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XAPKIBCbKA IEPKABHA SOOBETEPVIHAPHA AKALIEMISA
HALIIOHAJTbHWIA APMALIEBTUVHHIA YHIBEPCUTET, XAPKIB
SAMOPIBbKVIV IEPYKABHIA MEAWVHHIA YHIBEPCUTET

BILINB AMOHIMHUX COJIEH 1-N-METHJIGEH3WJITEOBPOMIH-8-
AMIHOOIITOBOI KHCJIOTH HA 3BYIJIMBICTDh BICHEPAJIBHAX
HOIIMIEINTOPIB 1 MEPEBIT EKCIEPUMEHTAJIBHOI 3AITAJIBHOI

PEAKIIII Y IIYPIB

lMpoBeneHo A0CHiAXEHHST BI/INBY aMOHIViHuX conei 1-N-meTnnbeHan iTeobpoMiH-8-amiHOOLITOBOI KC/I0TY Ha
4YT/IMBICTb BiCLIEPa/IbHUX HOLMLIENTOPIB i epedir ekcriepMeHTa/IbHO O 3arnasibHOro rpoLecy. BusiBiieHo gietvi-
aMOHIViHy cinib 1-N-meTnnbeH3niTeob6pomMiH-8-amiHooL TOBOI kucioTy (crios. 9), sika Mae 3HebosIIoBa/IbHY Ta aH-
TUeKcyaaTnBHY Aii, MOPIBHSIHHI 3 aKTUBHICTIO ANK/IO(EHaKY.

AMOHiIViHI cosi 1-N-meTnibeH3unTeobpomiH-8-amMiHOOLTOBOI KMC/IOTY € rpyrot OpraHiYHVX CriosiyK, Nepcriex-
TUBHOIO [J151 MPOBEAEHHS NOAA/IbLLIOIO CUHTE3Y Ta (PapMaKkosiori4YHOro CKPUHIHIY 3 METOKO CTBOPEHHS Ha iX OCHOBI
HapmaKkosioriYyHuX PEe40BUH, SIKi MaloTb aHa/IbreTuyHy i NpoTu3anasibHy Aii.

KJTKOHOBI CJTOBA: amoniiaHi coni 1-N-meTun6eH3unTeoObpomMiH-8-aMiHOOLTOBOI KUC/IOTU, aHasibre-

TUYHA aKTMBHICTb, NMPOTU3analjibHa aKTUBHICTb.

BCTYI1. XapakTepHuMn cumMnToMamMm npwu
pPO3BUTKY BaraTbOX rOCTPUX Ta XPOHIYHMX 3aXBO-
ptoBaHb NloanHW € Ginb i 3ananeHHs. dapmako-
JIOriYHa KOpEeKLjisa 3anasibHOro npouecy Hecte-
poigHMMM npoTusananbHuMn 3acobamm (HIM33)
MpPoaOBXYE NpuBEPTATWN yBary ekcriepuMeHTa-
TOpiB i KNiHiuMcTiB [1], To@i K HecenekTUBHI
HM33 3arpoxytoTb PO3BUTKOM BMPA3KOBOI XBO-
pobu LWNyHKa | ABaHAOUATUNANOI KULIKA B pe-
3yNbTaTi 3HWKEHHSI CUHTE3Y FraCTPONPOTEKTOPHUX
npocTarnaHamHiB, CenekTuBHI GnokaTtopu LMK-
nookcureHaan-2 (LIOM-2) — po3sutkomM Tpomoo-
NITUYHUX YyCKNaaHEeHb, 30KpemMa iHapKTy Miokap-
na[5, 6, 8, 10-12].

3HebontoBanbHa ais HM33 noe’a3aHa 3 npu-
FHIYeHHAM nepudepuyHnX MexaHiamis Gopmy-
BaHHs OOJII0 32 PaxXyHOK 3MEHLUEHHS CUHTE3Yy
npocTarfaHamHiB Ta KiHiHiB [4]. Y 38’A3ky 3 no6iy-
HUMK epexTamm HIM33, ski 0bMexytoTb X 3acTo-
CyBaHHS1 Y BENMKOI rPynu NaujeHTiB, BEOETLCS NO-
LYK HOBMX (papMakooriyHUX PEYOBUH, SIKi BO-
NOAjI0Tb NPOTU3aNATbLHUMWN BNAaCTUBOCTAMU [15].

[MepcnekTUBHOIO € rpyna METUIKCAHTUHIB, AKi
BiZIrpalTb BaX/IMBY POJb B OpPraHiaMi JIIOOVHU.
MpoTnzananbHUin epekT METUIKCAHTUHIB peani-
3yETLCA 3a A0NOMOrO MOAYSLIT CUHTE3Y paay
LIMTOKIiHIB: iHriOyBaHHSAM eKkcrpecii reHiB, Lo Bij-
MoBiJal0Tb 3a CUHTE3 NPOo3anasibHUX LMTOKIHIB
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PomaHeHko,

YMHHMKA HEKPO3Y MYXJIUH o, iHTepfenkiHy-18
(I1-1B), iHTEPNENKiIHY-6 (11-6), iHTepnerikiHy-8 (11-8),
a TakOX MOCUJIEHHSIM EKCMPECIi reHiB, ski Biano-
BiJAIOTb 3a CUMHTE3 NPOTU3analibHUX LUTOKIHIB
iHTepnenkiHy-10 (11-10) [7, 13, 14, 16, 17].

MpoBeneHnin AeCKPUNTOPHMIA aHani3 agaHux
KOMIM’IOTEPHOrO MPOrHo3y 3a nporpamoto PASS
BMepLIe CUHTE30BaHMX aMoHiHuX conen 1-N-
MeTnnGeH3nNTeobpoMiH-8-aMiHOOLTOBOI KNCNO-
TN CBIOYUTb MPO BUCOKY BiPOriaHICTb HAgBHOCTI
B UMX PEYOBMH aHAbreTUYHUX i NpoTu3anasib-
HVX BNaCTUBOCTEN.

MeToto poboTu Byno excrnepMeHTalbHe [0-
CNIKEHHS1 aHaNIbIreTUYHOI | NPOTU3anasbHOI ak-
TMBHOCTI aMOHiHWX coneli 1-N-mMeTnnbeHannTeo-
OPOMiH-8-aMiHOOLITOBOI KUCIIOTW.

Po6oTy BMKOHAHO 3a Mporpamol HaykoBO-
nocnigHnx pobit HaujoHansbHoro dapmaueBTuny-
HOrO yHiBepcuTeTy, BoHa € dparmeHTtoMm HIP i3
npobnemn “CTBOpPEHHs1 HOBMX Nikapcbknx npena-
patis” (Ne pepxxaBHoi peectpauii 0198U007008).

METOAWN OOCHIOXXEHHA. LocnipokeHHs
aHaNbreTu4HoI Ajl aMoHinHMX conet 1-N-metun-
6eH31MNTeobPOMiH-8-aMiHOOLITOBOI KMCIOTU MpPO-
BOOMNM Ha Ginux Lypax niHii Bictap macoto 170-
195 r. CuHgpom 6onio BiATBOPIOBAN LLISIIXOM
BHYTPILLIHbO4YEPEBHOrO BBeAeHHS 1 % BogHOro
PO34MHY OLITOBOI kmcnotu B osi 1 mn Ha 100 r
Macu Tina TBapuHW. JocnigxyBaHi pevOoBUMHU
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(cnon. 1-10) BBOOUNN BHYTPILLIHBLOLLITYHKOBO Y
Burnagi 3-5 % ToHKOOMCNEepCHOI BOOHOI CycC-
neHaii, cTabinisosaHoi TeiHOM-80, B A03i 0,01 J1,,
3a JonomMorolo mMetanesoro 3oHaa 3a 30 xB 4O
BBEOEHHS XiIMIYHOrO MOoApasHMKa OLTOBOI KMCIO-
™. Yncno kopuiB nigpaxosyBanm yepes 20 xB
nicns BHYTPILWHbOYEPEBHOIO BBEOEHHST OLLTOBOI
kmcnotn npotarom 30 XB. 3MEHLUEHHS KiflbKOCTi
KOPHYIB Y LYPIB AOCNIAHWX MPYr, NOPIBHAHO 3 KOH-
TPONBHOIO TPYMNOI0, MNOCAYKWUAO MOKA3HMKOM
aHaIbrETUYHOI aKTUBHOCTI A0CHIAKYBaHMX PEYO-
BVH, SIKY BUPXa/M Y BiAICOTKAX 3HWKEHHST YMcna
OLLTOBMX KOPHIB Y NigOOCRIAHMX TBAPWUH MOPIBHSI-
HO 3 KOHTPONbHUMU rpynamn [2]. AHabreTudHy
aKTUBHICTb OLiHIOBa/IN 32 30ATHICTIO PEYOBUHMU
3MEHLLYBaTW KifIbKiCTb KOPYIB Y O0CAIgHIN rpyni
TBAPWH MOPIBHAHO 3 KOHTPOJIbHOK, BUpaXanm y
BiZICOTKax, po3paxoByBa/IN 3a (HOPMYIIOIO:

Cc-C
AA = Kc 8.100 %,

oe AA — aHanbre#qua aKTUBHICTb, %; CK -
cepenHs KiflbKiCTb KOPYIB Y KOHTPOJMbHIN rpyni;
C}l — cepenHs KinbKiCTb KOPYiB y AOCAIAHIA rpyni.

AHTMEKCYOATUBHMIA epEKT aMOHINHNX conen
1-N-meTnnbeH3nnTeobpomiH-8-aMmiHOOL TOBOT
KNCNOTWN OOCAIAKYBaIM HA MOAEN rOCTpPoro 3a-
nasibHOro Habpsiky, BUK/MKAHOrO cybrnnaHTap-
HUM BBEOEHHAM (fIororeHy — kKapareidy. [o-
cnion npoBedeHo Ha Oinux Lypax niHii Bictap
obox crareint macoto 175-195 r. [JocnigxyBaHi
peyosmHy BBOAWM B A03i 0,01 JI,, BHYTPILLHBLO-
wyHkoBO 3a 30 xB A0 BBEOEHHSA OroreHHo-
ro areHrta. TBapyHam KOHTPOJSIbHMX pymn BBOAU-
nn Boay. Yepes 30 xB nig, anoHEBPO3 3afHbLOI
nanku wypa eeogunm no 0,1 mn 1 % BOOHOI cyc-
nMeHsii KapareHiHy. 3a OONOMOrol OHKOMEeTpa
BMMIpioBanM 06’eM nanku y LypiB Ao noyarky
Jocnigy My MOMEHT MakCUMaslbHOrO PO3BUTKY
Habpsaky — 4yepes3 4 roa. AHTUEKCYyOaTUBHY ak-

TUBHICTb BU3HA4Ya/IM 3a CTYMNEHEM 3MEHLUEHHS
eKCrNepMMeHTaNIbHOrO Habpsiky B NioaocnigHnX
LLYpiB MOPIBHAHO 3 KOHTPOSIbHUMW TBapUHaMM i
BMpaXann y BigcoTkax. 9K npenapar NOopiBHSAH-
H9 BUKOPUCTOBYBanuM amknodeHak HaTtpito
(EO,,=8 mr/kr). CTyniHb NPUrHiYeHHa HabpsKy
pospaxoByBanu 3a HOPMYNoIo:

% MPUrHiYeHHs =¥-100,

ne Yk i Yo — o6’em nankm B KOHTpOni Ny
pocnigi BignosigHo [2].

Mpy nNpoBeneHHI ekcrnepyMeHTanbHUX OO-
cniokeHb TBapuHW nepebyBann B CTaHOAPTHUX
yMOBax 3riiHO 3 HOpMamMU i NpuUHUMNamm Jupek-
TMBM Pagm EC i3 nuTaHb 3ax1CTy XpebeTHuX TBa-
PVIH, 9KUX BUKOPUCTOBYBaNM AOJ11 €KCNepUMEH-
TalbHUX Ta HLWWX HAYKOBUX O0CIOXEHb.

OTpumaHi gaHi 06pobrneHo 3aranbHOMNpUin-
HATUMU METOAaMM BapiauiHOI CTaTUCTUKN 3a
t-kputepiem CrbiogeHTa 3 BUKOPUCTAHHAM MpPO-
rpamMHoro 3abesneyeHHs “Windows-2000”, enek-
TPOHHUX Tabnuup Excel i naketa mMaremMaTuyHol
00pobkn Mathcad-5,0 [3, 9].

PE3YJIbTATU N OBIrOBOPEHHY. Ananis
OTPUMaHMX eKcrnepuMeHTaNlbHUX AaHux (Tabn.)
Nnokaaye, 1,0 aMOHiliHi coni 1-N-meTunbeHannTeo-
BpomiH-8-amiHooLToBOI kmucnotu (crnon. 9, 8, 10,
6 Ta 1) 3meHwWwyBaM NPosiB y TBApUH pedrek-
TOPHOI peakLil Ha XiMIYHWIA NOOPAa3HUK Y MexXax
Big 25,3 0o 51,2 %. MeHLu BupaxkeHy 3Heboso-
Ba/lbHY aKTMBHICTb Mann crnonykn 2, 3, 5i 7, axi
3HMXKYBASIN KiSTbKiCTb KOPYiB, BUKJIMKAHUX OLITO-
BOIO kmcnototo, Ha 10,1-19,1 %.

HaliiGinbLuy aHanbreTn4Hy akTUBHICTb (58,8 %)
nposieuna AietunamoHiviHa cinb 1-N-metmnnben-
31nTeobpPOMIH-8-aMIHOOLITOBOI K1cnoTu (cron. 9).
3a BENMYMHOIO aHALIETUYHOI Ajl aMOHINHI coni
1-N-meTunbeH3nnTeobpoMiH-8-aMiHOOLITOBOI KM1C-

Tabnnus — AHanbreTMyHa Ta NMpPoTU3anajibHa aKTUBHICTb aMOHIVHUX coneit
1-N-(3-meTun-7-f -MeToKCieTUNKCaHTNHIN-8-)amMiHOOLTOBOI  KUCIOTU

AHanbreTn4yHa akTUBHICTb [MpoTusananbHa aKTUBHICTb
Cronyka | Lndp Josa, KinbKiCTb NPUrHiYeHHs 601bOBOro | 06’emM nanku MPUrHIYEHHSA
Mr/Kr KopuiB noapasHeHHd, yepes 4 ron, | 3ananbHOro Habpsky,
(M£m) % Bif, KOHTPOJIO (M£m), mn % Bif, KOHTPOJIO
1 y-7935| 23,1 | 23,14£0,85* 44,0 1,72+0,08* 25,3
2 y-7936 | 22,2 | 37,14+0,69 10,1 2,85%0,11 -
3 y-7937 | 23,6 | 36,14%1,21 12,5 2,47+0,12 -
4 y-7938 | 6,15 | 27,71+0,64* 32,9 2,17+0,09 5,3
5 y-7939| 17,9 | 33,43+0,79 19,1 2,30%0,10 -
6 y-7940| 11,3 | 24,0£1,10* 41,9 1,44+0,07* 37,4
7 y-7943| 7,8 35,57+0,64 13,9 2,50+0,13 -
8 y-7944 | 15,4 | 27,14£0,72* 34,3 1,18+0,06* 48,7
9 y-7945| 15,8 | 17,0£0,76** 58,8 1,11+£0,05** 51,2
10 y-7946 | 13,4 | 21,71£0,64* 47,4 1,34+0,07* 41,8
KoHTponb - 41,3+0,11 - 2,30+0,08 -
AduknodpeHak 8,0 17,5+0,71* 57,4 1,22+0,08* 47,0

Mpumitka. * i

**

— [OCTOBIpHICTb BiAMIHHOCTI 3 KOHTponem (p<0,05 i p<0,01).
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JIOTN MOXKHA PO3TalllyBaTV B MOPSOKY 3MEHLLIEHHS]
TakMM YMHOM: AjeTunamMoHinHa (cnon. 9), isonpo-
nokcunponinamoHinHa (cron. 10), B-rigpokci-
eTunamoHirHa (cnon. 1), aurigpokcieTnnamoHinHa
(cnon. 6), N-meTunninepasuHiesa (crnon. 8) Ta nine-
pigvHiera (cnon. 4). 3amMiHa OieTUNaMOHIHOI CONi
1-N-meTnnbeH3nnTeobpoMiH-8-aMiHOOLITOBOI KC-
notu (cnon. 9) Ha niponiguHiesy (cnon. 5), N-etun-
ninepaauHiesy (cnon. 7), mopdoniHiery (cron. 3)
Ta B-riapOKCUNPOMINAMOHIHY (CNos. 2) aMOHIHI
coni nNpm3Bogwna 00 3HWXEHHS aHaNbreTUYHOI
aKTMBHOCTI. MOXHa NpunycTUTK, LLLO aHasbreTmy-
HUI epekT aMOHINHMX conen ceped, noxigHmx 1-
N-meTrun6eH3nnTeobpoMiH-8-amMiHOOLITOBOI KUC-
JIOTU NOB’SI3aHUI i3 MPUIHIHEHHSIM CUHTE3Y MNpPOo-
cTarnaHavHiB Ta MediatopiB 6orto.

AHani3 pesynbTartis (Tabn.) AOCHIOKEHHSs Mpo-
TU3anasbHOI aKkTUBHOCTI CBIig4YMTb NPO Te, WO
aMOHiliHI coni noxigHux 1-N-meTunbeHannTteo-
BpOMiH-8-aMiHOOLITOBOI KMUCIOTU MPUrHivyBann
ekcrneprMMeHTanbHMIN 3ananbHUiA HabpsK narn-
K1 B NigoocnigHnx wypis. NomipHy npotmnsanasib-
HY aKTUBHICTb NPOSIBAIN aMOHIlHI CONi MOoXigHMX
1-N-meTnnbeH3nnTeobpomiH-8-aMmiHOOL TOBOT
kucnotu (cnon. 9, 8, 10, 6, 1), aki 3meHLwyBanu
PO3BUTOK eKcrnepuMeHTanbHOro Habpsiky nan-
KU1 Yy LLypiB B Mexax Big, 25,3 00 51,2 %. Hainbinb-
Wy npoTusanalbHy Ail0 Mana AieTunamMmoHiiHa
cinb 1-N-mMeTunbeH3nnTeobpoMiH-8-amMiHOOLITO-
BOI kncnotu (cnon. 9), gka B oo3i 15,8 Mr/kr 3meh-
LuyBania PO3BUTOK EKCNepUMeEHTasIbHOro Habpsi-
Ky nankm y wypiB Ha 51,2 % (p<0,01). 3amiHa
nieTrunamoHiHoi coni (cnon. 9) Ha N-metunnine-
pa3unHieBy (cnon. 8), i30nponoKCUNpPOoninamoHin-
Hy (cnon. 10) Ta auriapoKCIETUNAMOHIVHY (crion. 6)
coni nNpu3Boguia 00 3MEHLLIEHHS aHTUeKcyna-
TUBHOI aKTMBHOCTI AaHuX cnonyk. BeeoeHHs B
mMornekyny 1-n-metnnbeH3nnTeodpomiH-8-amiHo-
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XAPbKOBCKAS NOCYZAPCTBEHHAST BOOBETEPVHAPHAS AKALIEMUS
HALIMOHAJTbHBIN GAPMALIEBTUYECKUIA YHUBEPCUTET, XAPLKOB
SAMOPOXXCKUIA FOCY,AAPCTBEHHBIA MEAVILIMHCKA YHUBEPCUTET

BJIUSAHUE AMMOHMUWHBIX COJIEH 1-N-METHUJBEH3UJITEOBPOMMH-$-
AMMHOYKCYCHO¥M KHUCJOTHI HA BO3BYJIUMOCTD

BUCHEPAJIBHBIX HOIHULIEIITOPOB U TEYEHHUE
3KCHEPUMEHTAJIBHOW BOCHAJUTEJBbHOMN PEAKIIUU ¥V KPBIC

Pe3iome

lNposeneHo nccnenoBaHme BINSIHUS aMMOHWIHBIX coneii 1-N-MeTunbeH3nTeo6poMimH-8-aMyUHOYKCYCHO
KnC10Tbl Ha BO30YAMMOCTb BUCLLEPa/TbHBIX HOLMLIENTOPOB Y TEYEHNE IKCIEPUMEH Ta/IbHOI0 BOCNA/INTE/TbHOMO
rpouecca. BoisiBneHa anatuniaamMmmoHniiHasi cosib 1-N-meTunibeH3unnTeobpoMmnH-8-aMnHOYKCYCHOM KUCOTbI (Be-
L4ecTB0 9), YMEHbLLAIOLLIas1 PasBUTVNE SKCCYAaTnBHO peakLmy Ha eicteme ¢riororeHHoro areHtaHa 51,2 %.

AMMOHWHBbIE conu 1-N-MeTn16eH31Te06POMIMNH-8-aMUHOYKCYCHOI KMCIIOTbI SIBJISIKOTCS IPYINoM OpraHu--
YEeCKUX BELLECTB, MepCreKTUBHOMN AJ151 MNPOBEAEHVS Aa/IbHEVILLIErO Lie/1eHarnpaB/iIeHHOro CUHTe3a v papMakosior-
YECKOIro CKPUHUHIA C LieJIbIo CO30aHMs Ha VX OCHOBE (apMako/IorM4eckuX BELLIECTB C aHa/IbreTUYECKIM U MpoTu -

BOBOCMa/INTESIbHbIM AEVICTBUSIMU.

KJTKOHEBBIE CJ1OBA: ammonwuiiHble conu 1-N-mMeTnn6eH3unTeo0poMUH- 8- aMUHOYKCYCHOW KUCTIO-
Tbl, aHaNbreTn4yeckass akTUBHOCTb, MPOTMBOBOCMNaNUTENbHash aKTUBHOCTb.
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INFLUENCE OF 1-N-METHYLBENZILTHEOBROMIN-8-AMINOACETIC ACID’S
AMMONY SALTS TO EXCITABILITY OF VISCERAL NOCICEPTORS AND
TENDENCY OF EXPERIMENTAL INFLAMMATORY REACTION ON RATS

Summary
Research of N-methylbenziltheobromin-8-aminoacetic acid's ammony salts influence to excitability of visceral
nociceptors and tendency of experimental inflammatory process has been conducted. Diethylammony salt of 1-
N-methylbenziltheobromin-8-aminoacetic acid (comp. 9) diminished development of exsudate reaction by the

action of flogogen agent to 51,2 % has been found.

Ammonium salts are the perspective group of organic compounds for a further purposeful synthesis and
leadthrough of pharmacological screening with the purpose of based pharmacological facilities with antiinflammatory

properties creation.

KEY WORDS: ammoniacal salts of N-methylbenziltheobromin-8-aminoacetic acid, analgetic activity,

antiinflammatory activity.
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