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GAPMAKOJIOI'TYHI BMIACTUBOCTI NOXIAHUX TPUA3OJIOMNIPUMIIUHY
TA KIVIBKICHI CIHIBBIITHOIHEHHSA “CTPYKTYPA-IIPOTUCYIOMHA
AKTUBHICTB”

[poBeneHo gpapmakonoridHi OCTAKEHHS] MPOTUCYAOMHOI akTBHOCTI noxiaHux [ 1,2,4]tomnasono[ 1,5-ajnipmymi-
AVHY Ha MoZdedli aynioreHHUX CyaoM Y TBapUH. Po3paxoBaHo isnKo-XiMi4HIi rnapameTpmy MOoJIeKYJ1 CUHTE30BaHNX
pedqoBuH. O641CIIeHO KOEQILIIEHTV KOPessiLIiiHOI 3a/1eXKHOCTI MPOTHCYIOMHOI aKTUBHOCTI Bifl €/1€KTDOHHO-1POCTO-
POBUX NapameTpiB MOJIEKYJT Ta iX QPI3MKO-XIMIYHUX BJIAaCTUBOCTEN. BCTaHOBIEHO, LLO CrIO/yKWU B AaHIivi rpyri Ha
moZzerii ayioreHHUX CyoM He MaroTb CYTTEBUX PIBHIB KOPESISALLii 3 TOKa3HUKOM CepeiHbOI TSXXKOCTI Cy40M Ta
CYMaPHOIO aHTUKOHBY/1bCaHTHOK aKTUBHICTIO, LLIO MOXe OYTY apryMeHTOM Ha KOpUCTb OPUTIHa/IbHOrO MEXaHI3MYy

ix aii.

KJ1IO4HOBI CJIOBA: cuHTes, 1,2,4-Tpuason, nipMmMiguH, KiNbKIiCHi CMiBBiAHOWEHHA “CTpyKTypa-

NPOTUCYAOMHA aKTMBHICTb”.

BCTYI. LinecnpamoBaHuin cuHte3 Gionoriy-
HO aKTUBHUX PEYOBUH BaXKO MPOBOAMTU B HO-
BMX Kjacax XiMIYHMX CMOnyK BHACMIOOK BiACyT-
HOCTi HeoOXiZHMX MOYaTKOBMX AAHWX MpPO 3B’A-
30K Mi>X hapMaKosIoriyHO akTUBHICTIO | By 40BOIO
peyoBUHN. 3aBOAHHSA BCTAHOBJIEHHSA Takoro
B3aEMO3B’13KY BMHUKIIO OOCUTb OABHO, NpOTe
Cnocodu 1A10ro BUPILLIEHHS MPOOOBXYIOTh Oesrne-
PEPBHO YOOCKOHANOBaTUCS. B OCTaHHI pokn Ha
nepLunii nNnaH BUCYBaAETbCA Npobnema KOHCTPY-
IOBAHHS HOBUX NiKAPCbKUX PEYOBUH, BUXOOAAYM
3 paHile 3HanOEeHMX KiNbKiCHMX CMiBBiOHOLWEHb
“CTPYKTYypa-aKkTUBHICTL”. PO3pobreHo psa, MeToaiB
BCTAHOBJIEHHSA TaKMX CMiBBiAHOLIEHb. Y Oyib-
SIKOMY 3 HUX BULOINSIOTLCA OBa KIIKOHOBMX €Tanu:
NPEOCTaBNEHHS CTPYKTYPU MOJEKYU PEYOBUHU
HaboOpPOM [eckpunTopIiB i MobygoBa MaremMaTtuy-
HOI Moaeni 9k GyHKLiI AeCKPMNTOPIB, WO anpok-
CUMYE 3MiHM aKTUBHOCTI. JleTanbHiCTb onucy
XiMi4HOT OyO0BK MOXe OyTW PiSHOID: BUKOPWUCTO-
BYIOTbCS iHAMKATOPHI 3MiHHI (mMeTon, dpi-Binco-
Ha) i Pi3nKO-XiMiYHI KOHCTAHTU 3aMiCHUMKIB (Ha-
npuknag B METoAi XeHya), piBHOMaHiTHI Tono-
NOriyHi iHgoekcu. 9k npaBuiio, MaTemMartunyHa
Moaenb OyayeTbcsl y BUrNsAj perpecinHoro pie-
HAHHS | € Oy>XXKe KOPUCHUM EMMIPUYHMM CMiBBIigHO-
weHHaMm. OcHoBHa cknagHiCTb LbOro mnigxoay,
SIKUIA CTaB KacuyHUM, Nonsrae y Bubopi perpe-
COpiB, WO JaloTb “aKHarkpally” Moaenb, 3 Benu-
Ye3HOI KiNbKOCTI BigoMUX aeckpmnTopis. KoHuen-

© J1. O. MNepexopa, . |I. CeBepiHa, B. A. leoprigHy,
B. B. IpuHeHko, 2011.

Lito “cxoxicTb 3 nigepamun” (“drug-likeness”) abo
Tak 3BaHi npaeuna JliniHcekoro [10] ycniwHo
BUKOPUCTOBYIOTb Ha €Tarni noLwykKy HOBWX npena-
patie. CyTb BKa3aHMX NpaBu NONSArae B OLLHIO-
BaHHi MOTEHUINHOI 30aTHOCTI CRONYKN NPOHMKa-
TN B KIITUHY Ta B3aEMOAIATK 3 depmMeHTamm Ta
iHWKMK BionoriyHuMK ob’ekTamn. Hacnigkom
OaHVX NMpaBui € Te, WO CRONYKN-iaepy NOBUHHI
MaTtmn, MOPIBHAHO 3 KiHLEBUMW JiKamMn, MEHLLY
MOJIEKYNISIPHY Macy, NinoginbHICTb Ta 3arasibHy
MOJIEKYNISIPHY CKNIaAHICTb. Lle noB’a3aHo 3 TumMm,
LLO Ha WsxXy A0 NiKapCbKoro npenapary Crony-
Ka-nigep NnpoxoamTb CTaajlo MeOUYHO-XiMIYHOI On-
TUMI3aLji, NPU gKin, 9K nokasanm CTaTUCTUYHI
OOCNIOXXEHHS, BENIMYMHN BCiX BKa3aHUX MoOJie-
KyNSIpHMX NapamMeTpiB 36iNbLUyoTbes. FKLLIO crno-
NyKa-nigep BXe Mae rpaHuyHi 3HaYeHHa OaHmx
rnapameTpiB, TO NoganbLua il ONTUMI3aList MOXeE
BMSIBUTUCS NpoBneMaTmnyHo. 3riHO 3 LEl0 KOH-
uenuieto, GionoriYyHa aKTUBHICTb PEYOBUHU (MpuU
rnepopanbHOMY MNPUAMaHHI) MeHW BiporigHa,
SKLLO OAHO4YAaCHO:

— MonekynsipHa maca 6Ginbwa 500;

- log P Ginbluwii 5;

— KiNIbKiCTb OOHOPIB BOOHEBOro 3B’A3KY
Ginbwa 5;

— KiNbKiCTb akLEenTopiB BOAHEBOrO 3B’A3KYy
Ginbwa 10.

METOAN OAOCNIOXEHHA. Ona KinbkiCHOro
OMNUCY XapakTePUCTUK CUHTE30BAHMX MOJIEKY-
NSAPHUX CUCTEM NPOTUCYOOMHOI AjT Ta X 3B’53KY 3
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$i3nKOo-XiMIYHMKM NOKasHWKam1 obpaHo paa, ae-
CKPUMNTOPIB, 3HAYEHHS1 SIKUX 0B4MCIIEHO 3a Ooro-
moroto nporpamn ACD/Labs. Pesynstatn po3pa-
XYHKIB @i3NKO-XiMIiYHMX MapamMeTpiB onsa crtaTuc-
TUYHOI BMUOBIpKM 3 14 CUHTE30BaHMX CMOYyK
3aranbHoi dpopmynn 1 HaBegeHo y Tabnumui 1 [8].

=

neR=H (1),4-MeO (2), 4-HO (3), 4-Cl (4), 2-Cl
(5), 3-Cl (6), 3,4-diCl (7), 4-Me (8), 2,5-diMe (9),
4-Br (10), 4-F (11), 3,4-diF (12), 4-(Me),N (13),
4-NO, (14)

MopiBHAHHA OTPUMaAHUX 3Ha4YeHb 3 HeoObXi-
OHUMM 3HAYEHHSIMUW OECKPUNTOPIB BiANOBIAHO OO0
KOHUEenNLi “cxoxicTb 3 nigepammn” (“drug-likeness”)
CBIOYMTb NPO TE, L0 BCi 0Aep>XaHi Cronyku Biano-
BiJaloTb BUMOram Lj€ei KoHuenuii (tadbn. 1).

Taknm YmHoMm, noxigHi [1,2,4]Tprazono[1,5-a]
nipumiamHy (1-14) 3a CyKynHIiCTIO CBOIX i3MKO-
XiMiYHMX BNIACTUBOCTEN BiANOBIAAOTb Cy4aCHUM
BUMOram, siki CTaBNsTb 4O HOBMX CMONYK HA cTaail
TecTyBaHHs1 ix GionoriyHoi akTMBHOCTI. BOHM MO-
XyTb OyTM pekomMeHOoBaHi O/19 noganbLUMX BuU-
NpobyBaHb siK GIONOrYHO aKTWBHI CMOAYKK, LLO
MaloTb CAPUATAMBI Pi3NKO-XiMiYHI BNaCTMBOCTI.

JliTtepatypHi aaHi CTOCOBHO apMakonoriyHNX
JocnimkeHb noxigHnx 1,2,4-tprasony Ta nipumi-

OVHY NiATBEPOKYIOTb AOLINBHICTb NOLUYKY Cepen,
HUX 3acobiB, SKi OjloTb nepeBaxHo Ha LIHC [11,
12]. BpaxoByioun Le, MU NMPOBENN MEPBUHHUIA
GapMakoNoriYyHMin CKPUHIHE Ha BUSIBAEHHSA MpPO-
TUCYOOMHOI aKTUBHOCTI. [1pOTUCYOOMHY ak-
TUBHICTb BMBYa/IM Ha 6e3nopogHux Binnx Lypax
macoto 180-220 r (no 6 TBapuH B KOXHI rpymni)
Ha mMogeni ayaioreHHux cyoowm [5, 6]. Migoocnia-
HUX TBapWH nornepenHsLo Oyno BiaibpaHo 3a piB-
HEeM CyOOMHOI rOTOBHOCTI. Binbip LypiB 34iiCHIO-
BN y MeTasEBin kamepi poamipom 80x40x30 cm
i3 KPULLIKOIO 3 NPO30pOoro ckia. 9k 3ByKOBMIA MO-
OPa3HNK BUKOPUCTOBYBA/IN E€MEKTPUHHUIA A3Bi-
HOK 3 TpMBaNiCTIO 3By4aHHA 120 c. N'y4HiCTb Ha piB-
Hi nignorm kamepm ctaHoBuna 96 ab. Peakujio TBa-
PUH oOLjHIOBaNK B Ganax 3a Takolo LLUKasIoH:

0 GaniB — BiACYTHICTb PYXJINBOrO 30YOKEHHS
Ta CyOOMHOI peakLji;

1 Gan — 3gpuraHHs Ta He3HayHa GiroBa pe-
aKkL,is;

2 Ganu — BuCnoBrieHa Giroesa peakuja 3 Ha-
CTYMHUM NafiHHAM Ha Gik Ta KJIOHIYHUMK Cyao-
Mamu;

3 Gann — KJIOHIKO-TOHIYHA EeKCTEeH3id;

4 Gann — CyOOMHWIA Hamad 3 TOHIYHMM Ha-
MPY>XEHHSM YCIEl MyCKynaTypw.

3 TecTtoBaHux TBapuH BGyno chopmoBaHO
rpynn TakMM YMHOM: KOHTPOJIbHA rpyna — Lypu
3 BYCOKMM MOPOroM ayfjioreHHux cyaom (0 6anis,
KOHTPOSb), 2-ra rpyna — Lypu 3 SCKpaBo BMpa-
>KEHOIO eninenTUOPMHOIO PeakL€elo i, BiOnoBi-

Tabnmus 1 — disuko-ximiuHi Bnactueocti noxigHux [1,2,4]tpwasono[1,5-alnipumiguHy

HeckpunTop
Cronyka MONeKvIanHa MonsipHa KoedilieHT KiNbKICTb AOHOPIB KinbKicTb
Macg M?N pedpakuis, | poanoainy, BOJHEBOrO akuenTopis
’ MR cm® Log P 3B’A3KY BOJHEBOr0 3B’A3KY

1 238,24 67,14 1,35 1 5

3 268,27 72,96 1,72 2 =

4 254,25 67,99 1,94 1 6

) 272,69 71,74 1,94 1 5

6 272,69 71,74 1,94 1 5

7 272,69 71,74 2,41 ] 5

8 307,14 76,34 1,81 1 6

9 266,3 75,99 2,27 1 6

10 317,14 74,7 2,12 1 6

L 256,24 67,01 1,40 1 6

12 274,22 66,88 1,36 1 6

13 281,32 79,95 1,46 1 6

14 283,25 72,8 1,08 1 7
':Lzﬁzi’; 252,28-317,14 | 66,88-79,95 | 1,08-2,41 1-2 6-7
o 272,63 72,04 1,72 1 6,21
3Ha4YEHHS

MakcrmansHo 460 130 56 5 "
[OMyCTUME 3HAYEHHS
OnTtumanbHe 357 97 252 . -

3Ha4YEHHS

[=
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[HO, BMCOKOIO ayfiOreHHO CYOOMHOK FOTOBHi-
cTio (3—-4 6ann).

JocnigxyBaHi pe4oBMHM BBOOWIN BHYTPILL-
HbOLLIJTYHKOBO Yepes 30HL Y BUrNsaj TOHKOI BOA-
HOI cycneHsii, contobinisoeaHoi TBiHOM-80 3a
30 xB y pospaxyHky 50,0 mr Ha 1 kr macu Tina.
TeapuHam KOHTPOJBLHOI rpynuv BBoaunm no 0,3 mn
i30TOHIYHOro PO34uMHY HaTtpilo xnopuay. PiseHb
MPOTUCYAOMHOI aKTUBHOCTI OLiHIOBa/IN 332 HaBe-
neHnmMn Buwe Ganamm 3a 1, 2, 3 Ta 4 roa. 9k
npenapaTr MopPiBHAHHA BMKOPUCTOBYBaU/IN J1aMO-
TPUOXWNH, 9KWUIA BBOOMAW aHanoriyHo. Kpurtepiem
OLiHKM NpoTUCcyaoMHOro edekTy Byna cepenHs
TSKKICTb CYOOMHOI peakuji (A). ns npuBeneHHs
aKTUBHOCTIi, BMBYEHOI B YMOBax E€KCMNEpPUMEHTY,
[0 MOoKasHuKa, SKMA MOXHa MOPIBHATU B YMO-
Bax Pi3HMX eKCrepuMeHTiB, Hamu Oyna pospa-
XOBaHa CymMapHa aHTUKOHBY/IbCAaHTHA aKTUBHICTb
(A1) y Ganax BigHocHO koHTponio (O GaniB) Ta
npenapaty nopieHaHHA (10 Ganie). Pe3ynbtatn
¢dapmMaKonoriYyHOro CKpPUHIiHIy HaBegeHo y Tab-
ui 2.

PE3YJIbTATU 1 OBFOBOPEHH4. fik nokasa-
N Pe3ynbTaT eKkcnepuMeHTasIbHOro ¢apmako-
NIOriYHOro OocnimXeHHs, noxigHi [1,2,4]tpuaso-
no[1,5-a]nipnmianHy 30aTHi TIEO Y1 iIHLLIOKO MIPOIO
3HWKYBATWN CyOOMHY FOTOBHICTb TBAPWH Mpu 3BY-
KOBOMY MOOPasHMKY. 33 UMM MOKA3HUKOM CMO-
nykn 2 T1a 6 (Lo MaloTb Y CBOI OyO0Bi METOKCU-
rpyny B 4YETBEPTOMY MOSIOXKEHHI Ta X/10P Y TPETLO-
MY MOJIOXEHHI BiAMNOBIOHO) 3HAYHO MEPEBULLLY-
IOTb 3a aKTMBHICTIO NpenapaT MNOPIBHAHHSA —
NaMOTPUOKVH.

[na npoaoBXeHHs OO0CHiIoKEHb Y LbOMY Ha-
NpsIMKY MW BBaXann 3a AoLinibHe cnpobysaTtu
BCTAHOBUTU 3aNIEXHICTb MiXX Pi3HOMaHITHAMU
napamMeTpamuy CTPYKTYPU MOJIEKYST CUHTE30BaHMX
PEYOBUH Ta BESIMYMHOIO NMPOTUCYAOMHOI aKTUB-
HOCTi. 3a J0MOMOrol Cy4acHOI KOMM’ IOTEePHOI
nporpammn ACD/Labs po3paxoBaHO HWU3KY MoJie-
KYNSPHUX OUCKPUNTOPIB, siKi € dakTopamu, L0
BU3HA4alOTb PeakLuiiHy 30aTHICTb Monekyn. Pe-
3yNbTaTW PO3PaxyHKiB HaBeaeHo y Tabnuui 3.

3anexHicTb NPOTUCYAOMHOI aKTUBHOCTI Bifg,
napameTpiB MOneKynsipHoi O6ynosu Oyno pospa-
XOBaHO 3a goromoroto nporpamm STATISTIKA [1].

TaXKICTb CyOM Ta CyMapHy aHTUKOHBYJTbCaH-
THY aKTMBHICTb 3iCTaBNsNM i3 cepeaHiMn nokas-
HUKaMN eNeKTPOHHO-NPOCTOPOBUX MapaMeTpiB
Mosekyn Ta iSMKo-XiMiYHMX BNAaCTUBOCTEN KOX-
HoI cnonyku. Mpy cTaTUcTUYHIN 00pPoOLL pesynb-
TaTiB Meauko-6ionorivHnx gocnigxeHb npwu
aHani3i B1Gipku O0BXMHOW Yy 14 BMNadKiB cTaTu-
CTWU4HO OOCTOBIPHMMN BBaXKalOTb MOKA3HWKU KO-
ediujeHTa kopenauji, Ginbiii 0,426 (p<0,05) [4].
AHani3 gaHux cTaTUCTUYHOI 0OPOOKM pesynbTaTiB
CBIO4YMTb NPO Te, WO CMOoAykn B AaHin rpyni Ha
Mogeni ayaioreHHMX CyaoOM He MaloTb CYTTEBUX
PiBHIB KOpensiuii 3 NOKa3HMKOM CepenHbOl TsK-
KOCTi CyOOM Ta CyMapHOIO aHTUKOHBY/IbCAHTHOIO
AaKTMBHICTIO. Y nonepenHix oocnimkeHHax [2, 3]
Hamm BXe Oyna BusiBNeHa Kopensuis Mix ¢i3n-
KO-XIMIYHUMU MapamMeTpamMm Ta MokKasHMKaMu
MPOTMUCYAOMHOI aKTUBHOCTI B OEsKUX rpynax ro-
XiAHUX TPMas3osy Ha Mogeni KopasosioBUX CYOOM.
Hu3bkunin piBeHb Kopensuii B rpyni noxigHWUX Tpu-
asononipumignHy Moxe 6yTn apryMeHTOM Ha KO-

Tabnmus 2 — MpoTucyaoMHa aKTUBHICTb CUHTE30BaHUX NOXigHuUX y Ganax

Buxiasi TaxKiCTb C.y,D,O.MHO'I' peakuji 4epes ereﬂ.Hﬂ i CepepHs
Cronyka naHi KiNbKICTb roamH TAXKKICTb CYAOMHOI | MPOTMCYAOMHa
y 6anax 1 2 3 4 peakui AKTUBHICTb
y6anax | y6anax | y6anax | y 6anax (A) (A1)
Kontposns | 3,740,35 | 3,7+0,35 | 2,7+0,28 | 3,7+0,38 | 3,7+0,41
Namo-

TOUMKIH 3,7+0,36 | 2,7+0,28 | 2,6+0,34 | 2,5+0,37 | 3,3+0,38 2,95 10
1 3,6+0,34 | 2,940,28 | 2,7+0,27 | 2,9+0,27 | 3,3+0,31 2,9 9,83
2 3,7+0,31 | 2,7+0,29 | 2,0+0,22 | 2,0+0,21 | 2,3+0,27 2,5 8,47
3 3,8+0,31 | 2,7+0,32 | 2,7+0,31 | 2,6+0,33 | 3,4+0,27 2,85 9,66
4 3,8+0,32 | 2,8+0,27 | 2,9+0,31 | 3,0+0,27 | 3,4+0,32 3,02 10,25
5 3,8+0,38 | 2,8+0,28 |2,98+0,34 | 3,12+0,37 | 3,4+0,38 3,05 10,33
6 3,7+0,38 | 2,7+0,27 | 2,640,25 | 2,3+0,26 | 2,9+0,29 2,6 8,81
7 3,9+0,34 | 2,940,27 | 2,8+0,30 | 3,1+0,33 | 3,3+0,33 3,02 10,25
8 3,8+0,32 | 2,7+0,32 | 2,7+0,31 | 2,640,338 | 3,4+0,31 2,85 9,66
9 3,8+0,31 | 2,7+0,33 | 2,7+0,35 | 2,7+0,36 | 3,4+0,27 3,05 10,33
10 3,8+0,31 | 2,7+0,27 | 2,7+0,31 | 2,6+0,34 | 3,4+0,27 2,85 9,66
11 3,9+0,34 | 3,0+0,27 | 2,8+0,30 | 3,1+0,33 | 3,3+0,33 3,05 10,33
12 3,8+0,38 | 2,8+0,27 |2,98+0,35| 3,1+0,35 | 3,4+0,38 3,07 10,4
13 3,6+0,34 | 2,940,28 | 2,8+0,27 | 2,8+0,27 | 3,3+0,31 3 10,17
14 3,8+0,31 | 2,7+0,32 | 2,7+0,32 | 2,6+0,35 | 3,4+0,28 2,95 10
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Tabnmus 3 — disnko-xiMiyHi napametpu noxigHux [1,2,4]tpuasono[1,5-a]nipumiguHy

MonsapHui Mapaxop, IHOekc MoBepxHeBun HaTtar, | lNycTuHa, 3paTHicTb oo
Cnonyka \ 3 3 3 3
06’eM, CM CM pedpakuji ONH/CM r/cm nonsgpmu3aadii, cm
1 158,7 461 1,788 71 1,5 26,61
2 174 492 1 1,759 63,9 1,44 28,37
3 180,4 511,2 1,752 64,3 1,48 28,92
4 156 466,6 1,821 79,9 1,62 26,95
5 168 489,8 1,796 721 1,62 28,44
6 168 489,8 1,798 721 1,62 28,44
7 168 489,8 1,798 721 1,62 28,44
8 177,4 518,7 1,807 73 1,73 30,26
9 189,2 523,2 1,735 58,4 1,4 30,12
10 171,3 504,5 1,821 75,1 1,85 29,61
11 161,6 461,1 1,767 66,2 1,58 26,56
12 164,5 461,3 1,747 61,7 1,66 26,51
13 200 557,3 1,731 60,2 1,4 31,61
14 164,1 506,4 1,841 90,6 1,72 28,86

PUCTb OPUIiHA/IBHOrO MeXaHiaMy ix aii. Pasom i3
TUM, Ha Hally AyMKY, Onsi MarOyTHIX JOCHioKeHb
BapTO BPaxOBYBaTW, LU0 aydiOreHHi cyaomMm npo-
BOKYIOTbCSl 30BHILLHIM CTUMYJIOBaHHSM, TOOTO
pednekTopHo. Y niogMHM NpakTU4YHO He OyBae
ayLioreHHUX CyaooM y TOMY BUMNSdi, B SIKOMY X
BUSBNAIOTb Y rPU3yHIB. Lle cBigunTb Npo Te, Wo
ayfioreHHa eninencia rpusyHis sk Mogesnb 3a-
XBOPIOBAHHS NIOANHN Ma€e MeBHI Heponikn. Pa-
30M i3 TUM, NErKiCTb NPOBOKYBAHHA Cy40M, HiTKICTb
Ta BiATBOPIOBAHICTb (PEHOMEHY, a TaKOX MOX-
NMBICTb NPOBEOEHHST MDXITIHIMHNX MOPIBHAHb Ha
disionoriyHomy, GioXiMiYHOMY Ta MONEKYNSPHO-
My PiBHSIX POONSATb OOCAIOXEHHs Ha ayaioreH-
HUX TeCcTax AyXe NOLVPEHUMM.
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BMCHOBKMW. 1. MNpoeeneHo dpapmMakonoriyHi
LOCNiOXEHHA NMPOTUCYOOMHOI aKTUBHOCTI MO-
xigHnx [1,2,4]Tprasono[1,5-a]nipumiguHy Ha Mo-
Jeni aynioreHHMxX cyooM y TBapuiH.

2. Po3paxoBaHO i3nKOo-xiMiuHi napameTpu
MOJIEKYJT CUHTE30BaHMX PEYOBUH.
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J1. A. Nepexopa, A. U. CeBepuHa, B. A. lNeoprusHu, B. B. N'puHeHkoO
HALIMOHAJTbHBIN GAPMALIEBTUYECKUIA YHUBEPCUTET, XAPLKOB

®APMAKOJIOTUYECKHUE CBOMCTBA IPOU3BOJHBIX
TPUA3ZOJIOINMNUPUMHUINHA U KOJIMYECTBEHHBIE COOTHOIIEHUA
“CTPYKTYPA-IPOTUBOCYAOPOXHASA AKTUBHOCTbB”

Pesiome

[poBeneHb! papmakoIorn4eckme NCCea0BaHUS MPOTYUBOCYAOPOXHOM akTBHOCTY NMpon3BoaHbIX [1,2,4]Tou-
asono[ 1,5-aJnupumugnHa Ha Moaenv ayanoreHHbIX CyA0por Y XUBOTHbIX. PaccyuTaHbl pu3nKo-xuMm4eckme
rapameTPbl MOJIEKYJT CUHTE3VNPOBaHHbIX BELLECTB. BbiuncrieHbl KO OULMEHTbI KOPPESSILIMOHHOM 3aBUCUMOCTU
POTUBOCY.LOPOXHOM aKTUBHOCTU OT 3J1EKTPOHHO-MPOCTPAaHCTBEHHbIX NapaMeTpoB MOJIEKYIT U (PUINKO-XUMUNHEC-
KUX CBOVICTB UCC/IEAYEMbIX COELANHEHUI. YCTaHOBJIEHO, YTO COEANHEHVSI B JAHHOM rpyrirne Ha MoAesiv aynoreH-
HbIX CYAOPOr HE MMEIOT CYLLECTBEHHbIX YPOBHEV KOPPESUNU C riokasaresieM CPeaHEN TSXEeCTU cyaopor v
CYMMAaPHOV aHTUKOHBYJIbCaHTHOM aKTUBHOCTbIO, HTO MOXET ObiTb aDryMEHTOM B I0J/1b3y OPUIMHa/IbHORO MEexaH)3-
ma vx AevictBus.

KJTIOYEBBLIE C/10BA: cuHTes, 1,2,4-Tpuason, NMPUMUAUH, KOIMHMECTBEHHbIE COOTHOLLEeHUsI “CTpyK-
Typa-aKkTUBHOCTb”.

L. O. Perekhoda, H. I. Severina, V. A. Heorhiyants, V. V. Hrynenko
NATIONAL UNIVERSITY OF PHARMACY, KHARKIV

PHARMACOLOGICAL PROPERTIES OF DERIVATIVES TRYAZOLOPIRYMIDYNS
AND QUANTITATIVE RATIO “STRUCTURE-ANTICONVULSANT ACTIVITY”

Summary

A pharmacological study of anticonvulsant activity of derivatives of [1,2,4] triazolo [1,5-a] pyrimidine was
carried out on audiogenic seizures tests in animals. There were calculated physico-chemical parameters of
molecules synthesized substances. There were calculated correlation coefficients depending on anticonvulsant
activity of electron-spatial parameters of molecules and physico-chemical properties of the compounds. It was
determined, that none of the calculated parameters of molecules of the compounds does not correlate with the
average severity of seizures on the audiogenic models, which can be the argument in favor of the original
mechanism of their action.

KEY WORDS: synthesis of 1,2,4-triazole, pyrimidine, guantitative ratio “structure-anticonvulsant
activity”.
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