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ÂÈÐÓÑÎËÎÃÈ×ÅÑÊÈÉ ÎÒÂÅÒ ÏÐÈ ËÅ×ÅÍÈÈ HCV-ÈÍÔÅÊÖÈÈ ÀÍÒÈÂÈÐÓÑÍÛÌÈ
ÏÐÅÏÀÐÀÒÀÌÈ

Îáëîêóëîâ À.Ð., Ýëìóðàäîâà À.À., Ôàðìàíîâà Ì.À., Àáäóëëàåâ Ì.Ç.,

Áóõàðñêèé ãîñóäàðñòâåííûé ìåäèöèíñêèé èíñòèòóò.

ü Ðåçþìå,
Èçó÷åíà ýïèäåìèîëîãè÷åñêèå îñîáåííîñòè, áîëüíûõ ñ HCV-èíôåêöèè êîòîðûå íàõîäèëèñü ïîä

äèñïàíñåðíîì íàáëþäåíèå â ïîëèêëèíèêàõ Áóõàðñêîé îáëàñòè, êîëè÷åñòâî áîëüíûõ 319, èç íèõ 110 (34,5%)
áîëüíûõ ìóæ÷èí è 209 (65,5%) æåíùèí. Ýòèîëîãè÷åñêàÿ äèàãíîñòèêà ÕÃÑ ïðîâîäèëàñü ïóò¸ì âèÿâëåíèÿ
ÐÍÊ è ãåíîòèïà âèðóñà HCV-èíôåêöèè â ñûâîðîòêå êðîâè ìåòîäîì ïîëèìåðàçíîé öåïíîé ðåàêöèè â ðåàëüíîì
âðåìåíè. Âûÿâëåíû ó 63,9% (n=204) áîëüíûõ ïåðâûé ãåíîòèï âèðóñà, 0,5% ( n=18) âòîðîé ó 21,9% (n=70)
â òðåòèé, ó 0,8% (n=27) ÷åòâåðòûé. Äî ïðîòèâîâèðóñíîé òåðàïèè â îñíîâíîé ãðóïïå áîëüíûõ ó 22 (20%)
âûÿâëåíà ôèáðîç F0, ó 30 (27%) F1, ó 36 (31,8%) F2, ó 23 (21%) áîëüíûõ F3. Ôèáðîç F4 ñòàäèè îòìå÷åí ó
2 (0,2%) ïàöèåíòîâ. Ñ ïðèìåíåíèåì ïðåïàðàòîâ ñîôîñáîâèð+ëåäèïàñâèð áûñòðûé âèðóñîëîãè÷åñêèé îòâåò
îòìå÷åíî 195 (95,6%) ó ïàöèåíòîâ, ðàííèé âèðóñîëîãè÷åñêèé îòâåò ó 204 (100%), èç íèõ 200 (98%) ïàöèåíòîâ
äîñòèãíóòà ïîëíàÿ ýëèìèíàöèÿ ÐÍÊ HCV.

Êëþ÷åâûå ñëîâà: HCV-èíôåêöèÿ, ôèáðîñêàí, ñîôîñáîâèð, ëåäèïàñâèð.

HCV- ÈÍÔÅÊÖÈß ÄÀÂÎÑÈÄÀ ÀÍÒÈÂÈÐÓÑ ÒÅÐÀÏÈß ÑÀÌÀÐÀÄÎÐËÈÃÈ

Îáëîêóëîâ À.Ð., Ýëìóðàäîâà À.À., Ôàðìàíîâà Ì.À., Àáäóëëàåâ Ì.Ç.,

Áóõîðî Äàâëàò òèááè¸ò èíñòèòóòè.

ü Ðåçþìå,
Áóõîðî âèëîÿòè ïîëèêëèíèêàëàðèäà äèñïàíñåð íàçîðàòèäà á´ëãàí 319 íàôàð áåìîðëàð ýïèäåìèîëîãèê

íó³òàè íàçàðäàí ´ðãàíèëèá, áåìîðëàðíèíã 110 íàôàðèíè ýðêàêëàð (34.5%) âà 209 (65.5%) íàôàðèíè à¸ëëàð
òàøêèë ³èëäè.

 Áàð÷à áåìîðëàð çàíæèðëè ïîëåìåðàç ðåàêöèÿñè óñëóáèäà ´ðãàíèëãàíäà, êóçàòóâ îñòèäàãè áåìîðëàðíèíã
204 íàôàðèäà 1 ÷è ãåíîòèï, 18 íàôàðèäà 2 ÷è ãåíîòèï, 70 íàôàðèäà 3 ÷è ãåíîòèï òàøêèë ³èëãàí á´ëñà, 27
íàôàðèäà ãåíîòèï àíè³ëàíìàãàí. Àíòèâèðóñ òåðàïèÿ áîøëàíãóíãà ³àäàð íàçîðàò ãóðóµäà 113 íàôàð (61%)
áåìîð òåêøèðèëäè: 22 íàôàð êàñàëäà (20%) F0 äàðàæàäàãè ôèáðîç íàìî¸í á´ëãàí, F1 äàðàæà - 30 íàôàð
áåìîðäà (27%), F2 äàðàæà- 36 íàôàð êàñàëäà (31.8%), 23 íàôàð (21%) áåìîðäà F3 äàðàæàäàãè ôèáðîç
³àéä ýòèëãàí. F4 äàðàæàäàãè ôèáðîçëàíèø ýñà 2 íàôàð áåìîðäà (0.2%) íàìî¸í á´ëäè. Áåâîñèòà òàúñèð
³èëóâ÷è Ñîôîñáîâèð+ëåäèïàñâèð ïðåïàðàòè ¸ðäàìèäà 195 (95.6%) òåç âèðóñîëîãèê æàâîá 204 (100%) ýðòàíãè
âèðóñîëîãèê æàâîá áåðèëèøèãà ýðèøèëèá, 200 íàôàð (98%) áåìîðëàðäà HCV ÐÍÊ áóòóíëàé ýëèìèíàöèÿñè
³àéä ³èëèíäè.

Êàëèò ñ´çëàð: HCV-èíôåêöèÿ, ôèáðàñêàí, ñîôîñáîâèð, ëåäèïàñâèð.

EFFICIENCY OF ANTI-VIRUS TREATMENT OF HCV-INFECTION

Oblokulov A.R., Elmuradova A.A., Farmanova M.A., Abdullaev M.Z.,

Bukhara State Medical Institute.

ü Resume,
There were studied epidemiological features of patients with HCV-infection who were under dispensary observation

in clinics located in Bukhara Region, number of patients was 319, 110 (34.5%) of them were men and 209 (65.5%)
were women. Etiological diagnostics of Chronic Hepatitis C was performed by the development of RNA and genotype
of HCV infection in blood serum by the method of real-time polymerase chain reaction. It was detected that 63.9% (n.
204) of the patients had first, 0.5% (n = 18) of them had second, 21.9% (n =70) - third, 0.8% (n = 27) - fourth
genotype of the virus. Before antiviral therapy, in 22 (20%) in the main group of patients it was detected F0 fibrosis,
so in 30 (27%) patients F1, in 36 (31.8%) patients F2 and in 23 (21%) patients F3. Fibrosis of F4 stage was revealed
only in 2 (0.2%) patients. With the use of sofosbovir + ledipasvir, rapid virologic response was observed in 195
(95.6%) patients, early virological response - in 204 (100%), 200 (98%) of the patients achieved complete elimination
of HCV RNA.

Key words: HCV-infection, fibroscan, sofosbovir, ledipasvir.

Àêòóàëüíîñòü

  î ëèòåðàòóðíûì äàííûì â ìèðå îò 110 äî 177,5
  ìëí. ÷åëîâåê èìåþò àíòèòåëà ê âèðóñó ãåïàòèòà Ñ

(ÂÃÑ), èç íèõ 80-119 ìëí ñòðàäàþò õðîíè÷åñêèì ãå-
ïàòèòîì Ñ (ÕÃÑ) [7]. Â 60-80% ñëó÷àåâ èíôèöèðîâàíèå
ÂÃÑ ïðèâîäèò ê ðàçâèòèþ õðîíè÷åñêîé ôîðìû èíôåê-
öèè, 10-25% èç íèõ çàêàí÷èâàþòñÿ ðàçâèòèåì öèððîçà
ïå÷åíè (ÖÏ) è ãåïàòîöåëëþëÿðíîé êàðöèíîìû (ÃÖÊ)

[6]. Êðèòåðèé ýôôåêòèâíîñòè è öåëü òåðàïèè ÕÃÑ -
äîñòèæåíèå óñòîé÷èâîãî âèðóñîëîãè÷åñêîãî îòâåòà
(ÓÂÎ), îïðåäåëÿåìîãî êàê îòñóòñòâèå âûÿâëÿåìîé
ÐÍÊ ÂÃÑ â ñûâîðîòêå êðîâè ïàöèåíòà ÷åðåç 12 èëè 24
íåäåëü ïîñëå îêîí÷àíèÿ êóðñà ëå÷åíèÿ. ÓÂÎ ñâèäå-
òåëüñòâóåò îá ýëèìèíàöèè âèðóñà èç îðãàíèçìà è ïðî-
ãíîçèðóåò ïîñëåäóþùóþ âåðîÿòíóþ îñòàíîâêó ôèá-
ðîòè÷åñêîãî ïðîöåññà â ïå÷åíè [4,7].

Ï
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Áëàãîäàðÿ äîñòèæåíèÿì â îáëàñòè ìîëåêóëÿðíîé
áèîëîãèè áûëè ðàçðàáîòàíû íîâûå ïðîòèâîâèðóñíûå
ïðåïàðàòû, íàöåëåííûå íà îïðåäåëåííûå ýòàïû æèç-
íåííîãî öèêëà ÂÃÑ çà ñ÷åò ïîäàâëåíèÿ ôóíêöèè íå-
ñòðóêòóðíûõ áåëêîâ âèðóñà. Ýòè ãðóïïû ëåêàðñòâåí-
íûõ ñðåäñòâ îáîçíà÷àþòñÿ êàê ïðåïàðàòû ïðÿìîãî ïðî-
òèâîâèðóñíîãî äåéñòâèÿ (ÏÏÏÄ), èõ ïîÿâëåíèå â 2011
ã. îçíàìåíîâàëî íà÷àëî íîâîé ýðû ëå÷åíèÿ ÕÃÑ [7].

Ñ òåõ ïîð àðñåíàë ñðåäñòâ äëÿ ëå÷åíèÿ ãåïàòèòà Ñ
íà÷àë ñòðåìèòåëüíî ðàñøèðÿòüñÿ. Ïîñëå áîöåïðåâè-
ðà íà ðûíîê âûøåë òåëàïðåâèð (ïðåïàðàòû ïåðâîãî
ïîêîëåíèÿ), çàòåì, ñïóñòÿ äâà ãîäà - ñîôîñáóâèð (ïåð-
âûé èç ïðåïàðàòîâ âòîðîãî ïîêîëåíèÿ) [4,7].

Ôîðìèðîâàíèå ñòàáèëüíîãî âèðóñîëîãè÷åñêîãî
îòâåòà ïðèðàâíèâàåòñÿ ê ýðàäèêàöèè èíôåêöèè HCV,
áîëåå 99% ïàöèåíòîâ èìåþò äîëãîñðî÷íóþ óñòîé÷è-
âîñòü ê àâèðåìèè, îòñóòñòâèå îáíàðóæåíèÿ ÐÍÊ HCV
â òêàíÿõ ïå÷åíè è ïåðèôåðè÷åñêèõ ìîíîíóêëåàðíûõ
êëåòêàõ, íîðìàëèçàöèþ êîëè÷åñòâà àìèíîòðàíñôåðà-
çû, óëó÷øåíèå ãèñòîëîãè÷åñêèõ äàííûõ è, ãëàâíîå,
ñíèæåíèå ÷àñòîòû îáðàçîâàíèÿ öèððîçà ïå÷åíè çà ñ÷åò
âûæèâàíèÿ [2, 3].

Áîëüøèì äîñòèæåíèåì ñîâðåìåííîé ÏÂÒ ÕÃÑ
ÿâèëàñü ðàçðàáîòêà àëãîðèòìà "ÏÂÒ, îñíîâàííîé íà
âèðóñîëîãè÷åñêîì îòâåòå", îòðàæàþùåé èíäèâèäóà-
ëèçèðîâàííûé ïîäõîä â ëå÷åíèè áîëüíûõ èñõîäÿ èç
ïðîãíîñòè÷åñêîé çíà÷èìîñòè ãåíîòèïà HCV è êèíå-
òèêè âèðóñíîé íàãðóçêè âî âðåìÿ ëå÷åíèÿ [1, 5].

Öåëü èññëåäîâàíèÿ. Âûÿâèòü áûñòðîãî è ðàííåãî
âèðóñîëîãè÷åñêîãî îòâåòà ïðè ïðèìåíåíèèè ïðîòèâî-
âèðóñíûõ ïðåïàðàòîâ ïðÿìîãî äåéñòâèÿ ó áîëüíûõ ÕÃÑ.

Ìàòåðèàë è ìåòîäû

Â èññëåäîâàíèå âêëþ÷èëè 319 âçðîñëûõ ïàöèåíòîâ
îò 18 äî 71 ãîäà ñ ÕÃÑ, âûçâàííûì HCV ãåíîòèïîâ 1,
2, 3, êîòîðûå ðàíåå íå ïîëó÷àëè ïðîòèâîâèðóñíîãî
ëå÷åíèÿ. Êðèòåðèÿìè âêëþ÷åíèÿ â èññëåäîâàíèå ÿâè-
ëîñü ñåðîëîãè÷åñêîå ïîäòâåðæäåíèå íàëè÷èÿ àíòèòåë
ïðîòèâ ÕÃÑ ìåòîäîì ÈÔÀ, êà÷åñòâåííîå è êîëè÷å-
ñòâåííîå îïðåäåëåíèå ÐÍÊ ÂÃÑ ìåòîäîì ïîëèìåðàç-
íîé öåïíîé ðåàêöèè (ÏÖÐ), îòñóòñòâèå èçìåíåíèé â
êðîâåòâîðíûõ îðãàíàõ, êîëè÷åñòâî íåéòðîôèëîâ â ïî÷-
êàõ, ùèòîâèäíîé æåëåçå áîëåå 3õ109 /ë, òðîìáîöèòîâ
100õ109 ã/ë, ïîêàçàòåëÿ Hb áîëåå 110 ã/ë ó æåíùèí Hb
áîëåå 120 ã/ë ó ìóæ÷èí, íîðìàëüíûé êðåàòèíèí è ÒÒÃ.

 Ýòèîëîãè÷åñêóþ âåðèôèêàöèþ ãåïàòèòà ïðîâîäè-
ëè ñåðîëîãè÷åñêèìè ìåòîäàìè ñ âûÿâëåíèåì anti-ÍÑV-
core, íåçàùèù¸ííûõ áåëêîâ NS3, NS4, NS5, ÏÖÐ

ãåíîòèïà IQ5 CUCLER â ìîìåíòà àìïëèôèêàöèè íóê-
ëåèíîâîé êèñëîòû. Ýòîò óðîâåíü ôèáðîçà ïå÷åíè (ïî
øêàëå METAVIR F-0, F-1, F-2, F-3, F-4) ìåòîäîì óëü-
òðàçâóêîâîé ýëàñòîìåòðèè ïå÷åíè. Ïðè ëå÷åíèè ïàöè-
åíòîâ ñ âûÿâëåííûì ãåíîòèïîì íàçíà÷àëèñü ïðåïàðà-
òû, ñîäåðæàùèå Ñîôîñáóâèð è Ëåäèïàñâèð.

 Ó ïàöèåíòîâ âûÿâèëè áûñòðûé âèðóñíûé îòâåò â
òå÷åíèè 4 íåäåëü, à ðàííåé âèðóñîëîãè÷åñêèé îòâåò -
÷åðåç 12 íåäåëü. Ïðîòèâîâèðóñíóþ ýôôåêòèâíîñòü îöå-
íèâàëè ïî íàëè÷èþ áûñòðîãî âèðóñîëîãè÷åñêîãî îò-
âåòà - óìåíüøåíèå âèðåìèè â 100 ðàç è áîëåå (> 2
log10) îò èñõîäíîãî óðîâíÿ ÷åðåç 4 íåäåëè òåðàïèè,
ðàííåãî âèðóñîëîãè÷åñêîãî îòâåòà - óìåíüøåíèå âè-
ðåìèè â 100 ðàç è áîëåå (> 2 log10) îò èñõîäíîãî óðîâíÿ
÷åðåç 12 íåäåëü òåðàïèè.

Ðåçóëüòàò è îáñóæäåíèå

Ïðîàíàëèçèðîâàíû ðåçóëüòàòû êîìïëåêñíîãî îá-
ñëåäîâàíèÿ, âêëþ÷àâøåãî êëèíè÷åñêèå, áèîõèìè÷åñ-
êèå, âèðóñîëîãè÷åñêèå èíñòðóìåíòàëüíûå ìåòîäû, 319
áîëüíûõ ñ ïðåäâàðèòåëüíûì äèàãíîçîì ÕÃÑ, ñðåäè
êîòîðûõ 110 (34,5 %) ìóæ÷èíû è 209 (65,5 %) æåí-
ùèí â âîçðàñòå îò 18 äî 70 ëåò. Äîñòîâåðíûõ îòëè÷èé
ïî âîçðàñòó ó ìóæ÷èí è æåíùèí íå îòìå÷åíî (ðèñ.1).

Ðèñóíîê 2. Ýïèäåìèîëîãè÷åñ-
êèå ïîêàçàòåëè âèðóñíîãî

ãåïàòèòà Ñ â ãîðîäàõ è
ðàéîíàõ îáëàñòè.

Ðèñóíîê 1. Âîçðàñòíîå ðàñïðåäåëåíèå áîëüíûõ âè-
ðóñíûì ãåïàòèòîì Ñ.

Ïàöèåíòû áûëè ðàçäåëåíû ïî òåððèòîðèþ è ïî
ïîëó áîëüíûå áûëè ðàñïðåäåëåíû ñëåäóþùèì îáðà-
çîì: â ãîðîäå Áóõàðå áûëî îáñëåäîâàíî 50 ïàöèåí-
òîâ, èç êîòîðûõ 72% - æåíùèíû è 28% - ìóæ÷èíû, à
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â Ãèæäóâàíñêîì ðàéîíå - 36 ïàöèåíòîâ, 69,4% è 30,6%,
ñîîòâåòñòâåííî. Áóõàðñêèé ðàéîí 29 ÷åëîâåê, 62%,
38%, â Ïåøêóíñêîì ðàéîíå 31 áîëüíîé, 51,6% è 48,4%.
Íèçêèå ïîêàçàòåëè çàáîëåâàåìîñòè îòìå÷åíû â Êàðà-
óëáàçàðñêîì ðàéîíå - 7 ïàöèåíòîâ, 42,8% è 57,2%, à
òàêæå â Øàôèðêàíñêîì ðàéîíå - 10 ïàöèåíòîâ, 70%
è 30%, ñîîòâåòñòâåííî (ðèñ.2).

Àíàëèç ðåçóëüòàòîâ ÏÖÐ äèàãíîñòèêè ïîêàçàëè,
÷òî ó 204 áîëüíûõ ñ ÕÃÑ âûÿâëåí 1-ãåíîòèï, ó 18 áîëü-
íûõ 2- ãåíîòèï, ó 70 áîëüíûõ 3- ãåíîòèï, à ó 27 áîëü-
íûõ - íåãåíîòèïèðîâàíà. Ïðè èññëåäîâàíèè ïîäòèï ãå-
íîòèïîâ ãåíîòèï 1À áûë âûÿâëåí â 15 (7,4%) ñëó÷à-
ÿõ, 1Â 185 (90,7%) è 1ÀÂ â 4 ñëó÷àÿõ (1,9%) ó ïàöèåí-
òîâ ñ 1 ãåíîòèïîì. Ñðåäè íàáëþäàåìûõ ïàöèåíòîâ âû-
ñîêàÿ âèðóñíàÿ ÷àñòèöà (400 000 ÌÅ/ìë) íàáëþäà-
ëàñü ó 9 ïàöèåíòîâ (43%), íèçêàÿ âèðóñíàÿ ÷àñòèöà ó
12 ïàöèåíòîâ (57%). Ó áîëüøèíñòâà ïàöèåíòîâ îòìå-
÷àëîñü íèçêîå ñîäåðæàíèå âèðóñíûõ ÷àñòèö (ðèñ.3).

Îöåíêà óðîâíÿ ôèáðîçà ïå÷åíè ïðè ÕÃÑ â ïåðâóþ
î÷åðåäü âàæíà äëÿ êëèíè÷åñêèõ èññëåäîâàíèé, à òàê-
æå äëÿ äèàãíîñòèêè è ïðîãíîçà ñîñòîÿíèÿ ïå÷åíè.
Êðîìå òîãî, ìîðôîëîãè÷åñêèå êðèòåðèè ó ýòèõ ïàöè-
åíòîâ íåðåäêî èñïîëüçóþòñÿ äëÿ îöåíêè ðåçóëüòàòîâ
ëå÷åíèÿ.

Äî íà÷àëà ïðîòèâîâèðóñíîé òåðàïèè áûëà îáñëå-
äîâàíî 113 ïàöèåíòîâ. Ó 22 ïàöèåíòîâ (20%) âûÿâëåí
ôèáðîç óðîâíÿ F-0, ó 30 ïàöèåíòîâ (27%) óðîâåíü F-
1, ó 36 ïàöèåíòîâ (31,8%) óðîâåíü F-2, ó 23-(21%)
óðîâåíü F-3. Ôèáðîç F-4 ñòåïåíè ðàçâèëñÿ ó 2 ïàöèåí-
òîâ (0,2%) (ðèñ.4). Ïàöèåíòû ñ óðîâíÿìè ôèáðîçà F-2
è F-3 ñîñòàâèëè áîëüøèíñòâî â ãðóïïå.

 Ðèñóíîê 3. Ðàñïðåäåëåíèå áîëüíûõ ïî ãåíîòèïèðî-
âàíèå

Ðàííèé âèðóñîëîãè÷åñêèé îòâåò ó ïàöèåíòîâ îöå-
íèâàëè ÷åðåç 4 íåä. ïîñëå ëå÷åíèÿ. Ïîñëå ïðîâåäåíèÿ
4-íåäåëüíîãî ëå÷åíèÿ ó 90 (44,1%) ïàöèåíòîâ íå îá-
íàðóæèëè ÐÍÊ ÂÃÑ, à ó 90 (44,1%) äðóãèõ áîëüíûõ
íàáëþäàëè 2 Log ñíèæåíèÿ âèðóñíîé íàãðóçêè. Ó 195
ïàöèåíòîâ (95,6%) äîñòèãíóò ðàííèé âèðóñîëîãè÷åñ-
êèé îòâåò.

 Ïðè àíàëèçå ðàííåãî âèðóñîëîãè÷åñêîãî îòâåòà
(â òå÷åíèå 12 íåä. îò íà÷àëà ëå÷åíèÿ) ïîëíàÿ ýðàäè-
êàöèÿ ÐÍÊ ÂÃÑ íàáëþäàëàñü ó 200 ïàöèåíòîâ (98%),
ïðè 2 Log è áîëüøåì ñíèæåíèè âèðóñíîé íàãðóçêè ó 4
ïàöèåíòîâ. Ðàííåé âèðóñîëîãè÷åñêèé îòâåò â ýòîé ãðóï-
ïå áûë çàôèêñèðîâàí ó âñåõ ïàöèåíòîâ (100%).

Âûâîäû

1. Áîëüøèíñòâî ÕÃÑ, çàðåãèñòðèðîâàííûõ â ðåãè-
îíå, âûçâàíû ãåíîòèïàìè 1 âèðóñà ãåïàòèòà Ñ.

2. Ýôôåêòèâíîñòü ïðîòèâîâèðóñíîãî ïðåïàðàòà -
Ñîôîñáóâèð + Ëåäèïàñâèð, êîòîðûé îêàçûâàåò íåïîñ-
ðåäñòâåííîå âëèÿíèå âî âðåìÿ ïðîâåäåíèÿ àìáóëà-
òîðíîãî ëå÷åíèÿ áîëüíûõ ñ ÕÃÑ, ïðèâîäèò ê ýëèìè-
íàöèè âèðóñîâ, âûçûâàÿ ðàííåé âèðóñîëîãè÷åñêèé
îòâåò ó 98% áîëüíûõ.
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 Ðèñóíîê 4. Ðàñïðåäåëåíèå áîëüíûõ ïî ñòåïåíè
ôèáðîçà ïå÷åíè.
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