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ËÅÉÊÅÌ²¯: ÏÎÐ²ÂÍßËÜÍÀ
ÕÀÐÀÊÒÅÐÈÑÒÈÊÀ ÊË²Í²×ÍÎ¯
ÅÔÅÊÒÈÂÍÎÑÒ² ÒÀ ÇÌ²Í
²ÌÓÍÎÔÅÍÎÒÈÏÓ Ë²ÌÔÎÖÈÒ²Â
Ï²Ä ×ÀÑ ÒÅÐÀÏ²¯
ÏÐÅÄÍ²ÇÎËÎÍÎÌ
ÀÁÎ Â²ÍÊÐÈÑÒÈÍÎÌ
ÒÀ ÏÐÅÄÍ²ÇÎËÎÍÎÌ
Ðåçþìå. Ïðîâåäåíî ïîð³âíÿëüíå äîñë³äæåííÿ ³ìóíîëîã³÷íîãî ôåíîòèïó
ë³ìôî¿äíèõ êë³òèí ïåðèôåðè÷íî¿ êðîâ³ õâîðèõ íà õðîí³÷íó ë³ìôî¿äíó ëåéêå-
ì³þ (ÕËË) ç ³ìóííèìè öèòîïåí³ÿìè ï³ä ÷àñ ë³êóâàííÿ ïðåäí³çîëîíîì àáî
â³íêðèñòèíîì ç ïðåäí³çîëîíîì. Âèÿâëåíî, ùî âêëþ÷åííÿ äî ïðîãðàìè ë³êó-
âàííÿ â³íêðèñòèíó (â³íêðèñòèí + ïðåäí³çîëîí) ñïðèÿëî äîñÿãíåííþ á³ëüø
òðèâàëî¿ ðåì³ñ³¿ ó çíà÷íî¿ ê³ëüêîñò³ õâîðèõ. Êðàùèé êë³í³÷íèé ðåçóëüòàò
ñóïðîâîäæóºòüñÿ á³ëüø ñóòòºâèìè çì³íàìè ëåéêåì³÷íî¿ Â-êë³òèííî¿
ïîïóëÿö³¿, í³æ ó ðàç³ çàñòîñóâàííÿ ëèøå ïðåäí³çîëîíó, à ñàìå: çíèæóºòüñÿ
â³äñîòîê HLA-Dr+-, CD21+-, CD37+-êë³òèí. Îäíî÷àñíî ³ñòîòíî ï³ä-
âèùóºòüñÿ åêñïðåñ³ÿ àêòèâàö³éíèõ ìàðêåð³â CD11b, CD25R òà CD95 íà
ëåéêåì³÷íèõ êë³òèíàõ. Îáãðóíòîâàíà äîö³ëüí³ñòü âêëþ÷åííÿ äî ïðîãðàìè
ë³êóâàííÿ õâîðèõ ç ³ìóííèìè óñêëàäíåííÿìè ÕËË â³íêðèñòèíó ÿê ïðåïàðà-
òó, ùî çá³ëüøóº åêñïðåñ³þ Fas-àíòèãåíó.
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ÂÑÒÓÏ

Ïåðåá³ã õðîí³÷íî¿ ë³ìôî¿äíî¿ ëåéêåì³¿ (ÕËË) ó 5�
25% âèïàäê³â óñêëàäíþºòüñÿ ³ìóííèìè öèòîïåí³ÿìè,
ÿê³ íàé÷àñò³øå ìàí³ôåñòóþòüñÿ ³ìóííîþ ãåìîë³òè÷íîþ
àíåì³ºþ (²ÃÀ), ³ìóííîþ òðîìáîöèòîïåí³÷íîþ ïóðïó-
ðîþ (²ÒÏ) òà ñèíäðîìîì Ô³øåðà�²âåíñà (²ÃÀ + ²ÒÏ).

Îñíîâíèì ìåòîäîì ë³êóâàííÿ õâîðèõ íà ÕËË ç
àóòî³ìóííèìè óñêëàäíåííÿìè º òåðàï³ÿ êîðòèêî-
ñòåðî¿äíèìè ïðåïàðàòàìè, êë³í³÷íà åôåêòèâí³ñòü
ÿêèõ ïîÿñíþºòüñÿ ïðèãí³÷åííÿì ôóíêö³¿ ìàêðî-
ôàã³â, çíèæåííÿì àêòèâíîñò³ ¿õ Fc-ðåöåïòîð³â òà
äåïðåñèâíèì âïëèâîì íà àíòèò³ëîãåíåç [11, 18].

Ç ö³ºþ ìåòîþ ó ãåìàòîëîã³÷í³é êë³í³ö³ çàñòîñîâó-
þòü òàêîæ â³íêðèñòèí, åôåêòèâí³ñòü ÿêîãî çóìîâ-
ëåíà éîãî âèðàæåíèì ³ìóíîäåïðåñèâíèì åôåêòîì,
ùî âèÿâëÿºòüñÿ, íàñàìïåðåä, ãàëüìóâàííÿì óòâî-
ðåííÿ àíòèò³ë òà ïðèãí³÷åííÿì àêòèâíîñò³ ôàãîöè-
òóþ÷èõ ìîíîíóêëåàð³â [14, 26].

Îñê³ëüêè ë³êóâàëüíèé âïëèâ öèòîñòàòè÷íèõ çà-
ñîá³â îïîñåðåäêîâàíèé ãåíåòè÷íèìè ìåõàí³çìàìè
òà àêòèâàö³ºþ àïîïòîçó, ÿê³ ìîæóòü ñóïðîâîäæóâà-
òèñÿ çì³íàìè ³ìóíîôåíîòèïó êë³òèíè, ìåòîþ íàøî¿
ðîáîòè ñòàëî ç�ÿñóâàííÿ ³ìóíîôåíîòèï³÷íî¿ õàðàê-
òåðèñòèêè ë³ìôî¿äíèõ êë³òèí êðîâ³ ó õâîðèõ íà ÕËË
ç àóòî³ìóííèìè óñêëàäíåííÿìè ï³ä ÷àñ ë³êóâàíÿ
ïðåäí³çîëîíîì òà ïðåäí³çîëîíîì ç â³íêðèñòèíîì.

ÎÁ�ªÊÒ ² ÌÅÒÎÄÈ ÄÎÑË²ÄÆÅÍÍß

Ïðîâåäåíî îáñòåæåííÿ 24 õâîðèõ íà ÕËË ç àóòî-
³ìóííèìè óñêëàäíåííÿìè ï³ä ÷àñ ë³êóâàííÿ. Ä³àãíîç

ÕËË òà ¿¿ àóòî³ìóííîãî óñêëàäíåííÿ âñòàíîâëþâàëè çà
äàíèìè êë³í³÷íîãî îáñòåæåííÿ òà ëàáîðàòîðíèõ äî-
ñë³äæåíü. Ïåðøó ãðóïó ñêëàëè 13 ïàö³ºíò³â, ÿêèì ïðè-
çíà÷àëè ïðåäí³çîëîí, à äðóãó � 11 õâîðèõ, ÿê³ îòðèìó-
âàëè êîìá³íàö³þ â³íêðèñòèí + ïðåäí³çîëîí.

Ó ïåðø³é ãðóï³ õâîðèõ áóëî 9 ÷îëîâ³ê³â òà 4 æ³íêè.
Â³ê õâîðèõ � 45�65 ðîê³â. Ó 4 õâîðèõ ïåðåá³ã ÕËË
óñêëàäíèâñÿ ðîçâèòêîì ²ÃÀ, ó 4 � ²ÒÏ, ó 5 � ä³àãíîñ-
òîâàíî ñèíäðîì Ô³øåðà�²âåíñà.

Äðóãó ãðóïó ñêëàëè õâîð³ â³êîì 54�69 ðîê³â. Ñå-
ðåä íèõ áóëî 9 ÷îëîâ³ê³â òà 2 æ³íêè. Ó 6 õâîðèõ ñïî-
ñòåð³ãàëè ÿâèùà ãåìîë³òè÷íî¿ àíåì³¿, ó 4 � ²ÒÏ, à ó
1 � ñèíäðîì Ô³øåðà�²âåíñà.

²ìóíîôåíîòèï³÷í³ ìåòîäè âêëþ÷àëè âèçíà÷åí-
íÿ ë³í³éíèõ òà äèôåðåíö³éíèõ àíòèãåí³â íà ìåìá-
ðàí³ ë³ìôî¿äíèõ êë³òèí êðîâ³ çà äîïîìîãîþ ìîíî-
êëîíàëüíèõ àíòèò³ë (ÌÊÀÒ), ïàíåëü ÿêèõ ñêëàäà-
ëàñÿ ç 28 ÌÊÀÒ. ²ìóíîôåíîòèïóâàííÿ ïðîâîäèëè
íåïðÿìèì ³ìóíîôëþîðåñöåíòíèì ìåòîäîì. Ó âñ³õ
õâîðèõ âèçíà÷àëè â³äñîòîê ïîçèòèâíèõ êë³òèí äî ³
ï³ñëÿ ë³êóâàííÿ. Åêñïðåñ³ÿ Â-êë³òèííèõ ìàðêåð³â
ââàæàëàñÿ ïîçèòèâíîþ, ÿêùî ³ 20% êë³òèí ïîçèòèâ-
íî ðåàãóâàëè ç â³äïîâ³äíèìè ÌÊÀÒ.

Îòðèìàí³ ðåçóëüòàòè îö³íþâàëè çà äîïîìîãîþ
òðàäèö³éíèõ ìåòîä³â âàð³àö³éíî¿ ñòàòèñòèêè.

ÐÅÇÓËÜÒÀÒÈ ÒÀ ̄ Õ ÎÁÃÎÂÎÐÅÍÍß
Õâîð³ ïåðøî¿ ãðóïè îòðèìóâàëè ïðåäí³çîëîí ïî

1�2 ìã/êã íà äîáó ïðîòÿãîì 18�26 äí³â ç ïîñòóïî-
âèì çíèæåííÿì äîçè.
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Íà ôîí³ ë³êóâàííÿ êîðòèêîñòåðî¿äíèìè ïðåïà-
ðàòàìè ó 7 õâîðèõ âäàëîñÿ äîñÿãòè êë³í³êî-ãåìàòî-
ëîã³÷íî¿ ðåì³ñ³¿ àóòî³ìóííîãî óñêëàäíåííÿ òðèâàë³-
ñòþ â³ä 5 äî 12 ì³ñ, ó 4 õâîðèõ � äåÿêîãî ïîêðàùàí-
íÿ ñòàíó, 2 õâîðèõ áóëè ðåçèñòåíòí³ äî ë³êóâàííÿ.
Ñåðåäíÿ òðèâàë³ñòü êë³í³êî-ãåìàòîëîã³÷íî¿ ðåì³ñ³¿
ñòàíîâèëà 5,45 ± 0,97 ì³ñ.

Ó âñ³õ õâîðèõ âèÿâèëè ìîíîêëîíàëüíó ïîïóëÿ-
ö³þ Â-ë³ìôîöèò³â â³äïîâ³äíî äî åêñïðåñ³¿ ëåãêèõ
ëàíöþã³â. Ñåðåäí³é êëîíàëüíèé åêñöåñ äî ë³êóâàí-
íÿ ó õâîðèõ äàíî¿ ãðóïè ñêëàäàâ 9,10 ± 1,91.

Ïîâåðõíåâèé ôåíîòèï îñíîâíî¿ ïîïóëÿö³¿ ë³ìôî-
öèò³â ïåðèôåðè÷íî¿ êðîâ³ â³äïîâ³äàâ òèïîâîìó Â-ÕËË:
ëåéêåì³÷í³ êë³òèíè åêñïðåñóâàëè àíòèãåíè HLA-Dr,
CD5, CD20, CD21 òà CD22. Íà ïåðåâàæí³é ïîïóëÿö³¿
ë³ìôîöèò³â âèÿâëåíî é ³íø³ Â-êë³òèíí³ ìàðêåðè
(CD37, CD72) (òàáë. 1).

Ëåéêåì³÷í³ ë³ìôîöèòè â îñíîâíîìó íå åêñïðå-
ñóâàëè àêòèâàö³éíèõ àíòèãåí³â (< 20% ïîçèòèâíèõ
êë³òèí).

Ï³ñëÿ ïðîâåäåííÿ êóðñó ë³êóâàííÿ ïðåäí³çîëî-
íîì çíà÷íèõ ê³ëüê³ñíèõ ³ ÿê³ñíèõ çì³í â ïîïóëÿö³¿
ëåéêåì³÷íèõ Â-ë³ìôîöèò³â íå â³äçíà÷àëè. Çíèçèâ-
ñÿ ëèøå â³äñîòîê CD20+- òà CD72+-êë³òèí. Ñåðåäí³é
êëîíàëüíèé åêñöåñ íå çì³íþâàâñÿ.

Ï³ä ÷àñ ë³êóâàííÿ ïðåäí³çîëîíîì çá³ëüøèëàñü
ê³ëüê³ñòü êë³òèí, ùî åêñïðåñóþòü àêòèâàö³éí³ àíòè-
ãåíè CD25R òà CD11b (p < 0,05).

Ó õâîðèõ íà ÕËË â³äñîòîê êë³òèí, íà ÿêèõ âèÿâ-
ëåíî Ò-êë³òèíí³ ìàðêåðè, áóâ íåâèñîêèì âíàñë³äîê
ïåðåâàæàííÿ ïîïóëÿö³¿ ëåéêåì³÷íèõ Â-êë³òèí (äèâ.
òàáë. 1). Ï³ñëÿ êóðñó ë³êóâàííÿ ïðåäí³çîëîíîì âè-
ÿâëåíî çíèæåííÿ ð³âíÿ CD3+-êë³òèí òà â³ðîã³äíå
çá³ëüøåííÿ â³äíîñíî¿ ê³ëüêîñò³ ÿê CD4+-, òàê ³
CD8+-ë³ìôîöèò³â; ïðîòå ÷åðåç á³ëüø çíà÷íå çðîñ-
òàííÿ â³äñîòêà êë³òèí ç ³ìóíîôåíîòèïîì Ò-ñóïðå-
ñîð³â ñï³ââ³äíîøåííÿ CD4+/CD8+ çíèçèëîñÿ. Â³ðî-
ã³äíî çðîñëà ê³ëüê³ñòü NK-êë³òèí (CD16+).

Óñ³ ïàö³ºíòè äðóãî¿ ãðóïè îòðèìóâàëè â³íêðèñ-
òèí 1 ðàç íà òèæäåíü ïî 2 ìã â êóðñîâ³é äîç³ 6 ìã, à
òàêîæ ïðåäí³çîëîí ç ðîçðàõóíêó 1 ìã/êã íà äîáó.

Ó 8 õâîðèõ ö³º¿ ãðóïè ï³ä ÷àñ ë³êóâàííÿ ñïîñòåð³ãàëè
êë³í³êî-ãåìàòîëîã³÷íó ðåì³ñ³þ àóòî³ìóííîãî óñêëàäíåí-
íÿ, â 1 õâîðî¿ � ëèøå íåçíà÷íå ïîë³ïøåííÿ, à ó 2 õâîðèõ
ïîçèòèâíîãî åôåêòó íå áóëî. Ðåì³ñ³ÿ àóòî³ìóííîãî óñê-
ëàäíåííÿ â ö³é ãðóï³ õâîðèõ òðèâàëà â³ä 5 ì³ñ äî 2 ðîê³â.
Ñåðåäíÿ òðèâàë³ñòü ðåì³ñ³¿ ñòàíîâèëà 13,5 ± 2,99 ì³ñ.

²ìóíîôåíîòèï ë³ìôî¿äíèõ êë³òèí îáñòåæåíèõ õâî-
ðèõ õàðàêòåðèçóâàâñÿ ïåðåâàæàííÿì åêñïðåñ³¿ îñíîâ-
íèõ Â-êë³òèííèõ àíòèãåí³â HLA-Dr, CD5, CD20, CD21
òà CD22 (òàáë. 2). Ó á³ëüøîñò³ ïàö³ºíò³â â³äçíà÷àëè åêñ-
ïðåñ³þ íà ë³ìôî¿äíèõ êë³òèíàõ ³íøèõ Â-êë³òèííèõ
àíòèãåí³â CD72, CD76. Ñåðåäí³é êëîíàëüíèé åêñöåñ
ñòàíîâèâ 11,28 ± 1,99. ßê ïðàâèëî, ëåéêåì³÷í³ êë³òè-
íè íå åêñïðåñóâàëè àêòèâàö³éíèõ àíòèãåí³â.

Ï³ñëÿ ïðîâåäåííÿ êóðñó ë³êóâàííÿ â³íêðèñòèíîì
³ ïðåäí³çîëîíîì ñåðåäí³é êëîíàëüíèé åêñöåñ çíè-
çèâñÿ äî 5,95 ± 1,70 (p < 0,05). Çìåíøèëàñü åêñïðå-
ñ³ÿ îñíîâíèõ Â-êë³òèííèõ àíòèãåí³â: HLA-Dr+-,
CD21+- òà CD37+-êë³òèí.

Ñóòòºâî çðîñëà åêñïðåñ³ÿ àêòèâàö³éíèõ àíòèãåí³â
CD11b, CD25R ³ ìàéæå âäâ³÷³ � Fas-ðåöåïòîðà (ìî-
ëåêóëè àïîïòîçó) CD95.

Åêñïðåñ³ÿ Ò-êë³òèííèõ àíòèãåí³â ó õâîðèõ äàíî¿
ãðóïè äî ë³êóâàííÿ áóëà íåâèñîêîþ (äèâ. òàáë. 2). Ï³ñëÿ
ë³êóâàííÿ â³íêðèñòèíîì ç ïðåäí³çîëîíîì ñóòòºâî
çá³ëüøèëàñü ê³ëüê³ñòü CD3+-êë³òèí (p < 0,01), à òàêîæ
ê³ëüê³ñòü Ò-õåëïåð³â; â³äñîòîê Ò-ñóïðåñîð³â íå çì³íèâ-
ñÿ. Ñï³ââ³äíîøåííÿ Th/Ts çðîñëî.

Ïðîâåäåí³ íàìè äîñë³äæåííÿ âèÿâèëè, ùî ó ðàç³
çàñòîñóâàííÿ òðàäèö³éíîãî ë³êóâàííÿ ó õâîðèõ íà
ÕËË ç àóòî³ìóííèìè óñêëàäíåííÿìè ïðåäí³çîëîíîì
êë³í³êî-ãåìàòîëîã³÷íó ðåì³ñ³þ àóòî³ìóííîãî óñêëàä-
íåííÿ â³äçíà÷åíî ó 7 îáñòåæåíèõ ³ç 13, òðèâàë³ñòü ¿¿
ñòàíîâèëà â³ä 5 äî 12 ì³ñ. Âêëþ÷åííÿ äî ïðîãðàìè
ë³êóâàííÿ â³íêðèñòèíó (â³íêðèñòèí + ïðåäí³çîëîí)
ñïðèÿëî äîñÿãíåííþ ðåì³ñ³¿ ó á³ëüøîãî ÷èñëà õâî-
ðèõ (ó 8 ³ç 11) òà çíà÷íîìó ¿¿ ïîäîâæåííþ.

Ï³ñëÿ êóðñó ë³êóâàííÿ â³íêðèñòèíîì ç ïðåäí³çî-
ëîíîì ïàðàëåëüíî ç êðàùèì êë³í³÷íèì ðåçóëüòàòîì
ñïîñòåð³ãàëèñÿ á³ëüø ñóòòºâ³ çì³íè ³ìóíîëîã³÷íîãî
ôåíîòèïó ë³ìôî¿äíèõ êë³òèí êðîâ³ õâîðèõ, í³æ ó ðàç³
çàñòîñóâàííÿ ëèøå ïðåäí³çîëîíó. Òàê, ó õâîðèõ íà
ÕËË ç àóòî³ìóííèìè óñêëàäíåííÿìè ï³ä ä³ºþ ïðåä-
í³çîëîíó íà Â-êë³òèíàõ çìåíøóºòüñÿ åêñïðåñ³ÿ ëèøå
äâîõ ìàðêåð³â äîçð³ëèõ êë³òèí (CD20, CD72). Îäíî-
÷àñíî ï³äâèùóºòüñÿ ð³âåíü åêñïðåñ³¿ àêòèâàö³éíèõ
ìàðêåð³â CD25R i CD11b, òîáòî ñïîñòåð³ãàþòüñÿ
îçíàêè àêòèâàö³¿ Â-êë³òèí.
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Ï³ä ÷àñ ë³êóâàííÿ â³íêðèñòèíîì ³ ïðåäí³çîëîíîì
çíèæóþòüñÿ â³äñîòîê HLA-Dr+-, CD21+-, CD37+-
êë³òèí ³, ùî îñîáëèâî âàæëèâî, êëîíàëüíèé åêñöåñ,
³ñòîòíî çá³ëüøóºòüñÿ ê³ëüê³ñòü êë³òèí ç àêòèâàö³é-
íèìè ìàðêåðàìè CD25R, CD11b òà CD95.

Ó äîñòóïí³é ë³òåðàòóð³ çóñòð³÷àþòüñÿ ëèøå ïîîäè-
íîê³ ïîâ³äîìëåííÿ ïðî âïëèâ ïðåäí³çîëîíó íà îêðåì³
ïîïóëÿö³¿ ë³ìôîöèò³â. Òàê, G. Pozzato ³ ñï³âàâòîðè [28]
âêàçóþòü íà çíèæåííÿ åêñïðåñ³¿ CD23-àíòèãåíó ó
õâîðèõ ç Â-ÕËË ï³ñëÿ ë³êóâàííÿ ïðåäí³çîëîíîì. Äà-
íèõ ïðî âïëèâ ïðåäí³çîëîíó íà åêñïðåñ³þ ìàðêåð³â
íà ë³ìôîöèòàõ õâîðèõ ç Â-ÕËË ç àóòî³ìóííèìè
óñêëàäíåííÿìè â ë³òåðàòóð³ ìè íå çíàéøëè.

Ðåçóëüòàòè íàøèõ äîñë³äæåíü, ÿê ³ äàí³ ë³òåðàòóðè
[27], ñâ³ä÷àòü, ùî êîðòèêîñòåðî¿äè íå ï³äâèùóþòü åêñ-
ïðåñ³¿ APO-1/Fas-ðåöåïòîðà (CD95) íà ëåéêåì³÷íèõ
ë³ìôîöèòàõ ïðè ÕËË. Ïðîòå äåÿê³ äîñë³äíèêè ìå-
õàí³çì ë³êóâàëüíî¿ ä³¿ êîðòèêîñòåðî¿äíèõ ãîðìîí³â ïðè
ÕËË ïîâ�ÿçóþòü ç ³íäóêö³ºþ íèìè ïðîöåñ³â àïîïòîçó
â ëåéêåì³÷íèõ CD5+ Â-êë³òèíàõ [4, 17, 22], â ïåðøó
÷åðãó øëÿõîì ïîðóøåííÿ åêñïðåñ³¿ ãåí³â [31] òà áåç-
ïîñåðåäí³õ ³í³ö³àòîð³â ïðîöåñ³â àïîïòîçó � CED-3/
ICE-ïîä³áíèõ ïðîòåàç [9]. Ââàæàþòü, ùî öèòîòîêñè÷-
íà ä³ÿ êîðòèêîñòåðî¿ä³â íå çàëåæèòü â³ä àêòèâíîñò³ ãåíà

p53 [8], à îíêîãåíè bcl-2 òà bax, åêñïðåñ³ÿ ÿêèõ ïðè ÕËË
ï³äâèùåíà, ìîæóòü çóìîâëþâàòè ðåçèñòåíòí³ñòü äî
òåðàï³¿ êîðòèêîñòåðî¿äíèìè ïðåïàðàòàìè [20, 23]. Ìè
òàêîæ â³äçíà÷àëè âèñîêèé â³äñîòîê âèïàäê³â ÕËË ç
àóòî³ìóííèìè óñêëàäíåííÿìè, ïðè ÿêèõ ðîçâèâàëàñü
ðåçèñòåíòí³ñòü äî êîðòèêîñòåðî¿äíî¿ òåðàï³¿. Â òîé æå
÷àñ êîðòèêîñòåðî¿äí³ ãîðìîíè ÷åðåç ÿäåðíó åíäîíóê-
ëåàçó ìîæóòü ñïðè÷èíþâàòè â äåÿêèõ âèïàäêàõ çíè-
æåííÿ àêòèâíîñò³ ãåí³â bcl-2 òà bax [20]. Ùå îäèí ìîæ-
ëèâèé ìåõàí³çì çàõèñòó ëåéêåì³÷íèõ êë³òèí â³ä àïî-
ïòîçó ïîâ�ÿçàíèé ç âèÿâëåíèì íàìè ï³äâèùåííÿì
ð³âíÿ åêñïðåñ³¿ CD25R � ðåöåïòîðà IL-2, ÿêèé ä³º ÿê
ñèãíàë âèæèâàííÿ äëÿ CD5+ Â-êë³òèí [12, 19, 25], õî÷à
ââàæàþòü, ùî êîðòèçîí³íäóêîâàíèé àïîïòîç íå ãàëü-
ìóºòüñÿ IL-2, ÿê ³ äåÿêèìè ³íøèìè öèòîê³íàìè [10].

Ðåçóëüòàòè ïðîâåäåíèõ íàìè äîñë³äæåíü ñâ³ä÷àòü,
ùî öèòîòîêñè÷íà ä³ÿ â³íêðèñòèíó ó õâîðèõ íà ÕËË
ñïðÿìîâàíà íà ëåéêåì³÷í³ Â-ë³ìôîöèòè, ïðîöåñè àê-
òèâàö³¿ Â-êë³òèí ³ íà ï³äâèùåííÿ åêñïðåñ³¿ Fas-àíòè-
ãåíó. Çã³äíî ç äàíèìè ë³òåðàòóðè, ïåðâèííî ï³ä ä³ºþ
â³íêðèñòèíó, ÿê ³ ³íøîãî ðîñëèííîãî àëêàëî¿äó êîëõ³-
öèíó, ïîøêîäæóºòüñÿ îðãàí³çàö³ÿ ì³êðîòóáóë, ùî çó-
ìîâëþº çàòðèìêó ì³òîçó êë³òèí ó ñòàä³¿ âåðåòåíà [7, 13,
15, 31]. Íàñòàº àêòèâàö³ÿ Ca++/Mg++-çàëåæíî¿ åíäî-
íóêëåàçè ³, ÿê íàñë³äîê, � ôðàãìåíòàö³ÿ ÄÍÊ, ùî º
îçíàêîþ àïîïòîçó [15, 32]. Âñòàíîâëåíî, ùî öèòîòîê-
ñè÷íà ä³ÿ â³íêðèñòèíó íå çàëåæèòü â³ä àêòèâíîñò³ ãåíà
p53 [8]. Â³íêðèñòèí âïëèâàº íà êë³òèíè â ñòàä³¿ G2m ³
ÿê ïðåïàðàò, ÿêèé äåçîðãàí³çóº ì³êðîòóáóëè, ìàº ñïðè-
÷èíÿòè ôîñôîðèëÿö³þ ãåíà bcl-2 [16]. Â³íêðèñòèí
ìîæå ïîøêîäæóâàòè ë³ìôî¿äí³ êë³òèíè â ³íòåðôàç³,
ñïîâ³ëüíþþ÷è ¿õ ïðîë³ôåðàö³þ [3]. Íà íàø ïîãëÿä,
âàæëèâèì ÷èííèêîì åôåêòèâíîñò³ â³íêðèñòèíó ïðè
ÕËË º ï³äâèùåííÿ ð³âíÿ åêñïðåñ³¿ íà ëåéêåì³÷íèõ
êë³òèíàõ Fas-ðåöåïòîðà (CD95) ÿê ðåçóëüòàò àêòèâàö³¿,
âíàñë³äîê ÷îãî âîíè ñòàþòü á³ëüø ÷óòëèâèìè äî
³íäóêö³¿ àïîïòîçó öèòîê³íàìè. APO-1/Fas � öå òðàíñ-
ìåìáðàííèé ãë³êîïðîòå¿í, ÿêèé íàëåæèòü äî ãðóïè
ðåöåïòîð³â TNF ³ çäàòíèé ïåðåäàâàòè àïîïòè÷íèé
ñèãíàë â êë³òèíó ï³ñëÿ çâ�ÿçóâàííÿ ç ë³ãàíäîì. Ïîãëÿ-
äè äîñë³äíèê³â ùîäî çíà÷åííÿ åêñïðåñ³¿ Fas-ðåöåïòî-
ðà íà çëîÿê³ñíèõ ë³ìôî¿äíèõ êë³òèíàõ, îñîáëèâî ïðè
Â-ÕËË, ðîçá³æí³. Îäí³ àâòîðè äîâîäÿòü, ùî çâ�ÿçóâàí-
íÿ Fas-ðåöåïòîðà, ÿêèé ïðè ÕËË íå ìàº îçíàê ìóòàö³¿,
íå ïîñèëþº àïîïòîç çëîÿê³ñíèõ êë³òèí [27, 30]. Â ³íøèõ
ñïîñòåðåæåííÿõ âèÿâëåíî çäàòí³ñòü Fas-ðåöåïòîðà ïðè
öèõ çàõâîðþâàííÿõ ³íäóêóâàòè ïðîöåñè àïîïòîçó
êë³òèí [21, 29], òèì á³ëüøå, ùî ïîÿâà CD95 íà ñòèìó-
ëüîâàíèõ Â-êë³òèíàõ ñóïðîâîäæóºòüñÿ çíèæåííÿì àê-
òèâíîñò³ ãåíà bcl-2, ³íã³á³òîðà àïîïòîçó [24]. Â³ðîã³ä-
íî, ùî ³ â³íêðèñòèí ÿê ðóéí³âíèê ì³êðîòóáóë ñïðè-
÷èíþº ôîñôîðèëÿö³þ ãåíà bcl-2, õî÷à îêðåì³ àâòîðè ó
âèïàäêó ÕËË íå ñïîñòåð³ãàëè öüîãî ÿâèùà [16]. Îñòàí-
í³ ïîâ³äîìëåííÿ ñâ³ä÷àòü, ùî in vitro â³íêðèñòèí ñòè-
ìóëþº ïðîöåñ àïîïòîçó ó õâîðèõ ç Â-ÕËË [8].

Â³íêðèñòèí ñïðèÿòëèâî âïëèâàº íà Ò-ë³ìôîöèòè òà
¿õ ³ìóíîðåãóëÿòîðí³ ñóáïîïóëÿö³¿, î÷åâèäíî, çà ðàõóíîê
îáìåæåííÿ ëåéêåì³÷íîãî ïðîöåñó. Ï³ñëÿ ë³êóâàííÿ
â³íêðèñòèíîì ç ïðåäí³çîëîíîì âèÿâëåíî çá³ëüøåííÿ
ê³ëüêîñò³ CD3+-  òà á³ëüø ñóòòºâå CD4+-êë³òèí, âíàñë³-
äîê ÷îãî ñï³ââ³äíîøåííÿ Th/Ts íîðìàë³çóâàëîñÿ, ÷îãî
íå ñïîñòåð³ãàëè ó ðàç³ çàñòîñóâàííÿ ò³ëüêè ïðåäí³çîëîíó.

Äàí³ ë³òåðàòóðè ùîäî âïëèâó â³íêðèñòèíó íà ñóá-
ïîïóëÿö³¿ Ò-ë³ìôîöèò³â ñâ³ä÷àòü ïðî çíèæåííÿ in vitro
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ðîçåòêîóòâîðåííÿ ë³ìôîöèòàìè ³ çìåíøåííÿ in vivo
ê³ëüêîñò³ Å-ÐÓÊ òà àêòèâîâàíèõ C3- i Fñ-ÐÓÊ [1, 2, 5, 6].

Áåðó÷è äî óâàãè íàâåäåí³ äàí³, ìîæíà çðîáèòè
âèñíîâîê, ùî ï³ä ÷àñ ë³êóâàííÿ õâîðèõ ç àóòî³ìóí-
íèìè óñêëàäíåííÿìè ÕËË áåç çíà÷íî¿ ã³ïåðïëàç³¿
îðãàí³â ë³ìôî¿äíî¿ ñèñòåìè ðàçîì ³ç áàçèñíîþ òåðà-
ï³ºþ êîðòèêîñòåðî¿äíèìè ãîðìîíàìè äîö³ëüíî çà-
ñòîñîâóâàòè â³íêðèñòèí ÿê ïðåïàðàò, ùî çá³ëüøóº
åêñïðåñ³þ Fas-àíòèãåíó.
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CHRONIC LYMPHOCYTIC LEUKEMIA WITH
AUTOIMMUNE COMPLICATIONS:
COMPARATIVE EVALUATION OF CLINICAL
RESPONSE AND IMMUNOPHENOTYPE
CHANGES AFTER PREDNISOLONE OR
VINCRISTIN AND PREDNISOLONE THERAPY

Ya.I. Vygovska, V.O. Loginsky, Yu.S. Karol,
O.M. Tsiapka, V.L. Matlan

Summary. The changes of peripheral blood lymphoid cell
immunophenotype have been compared upon administra-
tion of two therapeutic regimens (prednisolone versus pred-
nisolone + vincristine) in patients with chronic lymphocytic
leukemia (CLL) complicated by immune cytopenias. The
regimen with vincristine was proved to favour more durable
clinical remission in greater number of the patients. Better
clinical results were accompanied by more considerable
changes in leukemic B-cell population in comparison with
treatment by prednisolone alone. The percent of HLA-Dr+,
CD21+, CD37+ cells was reduced in cases of vincristine
addition. On the other hand expression of the activation
markers CD11b, CD25R and CD95 on leukemic cells in-
creased. These findings suggest that vincristine should be
included in the treatment of CLL with immune complica-
tions because it promotes Fas-antigen expression.

Key Words: chronic lymphocytic leukemia, immune
complications, immunologic phenotype,
prednisolone, vincristine.


