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KopucHa mopenb HanexuTb A0 apmaueBTUMYHOI XiMil Ta MeauumHK, 30Kpema OoOep>KaHHS
Gionori4yHo AKTUBHUX 5,7-piaueTun-6-apun-3-(4'-metokcmudeHin)-5H-[1,2,4]tpnasono[3,4-
b][1,3,4]tiagiasvHiB hopmynu:

OMe
ae R=H, OCH,, OCHF,.

AKi BUABMSAOTb aHanreTUdHy akTUBHICTb | MOXYTb CTaTM OCHOBOK Ans pO3pobku HOBMX
aHanreTu4Hux 3acobis.

AHanreTndHi 3acobu 3actocoByloTb Anst 6opoTbbu 3 Gonem i NOAINANTLCS Ha HapKOTUYHI Ta
HeHapkoTuuHi. Mepwi gitotb Ha LUHC Ta, 3a3Buyai, BUKIMKAOTb 3BMKAHHS, Hanpukniag onioigwn,
OCTaHHI JitoTb Ha nepudepuyHi LEHTPU, 3HUXKYIOUM YTBOPEHHS NpOCTarnaHAMHIB WASXOM 6roKyBaHHS
LIMKIOOKCUreHasw.

Binb € nokasHMKOM MNOpYyLUEHHA MPOLECiB B OpraHiami i curHamnom Hebesneku, WO BUKIUKaE
3axucHi peakuii. Lo 3abe3neuyioTb 30epexeHHa gaHoro iHameiga. OgHak TpuBana Ta curbHa gis
"6onboBOro" noapasHvika NepeTBOPIOTL 3aXMCHY Peakuilo OpraHiamMy B LUKIAMMBUA (DakTop, SKUN €
NPUYMHOK BTOPVHHMX NOpPYLUEeHb (i3ionoriyHmMX NpoLecis.

Mpu HesHauyHih Ta cepedHi iHTEHCMBHOCTI GOM 3acTOCOBYOTb HEHapPKOTUYHI (HeonioigHi)
aHanreTukW, Taki SK aHanriH, napaueTamon, KeToporak, abo iX MOEAHAHHS 3 HapKOTUYHUMMU
aHanreTukaMmu 3 HEBUCOKOK aKTUBHICTHO, TaKMX AK KoAeiH, aurigpokogeiH Ta iH. Mpu cunbHoMy Gonto
BMKOPUCTOBYIOTb BUCOKOAKTMBHI onioiaun, Taki sk MopadiH [1].

KeToponak - cnonyka 3 rpynu reTepoumkniyHmMX noxigHWX OLTOBOI KUCMOTU, € LUMPOKO BiOMUM
3HebonoBanbHNUM HeCcTepoigHMM npoTu3ananbHUM 3acobom Ta, 3a3Buyal, BUKOPUCTOBYETLCH SK
aHanreTuK WMpOKoro cnektpa Aii. BiH npurHidye aktmuBHiCTb yuknookecureHasu (LIOM-1 ra LOr-2) ra
Onokye CMHTE3 NpocTarnaHavHiB.

Ketoponak Moxe 3actocoByBaTucd abo y Burmsgi nirynok, abo y Burmsgi po3uvmHy and
BHYTPILIHbOM'A30BMX iH'EKLiN i € pauemidHo cymiwwio (S)-(-)-dpopmu (aktmeHa) Ta (R)-(+)-dopmu
[2].

AK i iHWi aHanreTukn, keToponak NposiBMsE psf HeratMBHMX NOBIYHWMX edbekTiB, a came, 3 GOKy
OpraHiB LUMYyHKOBO-KMLLKOBOIO TpakTy (diapes, HygoTta, racTpanris, gucnencis), 3 60Ky HepBOBOI
CUCTEMU (COHMMBICTb, rONOBHUIA BiNb, 3anaMOpPOYeHHs1) Ta iHLWi. TakoX MOXIMBI NPOSIBU anepriyHmx
peakuin.

B ocHoBy kopucHOi Mogeni nocTaBneHa 3ajada MowWyKy HOBUX OionoriYyHO  aKTMBHUX
HECTEPOIAHMX CMOMYK 3 aHaNre3y4yo akTUBHICTIO.

3agada BUPIWYETBCA TUM, WO SK HOBY GioNoriYyHO akTMBHY CMOMyKy 3anpornoHoBaHo psag 5,7-
diaueTtun-6-apun-3-(4-metokcudenin)-5H-[1,2,4]-tpmnasono[3,4-b][1,3,4]TiagiasvHis.

3asBneHi cnonyku OoTpumyBanu 3a 3aranbHOK CXemow 1 Kun'aTiHHAM BignoBigHwux 6-apwn-3-(4-
mMeTokcudpeHin)-7H-[1,2,4]tpnasono[3,4-b][1,3,4]tiagia3uHiB 2 3 aHrigpngom ouToBoi KCNOT. OCTaHHI
Oynu cuvHTe30BaHi NMpu KoHAeHcauii 4-amiHO-5-(4-meTokcudpeHin)-4H-[1,2,4]tpnason-3-tiony 1 [3] 3
3aMmilleHMMn  peHaumnbpomigamm  Ta  nodanbliold  0bpobkoto  MpOMiKHUX  rigpoGpomiais
TpueTunamiHom [4-5].

Cxema 1. CuHTes 5,7-D,iaLl,eTMJ'I-6-apMJ‘I-3-(41-MeT0KCM(beHiJ‘I)-5H-[1,2,4]-Tpl/la30ﬂ0[3,4-
b][1,3,4]tiagia3uHiB 3.
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lMepBMHHY OUIHKY aHanresyr4oi akTUBHOCTI MNpoBedeHO Ha Mogensax TepMmivHoi ("rapsda
nnatiska") [7] Ta ximiyHol (outoBokucni "kopuyi") [8] cTMmynsuii. JocnigXeHHa BWKOHaHi Ha Binnx
HeniHINHUX MuwWax-camkax, pos3nnigHeHux y BiBapii AY "IHCTUTYT cbapmakonorii Ta TOKCUKOMOril
HauioHanbHOi akagemii meguyHmx Hayk YkpaiHn" macot 2012 r. TBapuHM yTpUMyBanucb Ha
CTaHOapTHOMY Xap4yoBOMY paLioHi, oTpuMyBanu iy Ta Boay ad libitum.

TecT-peyoBuHN (OQOCnigXyBaHa pevYoBUHA Ta peyoBMHA MOPIBHAHHA KeToporak) BBOAUNU
TBapuHaMm y TecT-go03i 25 Mr/kr macu Tina BHYTPILWHBOLWYHKOBO 3 BUKOPUCTAHHAM SIK PO3YMHHMKA
BOAHO-CNMPTOBOI cymiwi (5 % cnupTy) 3 dodaBaHHAM €K emynbratopa 5 % 71BiHY-20. O6'em
OTpUMaHOi BOAHO-CNUPTOBOI eMynbCil, WO BBOAMNAcA TBapuHaMm, He nepesuwysaB 0,2 mn Ha
TBapuHY.

Mpuknanu KOHKPETHOrO BUKOHaHHS

4-AMiHO-5-(4-meTokendeHrin)-4H-[1,2,4[tpmnason-3-tion 1 Oyno ogepxaHo 3a meTogom [3] 3
rigpasugy 4-meTokcubeH3onHoi kucnotu, CS, Ta rigpasuHy.

3-(41-MeT0|<cv|cpeHin)-6-cpeHin-7H-[1,2,4]Tpma30n0[3,4—b]Tia,qia3V|H 2a ogepxaHo 3a metoaom [4],
6,3-au(4"'-meTokcudenin)-7H-[1,2,4]tpuasono[3,4-b]tiagiasuH 2b Ta 6-(4'-gudbTopMeTokcudeHin)-3-
(41-MeT0|<cmcpeHin)-7H-[1 ,2,4]Tpnasono[3,4-bJtiagiasnH 2c ogepxaHi 3a meTogom [5].

Mpuknag 1

CwuHte3s 5,7-p,iau,eTvm-3-(41-MeTochd)eHin)-6-cbeHin-5H-[1,2,4]pra30no[3,4-b][1,3,4] TiagiasuHy
3a: 3,22 r (0,01 wmons) 3-(41-MeT0|<cv|cbeHin)-6-cbeHin-7H-[1,2,4]pra30no[3,4-b]Tia,qia3|/|Hy 2a
knn'atunu B 10 MN OUTOBOrO aHriapuay npoTarom 3 roauH 3i 3BOPOTHUM XONMOAUMBbHUKOM. PeakuinHy
CyMmill oxonoaxysanu i Bunveanu B Boay. [NpoaykT BiodinbTpoByBanu Ta nepekpuctanisoBysanu i3
isonponaHony. Buxin 84 %. T,, =180-1°C. Cnektp AMP lH, 0, M. 4. (DMSO-dg): 2.35 (c, 3H,
NCOCHs3), 2.65 (c, 3H, CCOCHs), 3.86 (c, 3H, OCH3), 7.23 T1a 7.40 (a-a, 4H, CsM,), 7.48-7.74 (m, 5H,
CeHs). S3HanpgeHo, %: N-13.6; S-7.65. C,,H1gN4O5S. BupaxysaHo, %: N-13.8; S-7.87.

Mpuknag 2

5,7-Miauetnn-6,3-au(4'-meTokeudeHin)-5H-[1,2,4]-Tpuasono[3,4-bltiagiasuH 3b Gy omepxaHuit
3rigHo 3 npuknagom 1 3 6,3-,D,VI(41-MeT0KCVICbeHiJ'I)-7H-[1,2,4]TpVIa3OJ'IO[3,4-b]Tia£l,ia3VIHy 2b Ta
outoBoro aHrigpuay. Buxig 81 %. T, =173-5 °C. Cnektp AMP 'H, 5, m. u. (DMSO-dg): 2.38 (c, 311,
NCOCHj3), 2.71 (c, 3H, CCOCHj3), 3.84 (c, 3H, OCHj3), 3.91 (c, 3H, OCHz), 7.08 ta 7.72 (o-g, 411,
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CeHy), 7.26 Ta 8.46 (-, 4H, CeH,). SHangeHo, %: N 12.6; S 7.26. C,,H,0N404S. BupaxysaHo, %: N-
12.8; S-7.33.

Mpuknag 3

5,7-MiaueTnn-6-(4'-audTopmeTokcudeHin)-3- (4 -meTokeudenin)-5H-[1,2,4]Tprnasono|3,4-
bltianiasuH 3c 6yB omepxaHuit 3rigHo 3 npuknagom 1 3 6-(4'-audTopmeTokcudenin)-3-(4-
MeTokcudpeHin)-7H-[1,2,4]tpnasono[3,4-blriagiasuHy 2c Ta ourtoBoro aHrigpugy. Bwuxig - 76 %.
Ton.=176-7 °C. Cnektp SAMP *H, 8, m.u. (DMSO-dg): 2.36 (c, 3H, NCOCHS,), 2.66 (c, 3H, CCOCHy),
3.87 (c, 3H, OCHy), 7.24 1a 7.82 (o-4, 4H, CeHy), 7.32 Ta 8.42 (o-A, 4H, CgH,), 7.34 (1, 1H, OCHF,,
J=72.4Tu). 3HangeHo, %: N-11.6; S-6.61. CxH1gF,N404S. BupaxysaHo, %: N-11.9; S-6.77.

Mpuknag 4

Y TecTi "rapsyoi nnatiBkn" Ha npwunaai Hot-plate metter (Ugo Basile, Itania) TectyBaHHs
npoeBoavnM Ha muwax (no 5 y rpyni), y Skux BMXiOHE 3HAYEHHA NaTeHTHOro nepiogy peakuii
"o6nm3yBaHHa" nanku He nepesuwlysano 20 c. JlaTeHTHWIA nepiof peakuii B CekyHaax BUMiptoBanu
yepe3d 1 roa. nicns BBEOEHHA TeCT-pevyoBUH. Po3paxoByBanu MpoueHT 3MiHWM [0 BUXIAHOro
naTeHTHOro nepioay peakuii B KOXHin rpyni.

MopgentoBaHHS BicuepanbHOro 6o0Mn0 NPOBOAMMM LUMAXOM BHYTPILULHBOYEPEBMHHOIO BBELEHHS
muwam 0,6 % po3umHy OLTOBOI KMCHOTH i3 po3paxyHKy 0,1 mn/10 r macu Tina 4epes 1 rog. micng
BBEOEHHS TBapuvHaM TeCcT-pevyoBuMH (ZocnigHi rpynu, no 7 muwen y rpyni) abo po3dMHHUKA
(koHTponbHa rpyna, 10 muwen B rpyni). MNigpaxyHok kinbkocTi "kop4iB" npoBoannu 3 5 no 15 xB nicns
BBEAEHHS OUTOBOI KMCNOTW. BupaxyBanu npoueHT iHribiuii ynucna "KopuiB"™ y gocnigHux rpynax
BiJHOCHO KOHTPOIHO.

CratuctnyHy o6pobKy oOTpuMMaHuMx pesynbTaTiB  3giicHioBanuM 3a Metogom CrblogeHTa.
HocToBipHMK BBaxanu amiHm npu P<0,05.

lMokasaHo, Wo Ha mogerni TepMiYHOT HOLMLUENTUBHOI CTUMYNAUIT 3adBrieHa cnonyka 3a nposiBnse
BinbLU BUCOKY aKTUBHICTb, HiXX keToponak. [poueHTn 3mMiHK A0 BUXIQHOrO NaTeHTHOro nepiogy peakuii
Ta NPOLEHTH iHribiuii Yscna "kop4iB" y AOCNIAHMX rpynax BiQHOCHO KOHTPONIO HaBeaeHi B Tabnuui.
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Tabnuug

AHanresylo4a Ta npotmsananbHa gis noxigHux
5,7-piaueTun-6-apun-3-(4-metokcudpeHin)-5H-[1,2,4]-tpmnasono[3,4-b][1,3,4]TiagiasnHy

Ne wdbp Crionyka Mapsaya OLJ,TOBOK.VICJ'II KapareHiHoBui
nriacTtvHa KOpYi Habpsik
S
o | YN\
N
/N /
3a |IFT_377 )N\ 193.4* -46.4* -11.3
(6]
OMe
S N
(0] N
(T
3b |IFT_378 i 54.6 - -46.5*
MeO O
OMe
o SYN
=\
e
3c |IFT_379 j‘\ 108.4* -43.3 -16.9
F,HCO ¢
OMe
KeToponak 112.7* -68.0 -35.6*

5,7-OiaueTtun-6-apun-3-(4'-metokcudpeHin)-5H-[1,2,4]tpuasono[3,4-b][1,3,4]tiagiasunum
NposIBNAIOTE aHanNreTU4Hi BnactTuBOCTi. Tak, akTuBHicTb cnonyk IFT_377 B TecTi "rapsya nnactuHa"
cknagae 193,4 % 3miHM NaTeHTHOro Nepioay peakuii, B TON Yac sik y ketoponaky - 112,7 %.

B Tecti "outoBokucni kopui" mpoueHT iHribiuii yucna "kopuiB" y OOCMIOXKYBaHUX CMOMyK He
nepesuLLYyE fit0 KETOpOnaky.

BvBYeHHs1 NpoTu3ananbHoOi Ail 3anponoHOBaHUX CMOMyK Ha MoAeni KapareHiHOBOro Habpsiky
nokasano, wo cnonyka IFT_378 nposiBnse cytteBy npotusananbHy gito (-46.5 %), ska nepesuLLye
Jito npenapaTy-nopiBHAHHA keToponaky (-35.6 %).
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®OPMYNA KOPUCHOI MOLEN!I

10 3amiLleHi 3-(41-MeT0Kcmd)eHin)-6-apv|n-5,7-p,ia|_|,v|n-5H-[1 ,2,4]tpnasono[3,4-b][1,3,4]tiagiasuHu:
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LLIO MPOSIBNAOTL aHanre3yodi BNacTMBOCTi.

Komm’'totepHa BepcTka O. Psibko

MiHicTepcTBO €KOHOMIYHOrO PO3BUTKY | TopriBMi Ykpainu, Byn. M. 'pyluescbkoro, 12/2, m. Kuis, 01008, YkpaiHa

0N “YkpaiHCbKWM iIHCTUTYT iHTenekTyanbHOiI BNacHocTi”, Byn. [nasyHoBa, 1, m. Kuie — 42, 01601



