Virag ýðåêòîãåííîãî ýôôåêòà ïàïàâåðèíà ãèäðîõëîðèäà ïðè èíòðàêàâåðíîçíîì ââåäåíèè (1983) [6], ÷òî ïîëîæèëî íà÷àëî øèðîêîìó èñïîëüçîâàíèþ èíòðàêàâåðíîçíîé òåðàïèè. Ýôôåêòèâíîñòü ïàïàâåðèíà ñîñòàâëÿåò äî 40-70% [7], îäíàêî âûñîê ðèñê ðàçâèòèÿ ïðèàïèçìà, à ïðè äëèòåëüíîì ïðèìåíåíèè âîçìîæåí ïðîãðåññèðóþùèé ñêëåðîç êàâåðíîçíûõ òåë. Ðåçóëüòàòîì ïîèñêà íîâûõ âàçîàêòèâíûõ ïðåïàðàòîâ äëÿ èíòðàêàâåðíîçíîãî ïðèìåíåíèÿ ÿâèëñÿ àëüïðîñòàäèë, óäà÷íî ñî÷åòàþùèé âûñîêóþ êëèíè÷åñêóþ ýôôåêòèâíîñòü è áåçîïàñíîñòü [8]. Àëüïðîñòàäèë - èñêóññòâåííûé àíàëîã ïðîñòàãëàíäèíà Å1 (ÏÃÅ1), êîòîðûé ÿâëÿåòñÿ åñòåñòâåííûì ïðîñòàíîèäîì. Åãî ïðèìåíåíèå âûçûâàåò ïðÿìîå óâåëè÷åíèå ñèíòåçà öèêëè÷åñêîãî àäåíîçèíìîíîôîñôàòà (öÀÌÔ) â êëåòêàõ è àêòèâàöèþ ðàçëè÷íûõ ìåõàíèçìîâ, ðåãóëèðóþùèõ ñîäåðæàíèå âíóòðèêëåòî÷íîãî êàëüöèÿ (óìåíüøåíèå), ïîñðåäñòâîì ÀÌÔ-çàâèñèìîé êèíàçû, ÷òî âåäåò ê ðàññëàáëåíèþ ãëàäêîìûøå÷íîé òêàíè êàâåðíîçíûõ òåë. Ýòî ïðèâîäèò ê óâåëè÷åíèþ ïðîñâåòà ñèíóñîèäîâ è êàâåðíîçíûõ àðòåðèé, ÷òî ñîçäàåò ìàêñèìàëüíûé ïðèòîê êðîâè. Ñäàâëåíèå âåí ìåæäó ñèíóñîèäàìè è áåëî÷íîé îáîëî÷êîé ÷àñòè÷íî áëîêèðóåò âåíîçíûé îòòîê, ïîääåðæèâàÿ íåîáõîäèìóþ ðèãèäíîñòü ïîëîâîãî ÷ëåíà. Â äîïîëíåíèå ê ïðÿìîìó äåéñòâèþ íà ãëàäêóþ ìóñêóëàòóðó, ÏÃÅ1 óìåíüøàåò àäðåíåðãè÷åñêîå êîíñòðèêòîðíîå âëèÿíèå, áëîêèðóÿ âûïóñê íîðàäðåíàëèíà èç ïðåñèíàïòè÷åñêèõ íåðâíûõ îêîí÷àíèé. Êîìáèíàöèÿ ýòèõ ýôôåêòîâ îáúÿñíÿåò âûñîêóþ ýôôåêòèâíîñòü (áîëåå 70%) â ëå÷åíèè ÝÄ. Ðåçóëüòàòû ïðèìåíåíèÿ àëüïðîñòàäèëà èíòðàêàâåðíîçíî çíà÷èòåëüíî âûøå, ÷åì ïðè òðàíñóðåòðàëüíîì ïðèìåíåíèè (85-90% ïî ñðàâíåíèþ ñ 53-60% ñîîòâåòñòâåííî) [9]. Äðóãèå ïðåïàðàòû, ïðèìåíÿåìûå äëÿ èíòðàêàâåðíîçíîãî ââåäåíèÿ - âàçîàêòèâíûé èíòåñòèíàëüíûé ïîëèïåïòèä (VIP), ôåíòîëàìèí, ôåíîêñèáåíçàìèí â âèäå ìîíîòåðàïàïèè îáëàäàþò çíà÷èòåëüíî ìåíüøåé ýôôåêòèâíîñòüþ (40-60%) [7] è áîëüøèì êîëè÷åñòâîì ñèñòåìíûõ ýôôåêòîâ, ÷òî çíà÷èòåëüíî çàòðóäíÿåò øèðîêîå èñïîëüçîâàíèå ýòèõ ëåêàðñòâ. Îäíàêî ïðè èõ êîìáèíèðîâàííîì âíóòðèêàâåðíîçíîì ââåäåíèè (àëüïðîñòàäèë + ïàïàâåðèí, àëüïðîñòàäèë + ïàïàâåðèí + ôåíòîëàìèí) ýôôåêòèâíîñòü óâåëè÷èâàåòñÿ, è, ãëàâíîå ñíèæàåòñÿ ÷èñëî ïîáî÷íûõ íåæåëàòåëüíûõ ýôôåêòîâ. Ýòî ïðèâîäèëî ê òîìó, ÷òî äî íåäàâíåãî âðåìåíè èíòðàêàâåðíîçíàÿ òåðàïèÿ ÿâëÿëàñü çîëîòûì ñòàíäàðòîì â ëå÷åíèè ÝÄ. Ïðåèìóùåñòâàìè ýòîãî ìåòîäà ñåêñóàëüíîé ðåàáèëèòàöèè ÿâëÿåòñÿ âûñîêàÿ ýôôåêòèâíîñòü â îòíîøåíèè ìíîãèõ ôîðì ÝÄ, óäîáñòâî ïðèìåíåíèÿ, íèçêèé ðèñê ðàçâèòèÿ ïðèàïèçìà, ìèíèìàëüíîå êîëè÷åñòâî ïîáî÷íûõ ýôôåêòîâ è ñèñòåìíûõ ïðîÿâëåíèé, ðåäêèå îòíîñèòåëüíûå ïðîòèâîïîêàçàíèÿ. Â òî æå âðåìÿ èíâàçèâíîñòü ââåäåíèÿ, áîëü â ìåñòå èíúåêöèè, ñòðàõ áîëüíîãî ïåðåä óêîëîì â ïîëîâîé ÷ëåí, âîçìîæíîñòü ðàçâèòèÿ ýêõèìîçîâ ãîâîðÿò î äîñòàòî÷íî âåñîìûõ íåäîñòàòêàõ èíòðàêàâåðíîçíîé òåðàïèè. Ñèëäåíàôèë Îòêðûòèÿ ïîñëåäíèõ äâóõ äåñÿòèëåòèé â îáëàñòè íåéðîôèçèîëîãèè ýðåêöèè è ìîëåêóëÿðíîé áèîëîãèè ïðèâåëè ê ñóùåñòâåííîìó ïðîãðåññó â ëå÷åíèè áîëüíûõ ñ ÝÄ. Îíè óâåí÷àëèñü ñîçäàíèåì ïðèíöèïèàëüíî íîâîãî ñðåäñòâà â ëå÷åíèè äàííîãî çàáîëåâàíèÿ - ñèëäåíàôèëà (ñèëäåíàôèëà öèòðàò, Âèàãðà), îòâå÷àþùåãî âñåì ñîâðåìåííûì òðåáîâàíèÿì, ïðåäúÿâëÿåìûì ê òåðàïèè ÝÄ. Ýòîò ïðåïàðàò ÿâëÿåòñÿ âûñîêîýôôåêòèâíûì è íàäåæíûì ïåðîðàëüíûì ñðåäñòâîì, ïðîñò â óïîòðåáëåíèè, îáëàäàåò ìàëûì ÷èñëîì ïîáî÷íûõ ýôôåêòîâ [10]. Ñèëäåíàôèë - ñåëåêòèâíûé èíãèáèòîð öèêëè÷åñêîé ãóàíîçèíìîíîôîñôàòñïåöèôè÷íîé ÔÄÝ òèïà 5, íàéäåííîé ïðåèìóùåñòâåííî â êàâåðíîçíîé òêàíè. Áëîêàäà ýòîãî ôåðìåíòà âåäåò ê íàêîïëåíèþ öÃÌÔ, ïðåïÿòñòâóÿ åãî ðàñïàäó, ÷òî âûçûâàåò ðàññëàáëåíèå ãëàäêèõ ìèîöèòîâ, îáåñïå÷èâàÿ ýðåêöèþ. Ñèëäåíàôèë ýôôåêòèâåí â îòíîøåíèè áîëüøèíñòâà áîëüíûõ ñ ÝÄ ðàçëè÷íîé ýòèîëîãèè (60-85%) [11,12], â òîì ÷èñëå ïîñëå òðàâìàòè÷åñêèõ ïîâðåæäåíèé ñïèííîãî ìîçãà, ðàäèêàëüíîé ïðîñòàòýêòîìèè è ó áîëüíûõ ñàõàðíûì äèàáåòîì. Äîçó ïðåïàðàòà ïîäáèðàþò ïóòåì òèòðîâàíèÿ, íà÷èíàÿ ñ 50 ìã, ñ ïîñëåäóþùèì èçìåíåíèåì äîçû (ëèáî óìåíüøåíèå äî 25 ìã, ëèáî óâåëè÷åíèåì äî 100 ìã) â çàâèñèìîñòè îò ýôôåêòà è ïåðåíîñèìîñòè. Ñèëäåíàôèë ïðèíèìàþò 1 ðàç â äåíü, çà 1 ÷ äî ïðåäïîëàãàåìîãî ñåêñóàëüíîãî êîíòàêòà. Äåéñòâèå ïðåïàðàòà íà÷èíàåòñÿ ÷åðåç 40-60 ìèí ïîñëå ïðèåìà è ñîõðàíÿåòñÿ â òå÷åíèå 3-5 ÷. Ïåðåíîñèìîñòü ïðåïàðàòà õîðîøàÿ. Îñíîâíûå ïîáî÷íûå ÿâëåíèÿ òðàíçèòîðíûå âîçíèêàþò ïðè äîçå 100 ìã è õàðàêòåðèçóþòñÿ íåçíà÷èòåëüíîé èëè óìåðåííîé âûðàæåííîñòüþ (ãîëîâíàÿ áîëü, ïîêðàñíåíèå ëèöà è øåè, çàëîæåííîñòü íîñà, äèñïåïñèÿ). Î÷åíü ðåäêî ïîáî÷íûå ýôôåêòû ñèëäåíàôèëà ÿâëÿþòñÿ ïðè÷èíîé ïðåêðàùåíèÿ ëå÷åíèÿ. Åäèíñòâåííûì ïðîòèâîïîêàçàíèåì ê ïðèìåíåíèþ ñèëäåíàôèëà ÿâëÿåòñÿ òåðàïèÿ íèòðàòàìè èç-çà ðèñêà ðàçâèòèÿ ãèïîòåíçèè. Íà ñåãîäíÿ èìåííî ñèëäåíàôèë ÿâëÿåòñÿ çîëîòûì ñòàíäàðòîì â ëå÷åíèè ÝÄ, à èíòðàêàâåðíîçíûå ñðåäñòâà ñòàëè ïðåïàðàòàìè âòîðîãî ðÿäà. Ýòî â ïåðâóþ î÷åðåäü ñâÿçàíî ñ âûñîêîé ýôôåêòèâíîñòüþ îáåèõ ëåêàðñòâåííûõ ôîðì, à ãëàâíîå ñ ïåðîðàëüíîé íåèíâàçèâíîé ôîðìîé ñèëäåíàôèëà. Ðàçðàáîòêè íîâûõ èíãèáèòîðîâ ÔÄÝ ïðîäîëæàþòñÿ. Ïîÿâèëèñü ñîîáùåíèÿ î ïðèìåíåíèè ñóïåðñåëåêòèâíîãî èíãèáèòîðà ÔÄÝ-5 - âàðäåíàôèëà [13], ïðåïàðàòà Cialis TM (IC351) [14], îäíàêî äàííûå î øèðîêîì èñïîëüçîâàíèè ïîêà íå îïóáëèêîâàíû. Äðóãèå áîëåå íîâûå ëåêàðñòâåííûå ïðåïàðàòû (ïåðîðàëüíûé ôåíòîëàìèí, àïîìîðôèí, ìåñòíûå ïðåïàðàòû) íàõîäÿòñÿ íà III ñòàäèè êëèíè÷åñêîãî èñïûòàíèÿ [7]. Âàçîàêòèâíûå ïðåïàðàòû äëÿ èíòðàêàâåðíîçíîé òåðàïèè, ñèëäåíàôèë, ðàâíî êàê è âàêóóì-ýðåêòîðû, ïî íàøåìó ìíåíèþ, öåëåñîîáðàçíî ðàññìàòðèâàòü êàê ìåòîäû ñåêñóàëüíîé ðåàáèëèòàöèè áîëüíûõ ñ ÝÄ, ó÷èòûâàÿ èõ áûñòðûé, íî ïðåõîäÿùèé ýôôåêò. Â íàñòîÿùåå âðåìÿ íàèáîëüøèé èíòåðåñ âûçûâàþò ðàáîòû â îáëàñòè ãåííîé òåðàïèè ÝÄ è ñîñóäèñòîãî ýíäîòåëèàëüíîãî ôàêòîðà ðîñòà (VEGF) [15], ÷òî â íåäàëåêîì áóäóùåì îáåùàåò ñòàòü îäíèì èç âåäóùèõ íàïðàâëåíèé â ëå÷åíèè ÝÄ. Âûÿâëåíèå ìîëåêóëÿðíî-ãåíåòè÷åñêèõ ïðè÷èí ÝÄ, ðàçðàáîòêà íîâûõ âûñîêîýôôåêòèâíûõ ëåêàðñòâåííûõ ñðåäñòâ ÿâÿòñÿ ïðåäìåòîì äàëüíåéøèõ èññëåäîâàíèé â ýòîé îáëàñòè. Íîâîå òûñÿ÷åëåòèå îáåùàåò áûòü óíèêàëüíûì è èíòåðåñíûì âðåìåíåì äëÿ âðà÷åé, çàíèìàþùèõñÿ ÝÄ, ïîñêîëüêó áûñòðîå íàêîïëåíèå íîâûõ äàííûõ î íåéðî-ãóìîðàëüíîé ðåãóëÿöèè ýðåêöèè, ÷åëîâå÷åñêîé ñåêñóàëüíîé ôóíêöèè, âîçìîæíî, ïîçâîëÿò ïîëíîñòüþ óñòðàíÿòü ïàòîëîãè÷åñêèå èçìåíåíèÿ è âîçâðàùàòü ÷åëîâåêà ê ðàäîñòè ñåêñóàëüíîé æèçíè. Ëèòåðàòóðà:1. NIH Consensus Conference: Impotence. JAÌÀ 1993, 270: 83- 90. 2. Feldman ÍÀ, Goldstein I, Hatzichristou DG, Krane RJ, McKjnIay JB. Impotence and its medical and psychosocial correlates: results of the Massachusetts Male Aging Study. J Urol 1994; 151: 54-61. 3. Lue TF. Erectile dysfunction: problems and challenges. J Urol 1993; 149: 1256-1257. 4. Melman A, Gingell JC. The epidemiology and pathophysiotogy of erectile dysfunction. J Urol 1999; 161: 5-11. 5. Iribarren IM, Saenz de Tejada Y: Pharmacological treatment of erectile dysfunction. Cur Opin Urol 1999, 9: 547-551. 6. Brindley CS: Pilot experiments on the action of drugs injected into the human corpus cavernosum penis. Br J Pharmacol 1986, 87: 405-500. 7. Carson CC: Oral and Injectable Medications for the Treatment of Erectile Dysfunction. Cur Urol Rep 2000; 1, 307-312. 8. Wilke Rj, Yen W, Pakerson GR, Linet O, Erder MH, Glick HA. Quality of life effects of alprostadil therapy for erectile dysfunction: results of a trial in Europe and South Africa. Int J Impol Res 1998; 10: 239-246. 9. Shokeir AA, Alserafi MA, Mutabagani H. Intracavernosal versus intraurethral alprostadil: a prospective randomized study. BJU Int, 1999; 83(7): 812-815. 10. Âèàãðà (ñèëäåíàôèë öèòðàò). Ìîíîãðàôèÿ Ïôàéçåð Èíòåðíåøíë,- Ì.-1997.-62ñ. 11. Goldstein I, Lue TF, Padma-Nathan H, Rosen RC, Steers WD, Wicker PA. Oral Sildenafil in the treatment of erectile dysfunction. Sildenafil Study Group N EngI J Med 1998; 338:1397-1404. 12. Morales A, Gingell C. Collins M, Wicker PA, Oslerloh IH. Clinical safety of oral sildenafil citrate (VIAGRA) in the treatment of erectile dysfunction. Int J Impot Res 1998; 10:69-73. 13. Bischoff E, Niewoehner U, Haning H et al. The oral efficacy of Vardenafil hydrochloride for inducing penile erection in a conscious rabbit model. JAMA 2001, 165: 1316- 1318. 14. Brock G, Iglesias J, Toulouse K et al. Efficacy and safety of Cialis TM (IC351) treatment for erectile dysfunction. Congress EAU Geneve, 2001, Abstr. 414. 15. Lue TF. Future treatment for ED: growth factors and gene therapy. Int J Imp Res 1999; 11:S56 Îïóáëèêîâàíî ñ ðàçðåøåíèÿ àäìèíèñòðàöèè  Ðóññêîãî Ìåäèöèíñêîãî Æóðíàëà Ñòàòüÿ ðàññêàçûâàåò î ýôôåêòèâíîñòü âûñîêóþ, ýôôåêòèâíîñòü ëå÷åíèÿ, ýôôåêòèâíîñòü ïðåïàðàòàìè, ýôôåêòèâíîñòü ëå÷åíèè, ïåðåëîì ëå÷åíèè, ýôôåêòèâíîñòü â ëå÷åíèè, ðèñê ðàçâèòèÿ, ýôôåêòèâíîñòü ïîêàçàëè.
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