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Ïóáë³êàö³ÿ ìàº çâ’ÿçîê ³ç âèêîíàííÿì íàóêîâî-
äîñë³äíî¿ ðîáîòè «Ïðîòèì³êðîáíà àêòèâí³ñòü íî-
âîñèíòåçîâàíèõ êîíäåíñîâàíèõ í³òðîãåíîâì³ñíèõ 
ñïîëóê òà ïåðñïåêòèâè ñòâîðåííÿ íà ¿õ îñíîâ³ ïðîô³-
ëàêòè÷íèõ ³ ë³êóâàëüíèõ çàñîá³â» ÀÌÍ 99/2011, ÊÏÊÂ 
6561040, ¹ äåðæ. ðåºñòðàö³¿ 0111U004733. 

Âñòóï. Îäí³ºþ ç âèìîã äî ïîòåíö³éíèõ ë³êàð-
ñüêèõ çàñîá³â º ñï³ââ³äíîøåííÿ ì³æ ¿õ åôåêòèâí³ñòþ 
³ òîêñè÷í³ñòþ [1]. Åêñïåðèìåíòàëüí³ òîêñèêîëîã³÷í³ 
äîñë³äæåííÿ çíà÷íîþ ì³ðîþ äîçâîëÿþòü ïåðåäáà-
÷èòè á³ëüø³ñòü íåáàæàíèõ åôåêò³â òà ãàðàíòóâàòè 
áåçïå÷í³ñòü ïîäàëüøèõ êë³í³÷íèõ âèïðîáóâàíü íîâèõ 
ë³êàðñüêèõ çàñîá³â [4]. Âèâ÷åííÿ áåçïåêè ïîòåíö³é-
íèõ ë³ê³â, çîêðåìà ãîñòðî¿ òîêñè÷íîñò³, º îäíèì ç 
íàéâàæëèâ³øèõ íåîáõ³äíèõ åòàï³â ðîçðîáêè íîâèõ 
ïðåïàðàò³â [1]. Ïðè âèçíà÷åíí³ òîêñèêîëîã³÷íèõ õà-
ðàêòåðèñòèê íîâèõ ðå÷îâèí, äîñë³äæåííÿ ãîñòðî¿ 
òîêñè÷íîñò³ º ïåðâèííèì åòàïîì, ìåòîþ ÿêîãî º 
îäåðæàííÿ ³íôîðìàö³¿ ùîäî áåçïå÷íîñò³ äîñë³äæó-
âàíèõ ðå÷îâèí â óìîâàõ êîðîòêîòðèâàëî¿ ä³¿ [1, 5]. 

Ìåòîþ ðîáîòè ñòàëî äîñë³äæåííÿ âïëèâó íîâî-
ãî ïîõ³äíîãî ò³îí³â 4Í-ï³ðèäî[4`,3`:5,6]ï³ðàíî[2,3-d]
ï³ðèì³äèíó íà òêàíèíè âíóòð³øí³õ îðãàí³â òâàðèí ïðè 
ïåðâèííîìó òîêñèêîëîã³÷íîìó âèâ÷åíí³ ïàðàìåòð³â 
ãîñòðî¿ òîêñè÷íîñò³. 

Îá’ºêò ³ ìåòîäè äîñë³äæåííÿ. Äîñë³äæåíî ïåð-
ñïåêòèâíó, çà íàøèìè ïîïåðåäí³ìè äàíèìè, íîâó õ³-
ì³÷íó ñïîëóêó 2{133} – 6-ã³äðîêñèìåòèë-1,2-ä³àðèë-
9-ìåòèë-1,3,4,5-òåòðàã³äðî-2Í-ï³ðèäî[4`,3`:5,6]
ï³ðàíî[2,3-d] ï³ðèì³äèí-4-ò³îí, ÿêà ìàº àíòèáàê-
òåð³àëüíó òà ïðîòèãðèáêîâó àêòèâí³ñòü [6, 8]. Âè-
çíà÷åííÿ ïðîòèì³êðîáíî¿ ä³¿ ðå÷îâèíè 2{133} áóëî 
âèêîíàíî íà 55 ìóçåéíèõ òà êë³í³÷íèõ øòàìàõ ì³êðî-
îðãàí³çì³â ð³çíèõ òàêñîíîì³÷íèõ ãðóï ñòàíäàðòíèì 
ìåòîäîì ïîñë³äîâíèõ ñåð³éíèõ ðîçâåäåíü ó ïîæèâ-
íîìó áóëüéîí³ òà àãàðîâîìó ñåðåäîâèù³. 

Ïåðâèííå òîêñèêîëîã³÷íå âèâ÷åííÿ ïàðàìåòð³â 
ãîñòðî¿ òîêñè÷íîñò³ ïðîâåäåíî íà 36 íåë³í³éíèõ á³ëèõ 
ìèøàõ îáîõ ñòàòåé, ìàñîþ ò³ëà 18 – 22 ã, â³êîì 2,0 – 
2,5 ì³ñÿö³, ÿê³ çíàõîäèëèñü ó ñòàíäàðòíèõ ñàí³òàðíèõ 
óìîâàõ â³âàð³þ ÄÓ «²íñòèòóò ì³êðîá³îëîã³¿ òà ³ìóíî-
ëîã³¿ ³ì. ². ². Ìå÷íèêîâà ÍÀÌÍ Óêðà¿íè». Óñ³ ðîáîòè ç 
òâàðèíàìè ïðîâîäèëèñü ç äîòðèìàííÿì îñíîâíèõ 
ïîëîæåíü «ªâðîïåéñüêî¿ êîíâåíö³¿ ïðî çàõèñò õðå-
áåòíèõ òâàðèí, ùî âèêîðèñòîâóþòüñÿ äëÿ äîñë³äíèõ 

òà ³íøèõ íàóêîâèõ ö³ëåé» ³ â³äïîâ³äíèõ â³ò÷èçíÿíèõ òà 
çàêîðäîííèõ íîðìàòèâíèõ äîêóìåíò³â [3, 9-11]. 

Äîñë³äæóâàíó ðå÷îâèíó ââîäèëè òâàðèíàì îäíî-
ðàçîâî âðàíö³ íàòùåñåðöå âíóòð³øíüîî÷åðåâèííî â 
îá’ºì³ 0,5 ìë ó äîçàõ 320,0; 400,0; 500,0; 630,0; 800,0 
ìã/êã ìàñè ò³ëà. Ó ÿêîñò³ êîíòðîëþ çàñòîñîâàíî ³í-
òàêòíèõ òâàðèí. Ðåçóëüòàòè äîñë³äæåíü ïàðàìåòð³â 
ãîñòðî¿ òîêñè÷íîñò³ äîêëàäíî âèêëàäåíî ó íàøèõ 
ïîïåðåäí³õ ðîáîòàõ [7]. Ïðîâåäåíî ïàòîìîðôîëî-
ã³÷íå âèâ÷åííÿ âïëèâó ñïîëóêè 2{133} íà âíóòð³øí³ 
îðãàíè ï³ääîñë³äíèõ òâàðèí (ñåðöå, ïå÷³íêó, íèðêè, 
ñåëåç³íêó). Ïî çàê³í÷åííþ äîñë³äæåííÿ ãîñòðî¿ òîê-
ñè÷íîñò³ íà 14 äîáó òâàðèí, ùî âèæèëè, âèâîäèëè ç 
äîñë³äó øëÿõîì ïåðåäîçóâàííÿ åô³ðó äëÿ íàðêîçó. 
Ïðîâîäèëè ðîçòèí ÷åðåâíî¿ òà ãðóäíî¿ ïîðîæíèí, 
ìàêðîñêîï³÷íèé îãëÿä îðãàí³â òà çàá³ð ìàòåð³àëó. 
Òàêîæ âèëó÷àëèñü îðãàíè òâàðèí, ÿê³ çàãèíóëè â õîä³ 
åêñïåðèìåíòó. Ìîðôîëîã³÷íèé ìàòåð³àë äëÿ ïî-
äàëüøîãî ñâ³òëîîïòè÷íîãî äîñë³äæåííÿ ô³êñóâàëè 
ó 10 % ðîç÷èí³ ôîðìàë³íó, çíåâîäæóâàëè ó ñïèðòàõ 
çðîñòàþ÷î¿ ì³öíîñò³ òà çàëèâàëè â öåëî¿äèí-ïàðà-
ô³í äëÿ ïðèãîòóâàííÿ ñåð³éíèõ ã³ñòîëîã³÷íèõ çð³ç³â 
òîâùèíîþ 5-6 ìêì. Âèãîòîâëåí³ ïðåïàðàòè çàáàðâ-
ëþâàëè ãåìàòîêñèë³íîì òà åîçèíîì [1, 2]. Îãëÿä ì³-
êðîïðåïàðàò³â ïðîâîäèëè ï³ä ì³êðîñêîïîì Olympus 
BX-41. Ì³êðîôîòîãðàôóâàííÿ âèêîíàíî öèôðîâèì 
ôîòîàïàðàòîì NIKON COÎLPIX 4500. 

Ðåçóëüòàòè äîñë³äæåíü òà ¿õ îáãîâîðåííÿ. Ó 
ðåçóëüòàò³ ïîïåðåäí³õ äîñë³äæåíü ïðîòèì³êðîáíî¿ ä³¿ 
ñïîëóêè 2{133} äîâåäåíî ¿¿ âèñîêó in vitro àêòèâí³ñòü 
ùîäî øèðîêîãî ñïåêòðó êë³í³÷íî çíà÷óùèõ ãðàìïî-
çèòèâíèõ òà ãðàìíåãàòèâíèõ ì³êðîîðãàí³çì³â, äð³æ-
äæåïîä³áíèõ ãðèá³â ðîäó Candida, ïë³ñíÿâèõ ãðèá³â 
ðîäó Aspergillus òà äåðìàòîì³öåò³â ðîä³â Trichophy-
ton, Epidermophyton ó ì³í³ìàëüíèõ ³íã³áóþ÷èõ êîí-
öåíòðàö³ÿõ â ä³àïàçîí³ 3,9 – 62,5 ìêã/ìë [6, 8]. 

Ï³ñëÿ îäíîðàçîâîãî âíóòð³øíüîî÷åðåâèííîãî 
ââåäåííÿ íîâî¿ õ³ì³÷íî¿ ðå÷îâèíè ìèøàì äîñë³äíî¿ 
ãðóïè ìàêðîñêîï³÷íà êàðòèíà òà ìàñà âíóòð³øí³õ îð-
ãàí³â íå ìàëà ñóòòºâèõ â³äì³ííîñòåé â³ä ãðóïè ³íòàê-
òíèõ òâàðèí. Ó î÷åðåâèíí³é òà ïëåâðàëüí³é ïîðîæíè-
íàõ â³ëüíà ð³äèíà áóëà â³äñóòíÿ, ïðîñâ³òîê òðàõå¿ òà 
áðîíõ³â áóâ â³ëüíèì ó òâàðèí îáîõ ãðóï. 

Ïðè ã³ñòîëîã³÷íîìó äîñë³äæåíí³ îðãàí³â òâàðèí 
ãðóïè êîíòðîëþ ìîðôîëîã³÷íà êàðòèíà â³äïîâ³äàëà 
ñó÷àñíèì óÿâëåííÿì ïðî ô³ç³îëîã³÷íó íîðìó. Ï³ñëÿ 
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îäíîðàçîâîãî âíóòð³øíüîî÷åðåâèííîãî ââåäåííÿ 
ïîõ³äíîãî ò³îí³â ó äîçàõ 320,0 òà 400,0 ìã/êã ìàñè 
ò³ëà áóäîâà âèâ÷åíèõ îðãàí³â â³äïîâ³äàëà òàê³é ó 
êîíòðîëüí³é ãðóï³. 

Ï³ñëÿ ââåäåííÿ äîñë³äæóâàíî¿ ðå÷îâèíè ó äîçàõ 
500,0 ìã/êã, 630,0 ìã/êã ìàñè ò³ëà ìîðôîëîã³÷í³ çì³íè 
ïîëÿãàëè ó êîìá³íàö³¿ äâîõ çàãàëüíîïàòîëîã³÷íèõ 
ïðîöåñ³â – àëüòåðàö³¿ òà çàõèñíî¿ çàïàëüíî¿ ðåàêö³¿. 
Ì³êðîñêîï³÷íà êàðòèíà ì³îêàðäà âèÿâèëàñÿ ïîä³-
áíîþ äî òàêî¿ â êîíòðîë³ ³ ïðåäñòàâëåíà ì’ÿçîâèìè 
âîëîêíàìè ð³âíîì³ðíî¿ âåëè÷èíè ³ ïîì³ðíî ì³ñöÿìè 
íàáðÿêëîþ ³íòåðñòèö³éíîþ òêàíèíîþ. Ó äîç³ 800,0 
ìã/êã â öèòîïëàçì³ áàãàòüîõ êàðä³îì³îöèò³â â³äì³÷à-
ëèñÿ ÿâèùà ã³àë³íîâî-êðàïåëüíî¿ äèñòðîô³¿ òà æè-
ðîâî¿ äèñòðîô³¿, ó ÿäðàõ öèõ êë³òèí âèÿâëåí³ îçíàêè 
êàð³îðåêñèñó ³ êàð³îë³çèñó (ðèñ. 1). 

Ïðè ââåäåíí³ ðå÷îâèíè ó äîçàõ 500,0 ìã/êã, 630,0 
ìã/êã ìàñè ò³ëà ÷àñòî÷êîâà áóäîâà ïå÷³íêè âèðàæå-
íà ÷³òêî. Ñóäèíè ïå÷³íêè íåð³âíîì³ðíî, ÷àñò³øå ïî-
ì³ðíî êðîâîíàïîâíåíí³. Öåíòðàëüí³ âåíè ÷àñòî÷îê ³ 
òð³àäè ÷³òêî âèçíà÷àþòüñÿ. Ðàä³àëüíà áóäîâà ÷àñòî-
÷îê íå ïîðóøåíà. Ì³æ òðàáåêóëàìè ðîçòàøîâóþòü-
ñÿ ñëàáî êðîâîíàïîâíåíí³ ñèíóñî¿äè. Ïðè ââåäåíí³ 

ìàêñèìàëüíî¿ äîçè ðå÷îâèíè (800,0 ìã/êã) ó êë³òè-
íàõ, ðîçòàøîâàíèõ áëèæ÷å äî ïåðèôåð³¿ ÷àñòî÷îê 
âèÿâëÿþòüñÿ îçíàêè æèðîâî¿ äèñòðîô³¿, à òàêîæ íå-
êðîá³îòè÷í³ çì³íè (ðèñ. 2). 

Ïðè ââåäåíí³ ðå÷îâèíè ó äîçàõ 500,0 ìã/êã, 630,0 
ìã/êã ìàñè ò³ëà ì³êðîñêîï³÷íî ó êîðêîâ³é ðå÷îâèí³ 
íèðêè êëóáî÷êîâèé àïàðàò ÷³òêî âèçíà÷àºòüñÿ. Ïðè 
öüîìó ó áóäîâ³ êëóáî÷êà, â ïîð³âíÿíí³ ç íîðìîþ, 
îñîáëèâîñò³ íå âèÿâëåí³. Îñîáëèâ³ñòþ ïðè ââåäåíí³ 
ìàêñèìàëüíî¿ äîçè (800,0 ìã/êã) º ïîñèëåííÿ ÿâèù 
â åï³òåë³¿ çâèòèõ êàíàëüö³â ³, â ìåíø³é ì³ð³ ïðîêñè-
ìàëüíèõ, îçíàê ã³àë³íîâî-êðàïåëüíî¿ äèñòðîô³¿ ³ íå-
êðîá³îçó. Ó ÿäðàõ êë³òèí ïðè öüîìó âèçíà÷àþòüñÿ 
îçíàêè êàð³îðåêñèñó, êàð³îï³êíîçó ³ êàð³îë³çèñó. Ó 
ïðîñâ³òêó áàãàòüîõ êàíàëüö³â ðîçòàøîâóþòüñÿ çåð-
íèñò³ åîçèíîô³ëüí³ ìàñè. Ñêëåðîòè÷í³ çì³íè â³äñóòí³, 
àëå ìàº ì³ñöå íåçíà÷íà ë³ìôî-ëåéêîöèòàðíà ³íô³ëü-
òðàö³ÿ ñòðîìè (ðèñ. 3). 

Ì³êðîñêîï³÷íà áóäîâà ñåëåç³íêè ïðè ââåäåíí³ 
ìàêñèìàëüíèõ òà ñóáìàêñèìàëüíèõ äîç ðå÷îâèíè 
2{133} ÷³òêî ïðåäñòàâëåíà. 

Ç áîêó ñïîëó÷íîòêàíèííî¿ êàïñóëè ³ òðàáåêóëÿð-
íîãî êîìïîíåíòà îñîáëèâîñò³ íå âèÿâëåí³. Ç áîêó 

Ðèñ. 1. Äèñòðîô³÷í³ çì³íè ó öèòîïëàçì³ êàðä³îì³îöè-

ò³â. Çàáàðâëåííÿ ãåìàòîêñèë³í-åîçèíîì. Çá³ëüøåííÿ 

õ 100. 

Ðèñ. 2. Ïèëåïîä³áíà æèðîâà äèñòðîô³ÿ, êàð³îë³çèñ â 

îêðåìèõ ãåïàòîöèòàõ. Çàáàðâëåííÿ ãåìàòîêñèë³í-åî-

çèíîì. Çá³ëüøåííÿ õ 400. 

Ðèñ. 3. Äèñòðîô³÷í³ òà íåêðîá³îòè÷í³ çì³íè â åï³òåë³¿ 
çâèòèõ êàíàëüö³â íèðîê. Çàáàðâëåííÿ ãåìàòîêñèë³í-

åîçèíîì. Çá³ëüøåííÿ õ 400. 

Ðèñ. 4. Âåëèê³ ôîë³êóëè ó ñåëåç³íö³. 
Çàáàðâëåííÿ ãåìàòîêñèë³í-åîçèíîì. 

Çá³ëüøåííÿ õ 100. 
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á³ëî¿ ïóëüïè âèÿâëÿþòüñÿ îçíàêè ¿¿ ã³ïåðïëàç³¿. Ïðè 
öüîìó á³ëà ïóëüïà ïðåäñòàâëåíà ÷èñëåííèìè ôîë³-
êóëàìè, ïåðåâàæíî âåëèêèõ ³ ñåðåäí³õ ðîçì³ð³â. ×åð-
âîíà ïóëüïà ñåëåç³íêè ïîâíîêðîâíà ³ ãóñòîêë³òèííà 
(ðèñ. 4). 

Âèñíîâêè. 
1. Çà ðåçóëüòàòàìè ïàòîìîðôîëîã³÷íîãî äî-

ñë³äæåííÿ âïëèâó ïîõ³äíîãî 6-ã³äðîêñèìåòèë-1,2-
ä³àðèë-9-ìåòèë-1,3,4,5-òåòðàã³äðî-2Í-ï³ðèäî 
[4`,3`:5,6]ï³ðàíî[2,3-d]ï³ðèì³äèí-4-ò³îí³â íà òêàíè-
íè âíóòð³øí³õ îðãàí³â òâàðèí âèçíà÷åíà äîçîçà-
ëåæí³ñòü çì³í, âèÿâëåí³ îðãàíè, íàé÷óòëèâ³ø³ äî äî-
ñë³äæåíèõ ðå÷îâèí, îçíà÷åíî õàðàêòåð òà ñòóï³íü 
ïàòîëîã³÷íèõ çì³í òêàíèí îðãàí³â. 

2. Íàéá³ëüø õàðàêòåðíèìè áóëè çì³íè ó êàíàëü-
öåâîìó àïàðàò³ íèðîê ó âèãëÿä³ ã³àë³íîâî-êðàïåëüíî¿ 

äèñòðîô³¿ ç ÿâèùàìè íåêðîá³îçó ïðè ââåäåíí³ ðå÷î-
âèíè â ìàêñèìàëüí³é äîç³. 

3. Ç áîêó òêàíèíè ñåðöÿ òà ïå÷³íêè ñïîñòåð³ãà-
ëèñÿ ïåðåâàæíî ïîì³ðí³ äèñòðîô³÷í³ çì³íè ïðè ââå-
äåíí³ ìàêñèìàëüíî¿ äîçè ðå÷îâèíè ó âèãëÿä³ ïðîÿâ³â 
ã³àë³íîâî-êðàïåëüíî¿ äèñòðîô³¿ ì³îêàðäà òà æèðîâî¿ 
äèñòðîô³¿ ïå÷³íêè. 

Ïåðñïåêòèâè ïîäàëüøèõ ðîçðîáîê ó äàíî-
ìó íàïðÿìêó. Îòðèìàí³ ðåçóëüòàòè ï³ëîòíîãî äî-
ñë³äæåííÿ ãîñòðî¿ òîêñè÷íîñò³ íîâî¿ ñèíòåòè÷íî¿ 
ðå÷îâèíè, âðàõîâóþ÷è ðåçóëüòàòè ìîðôîëîã³÷íîãî 
äîñë³äæåííÿ, ñâ³ä÷àòü ïðî ïåðñïåêòèâí³ñòü ïîäàëü-
øîãî òîêñèêî-ôàðìàêîëîã³÷íîãî ¿¿ âèâ÷åííÿ ç ìåòîþ 
ñòâîðåííÿ íà ¿¿ îñíîâ³ íîâîãî ïðîòèì³êðîáíîãî ë³-
êàðñüêîãî çàñîáó. 
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ÂËÀÑÒÈÂÎÑÒ², ÍÀ ÂÍÓÒÐ²ØÍ² ÎÐÃÀÍÈ ÒÂÀÐÈÍ 
Ùåðáàê Î. Ì., Àíäðåºâà ². Ä., Ùåðáàê Â. Â., Ïîãîð³ëà Ì. Ñ. 
Ðåçþìå. Ïðîâåäåíî âèçíà÷åííÿ âïëèâó íîâî¿ õ³ì³÷íî¿ ðå÷îâèíè – 6-ã³äðîêñèìåòèë-1,2-ä³àðèë-9-ìåòèë-

1,3,4,5-òåòðàã³äðî-2Í-ï³ðèäî[4`,3`:5,6] ï³ðàíî[2,3-d]ï³ðèì³äèí-4-ò³îíó íà òêàíèíè âíóòð³øí³õ îðãàí³â òâàðèí 
ïðè ïåðâèííîìó òîêñèêîëîã³÷íîìó âèâ÷åíí³ ïàðàìåòð³â ¿¿ ãîñòðî¿ òîêñè÷íîñò³. Çà ðåçóëüòàòàìè ïàòîìîð-
ôîëîã³÷íîãî äîñë³äæåííÿ âèçíà÷åíî äîçîçàëåæí³ñòü çì³í, âèÿâëåí³ îðãàíè, íàé÷óòëèâ³ø³ äî äîñë³äæåíî¿ 
ðå÷îâèíè, îçíà÷åíî õàðàêòåð òà ñòóï³íü ïàòîëîã³÷íèõ çì³í òêàíèí îðãàí³â. Îòðèìàí³ åêñïåðèìåíòàëüí³ äàí³ 
ñâ³ä÷àòü ïðî ïåðñïåêòèâí³ñòü ïîäàëüøîãî òîêñèêî-ôàðìàêîëîã³÷íîãî âèâ÷åííÿ äàíî¿ ðå÷îâèíè ç ìåòîþ 
ñòâîðåííÿ íà ¿¿ îñíîâ³ íîâîãî ïðîòèì³êðîáíîãî ë³êàðñüêîãî çàñîáó. 

Êëþ÷îâ³ ñëîâà: ïîõ³äíå ò³îí³â ï³ðèäîï³ðàíîï³ðèì³äèíó, òîêñè÷í³ñòü, ïàòîìîðôîëîã³÷í³ çì³íè. 
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ÂËÈßÍÈÅ ÍÎÂÎÃÎ ÏÐÎÈÇÂÎÄÍÎÃÎ ÒÈÎÍÎÂ ÏÈÐÈÄÎÏÈÐÀÍÎÏÈÐÈÌÈÄÈÍÀ Ñ ÏÐÎÒÈ ÂÎ-

ÌÈÊÐÎÁÍÛÌÈ ÑÂÎÉÑÒÂÀÌÈ ÍÀ ÂÍÓÒÐÅÍÍÈÅ ÎÐÃÀÍÛ ÆÈÂÎÒÍÛÕ
Ùåðáàê Î. Í., Àíäðååâà È. Ä., Ùåðáàê Â. Â., Ïîãîðåëàÿ Ì. Ñ. 
Ðåçþìå. Èçó÷åíî âëèÿíèÿ íîâîãî õèìè÷åñêîãî âåùåñòâà – 6-ãèäðîêñèìåòèë-1,2-äèàðèë-9-ìåòèë-

1,3,4,5-òåòðàãèäðî-2Í-ïèðèäî[4`,3`:5,6] ïèðàíî[2,3-d]ïèðèìèäèí-4-òèîíà íà òêàíè âíóòðåííèõ îðãàíîâ 
ëàáîðàòîðíûõ æèâîòíûõ ïðè ïåðâè÷íîì òîêñèêîëîãè÷åñêîì èññëåäîâàíèè ïàðàìåòðîâ åãî îñòðîé òîêñè÷-
íîñòè. Â ðåçóëüòàòå ïðîâåäåííîãî ïàòîìîðôîëîãè÷åñêîãî èññëåäîâàíèÿ óñòàíîâëåíà äîçîçàâèñèìîñòü 
èçìåíåíèé, îáíàðóæåíû îðãàíû, íàèáîëåå ÷óâñòâèòåëüíûå ê íîâîìó âåùåñòâó, îïðåäåëåíû õàðàêòåð è ñòå-
ïåíü ïàòîëîãè÷åñêèõ èçìåíåíèé òêàíåé îðãàíîâ. Ïîëó÷åííûå ýêñïåðèìåíòàëüíûå äàííûå ñâèäåòåëüñòâóþò 
î ïåðñïåêòèâíîñòè äàëüíåéøåãî òîêñèêî-ôàðìàêîëîãè÷åñêîãî èçó÷åíèÿ äàííîãî âåùåñòâà ñ öåëüþ ñîçäà-
íèÿ íà åãî îñíîâå íîâîãî ïðîòèâîìèêðîáíîãî ëåêàðñòâåííîãî ñðåäñòâà. 

Êëþ÷åâûå ñëîâà: ïðîèçâîäíîå òèîíîâ ïèðèäîïèðàíîïèðèìèäèíà, òîêñè÷íîñòü, ïàòîìîðôîëîãè÷åñêèå 
èçìåíåíèÿ. 

UDC 615. 28:547. 8:615. 099. 092
The Influence of New Pyridopyranopyrimidine Thione Derivative with Antimicrobial Properties on the 

Animal Inner Organs 
Shcherbak O. M., Andreieva I. D., Shcherbak V. V., Pogor³la Ì. S. 
Abstract. The influence of new chemical compound – 6- hydroxymethyl-1,2-diaryl-9-methyl-1,3,4,5,-tetra-

hydro-2H-pyrido[4,3,5,6] pyrano[2,3-d]pyrimidine-4-thione on the animal inner organs tissues in course of pri-
mary toxicological study of its acute toxicity parameters was studied. 

As a result of previous study of the antimicrobial activity of the new compound it was proven that the experi-
mental compound has a high activity in vitro against a wide range of clinically significant Gram-positive and Gram-
negative microorganisms, yeast-like Candida spp. fungi, mold Aspergillus spp. fungi and dermatomycetes of the 
genera Trichophyton and Epidermophyton in minimal inhibiting concentrations in the range of 3,9 – 62,5 μg/ml. 

The primary toxicological study of the acute toxicity was carried out on 36 non-purebred white mice of either 
gender, weight 18 – 22 g, aged 2,0 – 2,5 months. All experiments with animals were carried out in accordance of 
the main provisions of “European convention of vertebrate animal protection, that are being used for scientific and 
other goals” and corresponding domestic and international standard documents. 

The animals were injected with the compound once intraperitoneally in the fasted state in the morning with dos-
ages 320,0; 400,0; 500,0; 630,0; 800,0 mg/kg of body weight diluted in the volume of 0,5. Afterwards a pathomor-
phological study of the perspective compound influence of the inner organs (heart, liver, kidneys and spleen) of the 
experimental animals was performed. The intact animals were chosen as control. 

As a result of the pathomorphological study the dose-dependence of the morphological changes was estab-
lished, the organs, that were most sensitive to the compound influence were found, the level and nature of the 
pathologic changes in the organs were characterized. 

After the injection of the new chemical compound into the mice of experimental group the macroscopic nature 
and weight of the inner organs weren’t significantly different from the organs of intact animals. The liquid in perito-
neal and pleural cavities was absent; the bronchial and tracheal lumen was free in both groups. 

The histological study has shown that in control group the morphological parameters corresponded with the 
modern understanding of physiological norm. After the injection of the thione derivative in the dosage 320,0 and 
400,0 mg/kg of body weight the studied organ composition did not differ from that of the control group. The injec-
tion of the experimental compound in the dosages of 500,0 mg/kg and 630,0 mg/kg of body weight insignificant 
morphological changes were observed that consisted in combination of two major pathological processes – altera-
tion and defensive inflammatory reaction. 

The most characteristic changes were observed in tubular apparatus of the kidneys in form of hyaline-drop 
dystrophy with necrobiotic phenomena only after the injection of maximum dose of the compound. In case of 
heart and liver tissues mild dystrophic changes in form of the hyaline-drop myocardium dystrophy and adipose 
degeneration of the liver were observed. The obtained results of the pilot study of the acute toxicity of the new 
synthetic compound, considering the morphological analysis results, attest to the potential of the further toxic-
pharmacological study of the compound for development of the new antimicrobial agent. 

Keywords: the pyridopyranopyrimidine thione derivative, toxicity, pathomorphological changes. 
Ðåöåíçåíò – ïðîô. Ãàñþê À. Ï. 
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