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ó 95% ïàöèåíòîâ. Ó 5% ( ëèöà ïîæèëîãî âîç-
ðàñòà) ñèìïòîìû áîëåçíè ñîõðàíÿëèñü äî
14-ãî äíÿ. Ïîñëå îêîí÷àíèÿ ëå÷åíèÿ êîíò-
ðîëü ýôôåêòèâíîñòè àíòèõåëèêîáàêòåðíîé òå-
ðàïèè áûë ïðîâåäåí ó 156 ïàöèåíòîâ (ÝÃÄÑ
– 100%, öèòîëîãè÷åñêèé è ãèñòîëîãè÷åñêèé
êîíòðîëü ó 100%, îïðåäåëåíèå àíòèòåë IgG
ê Helicobacter pylori â êðîâè ìåòîäîì ÈÔÀ,
îïðåäåëåíèå àíòèãåíà Helicobacter pylori
â êàëå – 12%. Â öåëîì ýðàäèêàöèÿ ïðè ïðè-
ìåíåíèè òðåõêîìïîíåíòíîé ñõåìû àíòè-
õåëèêîáàêòåðíîé òåðàïèè äîñòèãíóòà ó 85%
ïàöèåíòîâ (ó âîåííîñëóæàùèõ â âîçðàñòå

18–20 ëåò – 94,4%). Ïåðåíîñèìîñòü òåðàïèè
îöåíåíà êàê õîðîøàÿ.

Ðåçóëüòàòû íàøåãî èññëåäîâàíèÿ ïðàê-
òè÷åñêè ïîëíîñòüþ ïîäòâåðæäàþò ðåêî-
ìåíäàöèè, ñôîðìóëèðîâàííûå íà ñîãëàñè-
òåëüíîé êîíôåðåíöèè Åâðîïåéñêîé ðàáî÷åé
ãðóïïû ïî èçó÷åíèþ Helicobacter pylori (Ìà-
àñòðèõò IV, Ôëîðåíöèÿ, 2010) è V Ìîñ-
êîâñêîãî ñîãëàøåíèÿ, êîòîðûå îñíîâàíû íà
ñîâðåìåííûõ è äîñòîâåðíûõ äàííûõ è
ïðèçâàíû ïîìî÷ü âðà÷àì â ëå÷åíèè èíôåê-
öèè Helicobacter pylori è àññîöèèðîâàííûõ
ñ íåé çàáîëåâàíèé.
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Óñòàíîâëåíî, ÷òî âèðóñ ïàïèëëîìû ÷åëîâåêà (ÂÏ×) â òêàíè îïóõîëè áûë â 36% ñëó÷àåâ.
Âûñîêîäèôôåðåíöèðîâàííûé ðàê ÷àùå âñòðå÷àëñÿ ó ÂÏ×-ïîçèòèâíûõ áîëüíûõ (52,77%), ÷åì ó
ÂÏ×-íåãàòèâíûõ (32,81%). Äîëÿ óìåðøèõ ïàöèåíòîâ, èíôèöèðîâàííûõ ÂÏ×, áûëà äîñòîâåðíî
ìåíüøå (21,95%) ïî ñðàâíåíèþ ñ íåèíôèöèðîâàííûìè (78,05%). Âèðóñ Ýïøòåéíà–Áàðð (ÂÝÁ)
âûÿâëåí â 60% íàáëþäåíèé, ÷àùå àññîöèèðîâàëñÿ ñ óìåðåííî äèôôåðåíöèðîâàííûì ðàêîì (66,67%).
Ó áîëüíûõ ñ ðåãèîíàðíûìè ìåòàñòàçàìè ÂÝÁ âûÿâëÿëñÿ äîñòîâåðíî ÷àùå, ÷åì ó ïàöèåíòîâ áåç
ìåòàñòàçîâ (44,44±6,4 è 70,58±5,9% ñîîòâåòñòâåííî), ïðè ýòîì ðàçëè÷èé ïî ïîêàçàòåëÿì
âûæèâàåìîñòè íå âûÿâëåíî.
Ê ë þ ÷ å â û å  ñ ë î â à:  ðàê ñëèçèñòîé îáîëî÷êè äíà ïîëîñòè ðòà è ÿçûêà, âèðóñ ïàïèëëîìû
÷åëîâåêà, âèðóñ Ýïøòåéíà–Áàðð.

Papko S.V., Kokoev V.G., Panov V.V., Volgushev O.A., Korol’kov A.V., Nistratov G.P., Kabanov A.V. –
Squamous cell carcinoma of the mucous floor of the mount and tongue associated with the Epstein–
Barr virus and human papillomavirus. It was established that in 36% squamous cell carcinoma was
diagnosed the human papillomavirus (HPV) in the tumour tissue. High-grade cancer was more common
in the HPV-positive patients (52,77%) than those with HPV-negative (32,81%). Percentage of dead
patients with HPV infection was significantly lower (21,95%) compared to non-infected (78,05%).
Epstein–Barr virus (EBV) was detected in 60% of cases, often associated with moderately differentiated
cancer (66,67%). Patients with regional metastases EBV were detected significantly more often than
patients without metastases (44,44±6,4 and 70,58±5,9% respectively), while the difference in survival
rates was not revealed.
K e y  w o r d s:   cancer of the mucous membrane of the mouth floor and tongue, human papilloma
virus, Epstein–Barr virus.

Â íàñòîÿùåå âðåìÿ áîëüøîå âíèìàíèå
óäåëÿåòñÿ âèðóñàññîöèèðîâàííîìó îíêîãåíå-
çó, ò. ê. áîëåå ÷åì â 15% ñëó÷àåâ ýòèîëîãè÷å-
ñêèìè àãåíòàìè íîâîîáðàçîâàíèé ÿâëÿþòñÿ
âèðóñû. Ñðåäè ïîñëåäíèõ íàèáîëåå èçó÷åíû
âèðóñ Ýïøòåéíà–Áàðð (ÂÝÁ) è âèðóñ ïàïèë-
ëîìû ÷åëîâåêà (ÂÏ×), ñïîñîáñòâóþùèõ òðàíñ-
ôîðìàöèè êëåòîê, íàïðèìåð, ïëîñêîãî ýïè-
òåëèÿ øåéêè ìàòêè (ÂÏ×), êëåòîê ëèìôîèä-
íîãî ðÿäà (ÂÝÁ), êîòîðûå ðàññìàòðèâàþòñÿ
êàê ýòèîëîãè÷åñêèå ôàêòîðû ðàêà øåéêè
ìàòêè è ëèìôîìû Áåðêèòà. Îïèñàíà ðîëü
ÂÝÁ è ÂÏ× ïðè ðàêå îðîôàðèíãåàëüíîé çîíû.

Öåëü èññëåäîâàíèÿ çàêëþ÷àëàñü â îöåí-
êå èíôèöèðîâàííîñòè ÂÝÁ è ÂÏ× áîëü-
íûõ ðàêîì ñëèçèñòîé îáîëî÷êè äíà ïîëîñòè
ðòà è ÿçûêà è îñîáåííîñòåé åãî òå÷åíèÿ. Îá-
ñëåäîâàíû 100 áîëüíûõ ðàêîì äàííûõ àíà-
òîìè÷åñêèõ îáëàñòåé, â ò. ÷. áåç ìåòàñòàçîâ –
36, ñ ìåòàñòàçàìè – 34, ñ ðåöèäèâàìè – 30.
Èç 36 áîëüíûõ áåç ìåòàñòàçîâ 10 èìåëè
II ñòàäèþ (T2N0M0), 12 – III (T3N0M0),
14 – IV (T4N0M0). Èç 34 áîëüíûõ ñ ìåòà-
ñòàçàìè 19 áûëè ñ III ñòàäèåé (T2N1M0 – 7,
T3N1M0 – 12), 15 – c IV (T3N2M0 – 6,
T4N1M0 – 9). Ìàòåðèàëîì äëÿ ìîëåêóëÿðíî-
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áèîëîãè÷åñêèõ èññëåäîâàíèé ñëóæèëè ôèê-
ñèðîâàííûå â ôîðìàëèíå è çàëèòûå â
ïàðàôèí òêàíè îïóõîëè (FFPE òêàíè). Äå-
ïàðàôèíèçàöèþ ïðîâîäèëè ïî ñòàíäàðòíîé
ìåòîäèêå ñ èñïîëüçîâàíèåì êñèëîëà è ýòà-
íîëà 96°. Ýêñòðàêöèþ âèðóñíîé ÄÍÊ èç òêà-
íè îïóõîëè ïðîâîäèëè ìåòîäîì ñîðáöèè íà
êîëîíêàõ ñ ïðèìåíåíèåì êîììåð÷åñêîãî
íàáîðà ðåàãåíòîâ «QIAamp DNA FFPE Tissue
Kit» (QIAGEN, Ãåðìàíèÿ). Äåòåêöèÿ ÄÍÊ è
îïðåäåëåíèå ãåíîòèïà ÂÏ× âûñîêîãî (ÂÊÐ)
è íèçêîãî (ÍÊÐ) êàíöåðîãåííîãî ðèñêà, âè-
ðóñîâ ãðóïïû ãåðïåñà ïðîâîäèëè ìåòîäîì
ìóëüòèïëåêñíîé ïîëèìåðàçíîé öåïíîé ðåàê-
öèè (ÏÖÐ) ñ ãèáðèäèçàöèîííî-ôëóîðåñöåí-
òíîé äåòåêöèåé ïðîäóêòîâ àìïëèôèêàöèè
â ðåæèìå «ðåàëüíîãî âðåìåíè» íà òåðìîöèê-
ëåðå Rotor Gene 6000 (QIAGEN, Ãåðìàíèÿ).
Âî âñåõ òåñò-ñèñòåìàõ â êà÷åñòâå ýíäîãåí-
íîãî âíóòðåííåãî êîíòðîëÿ áûë èñïîëüçî-
âàí ó÷àñòîê ÄÍÊ ãåíà β-ãëîáèíà, ÷òî ïî-
çâîëèëî îöåíèòü êà÷åñòâî èññëåäîâàííûõ
îáðàçöîâ. Ïðè ðàñ÷åòå âèðóñíîé íàãðóçêè
ïðîâîäèëè íîðìàëèçàöèþ ïîêàçàòåëåé íà
100000 êîïèé ãåíà β-ãëîáèíà.

Ïðè èññëåäîâàíèè ïàðàôèíîâûõ áëîêîâ
100 áîëüíûõ ãåíåòè÷åñêèé ìàòåðèàë ÂÏ× áûë
îáíàðóæåí â 36% ñëó÷àåâ. ÂÏ× ÂÊÐ îáíàðó-
æèâàëñÿ â 2 ðàçà ÷àùå, ÷åì ÂÏ× ÍÊÐ. ×àùå
äðóãèõ òêàíè îïóõîëè áûëè èíôèöèðîâàíû
16 è 11 òèïàìè (ñîîòâåòñòâåííî 50 è 25%
îáùåãî ÷èñëà îïóõîëåé, èíôèöèðîâàííûõ
ÂÏ×). ÂÏ× 6 òèïà âûÿâëåí â òðåõ ñëó÷àÿõ
(8,33% èíôèöèðîâàííûõ ÂÏ×), 11 òèïà –
â äåâÿòè (25%), ÂÏ× 16 òèïà ïðèñóòñòâîâàë
ñàìîñòîÿòåëüíî â 18 èññëåäóåìûõ îáðàçöàõ
(50% èíôèöèðîâàííûõ ÂÏ× áîëüíûõ)
è â ñî÷åòàíèè ñ ÂÏ× 35 òèïà – â òðåõ ñëó÷à-
ÿõ (8,33%). ÂÏ× 35
òèïà â âèäå ìîíî-
èíôåêöèè òàêæå
áûë âûÿâëåí â òðåõ
ñëó÷àÿõ (8,33%).

×àñòîòà èíôè-
öèðîâàíèÿ ÂÏ×
ÍÊÐ ó ïàöèåíòîâ
áåç ìåòàñòàçîâ áû-
ëà âûøå (25±7,2%),
÷åì ÂÏ× ÂÊÐ (16,7
±6,2%), â 1,5 ðàçà,
à ó ïàöèåíòîâ ñ
ìåòàñòàçàìè, íàî-
áîðîò, ÂÏ× ÂÊÐ
âñòðå÷àëñÿ â 4 ðàçà
÷àùå, ÷åì ÂÏ× ÍÊÐ
– 35,3±8,2 è 8,8±
4,9% ñîîòâåòñòâåííî.
Ó áîëüíûõ ñ ðåöè-
äèâàìè âñòðå÷àëñÿ
òîëüêî ÂÏ× ÂÊÐ –
20±7,3% (ðèñ. 1).

Â îáðàçöàõ òêàíåé îïóõîëåé áîëüíûõ
áåç ìåòàñòàçîâ èç ÂÏ× ÂÊÐ âñòðå÷àëñÿ òîëü-
êî 16 òèï, òîãäà êàê ó ïàöèåíòîâ ñ ìåòà-
ñòàçàìè è ðåöèäèâàìè – 16, 35 è 16+35 òèïû.
Èç ÂÏ× ÍÊÐ â òêàíè îïóõîëè ó áîëüíûõ
áåç ìåòàñòàçîâ áûë îáíàðóæåí òîëüêî 11 ãåíî-
òèï, à ó ïàöèåíòîâ ñ ìåòàñòàçàìè – òîëüêî
6 ãåíîòèï. Ñòàòèñòè÷åñêè çíà÷èìûå ðàçëè-
÷èÿ (p=0,0026) áûëè âûÿâëåíû ïðè ñðàâ-
íåíèè ÂÏ× ÍÊÐ 11 òèïà ó áîëüíûõ áåç ðå-
ãèîíàðíûõ ìåòàñòàçîâ (25±7,2%) è ñ ìåòà-
ñòàçàìè (0%).

Ðåöèäèâíûå îïóõîëè äîñòîâåðíî ðå-
æå (ð=0,0001) áûëè èíôèöèðîâàíû
ÂÏ× ó ÂÏ×-ïîçèòèâíûõ (20±7,3%), ÷åì
ó ÂÏ×-íåãàòèâíûõ (80±7,3%) áîëüíûõ.
Ó ÂÏ×-ïîçèòèâíûõ áîëüíûõ ÷àùå âñòðå-
÷àëñÿ âûñîêîäèôôåðåíöèðîâàííûé ðàê
(G1) – 52,77±8,3% (â áîëüøåé ñòåïåíè õà-
ðàêòåðíî äëÿ ÂÏ× ÂÊÐ – 19,44±6,6%), òîã-
äà êàê ó ÂÏ×-íåãàòèâíûõ äîñòîâåðíî ÷àùå
(ð=0,005) âñòðå÷àëñÿ óìåðåííî äèôôåðåí-
öèðîâàííûé (67,19±5,9%) ïî ñðàâíåíèþ
ñ âûñîêîäèôôåðåíöèðîâàííûì (32,19±5,9%).
Íèçêàÿ ñòåïåíü äèôôåðåíöèðîâêè (G3)
íå âûÿâëåíà.

ÂÏ× ÍÊÐ ïðåîáëàäàëè ïðè ðàçìåðå îïó-
õîëè ìåíåå 2 ñì (27,8±7,5% îáðàçöîâ), ïðè
ðàçìåðå 2–4 ñì – îáíàðóæèâàëèñü òîëüêî â
5,56±3,8% ñëó÷àåâ. ÂÏ× ÂÊÐ îïðåäåëÿëèñü
â îïóõîëÿõ áîëåå êðóïíûõ ðàçìåðîâ, ïðè÷åì
òåì ÷àùå, ÷åì áîëüøåãî ðàçìåðà áûëè îïó-
õîëè. Òàêèì îáðàçîì, ñ óâåëè÷åíèåì ðàñïðî-
ñòðàíåííîñòè îïóõîëè óñòàíîâëåí ðîñò ÷àñ-
òîòû èíôèöèðîâàíèÿ ÂÏ× ÂÊÐ (ð=0,0039),
è íàîáîðîò, äëÿ ÂÏ× ÍÊÐ ñ óâåëè÷åíèåì
ðàçìåðà ïðîöåññà åãî âûÿâëåíèå äîñòîâåðíî
ñíèæàåòñÿ (ð=0,001).

Ðèñ. 1. ×àñòîòà èíôèöèðîâàíèÿ òêàíè îïóõîëè ÂÏ× â èññëåäóåìûõ
ãðóïïàõ
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Èçó÷åíèå çàâèñèìîñòè
èñõîäîâ çàáîëåâàíèÿ îò ÷à-
ñòîòû èíôèöèðîâàíèÿ òêà-
íè îïóõîëè ïîêàçàëî, ÷òî
ñðåäè ÂÏ×-ïîçèòèâíûõ
äîëÿ óìåðøèõ (25±7,2%)
áûëà â 3 ðàçà ìåíüøå äîëè
æèâûõ (75±7,2%, ð=0,0001),
÷òî õàðàêòåðíî êàê äëÿ ÂÏ×
ÍÊÐ, òàê è äëÿ ÂÏ× ÂÊÐ.
Ñðåäè íåèíôèöèðîâàííûõ
ÂÏ× êîëè÷åñòâî óìåðøèõ
è æèâûõ áîëüíûõ áûëî
â ðàâíûõ äîëÿõ – ïî
50±6,3%. Ñðåäè óìåðøèõ
(n=41) êîëè÷åñòâî èíôè-
öèðîâàííûõ ÂÏ× (n=9,
21,95±6,5%) áûëî äîñòî-
âåðíî ìåíüøå (p=0,0001),
÷åì ÂÏ×-íåãàòèâíûõ
(n=32, 78,05±6,5%).

×àñòîòà èíôèöèðîâàíèÿ òêàíè îïóõîëè
ÂÝÁ ïðè èññëåäîâàíèè ïàðàôèíîâûõ áëî-
êîâ ñîñòàâèëà 60%.

ÂÝÁ âñòðå÷àëñÿ ðåæå â ãðóïïå áîëüíûõ
áåç ìåòàñòàçîâ (44,44±6,4%), ÷åì ó ïàöèåíòîâ
ñ ìåòàñòàçàìè (70,58±5,9%, ð=0,031).

Ó ïàöèåíòîâ ñ ÂÝÁ óìåðåííàÿ ñòåïåíü
äèôôåðåíöèðîâêè ðàêà âñòðå÷àëàñü â 2 ðàçà
÷àùå âûñîêîé – ñîîòâåòñòâåííî 66,67±6,1
è 33,33±6,1% (ð=0,0004), òîãäà êàê ó ÂÝÁ-íå-
ãàòèâíûõ ïàöèåíòîâ ýòè ïîêàçàòåëè áûëè
ðàâíû – 50±7,9%. Îïóõîëè ñ íèçêîé ñòåïåíüþ
äèôôåðåíöèðîâêè íå âûÿâëåíû.

Äîëÿ óìåðøèõ èíôèöèðîâàííûõ ÂÝÁ
áîëüíûõ (48,33±6,5%) ìåíüøå äîëè æèâûõ
(51,67±6,5%), íî ðàçëè÷èÿ ñòàòèñòè÷åñêè íå
çíà÷èìû. Ó ÂÝÁ-íåãàòèâíûõ äîëÿ óìåðøèõ
îêàçàëàñü â 2,3 ðàçà ìåíüøå äîëè æèâûõ –
30±7,2 è 70±7,2% ñîîòâåòñòâåííî (ð=0,0006).

Òàêèì îáðàçîì, èíôèöèðîâàíèå òêàíè
îïóõîëè ÂÏ×, êàê ÂÊÐ, òàê è ÍÊÐ, óñòàíîâ-
ëåíî ó 36% áîëüíûõ, ïðè ýòîì ìåæäó áîëü-
íûìè áåç ìåòàñòàçîâ, ñ ðåãèîíàðíûìè ìåòà-
ñòàçàìè è ðåöèäèâàìè ðàçëè÷èÿ íå âûÿâëå-
íû. Âûÿâëÿåìîñòü ÂÏ× ÂÊÐ (24%) â 2 ðàçà
ïðåâûñèëà ïîêàçàòåëü ÂÏ× ÍÊÐ (12%).
Ó ïàöèåíòîâ áåç ðåãèîíàðíûõ ìåòàñòàçîâ
ÂÏ× ÍÊÐ âñòðå÷àëñÿ â 1,5 ðàçà ÷àùå, ÷åì

ÂÏ× ÂÊÐ, à ó áîëüíûõ ñ ìåòàñòàçàìè â 4
ðàçà ÷àùå âñòðå÷àëñÿ ÂÏ× ÂÊÐ. Ïðè îöåíêå
áèîëîãè÷åñêèõ ñâîéñòâ îïóõîëè, ñ êîòîðûìè
ìîæåò áûòü ñâÿçàíî ïðèñóòñòâèå èëè îòñóò-
ñòâèå â íèõ ÂÏ×, áûëî óñòàíîâëåíî, ÷òî ÂÏ×
ÂÊÐ âñòðå÷àëñÿ â ðàâíûõ äîëÿõ â îïóõîëÿõ
ñ âûñîêîé è óìåðåííîé ñòåïåíüþ äèôôåðåí-
öèðîâêè, ïðè ýòîì ÷àùå âûÿâëåíû ðàñïðî-
ñòðàíåííûå îïóõîëè. ÂÏ× ÍÊÐ ÷àùå âñòðå-
÷àëñÿ ïðè îïóõîëÿõ âûñîêîé ñòåïåíè äèô-
ôåðåíöèðîâêè è ìåíüøåé ðàñïðîñòðàíåííî-
ñòè. Ó ÂÏ×-ïîçèòèâíûõ áûë îòìå÷åí âûñî-
êèé óðîâåíü âûæèâàåìîñòè – 75±7,2%. Íå-
ñìîòðÿ íà òî ÷òî ïîëó÷åííûå äàííûå óêàçû-
âàþò íà ðîñò ÷àñòîòû èíôèöèðîâàíèÿ ÂÏ×,
ïðè óâåëè÷åíèè ðàñïðîñòðàíåííîñòè îïóõîëå-
âîãî ïðîöåññà âûæèâàåìîñòü ýòèõ áîëüíûõ
îñòàåòñÿ âûñîêîé. Ýòî ìîæíî îáúÿñíèòü èí-
äóêöèåé ïðîòèâîîïóõîëåâîãî èììóíèòåòà è
ïîâûøåíèåì ÷óâñòâèòåëüíîñòè îïóõîëè ê
õèìèî- è ðàäèîòåðàïèè ó ÂÏ×-ïîçèòèâíûõ
áîëüíûõ. Èíôèöèðîâàííîñòü òêàíåé îïóõî-
ëåé ÂÝÁ îòìå÷åíà ó 60% áîëüíûõ, ïðè ýòîì
åå ðîñò áûë ñâÿçàí ñ óâåëè÷åíèåì ðàçìåðà
îïóõîëè. ÂÝÁ âñòðå÷àëñÿ ÷àùå ó ïàöèåíòîâ
ñ ðåãèîíàðíûìè ìåòàñòàçàìè – 70,58±5,9%.
Ó ÂÝÁ-ïîçèòèâíûõ áîëüíûõ ïðåîáëàäàëà óìå-
ðåííàÿ ñòåïåíü äèôôåðåíöèðîâêè îïóõîëè.

Ðèñ. 2. ×àñòîòà èíôèöèðîâàíèÿ òêàíè îïóõîëè ÂÝÁ èññëåäóåìûõ
ãðóïï


