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Summary. The results of heparprotector effect of Essentiale forte N on comparison to siliborum
after medical liver lesion of rats with tetracycline are defined.

It is experimentally proved that the use of tetracycline for animals leads to the activation of POL,
as a result, labilization of cell membranes is observed and marker enzymes are released. When the
cytotoxic action of preparation is formed, lesion of synthetical function of organ can be observed. The
increase of activity of marker enzymes of cytolysis ALT and AST in blood serum of rats of control
pathology group was discovered. Moreover the increase of cholesterol content in 1.5 times, urine in 1.6
times, the increase of activity of LF in 1.5 times in relation to intact control were observed. It confirmed the
abnormality of function of detoxication of liver and the occurrence of endogenous intoxication. Animals of
control pathology group had abnormalities of oxygen resuming process in liver, that was indicated with the
increase of TBA-R in 2.2 times and with the decrease of catalase activity in 1.26 times and the content of
RG in 1.2 times. Therefore, the results of the research prove that the preparation co-trimoksazol causes
hepartoxic action.

Infiltration of Essentiale forte N with tetracycline limited considerably its hepartoxic features and
decreased the rate of functional and biochemical abnormalities of liver in rats.

Under the influence of Essentiale forte N cytolytic processes and features of endogenous
intoxication were decreased, synthetical and detoxication functions of liver were resumed, oxidizing and
antioxidizing balances were saved.

The dynamics of biochemical indicators on comparison to the use of siliborum corresponded the
dynamics that had been observed in the group of animals, that had obtained Essentiale forte N. Regarding
the influence on metabolic, cytolytic processes, expression of antioxidizing action, the effectiveness of
Essentiale forte N was similar to the effectiveness of siliborum.

The analysis of obtained data allows to assume that the mechanism of heparprotector action of
Essentiale forte N correlates with reparation of cell membranes of liver due to desaturated phospholipids
that are included to the preparation. Siliborum as a polyphenolic preparation inhibits activated processes of
POL in liver cells due to intoxication of some xenobiotics, including tetracycline.

Key words: medical liver lesion, Essentiale forte N, siliborum, antioxidizing effect, heparprotector
effect, tetracycline.
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AHHOmMayus. Ha oaKcnepuMeHTanbHbIX MOAENSAX WCCNefOBaHWA aHTUHO-LMLENTUBHOW U
NPOTUBOBOCMANMTENLHON aKTUBHOCTEH MPOBEAEHO U3y4eHUe BMepBble CUHTE3UPOBAHHLIX NMPOU3BOLHLIX
7-(2-rngpoKcu-3-rn-aTOKCUPEHOKCH )-NPonnum-8-aMMHo3aMeLLeHHbIX  3-MeTUNKCaHTUHa. BblpaxeHHyto
aHTUHOLMLEN-TUBHYIO U NPOTUBOBOCNANUTENBHYIO aKTMBHOCTUMNPOABUIO COeAuHeHne 5 — 7-(2-Tugpokeu-
3-11-5TOKCUPEHOKCU)TPONnU-8-4UeTUNamMiHOTEOUNNNH, KOTOpPOEe BbI-3bIBano  YMeHblLUEeHWe pa3BUTUSA
3KCMepUMeHTanbHbIX Kopyell Ha 43,3 % W yrHe-TeHue KappareHWHOBOro OTeKa fanku y Kpbic Ha 44,1%.
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Knroyeenle cnoea:  7-(2-1MapoKCU-3-1-3TOKCUPEHOKCU)NpOoNUN-8-3aMeLlieHHbIX  TeodunnnHa,
aHTWHOUMLENTUBHAsA U NPOTUBOBOCMNANUTENbHAA aKTUBHOCTU

AkTyanbHOCTb npobnembl. B opraHu3ame 4enoBeka W XMBOTHbIX dhuanonorndeckas 6onb
BbIMOMHAET CUrHanbHytlo GyHKUMIO, npegynpexgaeT o6 onacHoCTW M 3aluaeT ero OT Ype3MepHbIX
nospexaeHuid. BocnpusTue, npoBefdeHne n aHanns 6oneBbIX CUrHanNoB B opraHusme obecneymBaroT HepBHbIE
CTPYKTYpPbl HOLMLENTUBHOW CUCTEMBI, BXOASILLME B COCTaB COMaTOCEHCOPHOro aHanvaaTopa.

BoneBble CMHAPOMbI, BO3HUKaIOLWME BCMELCTBAE aKTMBaLMKU HOLMLENTUBHLIX PeLenTopoB npu
TpaBMe, BOCMaNeHWm, NLIEMUK, PACTHKEHUN TKAHEW, OTHOCHAT K COMaTOreHHbIM 60M1eBbIM CUHAPOMaM.

Mog BRMSAHWEM MoOBpexAarWmnx ¢aKkTopoB BO3HWKaeT fJedUUUT TOPMO3HbIX peakLui,
NPUBOAALMA K pas3BUTUIO B MEPBMYHOM HOLMLENTUBHOM pefne runep-akTuBHbLIX HERpOHOB, KOTOpble
HapyLlaroT UX HopMarnbHYyto paboTy 1 BOBMeKatoT UX B NaTonornyeckne peakuum [15].

AHarnbreTnyeckas akTMBHOCTb HEHaPKOTUYECKUX aHalnbreTUKOB NPos-BNAETCA NpW onpejeneHHbIX
BMAax OoOneBbIX OLYL|EeHWA: rMaBHeIM 06pa3oM NpW HEBPanrUYecKWX, MbILEYHbIX, CYCTaBHbIX, MNpu
rofloBHOR u 3y6Hoi 6onm [2].

Hanbonee  4acTbiM  OCMOXHEHMEM  NPW  MPUMEHEHWUM  NPOTWBOBOCMANWTENb-HbIX U
HEHapKOTUYECKUX aHanbreTUYEeCKUX CPeAcTB SABMNSETCA pasjpaxeHue CU3NCTOW O0BOMouKkM xenypka
(BCneacTBMe nojaBneHUs CUHTE3a LUTOMPOTEKTOP-HbIX npocTarnaHguHos [MME2, passutne 3posuid,
WHorga c kposoTedeHneM. HecenekTuHble HIMBI MoryT Bei3BaTb pasBUTUE A3BEHHOro nopaxeHus [5-7,
14] BCNeLCTBNE CHWKEHUS CUHTE3a racTponpOTEKTOPHbLIX NPOCTarnaHAMHOB, a cefek-TUBHbIe GnokaTopsl
LIOI-2 HecyT yrpo3y pa3suTuga TpoMOOTUYECKUX OCITOXKHEHWIA, UHGapKTa Mnokapga [4, 8-10, 16, 17, 20].

YMepeHHoe MpoTUBOBOCNanuUTeNlbHOe AeiCTBUE OKa3blBalOT MPOU3BOAHbLIE 3-METWUIKCaHTUHOB,
KOTOpble YMeHblUalT BbIXOJ MeAWaTopoB BOCMANeHWs M3 TYYHbIX KIETOK, nogaenseT obpasoBaHue
cB0obOAHEIX KMCMOPOAHBIX pagukanos [13]. B c¢BA3WM C STUM NPW MOWCKE HOBBLIX aHanbreTU4ecKux U
NPOTUBOBOCNANUTENBHBLIX BELWECTB Halle BHUMaHWe NPWBEKTN NPonu3BogHble 8-aMUHO-7-(2-rngpoKcn-3-
N-9TOKCUPEHOKCK-)Nponun KcaHTuHoB [11, 12]

3apaHne wuccnepoBaHusA.  3ajaHWem  uccnefoBaHusA  ObINO M3yYeHMe  3aBUCUMOCTM
aHTWHOLMLENTUBHOW 1 NPOTUBOBOCMANWNTESNBHOW aKTUBHOCTEH OT XMMUYECKON CTPYKTYPbl CPeAu BnepBble
CUHTE3UPOBaHHLIX 7-(2-rMApOKCU-3-1-aTOKCUDEHOKCU-)NPponun 8-aMUHO3aMeLLeHHbIX 3-MeTUNKCaHTUHOB.

Martepuan u MeToabl uccnegoBaHusa. O6bLEKTOM UccriefoBaHWsA 6binn 11 coeguHeHWA B pagy
7-(2-rnapoKen-3-n-3ToKCudeHoKen ) Nponun-8-aMuHo3amMeLLleHHbIX  3-MEeTUMNKCAHTUHOB, CUHTE3 KOTOPbIX
ocyllecTBrieH Ha kadegpe Ouonorndeckoir xumum 3anOPOXKCKOro rocyfapCTBEHHOMO MedULMHCKOro
YHUBepcuUTEeTa Noj PYKOBOACTBOM JOKTOpa dhapmaLeBTUYeckux Hayk, npodeccopa PoMaHeHko H.U.

CTpyKTypa CMHTE3MpPOBaHHLIX COeAWHEHWA NoATBepXAeHa C MOMOLLLIO COBPEMEHHBIX (PU3UKO-
XUMUYECKUX METOAOB 3feMeHTHoro aHanusa, YO-, UK- TMP- © Macc-cnekTpoMeTpun, BCTPEYHbIM
CMHTE30M, @ YWCTOTa CHUHTE3NPOBaHHbIX BEL|EeCTB KOHTpoNMpoBanacbk MeTO4OM TOHKOCMOWHON
xpomatorpaduun. JaHHble BellecTBa ABNA0TCA 6enbiMu KpucTannumyeckummn nopolikamu, 6e3 sanaxa, ¢
ropbkMM BKYCOM, He pacTBOpWMble B BOfe, ferko pacTBopuMble B AuMmeTundopmamuge,
aumeTuncynbdokeuie, npakTMYEcKkn He pacTBopuMEle B 3hupe, aTaHone, xnopodgopme [18. 19].

AHTUHOLMLETUBHYIO aKTUBHOCTb 7-(2-rMapoKCcU-3-r-aKCneHOKCH)Nponun-8-aMmMHo3amMeLLeHHbIX-
3-meTunkcaHTuHOB (coed. 1-11) nccneaoBanu Ha MOLENM “YKCYCHEIX KOpYel” B onbiTax Ha 6ecnopogHbIX
Kpblcax Maccolt 175-195 r. Kopun Bbi3biBanu BHYyTpubOptolwMHHEIM BBeaeHueM 0,75 % BogHoro pacrsopa
YKCYCHOW KucroTel B fo3e 1 Mn Ha 100 r maccel Tena XuBoTHOro. [ofgcyeT yucna Kopveil NpoBoaunu
cnycta 20 MUHYT nocfie BHYTPUOPIOWWHHOIO BBEAEHWS YKCYCHOW KucrnoTel B TedeHne 30 MUHYT.
M3yyaemble BellecTBa BBOAWNU BHYTpUKenyAo4Ho B Ao3e 0,05 J1so, ¢ NOMOLLbIO METaNIM4Yeckoro 3oHaa
3a 30 MUHYT 8O BBeJEHWA YKCYCHOW KWCHOTbl. YMEHbLUeHWe KONM4YecTBa KOpYeld Yy XWBOTHLIX MO
CpPaBHEHUIO C KOHTPOSBHOW rpynMoi CryXuno nokasatefieM aHanbreTM4eCKON akTUBHOCTU MccregyemblxX
BellecTB. B KadecTBe npenapaTa cpaBHeHWA Wcnonb-3oBanu AuknodeHak Hatpua (Efso=8 wmr/kr).
AHTUHOLMLETMBYIO aKTUBHOCTb Bbipaxanu B NPOLEHTaX CHWKEHWUS YWCra YKCYCHBIX KOpYel Yy OMbITHBIX
KPbIC MO CPaBHEHMWIO C KOHTPOSbHBIMUA. AHTUHOLMLETUBYIO aKTUBHOCTb paccyuTbIBany no hopmyne:

VK—VO.IOO

% AHTUHOLMLIETUBHAA aKTUHOCTL = V& , rae

YK 1 YO COOTBETCTBEHHO KOMNUYECTBO KOpYei B KOHTpore 1 B onbiTe [3, 6].

B onblTax Ha Kpelcax nuHum Wistar maccoit 180-200 r Ha Mofenu SKc-nepuMeHTanbHOoro
BOCMANNTENbHOro 0TeKa, BbI3BaHHOro cybnnaHTapHelM BBeAe-HWeM 1% pacTBopa KappareHuHa, uaydeHa
NpoTUBOBOCNANUTENbHAsA aKTUBHOCTb MCCrefyeMblX BeLyecTB, KOTOpble BBOAWMW BHYTPWOPIOWUHHO B
posax 0,05 J1so B BMAE TOHKOAMCMNEPCHOW BOAHOW CycrneH3uu, ctabunmaoBaHHoW TBUHOM-80 o6beMoMm
0,5 mn. KOHTpOnbHOW rpynne XWBOTHBIX @Hanorn4HelM MyTeM B COOTB-€TCTBYHOLLEM o6bemMe BBOLWIU
N30TOHUYeCKUiA pacTeop 1 TBMH-80 [1].
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Yepes 30 MUHYT nof anoHeBpo3 3afHeil nanku kpbickl BBoguNK no 0,1 mn 1% BogHOW cycneH3nun
KappareHumHa. C NOMOLLbO OHKOMEeTpa M3Mepsanu obbeM Nanku y Kpbic 4O Havana onelta U eXe4acHo Ha
npoTsxeHun 4 yacos. [poTMBO-BOCMANWUTENBHYIO aKTMBHOCTb OMNPEefensnu Mo CTerneHW YMeHbLUeHWS
3KCMePUMEH-TanbHOro oTeka Y OMblTHbIX KPbIC B CP@BHEHWUM C KOHTPOSbHEIMU W BblpaXanu B npoueHTax K
KoHTponto. B kadecTBe npenapata cpaBHEHWS MCMofb3oBanu AWKNodeHak HaTpua B fose 8 Mr/kr.
CTeneHb yrHeTeHWsA oTeka BbIYMCAANK no dpopmyne:

VK—VO.IOO

% yrHeTeHus = Y« , rae

YK 1 Y0, COOTBETCTBEHHO, 06BbEM Nanku B KOHTporne u B oneiTe [3.6].

OKcnepuUMeHTanbHele  WCCRefoBaHWA MpoBedeHbl B COOTBETCTBUM C  MNOMOXe-HUAMKW 06
UCMONb30BaHWN XMBOTHLIX B OuoMeauumHckux uccnegoBaHuax (Ctpacbypr, 1986 r.) m «OBwmmm
STUYECKMMM MPUHLMNIEMU SKCMEPUMEHTOB Ha XMBOTHLIX» (Knes, 2001), cornacoBaHbl ¢ TpeboBaHWAMYU
«EBponelickoil  KOHBEHLWMM  3alMTbl  MO3BOHOYHbLIX  XMBOTHbIX, KOTOPbIX  MCMONB3YT  AMNS
SKCMepUMeEHTanbHbIX W HayyHbix Lenei». CraTuctudeckyto 06paboTky f[aHHbIX MpPOBOAUMM C
MCMonb3oBaHWEM CTaHJapTHOMO NakeTa aHanuW3a nporpaMmMbl CTaTUCTUYeckoW obpaboTku pesynbTaToB
Bepcun Microsoft Office Excel 2003. PesynbTaThl npefcTaBrieHel B BuAe BbIGOpOYHOro cpefHero
3Ha4YeHWA W CcTaHgapTHOW OWWOKW cpeAHero 3HaveHus. [JOCTOBEpPHOCTb  OTAMYMIA  Mexay
3KCMepUMeHTanbHeIMKA rpynnaMun oueHuBanu ¢ nomollsto t-kputepusa CtbtogeHTa u U-kputepusa YUTHU-
MaHHa koMnbtoTepHol nporpaMmel «Statistica® for Windows 7.0». (Statsoft Inc. NeAXXR712D833214
Fan5), ons Bcex BUAOB aHanmsa cTaTUCTUYECKN 3HAYUMBIMU CHUTAMMW OTAINYNA NPU YPOBHE 3HAYNMOCTM
p <0,05[1].

PesynbTtatbl UccnegoBaHUA. BonblKMHCTBO  BellecTB B pagy  7-(2-rugpokcu-3-r-
3TOKCUEHOKCH)NpOonum-8-3ameLleHHbIX 3-MeTUIKCaHTUHOB MPOSBUMM yMeHblueHue 6oneBoi peakumu
BUCLieparnkbHbIX HOLMLENTOPOB Ha pasjpa-Katllee JeUCcTBUE YKCYCHOW KucroTsl (Tabn. 1). HanbonbLunii
aHTUHOLMLUEN-TUBHLIA 3dpdeKT nposaBuno 7-(2-rupoKkcu-3-r-3TOKCUPEHOKCU )NPOonu-8-guaTun-aMnHo-3-
MeTUnKcaHTUH (coed. Ne 5), koTopoe B fo3e 19,6 Mr/Kr Bbl3blBano JOCTOBEPHOE YMEHbLUEHUe KONuyecTea
YKCYCHbIX Kkopyeld Ha 43,3% (p<0,05). 3ameHa B 8-nNonoxeHuWn Monekynbl 7-(2-rgpoKcn-3-n-
STOKCUPEHOKCU-)NPOonuNn-8-aMnHo3aMellleHHbIX  3-MeTUIKCaHTUHa  AUSTUNaMWHOBOrO  doparMeHTa
(coef. 5) Ha amuHoBbIA (coeh. 10), H-NponunNamMuHOBLIA (coed. 4), AMMETUNaMUHOBLIA (coefd. 7), M-
TonunamuHoBbIA  (coen. 11), aTunamuHoBLIA (coen. 6), H-OyTunamuHoBHIA (coeg. 3) u -
MeTUnbeH3nnamMMHoBLIA (coed.9) pagukanbl NPUBOAUT K CHWKEHMWIO aHTWHOLMLENTUBHOW akTWBHOCTMU C
43,3 o 19,3 %.

Tabnuua 1
AHanbreTnueckas u NPOTUBOBOCNANUTENbHAA aKTUBHOCTb 7-(2-rmapoKcu-3-n-aTokcudeHoKecH)
nponun-8-aMMHo3aMeleHHbIX 3-MeTUNKCaHTUHOB (n=7)

Coeam AHanbretTuyeckas MpoTnBOBOCNANUTENBHASA
-HeHune R Hosa AKTMBHOCTb AKTUBHOCTb
Ne Mmr/kr B % o6bem nanku % yrHeTe-
KONMYeCTBO
Kopueil KOHT- yepes 4 Yyaca, MI1 | HUA OTeka
pornto narku
y (4-cbennnnune- 15,2 30,2+0,62* 10,4 2,140, 11* 7.3
pa3uH-1-un)
5 (3-umungasonun-1- | 20,4 31,5+0,84 6,5 2,26+0,09 4.3
nponurinamMmnuHo
3 H-OyTUNamMuHo 14 5 26,7+0,72 20,8 1,760, 12* 25,4
4 H-NponuNamMnHo 17,3 21,6+£0,87* 35,9 1,67+£0,07* 33,5
5 AVN3TUNaMUHO 19,6 19,1£1,12* 43,3 1,32+0,05* 441
6 STUITAaMUHO 23,9 25,6+0,84* 241 1,87+0,13* 20,8
7 AUMEeTUNamMnHoO 21,7 23,4+117* 30,6 1,48+0,11* 37,3
8 H-TeKCunamuHo 12,1 29,6+0,72 12,2 2,05+0,14 13,1
9 n-MeTunbeHsnn- 15,6 27,2+0,63 19,3 1,70+£0,12* 27,9
aMMWHO
10 aMUHO 27,5 19,8+0,54* 41,3 1,39+0,09* 40,1
11 M-TONUNAaMNHO 26,4 24 3+1,07* 27,9 1,51+0,08* 36,1
AnknodgeHak HaTpus 8.0 17,8+1,21* 472 1,21+£0,14 487
KoHTponb - 33,7+0,35 100 2,36+0,11 100
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lpumeyarue . * -p < 0,05 No cpaBHEHUIO C KOHTPOSMeEM.

ConocTaBreHne pesynbTaToB U3YYeHUA aHTUHOUWULUENTUBHOW aKTUB-HOCTU 7-(2-ruapoKcu-3-r-
STOKCUEHOKCH)NPONUI-8-4MSTUNAMUHO-3-METUKCAH-TUHA C NpenapaToM CpaBHEHWS CBUAETENbCTBYET O
TOM, YTO aHTMHOLUWLENTWBHYIO aKTUBHOCTb COEAMHEHWA 5 MOXHO CPaBHWUTb C aHasnbreTU4eckuM
apdekToM guknodeHaka HaTpus.

PesyneTaThl U3yyeHus NPOTUBOBOCNANUTENBHO aKTWBHOCTM NpPOM3BOA-HbIX 8-
aMWHo3aMeLLeHHbIX-7-(2-TMA pOoKCU-3-1-3TOKCU EHOKCK-)NPOonun-3-Me-TUNKCaHTUHOB (Tabn.1)
CBWAETENbCTBYIOT, 4YTO Haubornee BbipaXeHHbId NPOTUBO-BOCNANUTENbHLIA  adhdbekT nposBuUno
coefimHeHne Ne 5 — 7-(2-rugpokeun-3-n-aToKCUEeHOKCW )Nponun-8-4uaTUunaMmHo-3-MeTUIKCaHTUH, KOTopoe
B fo3e 19,6 Mr/kr Yepe3 4 yaca nocne BBELEHWS BbI3bIBAIO YMEHbLUEHWE SKCNEPUMEHTaNbHOro oTeka
nanku y kpeic Ha 44,1 %. 3aMeHa B 8-NoNoXeHUU Monekynsl 7-(2-ruapoKen-3-n-aTokeudeHoKeu-)nponun-
8-aMUHO3aMeLLeHHbIX3-MeTUNKCaHTUHa AM3TUNaMUHOBOro pagukana (coef. 5) Ha amuHoBbIi (coeq. 10),
AUMeTUNaMUHOBLIA (coed. 7),M-TonunamuHoBLIR (coed. 11), H-nMponunamuHoBbIl (coed. 4), n-
mMeTunbeH3unammHo (coep. 9),H-OyTunamuHoBbIA (coed. 3), M eTun-amuHoBLIA (coepn. 6) pagukansi
NPUBOAUT K CHUXEHUIO NPOTUBOBOCNANUTENbHON akTuBHOCTU ¢ 44,1 no 20,6 %.

MeHee BblpaXeHHOe MPOTUBOBOCMNANUTENBHOE JEACTBAE OKa3biBalOT BELLECTBa, cojepxallive B
8-M nonoxeHWn Mornekynsl 8-aMUHO-7-(2-TnapPOKCU-3-1-MEeTOKCUEHOKCU-)NPONUN-3-MeTUNKCaHTUHaHa
rekcunammnHoBLIA 3aMecTUTenb (coed. 8), KOTOpOe yrHeTano pasBWTWe KappareHMHOBOro oTeka narnku y
Kpblc Ha 13,1%

CoefMHeHna 1 v 2 NposBUIW TEHAEHLUMIO K YTHETEHWIO pa3BUTUSA OTeKka fanku y Kpbic B
npegenax ot 4,3% go 7,3%. AHTUEKCCYAaTUBHaa aKTUBHOCTb Npenapata cpaBHeHWA AuKrodeHaka
HaTpua B fo3e 8 Mr/kr cocTaBuna 48,7%.

MoxHO AOMNYyCTWTb, 4YTO MNpPOTMBOBOCMANMUTENbHEIA adekT BnepBble CUHTE3NPOBAHHBLIX
NPOW3BOAHLIX  7-(2-TMAPOKCU-3-11-9TOKCUPEHOKCK-)Nponun  8-aMUHO3aMELLEeHHbIX  3-MeTUIKCaHTUHOB
peanu3yeTcs 3a CYeT CHUXeHWS Bbibpoca MeJnaTopoB BOCMANEHNUS M3 TYYHbIX KINETOK U MHrMBupoBaHWA
SKCMPEeCCUU reHOB, OTBETCTBEHHLIX 3@ CUHTE3 NPOBOCMANMTENbHBIX LIMTOKMHOB [8].

Takum obpasoM, cpefn MW3yYeHHbIX MPOU3BOAHLIX 8-aMUHO3aMeLLEHHbIX-7-(2-rngpoKecu-3-i1-
STOKCUEHOKCH-)NPONUI-KCaHTUHA, MNPOTUBOBOCNANUTENbHAA aKTUBHOCTb COeAMHeHus 5 ycTynaeT
npenapary cpaBHeHWA guknodeHaka HaTpus Ha 4,6 %.
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BMBYEHHA AHTUHOLMLENTMBHOI TA MPOTUSAMANBHOI AKTUBHOCTEM MOXIAHUX 7-(2-
MNAPOKCU-3-n-ETOKCUPEHOKCK-) MPOTII- 8-AMIHO3AMILLEHWX- 3-METUJIKCAHTUHIB
B.l. KopHieHko, M.T". MoHomapeHko, O.B. Nlagorybeus, |.B. MNapkywa,
K.A. Qydyenko, O.B. lNoHomapeHkKo
XapbKoBcKas rocygapcTBeHHas 300BeTepuHapHas akagemus, r. Xapbkos
AHoTauis. Ha aKkcnepumeHTanbHUX MOAENsAX [LOCHIAXKEHHS aHTUHO-UMUEeNTUBHOI Ta

npoTusananbHoi akTUBHOCTER NpoBeeHO BMBYEHHS Bneplue CUHTEe30BaHWUX NOXigHUX 7-(2-rigpokcu-3-n-
eToKCUeHOoKeW )-nponin-8-aMiHo3aMileHUX  3-MeTUMNKCaHTUHy.  BblpaxeHy — aHTUHOUMUENTUBHY |
npoTusananbHy akTUBHOCTI BuABMNa crnonyka 5 —  7-(2-rigpokcu-3-n-eTokcudgeHoKeu)nponin-8-
OWNSTUNAMUHO-3-METUIKCAHTUH, KOTPE BUKITUKANO 3MEHLUEHHS pa3BUTKY eKCrnepuMeHTanbHUX CYAOM Ha
43,3 % i npurHiYeHHa KapareHiHoBoro Habpsaky nanku Wwypis Ha 44,1 %.

Kntoyosi cros.a: 7-(2-rigpokcun-3-n-eTokcueHoken)nponin-8-3ameLLeHi METUNKCaHTUHY,
aHTUHOUMUENTMBHa i NpoTU3ananbHa akTUBHOCTI.

STUDY OF ANTINOCICEPTIVE AND ANTI-INFLAMMATORYACTIVITY OF 7-(2-HYDROXY-3-p-
ETOXYPHENOXY)PROPYL 8-AMINOSUBSTITUTED 3-METHYL-XANTINEDERIVATIVES
V.l. Kornienko, N.H. Ponomarenko, E.V. Ladogubets, |.V. Garkusha, E.A. Duchenko, O.V. Ponomarenko
Kharkiv State Academy of Animal Health, Kharkiv
Summary. The article presents the study of the first synthesized 7-(2-hydroxy-3-p-
ethoxyphenoxy)propyl-8-aminosubstituted 3-methylxanthinederivatives. It was shown that the majority of
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TIpo6nemu 300iH)XeHepPiT ma eemepuHapHoi MeQuuuUHU

substances in the 7-(2-hydroxy-3-p-ethoxyphenoxy)propyl-8-substituted 3-methylxanthineseriesapproved a
decrease in the pain reaction of visceral nociceptors to the acetic acid irritating action. The greatest
antinociceptive effect was shown by 7-(2-hydroxy-3-p-ethoxyphenoxy)propyl-8-diethylamino-3-
methylxanthine (comp. 5), which at a dose of 19.6 mg/kg caused a significant decrease in the amount of
acetic cramps by 43.3 % (p <0.05);that is comparable to the sodiumdiclofenac’s analgesic activity. The
replacement in the 8"position of the 7-(2-hydroxy-3-p-ethoxyphenoxy)propyl-8-aminosubstituted 3-
methylxanthine molecule diethylamino fragment (comp. 5) with the amino (comp. 10), n-propylamino
(comp. 4 ), dimethylamino (comp. 7), m-tolylamino (comp. 11), butylamino (comp. 6), n-butylamino (comp.
3) and p-methylbenzylamino (comp. 9) radicals leads to the decrease in antinociceptive activity from 43.3
to 19.3%. The results of the study of the anti-inflammatory activity of 8-aminosubstituted-7-(2-hydroxy-3-p-
ethoxyphenoxy)propyl-3-methylxanthines (Table 1) indicate that the most pronounced anti-inflammatory
effect was shown by compound 5 - 7-(2-hydroxy-3-p-ethoxyphenoxy)propyl-8-diethylamino-3-
methylxanthine, which at a dose of 19.6 mg/kg in 4 hours after administration caused a decrease in the
experimental foot edema in rats by 44.1 %. The replacement in the 8"position of the 7-(2-hydroxy-3-p-
ethoxyphenoxy)-propyl-8-aminosubstituted 3-methyl-xanthine molecule of diethylamino radical (comp. 5)
by amino (comp. 10), dimethylamino (comp. 7), m-tolylamino (comp. 11), n-propylamino (comp. 4), p-
methylbenzylamino (comp. 9), n-butylamine (comp. 3), and ethylamino (comp. 6), radicals leads to the
decrease in anti-infammatory activity from 441 to 206 %. Thus, the 7-(2-hydroxy-3-p-
methoxyphenoxy)propyl-8-amino-substituted-3-methylxanthine derivatives area promising group of organic
substances for further targeted synthesis and pharmacological screening in order to create effective and
less toxic non-steroidal anti-inflammatory and analgesic agents

Key words:  7-(2-hydroxy-3-p-ethoxyphenoxy)propyl-8-aminosubstituted  3-methylxanthine
derivatives, antinociceptive and anti-inflammatory activity.
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