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Ïðè íàëè÷èè â îðãàíèçìå ëþáûõ ïàòî-
ëîãè÷åñêèõ ïðîöåññîâ îäíèì èç íàèáîëåå
çíà÷èìûõ èíòåãðàëüíûõ ïîêàçàòåëåé ñîñòî-
ÿíèÿ ìåòàáîëèçìà ÿâëÿåòñÿ èíòåíñèâíîñòü
ñâîáîäíîðàäèêàëüíûõ ïðîöåññîâ. Ïðè âîç-
íèêíîâåíèè è ðàçâèòèè âîñïàëåíèÿ, ôîðìè-
ðîâàíèè îò¸êà, îòâåòà èììóííîé ñèñòåìû,
ðåàëèçàöèè ðåïàðàòèâíûõ ïðîöåññîâ â
òêàíÿõ íàêàïëèâàþòñÿ àêòèâíûå ôîðìû
êèñëîðîäà, ÷òî ïðèâîäèò ê îïðåäåë¸ííûì
ðåàêöèÿì ñî ñòîðîíû ôèçèîëîãè÷åñêèõ
àíòèîêñèäàíòíûõ ñèñòåì, ëèìèòèðóþùèõ
èíòåíñèâíîñòü ïåðåêèñíûõ ïðîöåññîâ [1].
Â íàñòîÿùåå âðåìÿ îäíèì èç ãëàâíûõ
ìåäèàòîðîâ îêñèäàòèâíîãî ñòðåññà ñ÷èòàåò-
ñÿ îêñèä àçîòà (NO) – î÷åíü àêòèâíîå
õèìè÷åñêîå ñîåäèíåíèå, êîòîðîå âûðàáà-
òûâàåòñÿ ðàçëè÷íûìè êëåòêàìè îðãàíèçìà
è ðåãóëèðóåò ìíîãèå ôóíêöèè è ìåòàáîëè-
÷åñêèå ïðîöåññû [2, 3]. Ñîåäèíÿÿñü ñ ñóïåð-
îêñèäíûì ðàäèêàëîì, îêñèä àçîòà îáðàçóåò
ïåðîêñèíèòðèò-àíèîí (ÎNÎÎ-), êîòîðûé
èíäóöèðóåò ïîâðåæäåíèå ÄÍÊ è ìîæåò
âûçûâàòü ìóòàöèè [4]. Ïîýòîìó äèíàìèêà
èçìåíåíèé ñîäåðæàíèÿ NO â òêàíÿõ è
ñîïîñòàâëåíèå ýòèõ ïîêàçàòåëåé ñ àêòèâ-
íîñòüþ àíòèîêñèäàíòíîé çàùèòû ìîæåò
äàòü áîëåå ïîëíóþ èíôîðìàöèþ î ñîñòîÿ-
íèè ìåòàáîëè÷åñêèõ ïðîöåññîâ, íàïðèìåð,
ïðè ðàçâèòèè âîñïàëåíèÿ. Îòðèöàòåëüíûå

ýôôåêòû íàêîïëåíèÿ îêñèäà àçîòà â òêàíÿõ
ìîãóò áûòü ÷àñòè÷íî íåéòðàëèçîâàíû ïóò¸ì
ïðèìåíåíèÿ ëåêàðñòâåííûõ ïðåïàðàòîâ.

Öåëüþ íàñòîÿùåé ðàáîòû áûëî èçó-
÷åíèå âëèÿíèÿ ïðåïàðàòà Ìåòèëóðàöèë íà
ìåòàáîëèçì îêñèäà àçîòà è àêòèâíîñòü
ñóïåðîêñèääèñìóòàçû (ÑÎÄ) â ñûâîðîòêå
êðîâè, ïå÷åíè è ñëèçèñòîé æåëóäêà êðûñ íà
ðàçíûõ ñòàäèÿõ ðàçâèòèÿ ýêñïåðèìåí-
òàëüíîãî âîñïàëåíèÿ.

Ìàòåðèàë è ìåòîäû. Ýêñïåðèìåíòû
áûëè ïðîâåäåíû íà 70 ïîëîâîçðåëûõ áåñ-
ïîðîäíûõ áåëûõ êpûñàõ-ñàìêàõ ìàññîé
180–200 ã, êîòîðûå áûëè ðàçäåëåíû íà äâå
ãðóïïû: îïûòíóþ è êîíòðîëüíóþ, ïî 30 øò.
â êàæäîé. Èíòàêòíóþ ãðóïïó ñîñòàâèëè
10 êðûñ. Âñå æèâîòíûå ñîäåðæàëèñü íà
ñòàíäàðòíîì ðàöèîíå âèâàðèÿ. Ýêñïå-
ðèìåíòàëüíîå âîñïàëåíèå [5] âûçûâàëè
èíúåêöèåé â ïîäóøå÷êó ïðàâîé çàäíåé
ñòîïû 0,1 ìë 1%-íîãî ðàñòâîðà êàðàãèíåíà.
Äàííàÿ ìîäåëü âîñïàëåíèÿ íå âûçûâàëà
ãèáåëè æèâîòíûõ êîíòðîëüíîé ãðóïïû.
Êðûñàì îïûòíîé ãðóïïû ñ ïåðâîãî äíÿ ïîñëå
èíúåêöèè êàðàãèíåíà â òå÷åíèå 7 äíåé
ïåðîðàëüíî ââîäèëè ìåòèëóðàöèë íà ôèçèî-
ëîãè÷åñêîì ðàñòâîðå â äîçå 5 ìã íà êðûñó.
Êðûñû êîíòðîëüíîé ãðóïïû â òå æå ñðîêè
ïîëó÷àëè 0,5 ìë èçîòîíè÷åñêîãî ðàñòâîðà.
Íà 1-å, 3-è è 7-å ñóòêè ïîñëå íà÷àëà ýêñïåðè-
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Ïðèìå÷àíèå.  *Äîñòîâåðíî îòíîñèòåëüíî èíòàêòíîé ãðóïïû.

ìåíòà â ñûâîðîòêå êðîâè, ñëèçèñòîé    æå-
ëóäêà è ïå÷åíè êðûñ îïðåäåëÿëè ñîäåð-
æàíèå ñóììàðíûõ ìåòàáîëèòîâ îêñèäà àçîòà
(ìNO) [6], óðîâåíü íèòðèòîâ [7] è íèòðàòîâ,
à òàêæå àêòèâíîñòü ÀÎ-ôåðìåíòà ÑÎÄ [8].
Êðûñ äåêàïèòèðîâàëè ïîä ýôèðíûì íàð-
êîçîì. Äîñòîâåðíîñòü ðàçëè÷èé îïðåäåëÿëè
ïî t-êðèòåðèþ Ñòüþäåíòà [9].

Ðåçóëüòàòû  è  èõ îáñóæäåíèå. Óæå
â ñàìîì íà÷àëå ðàçâèòèÿ âîñïàëåíèÿ (1-å ñóò-
êè) â ñûâîðîòêå êðîâè è òêàíÿõ êðûñ
êîíòðîëüíîé ãðóïïû íàáëþäàëîñü ñóùåñò-
âåííîå óâåëè÷åíèå (â 1,5–1,8 ðàçà) óðîâíÿ
ìåòàáîëèòîâ îêñèäà àçîòà (òàáë. 1). Ïàðàë-
ëåëüíî ñ ýòèì âî âñåõ èññëåäóåìûõ òêàíÿõ
îòìå÷àëîñü ïîâûøåíèå íà 20–25 % àêòèâ-
íîñòè ÑÎÄ, ÷òî óêàçûâàëî íà óñèëåíèå ÀÎ-
çàùèòû äëÿ ñäåðæèâàíèÿ ðàçâèòèÿ îêñèäà-
òèâíîãî ñòðåññà. Íàèáîëåå âûðàæåííûå

Òàáëèöà 1. Ñîäåðæàíèå ìåòàáîëèòîâ îêñèäà àçîòà è àêòèâíîñòü ñóïåðîêñèääèñìóòàçû
â òêàíÿõ êðûñ êîíòðîëüíîé ãðóïïû ïðè ýêñïåðèìåíòàëüíîì âîñïàëåíèè (õ ± Sx; n=10)

èçìåíåíèÿ íà äàííîì ýòàïå ýêñïåðèìåíòà
íàáëþäàëèñü â òêàíè ïå÷åíè.

Â ïåðèîä èíòåíñèâíîãî ðàçâèòèÿ âîñïà-
ëåíèÿ (3-è ñóòêè) óðîâåíü ìåòàáîëèòîâ îêñè-
äà àçîòà ïðîäîëæàë íàðàñòàòü è âî âñåõ èññëå-
äóåìûõ òêàíÿõ äîñòîâåðíî ïðåâîñõîäèë ïî-
êàçàòåëè ó èíòàêòíûõ æèâîòíûõ áîëåå ÷åì
â 2 ðàçà. Â ýòîò ïåðèîä íàáëþäåíèé íàèáîëåå
âûñîêîãî óðîâíÿ äîñòèãàëî íàêîïëåíèå íèò-
ðèòîâ, ÷òî, ïî-âèäèìîìó, áûëî ñâÿçàíî ñ
ïîíèæåíèåì àêòèâíîñòè ÑÎÄ, êîãäà èçáûòîê
ñóïåðîêñèä-ðàäèêàëà ïðèâîäèë ê ÷ðåçìåð-
íîìó íàêîïëåíèþ ýòîãî ìåòàáîëèòà â òêàíÿõ.

Ê 7-ì ñóòêàì ó êðûñ êîíòðîëüíîé ãðóïïû
ïîêàçàòåëè ìåòàáîëèçìà îêñèäà àçîòà ñíè-
æàëèñü, íî âñ  ̧åù¸ îñòàâàëèñü äîñòîâåðíî
âûøå, ÷åì ó èíòàêòíûõ æèâîòíûõ. Õîòÿ â ýòîò
ïåðèîä ó êðûñ êîíòðîëüíîé ãðóïïû îòìå÷à-
ëîñü âîññòàíîâëåíèå àêòèâíîñòè ÑÎÄ, âî
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Òàáëèöà 2. Ñîäåðæàíèå ìåòàáîëèòîâ îêñèäà àçîòà è àêòèâíîñòü ñóïåðîêñèääèñìóòàçû
â òêàíÿõ êðûñ îïûòíîé ãðóïïû ïðè ýêñïåðèìåíòàëüíîì âîñïàëåíèè (õ ± Sx; n=10)

Ïðèìå÷àíèå. * Äîñòîâåðíî îòíîñèòåëüíî èíòàêòíîé ãðóïïû; #äîñòîâåðíî îòíîñèòåëüíî
êîíòðîëüíîé ãðóïïû.

âñåõ èññëåäóåìûõ òêàíÿõ óðîâåíü íèòðèòîâ
áûë ïîâûøåí îòíîñèòåëüíî ïîêàçàòåëåé èí-
òàêòíûõ æèâîòíûõ.

Ïðèìåíåíèå ìåòèëóðàöèëà óæå íà 3-è
ñóòêè ýêñïåðèìåíòà îáåñïå÷èëî ìåíåå âûðà-
æåííîå íàêîïëåíèå óðîâíÿ ìåòàáîëèòîâ NO
â èññëåäóåìûõ òêàíÿõ (òàáë. 2). Õîòÿ ñîäåð-
æàíèå äàííûõ ìåòàáîëèòîâ áûëî äîñòîâåðíî
âûøå, ÷åì ó êðûñ èíòàêòíîé ãðóïïû, â òî æå
âðåìÿ ïîêàçàòåëè îñòàâàëèñü äîñòîâåðíî íè-
æå ïî ñðàâíåíèþ ñ êîíòðîëüíîé ãðóïïîé.
Àêòèâíîñòü ÑÎÄ â ýòîò ïåðèîä ñíèæàëàñü äî
ïðåäåëîâ íîðìû.

Íà 7-å ñóòêè âî âñåõ èññëåäóåìûõ òêàíÿõ
êðûñ, ïîëó÷àâøèõ ìåòèëóðàöèë, íàáëþäàëàñü
ïîëíàÿ íîðìàëèçàöèÿ èçó÷àåìûõ ïîêàçàòåëåé.

Òàêèì îáðàçîì, ïîëó÷åííûå äàííûå
ïîêàçàëè, ÷òî ïðèìåíåíèå ìåòèëóðàöèëà â
õîäå ðàçâèòèÿ âîñïàëåíèÿ ñîõðàíÿëî àêòèâ-
íîñòü êëþ÷åâîãî ÀÎ-ôåðìåíòà – ÑÎÄ â
êðîâè, ñëè-çèñòîé æåëóäêà è ïå÷åíè â
òå÷åíèå âñåãî ýêñïåðèìåíòà è îáóñëîâèëî
íîðìàëèçàöèþ ìåòàáîëèçìà îêñèäà àçîòà âî
âñåõ èññëåäóåìûõ òêàíÿõ. Ýòî ýôôåêòèâíîå
áëîêèðîâàíèå ñâîáîäíîðàäèêàëüíûõ ïðî-
öåññîâ ïðè äåéñòâèè ìåòèëóðàöèëà ÷àñòè÷-
íî îáúÿñíÿåò åãî ïðîòèâîâîñïàëèòåëüíîå
äåéñòâèå è ïîçâîëÿåò ðåêîìåíäîâàòü äàí-
íûé ïðåïàðàò äëÿ áîëåå áûñòðîãî è ýôôåê-
òèâíîãî ñíÿòèÿ âîñïàëåíèÿ, îñîáåííî ïðè
îñëîæíåíèÿõ è ïðèñîåäèíèâøåéñÿ èí-
ôåêöèè.
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Ïðè ðîçâèòêó åêñïåðèìåíòàëüíîãî çàïàëåííÿ â ñèðîâàòö³ êðîâ³, ïå÷³íö³ òà ñëèçîâ³é øëóíêà
ùóð³â â³äçíà÷àëîñÿ äâîõðàçîâå ï³äâèùåííÿ ð³âíÿ ìåòàáîë³ò³â îêñèäó àçîòó íà òë³ êîìïåíñàòîðíî¿
àêòèâàö³¿ ñóïåðîêñèääèñìóòàçè. Çàñòîñóâàííÿ ìåòèëóðàöèëó óòðèìóâàëî íàäì³ðíå íàêîïè÷åííÿ
ìåòàáîë³ò³â îêñèäó àçîòó ³ äî ê³íöÿ ñïîñòåðåæåíü çàáåçïå÷óâàëî ïîâíó íîðìàë³çàö³þ ïîêàçíèê³â
òà â³äíîâëåííÿ àêòèâíîñò³ ñóïåðîêñèääèñìóòàçè â óñ³õ äîñë³äæóâàíèõ òêàíèíàõ.

Êëþ÷îâ³ ñëîâà: çàïàëåííÿ, îêñèä àçîòó, í³òðàòè, í³òðèòè, ìåòèëóðàöèë.

M. K. Adeyshvili-Syromiatnikova, L. P. Abramova, Yu. V. Zagorujko, V. V. Myasoedov
METHYLURACIL ANTIINFLAMMATORY EFFECT POSSIBLE MECHANISM

Experiment inflammation on rats has caused of 2 time increase of nitric oxide metabolites level in
studied tissues at compensated of superoxyddismutase activation. Employment of methyluratcil sup-
pressed excessive accumulation nitric oxide metabolites and provided with superoxyddismutase activity
reestablishment.

Key words: inflammation, nitric oxide metabolism, nitrites, nitrates, methyluracil.

Âûâîäû
Ðàçâèòèå âîñïàëåíèÿ âûçûâàëî ñóùåñò-

âåííûå èçìåíåíèÿ ìåòàáîëèçìà îêñèäà
àçîòà â ñûâîðîòêå êðîâè, ñëèçèñòîé æå-
ëóäêà è ïå÷åíè êðûñ, ÷òî ïðèâîäèëî ê
ñíèæåíèþ àêòèâíîñòè ñóïåðîêñèääèñìóòàçû.
Ïðèìåíåíèå ìåòèëóðàöèëà ñäåðæèâàëî

÷ðåçìåðíîå íàêîïëåíèå ñóïåðîêñèäðà-
äèêàëà, ÷òî âûçûâàëî îïòèìèçàöèþ ìåòà-
áîëèçìà îêñèäà àçîòà è ê êîíöó íàáëþäåíèé
îáåñïå÷èâàëî ïîëíóþ íîðìàëèçàöèþ ïîêàçà-
òåëåé è âîññòàíîâëåíèå àêòèâíîñòè ñóïåð-
îêñèääèñìóòàçû âî âñåõ èññëåäóåìûõ
òêàíÿõ.

Ñïèñîê ëèòåðàòóðû

1. Áàðàáîé Â. À. Ïåðåêèñíîå îêèñëåíèå ëèïèäîâ è àíòèîêñèäàíòíàÿ çàùèòà ïðè ïàòîëîãèè /
Â.À. Áàðàáîé, Ä.À. Ñóòêîâîé, Þ.À. Çîçóëÿ. – Ì. : Çíàíèå-Ì, 2005. – Ñ. 209–281.

2. Ðÿáîâ Ã. À. Ðîëü îêñèäà àçîòà êàê ðåãóëÿòîðà êëåòî÷íûõ ïðîöåññîâ / Ã.À. Ðÿáîâ,
Þ.Ì. Àçèçîâ // Àíåñòåçèîëîãèÿ è ðåàíèìàòîëîãèÿ. – 2001. – ¹ 1. – Ñ. 8–13.

3. Chatterjee A. Endothelial nitric oxide (NO) and its pathophysiologic regulation / A. Chatterjee,
J.D. Catravas // Vascul. Pharmacol. – 2008. – Vol. 49 (4–6). – P. 134–140.

4. Ïåñêèí À. Â. Ìåòàáîëèçì ñóïåðîêñèäíûõ ðàäèêàëîâ â êëåòêàõ: àâòîðåô. äèñ. … äîêò.
ìåä. íàóê / À.Â. Ïåñêèí. – Ì., 2001. – 54 ñ.

5. Ìèðîíîâ Ï.È. Ìîëåêóëÿðíûå àñïåêòû ñèñòåìíîãî âîñïàëèòåëüíîãî îòâåòà / Ï.È. Ìèðî-
íîâ, Â.Ô. Àëüåñ // Àíåñòåçèîëîãèÿ. – 2000. – ¹ 4. – Ñ. 1–4.

6. Ìåòåëüñêàÿ Â. À. Ñêðèíèíã-ìåòîä îïðåäåëåíèÿ óðîâíÿ ìåòàáîëèòîâ îêñèäà àçîòà
â ñûâîðîòêå êðîâè / Â. À. Ìåòåëüñêàÿ, Í. Ã. Ãóìàíîâà // Êëèíè÷åñêàÿ ëàáîðàòîðíàÿ
äèàãíîñòèêà. – 2005. – ¹ 6. – Ñ. 15–18.

7. Çâÿãèíà Ò. Â. Ìåòàáîëèòû îêñèäà àçîòà â êðîâè è ìî÷å çäîðîâûõ ëþäåé: èõ ñâÿçü
ñ öèòîêèíàìè è ãîðìîíàìè / Ò.Â. Çâÿãèíà // Âåñòíèê íåîòëîæíîé è âîññòàíîâèòåëüíîé
ìåäèöèíû. – 2002. – Ò. 3, ¹ 2. – Ñ. 302–304.

8. Êîñòþê Â. À. Ïðîñòîé è ÷óâñòâèòåëüíûé ìåòîä îïðåäåëåíèÿ àêòèâíîñòè ñóïåðîêñèä-
äèñìóòàçû, îñíîâàííûé íà ðåàêöèè îêèñëåíèÿ êâåðöåòèíà / Â. À. Êîñòþê, À. È. Ïîòàïîâè÷,
Æ. Â. Êîâàëåâà // Âîïð. ìåä. õèìèè. – 1990. – ¹ 2. – C. 88–91.

9. Áåéëè Í. Ñòàòèñòè÷åñêèå ìåòîäû â áèîëîãèè / Í. Áåéëè. – Ì., 1962. – Ñ. 260–275.

Ïîñòóïèëà 26.09.12

Т Е О Р Е Т И Ч Н А  І  Е К С П Е Р И М Е Н Т А Л Ь Н А   М Е Д И Ц И Н А



<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /All
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Warning
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJDFFile false
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /ColorConversionStrategy /LeaveColorUnchanged
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveEPSInfo true
  /PreserveHalftoneInfo false
  /PreserveOPIComments false
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputCondition ()
  /PDFXRegistryName (http://www.color.org)
  /PDFXTrapped /Unknown

  /Description <<
    /FRA <>
    /ENU (Use these settings to create PDF documents with higher image resolution for improved printing quality. The PDF documents can be opened with Acrobat and Reader 5.0 and later.)
    /JPN <FEFF3053306e8a2d5b9a306f30019ad889e350cf5ea6753b50cf3092542b308000200050004400460020658766f830924f5c62103059308b3068304d306b4f7f75283057307e30593002537052376642306e753b8cea3092670059279650306b4fdd306430533068304c3067304d307e305930023053306e8a2d5b9a30674f5c62103057305f00200050004400460020658766f8306f0020004100630072006f0062006100740020304a30883073002000520065006100640065007200200035002e003000204ee5964d30678868793a3067304d307e30593002>
    /DEU <>
    /PTB <>
    /DAN <>
    /NLD <>
    /ESP <>
    /SUO <>
    /ITA <>
    /NOR <>
    /SVE <>
  >>
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice




