
80

№4/том4/2005 РОССИЙСКИЙ БИОТЕРАПЕВТИЧЕСКИЙ ЖУРНАЛ

БИОТЕРАПИЯ 

ÓÄÊ 617.51.53-006.61-085:615.32

L. Olaz, T. Tornotsky, G. Kintsel, Z. Nairady

THE USE OF FOOD SUPPLEMENT CULEVIT IN CHEMOTHERAPY

FOR HEAD-AND-NECK SQUAMOUS CELL CANCER

University of Pech, Hungary

ABSTRACT

In the circulatory system 16 substances (monosacharides, amino acids, nucleobases, etc.) have a cytotoxic effect on

tumor cell lines growth, but not on normal cells. In this study these substances (Culevit tablets — a food supplement)

were investigated as an adjuvant in chemotherapy for head-and-neck squamous cell cancer from January 1999 to April

2004. We used a combination of BVM (Bleomycin-Vincristine-Methotrexate) chemotherapy + Culevit tablets (T+C-

group). We compared 50 BVM + Culevit patients to 20 BVM (T-group) patients. (The first 20–20 patients in the ran-

domized form were compared.) There was no significant difference in stage or age between the two groups. The clini-

cal and histological response rates were observed. The clinical response was 75 % in the T-group (complete 25 %) while

92 % in the T+C-group (complete 40 %). In the surgical specimens rest tumor absence (pathologic complete response)

was 10 (T-group) and 28 % (T+C-group). The remaining microscopical primary tumor in the surgical specimen showed

significant statistical difference between the T- and T+C-groups, favoring the later (log-rank test: p=0.103; Cox-model:

p=0.008). The side effects were minimal and reversible in both groups but the T+C-group had slightly better. Based on

the better clinico-histological results and minimal side effects in the T+C-group the Culevit seems to be a useful helper

in the neoadjuvant chemotherapy for head-and-neck squamous cell cancer.
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ÐÅÇÞÌÅ

Â êðîâîòîêå îáíàðóæåíî 16 âåùåñòâ (ìîíîñàõàðèäû, àìèíîêèñëîòû è äð.), êîòîðûå îáëàäàþò öèòîòîêñè÷å-

ñêèì äåéñòâèåì íà îïóõîëåâûå êëåòêè è íå âëèÿþò íà íåòðàíñôîðìèðîâàííûå êëåòêè. Â íàñòîÿùåì èññëåäîâà-

íèè ýòè âåùåñòâà (ÁÀÄ Êóëåâèò) èçó÷àëèñü â êà÷åñòâå àäúþâàíòà ïðè èíäóêöèîííîé õèìèîòåðàïèè áîëüíûõ

ïëîñêîêëåòî÷íûì ðàêîì ãîëîâû è øåè ñ ÿíâàðÿ 1999 ã. ïî àïðåëü 2004 ã. Â ðàáîòå áûëà èñïîëüçîâàíà ñõåìà BVM

(áëåîìèöèí-âèíêðèñòèí-ìåòîòðåêñàò) õèìèîòåðàïèè + Êóëåâèò. Ìû ñðàâíèâàëè 50 áîëüíûõ, ïîëó÷àâøèõ

BVM+Êóëåâèò (Ò+Ê-ãðóïïà) ñ 20 ïàöèåíòàìè, ëå÷èâøèìèñÿ ïî ñõåìå BVM (Ò-ãðóïïà). Ïåðâûå 20 ïàöèåíòîâ

áûëè âêëþ÷åíû â ðàíäîìèçèðîâàííîå èññëåäîâàíèå. Ìåæäó áîëüíûìè 2 ãðóïï íå áûëî äîñòîâåðíûõ îòëè÷èé

â ñòàäèè çàáîëåâàíèÿ è âîçðàñòå. Îöåíêà ýôôåêòèâíîñòè ëå÷åíèÿ ïðîâîäèëàñü íà îñíîâàíèè êëèíè÷åñêèõ è ãè-

ñòîëîãè÷åñêèõ ïîêàçàòåëåé. Êëèíè÷åñêèé ýôôåêò â Ò-ãðóïïå ñîñòàâèë 75 % (25 % ïîëíûõ ðåãðåññèé), â òî âðå-

ìÿ êàê â ãðóïïå Ò+Ê — 92 % (40 % ïîëíûõ ðåãðåññèé). Ïðè ãèñòîëîãè÷åñêîì èññëåäîâàíèè îòñóòñòâèå îïóõîëè

(ïîëíûé ïàòîëîãè÷åñêèé îòâåò) îòìå÷åíî ó 10 è 28 % áîëüíûõ â ãðóïïàõ Ò è Ò+Ê ñîîòâåòñòâåííî. Ïîáî÷íûå ýô-

ôåêòû áûëè ìèíèìàëüíûìè è îáðàòèìûìè â îáåèõ ãðóïïàõ, à â Ò+Ê-ãðóïïå ïðàêòè÷åñêè îòñóòñòâîâàëè. Ëó÷-

øèå êëèíèêî-ãèñòîëîãè÷åñêèå ýôôåêòû è ìèíèìàëüíûå ïîáî÷íûå ÿâëåíèÿ â ãðóïïå Ò+Ê äàþò âîçìîæíîñòü èñ-

ïîëüçîâàòü Êóëåâèò äëÿ íåîàäúþâàíòíîé õèìèîòåðàïèè ó áîëüíûõ ïëîñêîêëåòî÷íûì ðàêîì ãîëîâû è øåè.

Êëþ÷åâûå ñëîâà: Êóëåâèò, ðàê ãîëîâû è øåè, õèìèîòåðàïèÿ.



ÂÂÅÄÅÍÈÅ

Çàáîëåâàåìîñòü è ñìåðòíîñòü îò ðàêà ãîëîâû

è øåè ïîñòîÿííî âîçðàñòàåò â òå÷åíèå ïîñëåäíèõ

25 ëåò â åâðîïåéñêèõ ñòðàíàõ [4]. Äðóãîé ïðîáëåìîé

ýòîé ëîêàëèçàöèè ðàêà ÿâëÿåòñÿ áîëüøîå êîëè÷åñòâî

(60–70 %) ïàöèåíòîâ III–IV ñòàäèè. Ðåçóëüòàòû õèðóð-

ãè÷åñêîãî ëå÷åíèÿ ìåñòíîðàñïðîñòðàíåííûõ ôîðì

ïëîñêîêëåòî÷íîãî ðàêà ãîëîâû è øåè îñòàþòñÿ íåóòå-

øèòåëüíûìè [2, 5, 8].

Ðàíåå ìû èñïîëüçîâàëè ðàçëè÷íûå ñõåìû êîìáè-

íèðîâàííîé òåðàïèè äëÿ ðåøåíèÿ äàííîé ïðîáëåìû

[14–17]. 

Öåëü íàñòîÿùåãî èññëåäîâàíèÿ — ïîèñê íîâûõ

è áîëåå ýôôåêòèâíûõ ìåòîäîâ ëå÷åíèÿ çëîêà÷åñòâåí-

íûõ íîâîîáðàçîâàíèé ãîëîâû è øåè. 

Â ïðåäûäóùèõ èññëåäîâàíèÿõ áûëî ïîêàçàíî íà-

ëè÷èå ìåõàíèçìîâ ïðîòèâîîïóõîëåâîé çàùèòû, íå ñâÿ-

çàííûõ ñ èììóíèòåòîì [9–11]. Ýòîò ñïåöèàëüíûé çà-

ùèòíûé ìåõàíèçì ïîëó÷èë íàçâàíèå ñèñòåìû ïàññèâ-

íîé ïðîòèâîîïóõîëåâîé çàùèòû (Passive Antitumor

Defense System — PADS). Ïðè âûÿâëåíèè àêòèâíûõ

àãåíòîâ PADS áûëî èññëåäîâàíî 89 öèðêóëèðóþùèõ

â êðîâîòîêå âåùåñòâ, èç êîòîðûõ 16 ñîåäèíåíèé îòíå-

ñåíû ê ýëåìåíòàì PADS. Ýòà ñìåñü îáëàäàëà äîñòîâåð-

íîé öèòîòîêñè÷åñêîé àêòèâíîñòüþ ïî îòíîøåíèþ

ê ðàçëè÷íûì îïóõîëåâûì êëåòî÷íûì ëèíèÿì in vitro,

ëåéêîçàì è ñîëèäíûì îïóõîëÿì in vivo, íî íå îêàçûâà-

ëà òîêñè÷åñêîãî äåéñòâèÿ íà íåòðàíñôîðìèðîâàííûå

êëåòêè è îðãàíèçì ëàáîðàòîðíûõ æèâîòíûõ [12].

Â ïðåäñòàâëåííîì ïðåäâàðèòåëüíîì ïîëóðàíäîìè-

çèðîâàííîì ïðîñïåêòèâíîì èññëåäîâàíèè áûëà ïðîâå-

äåíà ïîïûòêà ââåäåíèÿ PADS â êà÷åñòâå àäúþâàíòà

â êëàññè÷åñêóþ ñõåìó BVM íåîàäúþâàíòíîé õèìèî-

òåðàïèè. Äëÿ ýòèõ öåëåé áûë èñïîëüçîâàí ÁÀÄ Êóëå-

âèò (Immunal Ltd., Budapest, Hungary). 

ÌÀÒÅÐÈÀËÛ È ÌÅÒÎÄÛ

Ñ ÿíâàðÿ 1999 ã. ïî àïðåëü 2004 ã. 73 ïàöèåíòà áû-

ëî âêëþ÷åíî â ïðîñïåêòèâíîå ñðàâíèòåëüíîå èññëåäî-

âàíèå. 3 áîëüíûõ èñêëþ÷åíî èç èññëåäîâàíèÿ (ðåöèäèâ

îïóõîëè èëè äðóãèå çàáîëåâàíèÿ). Ïåðâûå 20 áîëüíûõ

ðàíäîìèçèðîâàíû. Îáñëåäîâàíèå âêëþ÷àëî ñáîð àíàì-

íåçà, êëèíè÷åñêîå îáñëåäîâàíèå, ýíäîñêîïèþ, ãåìàòî-

ëîãè÷åñêîå èññëåäîâàíèå, áèîïñèþ ïåðâè÷íîãî óçëà,

ðåíòãåíîãðàôèþ ãðóäíîé êëåòêè è ÊÒ ãîëîâû, øåè

è ãðóäíîé êëåòêè. Äëÿ èññëåäîâàíèÿ áûëè âûáðàíû

áîëüíûå ïëîñêîêëåòî÷íûì ðàêîì ðîòîãëîòêè III è IV

(AJCC) ñòàäèè áåç äðóãèõ çëîêà÷åñòâåííûõ íîâîîáðà-

çîâàíèé è îòäàëåííûõ ìåòàñòàçîâ. Ñòàòóñ ïàöèåíòîâ ïî

øêàëå Karnofsky áûë íå ìåíåå 70. Ôóíêöèè ñåðäå÷-

íî-ñîñóäèñòîé ñèñòåìû, ïå÷åíè è ïî÷åê íàõîäèëèñü

â ïðåäåëàõ ôèçèîëîãè÷åñêîé íîðìû. Êîëè÷åñòâî ëåé-

êîöèòîâ è òðîìáîöèòîâ â êðîâè áûëî íå ìåíåå 4000/ìë

è 100 000/ìë ñîîòâåòñòâåííî (òàáë. 1 è 2).

Ãðóïïå Ò (20 áîëüíûõ) ïðîâîäèëàñü õèìèîòåðàïèÿ

ïî ñõåìå BVM (áëåîìèöèí-âèíêðèñòèí-ìåòîòðåêñàò).

Ãðóïïà T+Ê (50 áîëüíûõ) ïîëó÷àëà ñõåìó BVM è 12

(6×2) òàáëåòîê Êóëåâèòà â ñóòêè â òå÷åíèå 10 íåä.

îò íà÷àëà õèìèîòåðàïèè. Ïàöèåíòàì ïëàíèðîâàëîñü

ïðîâåñòè 3 êóðñà õèìèîòåðàïèè. Äîçû âèíêðèñòèíà

è ìåòîòðåêñàòà ïîâûøàëèñü ñ 25 äî 100 %. Ñõåìà ëå-

÷åíèÿ ïðåäñòàâëåíà â òàáë. 3.

Ïîñëå ïðîâåäåíèÿ õèìèîòåðàïèè ó áîëüíûõ îöå-

íèâàëñÿ êëèíè÷åñêèé ýôôåêò. Çà ïîëíûé ýôôåêò ïðè-

íèìàëîñü èñ÷åçíîâåíèå âñåõ êëèíè÷åñêèõ ïðèçíàêîâ.

×àñòè÷íûé ýôôåêò îïðåäåëÿëñÿ êàê óìåíüøåíèå îïó-

õîëè íå ìåíåå ÷åì íà 50 % ïðè îòñóòñòâèè ìåòàñòàçîâ.

Õèðóðãè÷åñêîå ëå÷åíèå ñîñòîÿëî â ðåçåêöèè ïåðâè÷-

íîãî óçëà è ðàäèêàëüíîé èëè óñëîâíî-ðàäèêàëüíîé

äèññåêöèè îáëàñòè øåè. Äëÿ ãèñòîëîãè÷åñêîãî èññëå-

äîâàíèÿ áûëà èñïîëüçîâàíà ñòàíäàðòíàÿ òåõíèêà ôîð-

ìàëèí-ïàðôèíîâûõ áëîêîâ, îêðàñêó ïðåïàðàòîâ ïðîâî-

äèëè ñ èñïîëüçîâàíèåì ãåìàòîêñèëèí-ýîçèíà. Äëÿ ñòà-

òèñòè÷åñêîé îöåíêè ðåçóëüòàòîâ èñïîëüçîâàëñÿ ïàêåò

ïðîãðàìì SPSS (SPSS for Windows, USA).

ÐÅÇÓËÜÒÀÒÛ È ÎÁÑÓÆÄÅÍÈÅ

Ïîëíûé êëèíè÷åñêèé ýôôåêò îòìå÷åí ó 5 (25 %)

áîëüíûõ â ãðóïïå T è ó 20 (40 %) — â ãðóïïå T+Ê, ÷à-

ñòè÷íûé ýôôåêò çàðåãèñòðèðîâàí ó 10 (50 %) ïàöèåí-

òîâ ãðóïïû T è ó 26 (52 %) áîëüíûõ ãðóïïû T+Ê. Îò-
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ñóòñòâèå ýôôåêòà èìåëî ìåñòî ó 5 (25 %) èñïûòóåìûõ

â ãðóïïå T è ó 4 (8 %) áîëüíûõ â ãðóïïå T+Ê. 

Àëîïåöèÿ íàáëþäàëàñü ó 5 (25 %) áîëüíûõ â ãðóï-

ïå T è ó 11 (22 %) â ãðóïïå T+Ê. Ãàñòðèò I–II ñòåïåíè

îáíàðóæåí ó 1–3 (T–T+Ê) áîëüíûõ. Ìóêîçèòû ðåãèñò-

ðèðîâàëèñü ó 4 (20 %) ïàöèåíòîâ ãðóïïû T è ó 6 (12 %)

ãðóïïû T+Ê. 

Ìèêðîñêîïè÷åñêè â õèðóðãè÷åñêèõ îáðàçöàõ îïó-

õîëü îòñóòñòâîâàëà ó 2 (10 %) ïàöèåíòîâ â ãðóïïå T

è ó 14 (28 %) â ãðóïïå T+Ê. Ìèíèìàëüíàÿ îñòàòî÷íàÿ

îïóõîëü(<2 cì) îïðåäåëÿëàñü ó 9 (45 %) áîëüíûõ

â ãðóïïå T è ó 23 (46 %) â ãðóïïå T+Ê. Îñòàòî÷íàÿ îïó-

õîëü ðàçìåðîì 2–4 cì áûëà ó 9 (45 %) ïàöèåíòîâ

â ãðóïïå T è ó 12 (24 %) â ãðóïïå T+Ê. Â 1 (2 %) îáðàç-

öå â ãðóïïå T+Ê îñòàòî÷íàÿ îïóõîëü ïðåâûøàëà 4 cì.

Â ëèìôàòè÷åñêèõ óçëàõ îïóõîëåâûå êëåòêè îáíàðóæå-

íû ó 4 è 9 áîëüíûõ â ãðóïïàõ T è T+Ê ñîîòâåòñòâåííî.

Ìèêðîñêîïè÷åñêîå èññëåäîâàíèå õèðóðãè÷åñêèõ

ïðåïàðàòîâ âûÿâèëî ñòàòèñòè÷åñêè äîñòîâåðíûå ðàç-

ëè÷èÿ ìåæäó ãðóïïàìè T è T+Ê (p<0,05).

Ó áîëüíûõ ÑÏÈÄîì íà ôîíå òîòàëüíîé ïîëîìêè

èììóííîé ñèñòåìû óâåëè÷èâàåòñÿ çàáîëåâàåìîñòü

òîëüêî íåêîòîðûìè òèïàìè çëîêà÷åñòâåííûõ íîâîîá-

ðàçîâàíèé (ñàðêîìà Kaïîøè è íåõîäæêèíñêàÿ ëèìôî-

ìà) [9]. Êðîìå òîãî, óâåëè÷åíèå çàáîëåâàåìîñòè çëîêà-

÷åñòâåííûìè íîâîîáðàçîâàíèÿìè íå íàáëþäàåòñÿ ïðè

äåéñòâèè èììóíîñóïðåññèðóþøèõ àãåíòîâ. Ýòî äîêà-

çûâàåò, ÷òî èììóííàÿ ñèñòåìà íå èãðàåò îïðåäåëÿþ-

ùåé ðîëè â ïðåäóïðåæäåíèè ðàçâèòèÿ îïóõîëåé. Ñëå-

äîâàòåëüíî, òîò ôàêò, ÷òî îïóõîëè íå ðàçâèâàþòñÿ

â ïðîöåññå æèçíè ó áîëüøèíñòâà ëþäåé, ïðåäïîëàãàåò

ñóùåñòâîâàíèå äðóãîé çàùèòíîé ñèñòåìû [10]. Ðàíåå

áûëî ïîêàçàíî, ÷òî ñìåñü èç 16 ñîåäèíåíèé (âûáðàí-

íûõ íà îñíîâàíèè ýêñïåðèìåíòàëüíûõ èññëåäîâàíèé

èç 89 âåùåñòâ, öèðêóëèðóþùèõ â êðîâè, íà îñíîâàíèè

ñèíåðãèçìà öèòîëèòè÷åñêîãî ïðîòèâîîïóõîëåâîãî ýô-

ôåêòà) îáëàäàåò öèòîòîêñè÷åñêèì äåéñòâèåì (èíäóöè-

ðóåò àïîïòîç) îïóõîëåâûõ, íî íå íîðìàëüíûõ êëåòîê. 

Ýòè âåùåñòâà (L-tryptophan, L-tyrosine, L-methion-

ine, L(-)malate, L-ascorbate, L-arginine, L-phenylalanine,

L-histidine, 2-deoxy-D-ribose, d-biotin, pyridoxine, ade-

nine, riboflavin, D(+)-mannose, orotate, è hippurate) —

àãåíòû PADS. 

Ýêñïåðèìåíòàëüíî áûëî óñòàíîâëåíî, ÷òî ýòè âå-

ùåñòâà ñïîñîáíû ëèçèðîâàòü îïóõîëåâûå êëåòêè, ÷òî,

î÷åâèäíî, ïîçâîëÿåò æèâûì ñèñòåìàì áîðîòüñÿ ñ îïó-

õîëåâûì ðîñòîì [12]. Íà îñíîâàíèè ýêñïåðèìåíòàëü-

íûõ ðåçóëüòàòîâ áûëà ñîçäàíà ÁÀÄ Êóëåâèò.

Ó÷èòûâàÿ âûøåèçëîæåííîå, ïðåäñòàâëÿëîñü öåëå-

ñîîáðàçíûì èñïîëüçîâàòü Êóëåâèò â êà÷åñòâå àäúþâàíòà

õèìèîòåðàïèè. Õèìèîòåðàïèÿ ïî ñõåìå BVM ñîñòîèò èç

òðàäèöèîííûõ ïðåïàðàòîâ, íå ÿâëÿåòñÿ àãðåññèâíîé

è âûçûâàåò ìèíèìàëüíûå ïîáî÷íûå äåéñòâèÿ [15, 16].

Ïðè ïðèìåíåíèè ñõåìû BVM (Ò-ãðóïïà) êëèíè÷å-

ñêèé ýôôåêò ñîñòàâèë 75 % (25 % ïîëíûõ ðåãðåññèé).

Ýòè ðåçóëüòàòû ïðàêòè÷åñêè íå îòëè÷àþòñÿ îò ýôôåê-

òèâíîñòè äðóãèõ èçâåñòíûõ ïðîòîêîëîâ [6, 19, 24].

Ñ èñïîëüçîâàíèåì Êóëåâèòà óäàëîñü óëó÷øèòü ðå-

çóëüòàòû ëå÷åíèÿ (T+Ê-ãðóïïà) äî 92 % (ïîëíûé ýô-

ôåêò — 40 %). Ýòè äàííûå ïðåâîñõîäÿò ñðåäíèå ðåçóëü-

òàòû, ïîëó÷åííûå ïðè ëå÷åíèè äàííûõ òèïîâ ðàêà [23].

BVM-õèìèîòåðàïèÿ âûçûâàåò ìèíèìàëüíûå ïî-

áî÷íûå ýôôåêòû [15]. Ñðåäè íèõ íàèáîëüøåå êîëè÷åñ-

òâî ñîñòàâëÿëà àëîïåöèÿ — 25 è 22 % â ãðóïïàõ Ò

è T+Ê ñîîòâåòñòâåííî. Ìû òàêæå íàáëþäàëè ìóêîçèòû

ó 4 è 6 ïàöèåíòîâ â ãðóïïàõ T (20 %) è T+Ê (12 %). Ýòè

ðåçóëüòàòû ñâèäåòåëüñòâóþò î òîì, ÷òî ïðèìåíåíèå

Êóëåâèòà íåñêîëüêî ñíèæàåò âûðàæåííîñòü ïîáî÷íûõ

ýôôåêòîâ õèìèîòåðàïèè. 

Îöåíêà ýôôåêòèâíîñòè ïðîòèâîîïóõîëåâîãî ëå÷å-

íèÿ ìîæåò ïðîâîäèòüñÿ íà îñíîâàíèè êëèíè÷åñêèõ è ïà-

òîãèñòîëîãè÷åñêèõ äàííûõ. Ãèñòîëîãè÷åñêîå èññëåäîâà-

íèå òî÷íåå, ÷åì êëèíè÷åñêàÿ îöåíêà. Ïàòîãèñòîëîãè÷åñ-

êîå èññëåäîâàíèå ïîäðàçäåëÿåòñÿ íà êà÷åñòâåííîå

è êîëè÷åñòâåííîå [17, 18, 21]. Â ýòîé ðàáîòå èñïîëüçîâà-

ëîñü êîëè÷åñòâåííîå èññëåäîâàíèå. Â íàøèõ ïðåäûäó-

ùèõ èññëåäîâàíèÿõ ãèñòîëîãè÷åñêè ïîëíàÿ ðåãðåññèÿ

íàáëþäàëàñü ó 9 % ïàöèåíòîâ (BVM + ìèòàëàêòîë) èëè

5,3 % (BVM) è 15,8 % (BVM + öèñïëàòèí) [15, 17]. Ïðè-

ìåíåíèå Êóëåâèòà (T+Ê-ãðóïïà) ïðèâîäèëî ê ïîëíîé ðå-

ãðåññèè îïóõîëè ó 28 % áîëüíûõ. Â äðóãîì èññëåäîâà-

íèè ïîëíûé ýôôåêò ó 24 % áîëüíûõ áûë äîñòèãíóò ïðè

ïðèìåíåíèè àãðåññèâíûõ ðåæèìîâ õèìèîòåðàïèè öè-

ñïëàòèí + 5-ôòîðóðàöèë [23], ïðè ýòîì îòìå÷àëèñü âû-

ðàæåííûå ïîáî÷íûå äåéñòâèÿ. Ïîëíûé ýôôåêò ïðè ïðè-

ìåíåíèè êàðáîïëàòèíà èëè öèñïëàòèíà â ñî÷åòàíèè ñ 5-

ôòîðóðàöèëîì ñîñòàâèë 18–21 %, â òî âðåìÿ êàê

ïîáî÷íûå äåéñòâèÿ íàáëþäàëèñü â 37 % ñëó÷àåâ [7, 18].

Èììóíîòåðàïèÿ (èíòåðëåéêèí-2, èíòåðôåðîí-α-2a)

ïðè äàííîé ëîêàëèçàöèè îïóõîëè õàðàêòåðèçóåòñÿ ìè-

íèìàëüíûìè êëèíè÷åñêèìè ýôôåêòàìè [3, 22].
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àäúþâàíòíîå ïðèìåíåíèå Êóëåâèòà óëó÷øàåò ðåçóëü-

òàòû õèìèîòåðàïèè è ìèíèìèçèðóåò ïîáî÷íûå ýôôåê-

òû. Ýòî ïîçâîëÿåò çàêëþ÷èòü, ÷òî Êóëåâèò ìîæåò ðàñ-

ñìàòðèâàòüñÿ êàê ôèçèîëîãè÷åñêèé ìîäèôèêàòîð õè-

ìèîïðåïàðàòîâ, è ñâèäåòåëüñòâóåò î öåëåñîîáðàçíîñòè

åãî äàëüíåéøåãî êëèíè÷åñêîãî èçó÷åíèÿ.
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