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Ëüâ³âñüêèé íàö³îíàëüíèé ìåäè÷íèé óí³âåðñèòåò ³ì. Äàíèëà Ãàëèöüêîãî

Âñòóï. Çã³äíî ç äàíèìè íàö³îíàëüíîãî êàí-
öåð-ðåºñòðó, ó 2018 ðîö³ ïîêàçíèê çàõâîðþâàíîñò³
íà ðàê ñå÷îâîãî ì³õóðà ñêëàäàâ 11,4 îñîáè íà
100 òèñ. íàñåëåííÿ Óêðà¿íè. Ç ÷èñëà âïåðøå âè-
ÿâëåíèõ ñòàä³þ Ò3 ìàëè 14,7% õâîðèõ, à ïîêàç-
íèê ñìåðòíîñò³ ñòàíîâèâ 8 íà 100 òèñ. ÷îëîâ³ê³â
òà 1,3 – æ³íîê [1]. Âñå âèùåíàâåäåíå ï³äòâåðä-
æóº, ùî  àêòóàëüí³ñòü ö³º¿ îíêîóðîëîã³÷íî¿ ïðî-
áëåìè çàëèøàºòüñÿ äîíèí³.

Îäíèì ç îñíîâíèõ ôàêòîð³â âèæèâàííÿ ³
ïîøèðåííÿ ïóõëèííèõ êë³òèí º àíã³îãåíåç. Íèí³
íàêîïè÷åíî áåçë³÷ äàíèõ, ùî ï³äòâåðäæóþòü
ó÷àñòü VEGF (ôàêòîð ðîñòó åíäîòåë³þ ñóäèí–
ÔÐÅÑ) ³ TNF (ôàêòîð íåêðîçó ïóõëèíè –
ÔÍÏ), â³äïîâ³äàëüíèõ çà ì³òîãåííó àêòèâí³ñòü
êë³òèí, ó ðîçâèòêó òà ïðîãðåñóâàíí³ çëîÿê³ñíèõ íî-
âîóòâîðåíü ³, îòæå, º ïåðñïåêòèâíèìè ì³øåíÿìè
ïðè âèêîðèñòàíí³ òàðãåòíî¿ òåðàï³¿ [2, 3, 4].

TNF-α òà TNF-β – äâà áëèçüêèõ (ïîä³áíèõ)
á³ëêè (ãîìîëîã³÷íèìè º ïðèáëèçíî 30% àì³íî-
êèñëîòíèõ çàëèøê³â) – ïðîÿâëÿþòü ïîä³áíó
àêòèâí³ñòü äî çàïàëüíî¿ ðåàêö³¿, ³ìóííèõ òà ïóõ-
ëèííèõ ïðîöåñ³â. TNF-β àáî ë³ìôîòîêñèí áóâ
âèÿâëåíèé ó ë³ìôàòè÷íèõ âóçëàõ ³ìóí³çîâàíèõ
ùóð³â. Äæåðåëîì TNF-α º àêòèâîâàíèé ìàêðî-
ôàã, TNF-β – àêòèâîâàíà Ò-êë³òèíà. ×åðåç îä-
íàêîâ³ ñïåöèô³÷í³ ðåöåïòîðè TNF-êë³òèííî¿ ïî-
âåðõí³ îáèäâà ôàêòîðè âèêëèêàþòü ë³çèñ êë³òèí
ë³ìôîìè, íåêðîç ñàðêîìè ³íäóêîâàíî¿ ìåòèëõîëàí-
òðåíîìîì, àêòèâóþòü ïîë³ìîðôíî-ÿäåðí³ ë³ìôîöèòè,
ïðîÿâëÿþòü ïðîòèâ³ðóñíó àêòèâí³ñòü [5, 6].

Song Y. Òà ñï³âàâò. [7] ïðîâåëè ìåòààíàë³ç
15 ð³çíîìàí³òíèõ ïóáë³êàö³é ç áàç äàííèõ PubMed,
Embase è Medline äëÿ îö³íêè çâ’ÿçêó ì³æ ïîë³-
ìîðô³çìîì VEGF rs699947 òà ðèçèêîì óðîëî-
ã³÷íèõ íîâîóòâîðåíü. Àâòîðàìè áóëè äîâåäåí³
á³ëüø ò³ñíèé çâ’ÿçîê âêàçàíîãî  VEGF ùîäî
ðèçèêó ðàêó ñå÷îâîãî ì³õóðà ó ãåòåðîçèãîòí³é
ãåíåòè÷í³é ìîäåë³ (OR=1,48, 95%Ñ²=1,17–1,89),
à òàêîæ ï³äâèùåíèé ðèçèê íèðêîâî-êë³òèííî-
ãî ðàêó ó äîì³íàíòíèõ, ðåöåñèâíèõ ãîìî- òà ãå-

òåðîç³ãîòíèõ ãåíåòè÷íèõ ìîäåëÿõ, àëå ïðè ðàêó
ïåðåäì³õóðîâî¿ çàëîçè í³ÿêî¿ àñîö³àö³¿ âèÿâëå-
íî íå áóëî. Fu D. òà ñï³âàâò. [3] ïðè äîñë³äæåíí³
îäíîíóêëåîò³äíèõ ïîë³ìîðô³çì³â ç ïîë³ìîðô³ç-
ìàìè ãåí³â VEGF, äîâåëè çâ’ÿçîê ç ðèçèêîì ðîç-
âèòêó ðàêó ñå÷îâîãî ì³õóðà.  ó ñâîþ ÷åðãó Stingl
Jankovic K. òà ñï³âàâò. [8] äîâåëè ïîçèòèâíèé
çâ’ÿçîê àëåëÿ TNF-β5 ó ïàö³ºíò³â ç ðàêîì ïå-
ðåäì³õóðîâî¿ çàëîçè, ùî äåìîíñòðóº ìîæëèâó
ðîëü â åò³îëîã³¿ çàõâîðþâàííÿ.

Ìåòà äîñë³äæåííÿ: âèâ÷åííÿ åôåêòèâíîñò³
çàñòîñóâàííÿ ð³âí³â á³îìàðêåð³â ÔÐÅÑ, ÔÍÏ-α
òà ÔÍÏ-β ó ñå÷³ õâîðèõ íà ðàê ñå÷îâîãî ì³õóðà
äëÿ ïðîãíîçóâàííÿ åôåêòèâíîñò³ âíóòð³øíüî-
ì³õóðîâî¿ ÁÖÆ-òåðàï³¿ íà ¿¿ ðàííüîìó åòàï³.

Ìàòåð³àë ³ ìåòîäè äîñë³äæåííÿ. Äî äîñë³-
äæåííÿ óâ³éøëè 35 äîðîñëèõ õâîðèõ íà  ÐÑÌ
âèêëþ÷íî ñòàä³¿ Ò
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, ÿêèì áóëà âèêîíàíà ÒÓÐ,

ñåðåäí³é â³ê ÿêèõ ñòàíîâèâ 58,3±6,1 ðîêó. Ó âñ³õ
âèïàäêàõ ñïîñòåð³ãàâñÿ ìîíîôîêàëüíèé âàð³àíò
ðîñòó ïóõëèíè. Ñåðåäí³é ðîçì³ð ïóõëèíè äî ÒÓÐ
ñêëàäàâ 1,6±1,7 ñì. Ðîçïîä³ë õâîðèõ çã³äíî ç³
ñòóïåíåì íåîïëàç³¿ ìàâ íàñòóïíèé âèãëÿä:
G1 – 9 (25,7%) õâîðèõ, G2 – 15 (42,9%)
ïàö³ºíò³â òà G3 – 11 (31,4%) îñ³á.

Óñ³ äîñë³äè ïðîâîäèëè ó â³äïîâ³äíîñò³ äî
Êîíâåíö³¿ Ðàäè ªâðîïè «Ïðî çàõèñò ïðàâ ëþ-
äèíè ³ ëþäñüêî¿ ã³äíîñò³ ó çâ’ÿçêó ç çàñòîñó-
âàííÿì äîñÿãíåíü á³îëîã³¿ òà ìåäèöèíè: Êîí-
âåíö³ÿ ïðî ïðàâà ëþäèíè òà á³îìåäèöèíó (ETS
¹ 164)» â³ä 04.04.1997 ð., ³ Ãåëüñ³íñüêî¿ äåêëà-
ðàö³¿ Âñåñâ³òíüî¿ ìåäè÷íî¿ àñîö³àö³¿ (2008).
Êîæåí ïàö³ºíò ï³äïèñóâàâ ³íôîðìîâàíó çãîäó
íà ó÷àñòü ó äîñë³äæåíí³ ³ âæèò³ âñ³ çàõîäè äëÿ
çàáåçïå÷åííÿ àíîí³ìíîñò³ ïàö³ºíò³â.

Ïðàéìåðè äëÿ àìïë³ô³êàö³¿ VEGF âçÿò³ ç
ðîáîòè Lee et al., óìîâè ïîë³ìåðàçíî¿ ëàíöþãî-
âî¿ ðåàêö³¿ ï³äáèðàëèñÿ åêñïåðèìåíòàëüíî. Äëÿ
âèçíà÷åííÿ G+405Ñ ïîë³ìîðô³çìó àìïë³ô³êî-
âàí³ ôðàãìåíòè äîâæèíîþ 273 ï.í. ï³ääàâàëè
ðåñòðèêö³éíîìó ðîçùåïëåííþ åíäîíóêëåàçîþ
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BsmFI. Ïðîäóêòè ðåñòðèêö³¿ ôðàêö³îíóâàëè â
2,2% àãàðîçíîìó ãåë³ ç áðîìèñòèì åòèä³ºì ³ â³çó-
àë³çóâàëè â ÓÔ-ñâ³òë³. Ïàòîìîðôîëîã³÷íå äîñë³-
äæåííÿ ïðîâîäèëîñü íà ñâ³òëîîïòè÷íîìó ì³êðî-
ñêîï³ «Prima Star», ïðåïàðàòè ôàðáóâàëèñü ãåìà-
òîêñèë³í-åîçèíîì, ïåðåãëÿäàëèñü ïðè çá³ëüøåí-
íÿõ 100 òà 400 ðàç³â.

Àíàë³ç îòðèìàíèõ äàíèõ ïðîâîäèëè çà äî-
ïîìîãîþ ñòàíäàðòíèõ ìåòîä³â ñòàòèñòè÷íî¿ îá-
ðîáêè ç âèêîðèñòàííÿì ïðîãðàìíîãî çàáåçïå-
÷åííÿ Microsoft Office Excel òà ïàêåòà ïðîãðàì
Statistica v6.0. Ñòàòèñòè÷íó îáðîáêó îòðèìàíèõ
äàíèõ ïðîâîäèëè ìåòîäàìè íåïàðàìåòðè÷íî¿ ñòà-
òèñòèêè. ßê êðèòåð³é äîñòîâ³ðíîñò³ ð³çíèö³ ì³æ
ãðóïàìè âèêîðèñòîâóâàëè íåïàðàìåòðè÷íèé
U-êðèòåð³é Ìàííà–Ó³òí³ ³ òåñò Â³ëêîêñîíà. Òà-
êîæ îòðèìàí³ äàí³ ïðåäñòàâëåí³ ó âèãëÿä³ ìåä³-
àíè ç ì³í³ìàëüíèì òà ìàêñèìàëüíèì ðîçá³ãîì
äëÿ íåïàðàìåòðè÷íèõ ñêëàäîâèõ. 95%-âèé
äîâ³ð÷èé ³íòåðâàë îö³íþâàâñÿ ç âèêîðèñòàííÿì
ìîäåëåé âèïàäêîâèõ òà ô³êñîâàíèõ åôåêò³â [9].

Ðåçóëüòàòè òà ¿õ îáãîâîðåííÿ.Ó ðåçóëüòàò³
ïðîâåäåíîãî äîñë³äæåííÿ, ó 24 (68,6%) õâîðèõ
íà ÐÑÌ ñòàíîì íà 12-é ì³ñÿöü ï³ñëÿ ïî÷àòêó
³íñòèëÿö³é ÁÖÆ, çà äàíèìè öèñòîñêîï³¿ íå áóëî
âèÿâëåíî îçíàê â³äíîâëåííÿ ïóõëèííîãî ïðî-
öåñó (îñíîâíà ãðóïà). Ðîçïîä³ë çã³äíî ç³ ñòóïå-
íåì íåîïëàç³¿ ó äàí³é ãðóï³ õâîðèõ ìàâ íàñòóï-
íèé âèãëÿä: G1 –  25,5% õâîðèõ, G2 –  40,5%
ïàö³ºíò³â òà G3 –  34% õâîðèõ. Âîäíî÷àñ, íà òîé
ñàìèé òåðì³í ñïîñòåðåæåííÿ, ó 11 (31,4)
ïàö³ºíò³â áóëî çàðåºñòðîâàíî ã³ñòîëîã³÷íî âå-
ðèô³êîâàíèé ðåöèäèâ (ãðóïà ïîð³âíÿííÿ). Ðîç-
ïîä³ë çã³äíî ç³ ñòóïåíåì íåîïëàç³¿ ó äàí³é ãðóï³
áóâ òàêèì: G1 – 28,3% õâîðèõ, G2 – 39%
ïàö³ºíò³â òà G3 – 32,7% îñ³á.

Ïðè ïðîâåäåíí³ ðåòðîñïåêòèâíîãî àíàë³çó
áóëî âèÿâëåíî (òàáë. 1), ùî ó õâîðèõ îñíîâíî¿,
ïîð³âíÿëüíî¿ òà êîíòðîëüíî¿ ãðóï âèõ³äí³ ñå-
ðåäí³ çíà÷åííÿ ÔÐÅÑ ó ñå÷³ ñòàíîâèëè
218,45±6,56 ïã/ìë, 221,15±6,84 ïã/ìë òà

131,23±7,80 ïã/ìë â³äïîâ³äíî. Ó õâîðèõ áåç îç-
íàê ðåöèäèâó íà 2-é äåíü ï³ñëÿ øîñòî¿ ³íñòè-
ëÿö³¿ ÁÖÆ-âàêöèíè, ñåðåäí³é ð³âåíü ÔÐÅÑ çà-
ëèøàâñÿ ìàéæå íåçì³ííèì ó ïîð³âíÿíí³ ³ç âèõ³ä-
íèì ïîêàçíèêîì ³ ñòàíîâèâ 219,37±5,33 ïã/ìë
ïðîòè 218,45±6,56 ïã/ìë â³äïîâ³äíî (ð=0,45).
Âîäíî÷àñ, ó ãðóï³ ïîð³âíÿííÿ ñåðåäí³é ð³âåíü
ÔÐÅÑ ó ñå÷³ ìàâ òåíäåíö³þ äî çðîñòàííÿ ïîð³âíÿ-
íî ç ïî÷àòêîâèì çíà÷åííÿì ³ ñêëàäàâ 229,41±
8,34 ïã/ìë òà 221,15±6,84 ïã/ìë â³äïîâ³äíî, ïðî-
òå, òàêà ð³çíèöÿ òàêîæ íå áóëà äîñòîâ³ðíîþ
(ð=0,11).

Ñåðåäí³ çíà÷åííÿ ÔÐÅÑ ó ñå÷³ ð³çíèõ ñòó-
ïåí³â íåîïëàç³¿ (G1, G2, G3) ÿê ó îñíîâí³é ãðóï³,
òàê ³ â ãðóï³ ïîð³âíÿííÿ íå ìàëè ì³æ ñîáîþ
ñòàòèñòè÷íî äîñòîâ³ðíèõ â³äì³ííîñòåé äî ïî÷àò-
êó ë³êóâàííÿ òà ÷åðåç 6 òèæí³â ï³ñëÿ (ð>0,05).

Òàêèì ÷èíîì, âèçíà÷åííÿ ð³âí³â ÔÐÅÑ ó
ñå÷³ íå ïðîäåìîíñòðóâàëî äîö³ëüíîñò³ ¿õ çàñòî-
ñóâàííÿ ó ïðîãíîçóâàíí³ åôåêòèâíîñò³ âíóòð³ø-
íüîì³õóðîâî¿ àä’þâàíòíî¿ ÁÖÆ-òåðàï³¿ ó õâî-
ðèõ íà ÐÑÌ ñòàä³¿ Ò1N0M0.

Çà äàíèìè ðåòðîñïåêòèâíîãî àíàë³çó
(òàáë. 2), ó õâîðèõ îñíîâíî¿ ãðóïè ïîð³âíÿííÿ òà
êîíòðîëüíî¿ ãðóïè ïî÷àòêîâ³ ñåðåäí³ çíà÷åííÿ
ÔÍÏ-α â ñå÷³ íå ìàëè ì³æ ñîáîþ ñòàòèñòè÷íî
äîñòîâ³ðíî¿ ð³çíèö³ ³ ñêëàäàëè 349,26±6,11 ïã/ìë,
355,13±5,98 ïã/ìë òà 352,68±6,75 ïã/ìë â³äïî-
â³äíî (ð>0,05). Âîäíî÷àñ, ó õâîðèõ áåç îçíàê ðå-
öèäèâó íà 2-é äåíü ï³ñëÿ øîñòî¿ ³íñòèëÿö³¿ ÁÖÆ-
âàêöèíè, ñåðåäí³é ð³âåíü ÔÍÏ-α äîñòîâ³ðíî çðî-
ñòàâ ç 349,26±6,11 ïã/ìë äî 445,32±6,12 ïã/ìë,
ùî ñòàíîâèëî â ñåðåäíüîìó +27,5%,
95%Ä²=20,6–35,7 (ð=0,04). Íà ïðîòèâàãó öüîìó,
ó ãðóï³ ³ç ðåöèäèâîì ñåðåäí³é ð³âåíü ÔÍÏ-α ó
ñå÷³ áóâ ìàéæå íåçì³ííèì ïîð³âíÿíî ç ïî÷àòêî-
âèì çíà÷åííÿì ³ ñòàíîâèâ 355,13±5,98 ïã/ìë òà
361,21±6,75 ïã/ìë â³äïîâ³äíî, òàêà ð³çíèöÿ íå
áóëà äîñòîâ³ðíîþ (ð=0,21).

Ñåðåäí³ çíà÷åííÿ ÔÍÏ-a â ñå÷³ ð³çíèõ ñòó-
ïåí³â íåîïëàç³¿ (G1, G2, G3) ÿê ó îñíîâí³é ãðóï³,

Òàáëèöÿ 1
Äèíàì³êà ð³âí³â ÔÐÅÑ ó ñå÷³ ó õâîðèõ íà ÐÑÌ ñòàä³¿ Ò
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äî òà íà 6-é òèæäåíü ï³ñëÿ âíóòð³øíüîì³õóðîâî¿ ÁÖÆ-òåðàï³¿,
â çàëåæíîñò³ â³ä õàðàêòåðó ïåðåá³ãó çàõâîðþâàííÿ

Ãðóïà
Ñåðåäí³é ð³âåíüÔÐÅÑ±Δ, ïã/ìë

ð
äî ë³êóâàííÿ ÷åðåç 6 òèæí³â

Õâîð³ ç áåçðåöèäèâíèì ïåðåá³ãîì ÐÑÌ (n=24) 218,45±6,56 219,37±5,33 0,45

Ðåöèäèâ ÐÑÌ (n=11) 221,15±6,84 229,41±8,34 0,11

Êîíòðîëü (n=30) 131,23±7,80 134,51±5,53 0,42

ð
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0,55 0,12 –
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0,04 0,04 –
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òàê ³ â ãðóï³ ïîð³âíÿííÿ, ÿê ³ ó âèïàäêó ç ÔÐÅÑ,
íå ìàëè ì³æ ñîáîþ ñòàòèñòè÷íî äîñòîâ³ðíèõ
â³äì³ííîñòåé äî ïî÷àòêó ë³êóâàííÿ òà ÷åðåç 6
òèæí³â ï³ñëÿ íüîãî (ð>0,05).

Ç îòðèìàíèõ äàíèõ âèïëèâàº, ùî ï³äâèùåí-
íÿ ÔÍÏ-α (ÿêèé, ÿê â³äîìî, â³ä³ãðàº âàæëèâó
ðîëü ó ïðîöåñàõ çàïóñêó ïðîöåñ³â êë³òèííîãî
àïîïòîçó, ïðèãí³÷åííÿ ðîñòó ïóõëèíè, ðåãóëþº
ïðîäóêö³þ ïðîçàïàëüíèõ ³íòåðëåéê³í³â IL1 òà
IL6) ïðè àä’þâàíòí³é âíóòð³øíüîì³õóðîâ³é
ÁÖÆ-òåðàï³¿ ó õâîðèõ íà ÐÑÌ ñòàä³¿ T1N0M0
ïîâ’ÿçàíå ³ç ïîçèòèâíèì òåðàïåâòè÷íèì åôåê-
òîì, ùî â íàøîìó äîñë³äæåíí³ â³äîáðàæàëîñü ó
â³äñóòíîñò³ îçíàê ðåöèäèâó çàõâîðþâàííÿ. Âîä-
íî÷àñ, â³äñóòí³ñòü ï³äâèùåííÿ äàíîãî ìîëåêó-
ëÿðíîãî ìàðêåðà ÷åðåç 6 òèæí³â ï³ñëÿ ïî÷àòêó
³íäóêóþ÷î¿ ÁÖÆ-òåðàï³¿ ñâ³ä÷èëî ïðî íåäîñòàò-
íþ çàïàëüíó â³äïîâ³äü (àáî æ ¿¿ â³äñóòí³ñòü) ³
ÿê íàñë³äîê – ðåöåäèâóþ÷îìó ïåðåá³ãó çàõâî-
ðþâàííÿ.

Ïðè âèâ÷åíí³ ïîêàçíèê³â ÔÍÏ-β ó ñå÷³
õâîðèõ íà ÐÑÌ áóëî âèÿâëåíî (òàáë. 3), ùî ó
õâîðèõ äîñë³äæóâàíèõ ãðóï, äî ë³êóâàííÿ âèõ³äí³
ñåðåäí³ çíà÷åííÿ äàíîãî ìîëåêóëÿðíîãî ìàðêå-
ðà ñóòòºâî ì³æ ñîáîþ íå â³äð³çíÿëèñü ³ ñòàíî-

âèëè 36,23±5,63 ïã/ìë, 34,72±6,16 ïã/ìë òà
33,82±4,62 ïã/ìë â³äïîâ³äíî (ð>0,05). Ïðîòå, ìè
âèÿâèëè, ùî ó õâîðèõ îñíîâíî¿ ãðóïè íà
2-é äåíü ï³ñëÿ øîñòî¿ ³íñòèëÿö³¿ ÁÖÆ-âàêöèíè,
ñåðåäí³é ð³âåíü ÔÍÏ-β äîñòîâ³ðíî çá³ëüøóâàâ-
ñÿ ç 36,23±5,63 ïã/ìë äî 68,45±7,12 ïã/ìë, òîá-
òî â ñåðåäíüîìó +88,9%, 95%Ä²=76,5–98,4
(ð=0,02).  Îäíàê ó ãðóï³ ³ç ðåöèäèâóþ÷èì ïåðå-
á³ãîì ñåðåäí³é ð³âåíü ÔÍÏ-β ó ñå÷³ ñóòòºâî íå
çì³íþâàâñÿ ïîð³âíÿíî ç ïî÷àòêîâèì çíà÷åííÿì
³ ñêëàäàâ  34,72±6,16 ïã/ìë òà 38,35±6,89 ïã/ìë
â³äïîâ³äíî (ð=0,36).

Ïîä³áíî äî ïîïåðåäíüî âèâ÷åíèõ ìàðêåð³â,
ñåðåäí³ çíà÷åííÿ ÔÍÏ-β â ñå÷³ ð³çíèõ ñòóïåí³â
íåîïëàç³¿ (G1, G2, G3) ÿê ó îñíîâí³é ãðóï³, òàê
³ â ãðóï³ ïîð³âíÿííÿ, íå ìàëè ì³æ ñîáîþ ñòàòèñ-
òè÷íî äîñòîâ³ðíèõ â³äì³ííîñòåé äî ïî÷àòêó ë³êó-
âàííÿ òà ÷åðåç 6 òèæí³â ï³ñëÿ íüîãî (ð>0,05).

Òàêèì ÷èíîì, ÿê â³ääçåðêàëþþòü îòðèìàí³
äàí³, ï³äâèùåíèé íà 6-é òèæäåíü ï³ñëÿ ÁÖÆ-
³íñòèëÿö³é, ñåðåäí³é ð³âåíü ïðîìîóòåðà çàïàëü-
íî¿ â³äïîâ³ä³ ÔÍÏ-β, áóâ ò³ñíî ïîâ’ÿçàíèé ³ç
ïîçèòèâíèì òåðàïåâòè÷íèì åôåêòîì ³íäóêóþ-
÷î¿ ÁÖÆ-òåðàï³¿ ó õâîðèõ íà ÐÑÌ ñòàä³¿
T1N0M0.

Òàáëèöÿ 3
Äèíàì³êà ð³âí³â ÔÍÏ-β â ñå÷³ ó õâîðèõ íà ÐÑÌ ñòàä³¿ Ò1N0M0
äî òà íà 6-é òèæäåíü ï³ñëÿ âíóòð³øíüîì³õóðîâî¿ ÁÖÆ-òåðàï³¿,

â çàëåæíîñò³ â³ä õàðàêòåðó ïåðåá³ãó çàõâîðþâàííÿ

Ãðóïà
Ñåðåäí³é ð³âåíüÔÍÏ-β±Δ, ïã/ìë

ð
äî ë³êóâàííÿ ÷åðåç 6 òèæí³â

Õâîð³ ç áåçðåöèäèâíèì ïåðåá³ãîì ÐÑÌ (n=24) 36,23±5,63 68,45±7,12 0,02

Ðåöèäèâ ÐÑÌ (n=11) 34,72±6,16 38,35±6,89 0,36

Êîíòðîëü (n=30) 33,82±4,62 35,14±5,45 0,31

ð
1,2

0,32 0,02 –

ð
1,3

0,33 0,02 –

ð
2,3

0,39 0,33 –

Òàáëèöÿ 2
Äèíàì³êà ð³âí³â ÔÍÏ-α â ñå÷³ ó õâîðèõ íà ÐÑÌ ñòàä³¿ Ò1N0M0
äî òà íà 6-é òèæäåíü ï³ñëÿ âíóòð³øíüîì³õóðîâî¿ ÁÖÆ-òåðàï³¿,

â çàëåæíîñò³ â³ä õàðàêòåðó ïåðåá³ãó çàõâîðþâàííÿ

Ãðóïà
Ñåðåäí³é ð³âåíüÔÍÏ-α±Δ, ïã/ìë

ð
äî ë³êóâàííÿ ÷åðåç 6 òèæí³â

Õâîð³ ç áåçðåöèäèâíèì ïåðåá³ãîì ÐÑÌ (n=24) 349,26±6,11 445,32±6,12 0,04

Ðåöèäèâ ÐÑÌ (n=11) 355,13±5,98 361,21±6,75 0,21

Êîíòðîëü (n=30) 352,68±6,75 356,45±6,41 0,34

ð
1,2

0,35 0,03 –

ð
1,3

0,31 0,03 –

ð
2,3

0,36 0,33 –
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Âèñíîâîê. Òàêèì ÷èíîì, âèçíà÷åííÿ ìî-
ëåêóëÿðíèõ ìàðêåð³â VEGF, TNF-α òà TNF-β ó
ñå÷³ õâîðèõ íà ðàê ñå÷îâîãî ì³õóðà ï³ñëÿ ââå-

äåííÿ âíóòð³øíüîì³õóðîâî¿ ÁÖÆ-òåðàï³¿
 
ìîæå

ñëóãóâàòè ï³äñòàâîþ äëÿ ðîçðîáêè íîâèõ ìåòîä³â
ë³êóâàííÿ òà îö³íêè ¿õ åôåêòèâíîñò³.
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Ðåôåðàò

Ï Ð Î Ã Í Î Ç È Ð Î Â À Í È Å
ÝÔÔÅÊÒÈÂÍÎÑÒÈ ÂÍÓÒÐÈÏÓÇÛÐÍÎÉ
ÁÖÆ-ÒÅÐÀÏÈÈ Ó ÁÎËÜÍÛÕ ÐÀÊÎÌ
ÌÎ×ÅÂÎÃÎ ÏÓÇÛÐß ÍÀ ÎÑÍÎÂÀÍÈÈ
ÓÐÎÂÍß ÔÀÊÒÎÐÀ ÐÎÑÒÀ ÝÍÄÎÒÅËÈß
ÑÎÑÓÄÎÂ, ÔÀÊÒÎÐÀ ÍÅÊÐÎÇÀ
ÎÏÓÕÎËÈ ααααα È βββββ

Â.Ñ. Ôåäåâè÷

Â íàøåì èññëåäîâàíèè èçó÷àëàñü ýôôåê-
òèâíîñòü ïðèìåíåíèÿ óðîâíåé áèîìàðêåðîâ ôàê-
òîðà ðîñòà ýíäîòåëèÿ ñîñóäîâ (ÔÐÝÑ), ôàêòîðà
íåêðîçà îïóõîëè (ÔÍÎ)-α è ÔÍÎ-β â ìî÷å áîëü-
íûõ ðàêîì ìî÷åâîãî ïóçûðÿ (ÐÌÏ) äëÿ ïðî-
ãíîçèðîâàíèÿ ýôôåêòèâíîñòè âíóòðèïóçûðíîé
ÁÖÆ-òåðàïèè íà åå ðàííåì ýòàïå. Â èññëåäîâà-
íèå âîøëè 35 âçðîñëûõ áîëüíûõ ÐÌÏ èñêëþ÷è-
òåëüíî ñòàäèè Ò1N0M0, êîòîðûì áûëà âûïîë-
íåíà òðàíñóðåòðàëüíàÿ ðåçåêöèÿ, ñðåäíèé âîç-
ðàñò êîòîðûõ ñîñòàâëÿë 58,3±6,1 ëåò.

Ñðåäíèå çíà÷åíèÿ ÔÐÝÑ â ìî÷å ïàöèåí-
òîâ ñ ðàçëè÷íîé ñòåïåíüþ íåîïëàçèè (G1, G2, G3)
êàê â îñíîâíîé ãðóïïå, òàê è â ãðóïïå ñðàâíå-
íèÿ íå èìåëè ìåæäó ñîáîé ñòàòèñòè÷åñêè äî-
ñòîâåðíûõ ðàçëè÷èé äî íà÷àëà ëå÷åíèÿ è ÷åðåç
6 íåäåëü ïîñëå (ð>0,05). Òàêèì îáðàçîì, îïðåäå-
ëåíèå óðîâíåé ÔÐÝÑ â ìî÷å íå ïðîäåìîíñòðè-
ðîâàëî öåëåñîîáðàçíîñòè èõ ïðèìåíåíèÿ â ïðî-
ãíîçèðîâàíèè ýôôåêòèâíîñòè âíóòðèïóçûðíîé
àäúþâàíòíîé ÁÖÆ-òåðàïèè ó áîëüíûõ ÐÌÏ ñòà-
äèè Ò1N0M0.

Ïîâûøåíèå ÔÍÎ-α ïðè àäúþâàíòíîé
âíóòðèïóçûðíîé ÁÖÆ-òåðàïèè ó áîëüíûõ ÐÌÏ
ñòàäèè T1N0M0 ñâÿçàíî ñ ïîëîæèòåëüíûì òå-
ðàïåâòè÷åñêèì ýôôåêòîì, ÷òî â íàøåì èññëåäî-
âàíèè âûðàæàëîñü â îòñóòñòâèè ïðèçíàêîâ ðå-
öèäèâà çàáîëåâàíèÿ. Â òî æå âðåìÿ, îòñóòñòâèå
ïîâûøåíèÿ äàííîãî ìîëåêóëÿðíîãî ìàðêåðà ÷å-
ðåç 6 íåäåëü ïîñëå íà÷àëà èíäóöèðóþùåé ÁÖÆ-
òåðàïèè ñâèäåòåëüñòâîâàëî î íåäîñòàòî÷íîì âîñ-
ïàëèòåëüíîì îòâåòå (èëè åãî îòñóòñòâèè) è, êàê
ñëåäñòâèå, – ðåöèäèâèðóþùåì òå÷åíèè çàáîëå-
âàíèÿ.

Ïîäîáíî ïðåäâàðèòåëüíî èçó÷åííûì ìàð-
êåðàì, ñðåäíèå çíà÷åíèÿ ÔÍÎ-β â ìî÷å ïàöèåí-
òîâ ñ ðàçëè÷íîé ñòåïåíüþ íåîïëàçèè (G1, G2, G3)
êàê â îñíîâíîé ãðóïïå, òàê è â ãðóïïå ñðàâíå-
íèÿ, íå èìåëè ìåæäó ñîáîé ñòàòèñòè÷åñêè äî-

Summary

PREDICTION OF THE EFFICACY OF

INTRAVESICAL BCG THERAPY IN PATIENTS

WITH BLADDER CANCER BASED ON THE

LEVEL OF VASCULAR ENDOTHELIAL

GROWTH FACTOR, TUMOR NECROSIS

FACTOR ααααα AND βββββ

V.S. Fedevych

In our study, we studied the effectiveness of
the use of biomarker levels of vascular endothelial
growth factor (VEGF), tumor necrosis factor
(TNF)-α and TNF-β in the urine of patients with
bladder cancer (BC) to predict the effectiveness of
intravesical BCG therapy at its early stage. The
study included 35 adult patients with BC exclusively
of the T1N0M0 stage, who underwent transurethral
resection, the average age of which was 58.3±6.1
years.

The mean values   of the VEGF in the urine
of patients with various degrees of neoplasia (G1,
G2, G3) in the main group and in the comparison
group did not have statistically significant
differences between themselves before treatment and
6 weeks after (p>0.05). Thus, the determination of
the levels of VEGF in urine did not demonstrate
the appropriateness of their use in predicting the
effectiveness of intravesical adjuvant BCG therapy
in patients with BC stage T1N0M0.

An increase in TNF-α in adjuvant intravesical
BCG therapy in patients with BC stage T1N0M0
is associated with a positive therapeutic effect, which
in our study was expressed in the absence of signs
of disease recurrence. At the same time, the absence
of an increase in this molecular marker 6 weeks
after the initiation of BCG-inducing therapy
indicated an insufficient inflammatory response (or
its absence) and, as a consequence, a relapsing course
of the disease.

Like previously studied markers, the mean
values of TNF-β in the urine of patients with various
degrees of neoplasia (G1, G2, G3) in the main group
and in the comparison group did not have
statistically significant differences between
themselves before treatment and 6 weeks after him
(p> 0.05). The average level of the promoter of the
inflammatory response of TNF-β increased at the
6th week after BCG instillation was closely
associated with the positive therapeutic effect of
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ñòîâåðíûõ ðàçëè÷èé äî íà÷àëà ëå÷åíèÿ è ÷åðåç
6 íåäåëü ïîñëå íåãî (ð>0,05). Ïîâûøåííûé íà
6-é íåäåëå ïîñëå ÁÖÆ-èíñòèëëÿöèè ñðåäíèé
óðîâåíü ïðîìîóòåðà âîñïàëèòåëüíîãî îòâåòà
ÔÍÎ-β, áûë òåñíî ñâÿçàí ñ ïîëîæèòåëüíûì òå-
ðàïåâòè÷åñêèì ýôôåêòîì èíäóöèðóþùåé ÁÖÆ-
òåðàïèè ó áîëüíûõ ÐÌÏ ñòàäèè T1N0M0.

Òàêèì îáðàçîì, îïðåäåëåíèå ìîëåêóëÿðíûõ
ìàðêåðîâ ÔÐÝÑ, ÔÍÎ-α è ÔÍÎ-β â ìî÷å áîëü-
íûõ ðàêîì ìî÷åâîãî ïóçûðÿ ïîñëå ââåäåíèÿ
âíóòðèïóçûðíîé ÁÖÆ-òåðàïèè ìîæåò ñëóæèòü
îñíîâàíèåì äëÿ ðàçðàáîòêè íîâûõ ìåòîäîâ ëå-
÷åíèÿ è îöåíêè èõ ýôôåêòèâíîñòè.

Êëþ÷åâûå ñëîâà: ðàê ìî÷åâîãî ïóçûðÿ,
ôàêòîð ðîñòà ýíäîòåëèÿ ñîñóäîâ, ôàêòîð íåêðî-
çà îïóõîëè, ïîëèìîðôèçì, âíóòðèïóçûðíàÿ ÁÖÆ-
òåðàïèÿ.

inducing BCG therapy in patients with stage
T1N0M0 RMP.

Thus, the determination of molecular markers
of VEGF, TNF-α and TNF-β in the urine of patients
with bladder cancer after administration of
intravesical BCG therapy can serve as the basis
for the development of new methods of treatment
and evaluation of their effectiveness.

Keywords: bladder cancer, vascular endothelial
growth factor, tumor necrosis factor, polymorphism,
intravesical BCG therapy.
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