KuiBcbkuil HanioHaAbHHI YHIBEPCHTET
im. Tapaca llleBuenka
Jlyrancokuii 1epaaBuuii MenuHHi YHIBEpCHTET

[MTPOBJIEMH EKOJIOTTYHOI
TA MEJIMYHOI TEHETUKH
[ KJATHIYHOI IMYHOJIOT T

30IpHUK HAyKOBUX Mpallb
Bunyck 3 (99)

KuiB - [Iyraucss
2010




a:-lll-&

Kpyraosa O.B., Teppomun B.O. Bnaus eyxapbony
HQ NOKA3HUKU NepexucHoz0 OKUCAeHHS Ainidis npu pea-
birimayii x80pux Ha HEAAKO020AbHUL cmeamoeenamum,
cnoay#enut 3 CUHOPOMOM NOOPA3HEH020 KUULeYHUKA.......

Komnaniens K.M. CnirvHi mexarni3mu namoeenesy
XPOHIYRO020 HEKAALbKYAbO3HO2O XoAieyucmumy Ha GOoHi
xerikob6akmepiosy ma iulemidHOi X80pOOU CEPYS.............

Ymanckas FO.B., Ilyrueako A.A. Pesyivmamol Kop-
peKuuL anmuokcudanmuoeo cmamyca y 60AvHbIX 803Da-
CMHOU MaKysonamuel npenapamom AUNOPAQABOH. ...............

AKTYAJIbHI ITPOBJIEMH ®APMAIUI TA
PAPMAKOTEPAIIII

AracponoBa 0.0. Kopexuyiss Hep8oBO-NCUXIYHUX pPO3-
2a0is y dimeil, Hapoducenux 8i0 mamepis, KL 3408HUBA-
Al ANKO2ONEM NPOMALOM BACIMHOCL.....eeevvvenereenreeaeernrrennns

Beasuunceka O.B., HixenkoBcoka I.B., Biasuuuch-
Ka B.B. Modugikosani noxidwni 6-memurypayury ma ix
NPOMUNYXAUHHA QKMUBHIC......eeeeneientaereeennresieiaeassnnansens

I'ycay B.JO. 3acmocysanna kKombinayii npenapamie
YUKAODEPOHY ma miOmpua3osiny 8 KOMNAEKCHIL mepanii
cnoayvenoi namoaoeii 6iriaproeo mpaxmy ma einepmo-
HIMHOL XBOPOOU. ......eveeeeereereeersseneeessssesseasassessssenessssssasssssassssnssans

3arariko A.JI., Boporuna JI.M., KpaBuenko I.b.,
KpacinprikoBa O.A., Katpuy JII. Bnaus nozigernoanis
BUHOZPAOY KYAbMYPHO20 HAQ cucmemy eeHepayii okcudy
Himpocery npu YYKPoBOMY Jiabeni. ...........c.eeene.... SRS

Hruarenko T.C. Bausrue aunocomasvHslx npenapa-
mo8 HQ medeHue XPOHUHEeCKO20 KapOuo-peHanbHOe0 CUHO-
poma Yy eunepmensusrolx OGONbHBIX XPOHUYECKUM CAOME-
PYAOHEDPUMOM C CepOLUHO-COCYTUCMBIMU HADYWUEHUSMU.

Kysnenosa JI.B., ®poaos B.M., Conrka 51.A., Ile-
pecanin M.O. Bnaus Hykieinamy Ha piBeHb YUPKYAIOH-
YUX IMYHHUX KOMNAEKCI8 Ma IXHill MOAEKYAAPHUU cKAQO

197

209

217

229

234

244

251

260

IIpo6aeMn exonoriyHoi Ta MeAMYHO! FeHETHKH i KJiHIYHO! iMyHoJaOril



@ 234
YIK 547.854.4 + 547.431.4 + 547.96

MOOUDIKOBAHI NOXIAHI 6-METUNYPALIUNTY
TA IX NTPOTUNYXJIMHHA AKTUBHICTb
0.B. Beavunncoka, 1.B. HixkeHKOBCHKaA,

B.B. BiasuuHCHKA

Hayionarvnud meduunuil ynisepcumem im.0.0.5ocomorvusn
(Kuis)

Beryn

[Mowyky WARXiB eJiMiHaUil MYXJHHHHX KJAITHH i3 MHOXMHHOW
JIKapChKOIO CTIMKICTIO € Ha CbOTOAHILIHIH JIeHb LJIKOM 3aKOHOMIDHHMH.
Cyuachi iMyHOTepameBTHYHI areHTH BIUIMBAIOTh SIK Ha MYXJWHY, Tak
i Ha pisHi pery/asTOpHi cHcTeMH opraHismy (B Tomy uMcai H Ha iMyH-
HY CHCTeMY) i NpPH3BOLSTH JO MPOTHIYXARHHOIO edeKTy.

BaxauBoio € po3pobka cy4acHHX JiKapCbKHX 3aco6iB, 11O CTIpH-
S1I0Tb 3aXMCTY OpraHiaMy JIOAMHM BiJl WKIiAAMBOro BIJKBY dak-
TOPIiR HaBKOJMLIHBOTO CepeloBHIIA.

OnHMM 3 nepcneKTHBHHX WJAXIB NOWYKY 3aco6iB JiKyBaHHS
NYXJHHHOI XBOPOOH € CTBOPEHHS HOBHUX aHTHMeTaboJiTiB mipumi-
IMHOBOrO OOMiHy, 3laTHMX BIJIHBAaTH Ha CTPYKTYPY Ta QyHKUi
HYKJIETHOBHX KHCJA0T. HasiBHiCTb LMX DEYOBHH B OpraHi3Mi Jwoau-
HH | 06yMOBHJA aKTyaJbHICTb HOCHIIKEeHHA 1XHbOI poJi y odisio-
Joril Makpoopranismy 1-5 . EkcnepuMeHTanbHO BCTaHOBJEHO, 1O
PAL CTOAYK - NOXiAHHY MipUMiANHY (MeTHJIypaLM., MeHTOKCHJ Ta
iHwi) NposiBAsiOTL aHaboMiYHy Ta aHTHKAaTaboAIYHY aKTHBHICTB.
Lli npenapaTH NpHCKOPIOIOTL NPOUECH KJIITHHHOI pereHepatlii, Crpu-
SII0Tb 3arO€HHIO paH, CTHMYJIOIOTh KJAITHHHI Ta TYMopa/bHi dak-
Topy imyHitety. Tak, BigoMu# Jikapcekui 3aci6 "MeTuaypauna”
NpOSIBJISE NMPOTH3aNajbHy Ail0, € CTUMYJSTOPOM Jeikonoesy [6].

Moaudikauis Mosekyn 6-zaMilleHUX ypauuJiB 3a HLOTOMOroio
BBefleHHs ranoreH(¢Top)BMicHHX GapmaxkodopiB NPU3BOAKTL 10
NiIBULIEHHS 1X PO34YMHHOCTI B Jiniaax ta pobuTb NiKapchbKi 3aco-
61 edheKTHBHIWKMH y 3B'S3KYy i3 JerkicTio iX TpaHCnopTy B
opraHiaMi, a TakoX Habauxae iX 3a XiMiyHolo 6ynoBOIO 1O Bijo-
MOrO NpPOTHNYXJHHHOTO mpenapaty 5-gTopypauuay [7].

Mpo6aeMn eKOJOriYHOT Ta MEIM4HOI NeHETHKH i KJAiHIYHOT iMyHOJOriT
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Mera naHol poboTH moasirae B XiMiuHilt Momudikauii Moaeky-
au 6-MeTHJAypauuay 3 nmojanbllMM BHBYEHHSAM 6i0JIOriYHOI aKTHB-
HOCTI HOBHMX CHMHTE30BaHMX NOXiIHHX 6-MeTuaypaumay, a came:
MicAs KOHCTPYIOBaHHSl MOTEHUIHHO aKTHBHHUX CTPYKTYP Ppo3pob-
JIeHO HOBi npenapaTHBHi MeTOAM CHHTe3y OpHIiHAJIbHHX TeTepo-
UMKJIB Ha OCHOBi 6-MeTHAypaumay, a TakoX (TOPBMICTKMX CHH-
TOHIB - 3araJbHOro aHecTeTHka (roporaHy (2-6pom-1,1,1-Tpud-
Top-2-xaopetany) abo 1,l-gieTHakap6okcH-2-xa0p-2-TpUdTOPMe-
THJeTHACHY, AOCJiKeHa TIpOTHNYXJWHHA aKTHBHICTb Ta TOK-
CHYHICTb AeSIKHX i3 CMHTE30BaHMX NOXiAHMX 6-MeTHAypauwMay.

Martepiasu Ta MeToaH JOCHiAKeHHS

O6'ekTH nocaifKeHHS: HOBiI reTepolMKJi4Hi MoHO- Ta Oic-
MOXifHi, CHHTe30BaHi Ha OCHOBI 6-MeTHaypaumay Ta GTOpPOTaHy
a6o 1,1-nieTHakap6oKCH-2-Xn0p-2-TPUHPTOPMETHAETHICHY B SIKOCTI
GTOPBMICTKMX CHHTOHIB. AGCOMOTHI PO3YWHHUKH ONEPXKYIOTb B
Takii croci6: aueToHiTpHa neperausioTs Haa P,O,, rieTunosui
edip - Hal MeTaneBuM HaTpieM. JluMeTHadopmamin, GeH3on, AMX-
JIOpeTaH NeperaHsioTb y BakyyMmi. ['ekcaH, MeTaHoJ, aueToH nepe-
rassiioTb NPOCTOIO NEPEroHKOl0, CYIaTb Hal CyJb()aTOM MarHilpo
6e3BOLHWM. [HAMBIAYANBHICTL CHHTE30BaHHX CMOJYK KOHTPOJIO-
I0Tb METOLOM TOHKOLIapoBOI xpomarorpagii Ha naactuHax Silufol-
254 B cuctemi auetoHiTpHa-rekcaH 2:1. T'PX npoBomsaTh Ha raso-
piauusomy xpomartorpadi "Perkin Elmer"s Y®-gerextopom (Bupo6-
uik "Perkin”, Germany). IY cnexkTpu 3anucyioTh Ha cnekTpodoTo-
vetpi UR-20 (Bupo6uuk "Charles Ceise Hena", Germany). Criekr-
pu |H SIMP sanucyiotb Ha npuaagax "Bruker WP-200" (BHpo6-
uux "Bruker", Switzerland), "Varian T-60" (supo6uuk "Varian",
USA) 3 po6ouoio yactoroio 200-132 MI'u 8 DMSO-d; 3 BuKOpH-
CTAHHSIM TETPAMETH/CHJAHY SIK BHYTPIilIHLOTO CTaHAAPTY.

N, .N.,-(2"-6pom-2"-xropemenisr)-6ic-(6-memuaypa-
wua) (D). Tpurorysanns posuuny Ne 1. 0,25 r rigpokcuny kazniwo
(0.0044 moas); 0,025 r nubenso-18-kpayn-6-edpipy B 20 Ma cyxo-
ro Gexszony nepemiwyioTh npu temneparypi 60°C 6ins 15 xBHAWH
10 VTBODEHHS Ha CTiHKaX XiMi4HOro peakrtopa 6ijioro mnoJimepHo-
ro HaaboTy, TOOTO YTBODeHHS! KaJli€BOro KOMMJeKcy 3 AubeH3o-
18-kpayn-6-edipom. OTpHMaHHI PO3YMH OXOJOMKYIOTh AO KiMHaT-

AxTtyaabni npobaemn papmanii Ta apmakorepanii
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HOl TeMmepaTypH, AOAAI0Th 1O HbOro KpanasMu poauuH 0.87 r
(0,0044 mosb) dToporany B 20 Ma cyxoro edipy. [IpurorTyBanHs
pozuuny N 2. 1,11 r (0,0089 moab) 6-meTHAypaLMay PO3UHMHS-
10Th B 40 Ma cyxoro aumeTtHadopmaminy npu temnepatypi 60°C B
OKpeMoMy XxiMiuHoMy nocyzi. I'apsuuii posuun Ne 2 nopawoTh Kpan-
JSAMH Yepe3 AIANBRY JiHKY 20 posuuHy Ne 1, nepeMiwyioTh npu
temnepatypi 60°C 6 romuH, QinbTpyloTh y rapsyoMy CTaHi, oxo-
JIOKYIOTh, BIATaHSIOTh [POCTOI NEPEroHKO PO3YMHHMKH. 3anu-
WOK - ocax npomuBaioTb 30 Ma cyMiwi nieTHaoBHHA edip - rekcas
(1:1) ta cywatbh y Bakyymi BoZOCTpyMHoro Hacocy. Cnoayka I -
KPHCTaNiYHKi MOPOIIOK KpeMoBOro 3abapBJieHHS, HECTIHKHH 10
1il rapsiyoro opraHiYHoOro PO3YHMHHHKA; NPH NepekpucTanisauii pos-
KJaZaeTbcs N0 BHUXimHoro ypaumay. Buxin 1,05 r (43%). T na.
286-289°C. 3naiinero, %: C 38,80; H 3,2; N 14,8. CH, BrCIN,O,.
O6uucaeno,%: C 37,1; H 2,58; N 14,38. I4 cnektp (KBr), cm':
515, 550, 690, 850 (C-Cl, C-Br); 960-970 (trans -C=C-); 1710,
1750 (C=0); 2800-3000 (CH,). 'H SIMP: 2,004(6H, c., 2CH,);
5,313 (2H,c., 2C(;)H); 10, 832 (2H, n., 2N()) H, J . * 9.6 Fu)
Ananoriyso cHHTe3yioTb cnoayku: N, - or l -dugpmop-2'-6pom-
2-xa0pemuan)-6-memurypayur (II), N, (2 -6pom-1'-2idpoKcu-
2'-xa0pemenia)-6-memurypayus (IIT) i3 1,54 r (0,84 ma; 0,0079
moab) ¢roporany Ta 1,0 r (0,0079 Moab) 6-meTHaypauuay. Cro-
ayka II - kpucraniunmit ocan KpeMoBoro 3abapeaenHs. Buxin 0,73
r (31 %). T na. 280-283°C. 3HaipeHo, %: C 27,5; H 1,9; N 9,3;
Br 26,25. C,H,BrCIF,N,0,. O6uncneno, %: C 27,7; H 1,99; N
9,23; Br 26,32. 14 crextp (KBr), cm': 550-690 (C-Hal); 1710,
1750 (C=0); 2820-3000 (CH,). 'H SIMP: 1,74 (3H, c., CH,); 7,26
(H, c., C()H); 10,620 (H, c., 2N(;)H). Cnoayka III - xpucraaiy-
HHi ocall KpeMoBoro sabapeaenss. Buxiz 0,16 r (15 %). T na.
274-277°C. 3uaiineno, %: C 30,12; H 2,08; N 9,87. C.H,BrCIN,O,.
O6uncaero, %: C 29,9; H 2,2; N 10,0. I4Y cnepr (KBr) CM‘
550-690 (C-Hal); 1710, 1750 (C=0); 2820-3000 (CH,); 3200-
3400 (OH). 'H SIMP: 1,74 (3H, c., CH,); 7,26 (H, c., C(,))H);
10,62 (H, c., 2 N(,)H); 11,03 (H, c., OH).
1,1-diemurkapbokcu-2-mpugpmopmemun-2-(6'-memurypudur-
-)-emusen (IV). [Mpueomysanns posuury M 1. 6,13 r Ha-

(1)
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Tpito MeTtanesoro (0,268 Moas) pozumusiors B 250 Ma MeTaHoay
6e3BOAHOrO, JOAAIOTH KPamnJsiMy yepes AiMuaeHy Jifiky 43,0 r
pieTuaosoro edipy ManoHosoi Kucaoti (40 ma; 0,268 moas) Ta
62,0 r TpudropouTtosoi kucaotH (40 ma; 0,543 moab) npu nepe-
MillyBaHHi peaKUifHol cyMimi Ta HarpiBavHi. Kun'starte cymiw
npoTsroM 6 romuH, OXOJ0LKYIOTh 10 KIMHaTHO! TeMnepaTypH, Biara-
HSIOTh NPOCTOK TNEPEroHKOK PO3YHHHHUK. 3alHINOK - CKINOBHAHY
mMacy 6iJIoro Kosibopy 3ajiMBaloTh AieTHaoBKEM edipom. Ocan 6ino-
ro Koawopy (npoaykr A), mo Bumanae, BiadiAbTPOBYIOTb Ta BHKO-
PHCTOBYIOTb Ha HacTYNHIN cTajil peakuil. [Tpueomysannsa posuu-
ny Ne 2. 8,0 r (0,0287 monb) npoaykTy A pos4HHSIOTH B 55 Ma
CYXOro AMXJOpeTaHy NpH KiMHaTHI TemnepaTypi, AomaioTh 6 r
(0,0287 wmomb) n'stuxaopucToro ¢ochopy. Peakuilina cymim Ha-
rpisazacs Ta HabyBajda MoJOYHOro 3abapsienHs. [apsuuii pos-
YHH NepeMilllyloTh 3 KHIATIHHSM O TOOMH, OXOJOMKYIOTh, OCaf,
110 VTBOPHMBCH BiaQiJNbTPOBYIOTH Ta NMPOMHMBAIOTh AUXJOPETAHOM,
BIAraHAIOTb PO3YHHHHK MPOCTOK MEPeroHKol. 3ajHIIOK - Macjo
OuMILYIOTh Neperoxkowo y BakyyMi (npoaykr B). Buxix 6,31 r (80
%). T. xun. 56-59 °C (25 mm p7. c1.), n %, 1,3010. 3HaiineHo,
%: C 39,36; H 3,67;: F 20,75.C; H,; Cl F,0,. O6uncaeno, %: C
39.37; H 3,64; F 20,76. [Tpueomysanns posuuny MNe 3. Ilo
cymiwi 0,87 r (0,0069 mMosib) 6-meTuaypauuay B 30 M AMMeTHA-
dopmaminy Gessonnoro ta 0,71 r (0,94 ma; 0,0069 moab) TpHeTH-
naminy 6essosHoro aozawTh no kpanasm 1,92 r (0,0069 moab)
npoaykty B y 10 Ma nieTuaoBoro edipy Ge3BofHOro npu nepe-
MillyBaHHi peakuidHoi cymiwi Ta HarpiBanti no 60-70°C. Kun's-
TSTh CyMill mpoTsiroM 2-X roauH, GiAbTPYIOTh rapsiuHil Po3uHH Ta
Binuiasiors ocan N(C,H,), x HCl, posunHHHKH BifraHsioTh y Ba-
KyyMi. 3aJMiloK - Maclo KOBTOro 3a0apBJeHHS 3aJMBalOTh Tek-
CaHOM Ta KHI'STHTb, 3JHB2I0Tb I'eKCaH NEKaHTaUi€lo, 3a/MBalOTh
aleToHoM, ocan 6Jin0-KpeMOBOro 3a6apBieHHs BHMaias i3 aleTo-
ry (npomykr C - IV). Buxiz 0,80 r (33 %). T na. 270-273 °C.
3naiizeno, %: C 46,13; H 4,08; N 7,59. C H,/N,F,O,. O6uncae-
no, %: C 46,18; H 4,15; N 7,68. 14 cnexrp (KBr), cm*: 400, 415,
470, 560 (CF,); 600-800 (Heterocycl.); 905, 995, 1180, 1230,
1295 (CF,); 1050-1150 (OCH, , OC,H, ); 1300-1600 (Heterocycl.);

Axryaabnri npobaemn dapmauii Ta papmaxorepanii
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1315, 1600 (C=C); 1710, 1715, 1735 (C=0); 3010-3080
(Heterocycl.). 'H IMP: 1,18 (6H, 7., J%,,, 7.0 Tu, 2CH,); 1,87
(3H, ¢., CH, npu C()H); 3,737- 4315 (4H, m., ;. 7.0 Tu,
20CH,); 6,26 (1H, n., J%,,, 10,0 Ty, C()H); 8,59 (1H, c., N(,)H).

JocnipKkeHHsi mapaMeTpiB roCTPol TOKCHYHOCTI Ta NPOTHIYX-
JHHHOI aKTHBHOCTI MOHO- i Gic-noxizHuX 6-MeTHaypauuay nposo-
nuan B lHeTHTYTI apmakoaorii Ta TokcHkogorii AMH VYkpaiku.
Ins BH3HayeHHs cepelHbOTOKCHYHOI no3M JIJI , cHHTe3oBaHMX
CTMOJNYK BHKOPHCTOBYIOTh ekcnpec-metoll B.B. TIposoposchkoro
[8]. Hocaimxenns npoBofsiTh Ha GiMMX HeJiHIHHX MMIaX-caM-
usix Baroio 22,0+2,0 r; wasx BBeleHHS - MiNIIKipHHH. Pesyabra-
TH Jocainy o6paxoByloTb B ajibTepHaTHBHIA ¢dopmi Ha 14 106y
nicas BeefeHHA. OCKiNIbKH CTPYKTYPHMX aHAJOTiB CHHTE30BAHHX
CroJyK B JiTepaTypi He OMHCAHO, TMpenapaToM TOpiBHSHHSA OyB
BiIOMHMH NPOTHNYXJAHHHHH JNiKapcbKHH 3aci6 S-propypauna. [Mpu
BUBYEHHI NMPOTHNYXJWHHOI aKTHBHOCTI Gic-moxigHoro 6-meTHaypa-
LUHAY SIK MOAEJb 3JI05IKicHY raiobsacToMy JIIOOHHH y BHIVISIL reTe-
POTPaHCNIaHTaTIB NMyXJHHH TFOJOBHOTO MO3KY Jioauuu (onepauiii-
HHI Ta GionciliHui MaTepias) B MiAKancyJnbHOMY TeCTi 332 METOLOM
Borznana [9]. TTpu JaikyBanHi rio6aacTOMK JIIOAHHH KPHTEpiEM 3Ha-
YeHHs1 OyB BiACOTOK raJibMyBaHHs POCTY reTepOTPaHCIJIaHTaTy IJio-
MK monunH nosaa 25%. Kypc JikyBajibHMX BaMBaHb cTaHOBHMB 6
BBeJeHb yepe3 A06y NpH BHYTPillHbOOYEPEBHHHOMY IUJAXY BBe-
NeHHS, 3TiIHO i3 NPaBHJaMH BBeJIeHHs PEYOBHH 110 OpPraHiaMy nigaoc-
JiIHKUX TBapHH, siKi pekomenaoBaHo Papmakosoriyium LleHTpom
MO3 Vkpainu, B inrepsani nos 1/4 - 1/5 JII,. Peayastath o6pa-
XOBYBaJHCs 4yepe3 24 roiuHM nicas 3akiHvyeHHs JaikyBaHHs. [lin
Yac BUBYEHHS crielMdpiyHOl NPOTHMYXJIHHHOI aKTHBHOCTI Gic-MoXiaHo-
ro 6-mMeTHJypauMay HOTO PO3YMHAJH Y (isiosoriyHOMYy pPO3YHHI.

OrpumaHi pe3yJbTaTH Ta iX 06roBopeBHsH

3a HOBHMMH, po3po0JeHHMH HaMH MeTOJaMH CHHTe3y, B3aEMOJIEio
¢dTopoTaHy y SKOCTi (TOPBMICTKOrO CHHTOHY 3 6-MeTHJypauuioM Y
MoJisipHOMy cniBBizHowenHi 1:2 ta 1:1 B cucTeMi posunHHKKiB (Gen-
30J-IMMeTHIGopMaMil-IieTHIoBUIA edip) B yMOBax MiK(hasHoro Ka-
Tanisy nubenso-18-kpayn-6-edipom (aykHe cepenosuile) cuHTe3o-
BaHO HOBI MOHO- Ta 6ic-noxinHi 3 dapMakoQOpHHUMH TpPynaMu

TIpo6ieMn eKoJOriuHOl Ta MeJHWYHOI TEHETHKH i KaiHiunoi iMyHoorii
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=C=CBrCl, -CF,-CHBrCl, -(HO)C=CBrCl (I-IlI), a npu B3aemonii
IHIIOTO (TOPBMICTKOro CHHTOHY 1,l-aieTHAKapOOKCH-2-Xm0p-2-TpH-
TODPMETHJIETHIEHY 3 6-MEeTHIYpalMJIOM B eKBIMOJSIPHUX KiJIbKOCTSX
B cHCTeMi posunHHMKIB (mieTHaoBui edip-THMeTHIDOPMaMil-TeKCaH-
aUeTOH) CHHTe30BaHO opwriHaibHe moxigHe IV, (cxema 1).

E-meTunypauun (2 Moga) o clc*B' Q
KOH, DB-18-crown-8| - HF, t* HN— NH
CF,CHBICH—— ————=| o N—— G N o
DMFA, Benzene A P —
B-meTrnypaumnn s/
- HF, 1 mons) CH, H,C
t !
ct Br O HO
P iy HN—4
HN—{ +0 N—C
°=<_{"'-‘°—— F = i
. | g r
CH, F i N o
" " Cl Br
o)

CF,C=C(COOC,H,), 6-meTnnypaumn (1 mons) , N(C,Hg),, t° - _<
: DMFA-ester,- N(C,Ha), x HC 2 N-C=C(CO0C;H,),
i hs 2Ha)s X HCI . \

Cxema 1. MoHo- Ta Gic-nioxiii 6-MeTHAYpaLMay.

Bu3HayeHHS ONHOrO 3 TOJOBHMUX (apMaKoJOriYHHX iHAEKCiB
cuHTe3oBanuXx cnoayk I-IV - rocTpoi TOKCHYHOCTI NMOKasano, L0
cnoayka I siaHocHTbes 10 ManoTokcHunux: JI, ix cknapae 495
Mr/xr. ¥ 1a6opaToOpHMX TBapHH CIOCTEpPIrajucs TOHIUHI CyAOMH
BriponoBX 1-2 roamH, 6soBota. Mononoxinni II-IV BigHocsiTECS
TaKOK N0 MaJOTOKCHUHHMX cnoayk, JIJ, ix mopisnioe 480 mr/kr,
465 wr/xr Tta 580 mr/xr, sinnosigHo (taba. 1). Ipenapar no-
DIBHEHHSA S-(TOpypalMs BiIHOCHTBCS A0 MaJOTOKCHYHHMX CMOJYK
T2 XapaKTepH3YETbCS HACTYMHHM 3HAYeHHSM TOKcHyHocTi: JI
5-¢Topypaunay ckaanae 375 Mr/kr.

[1ia yac BHBYEHHS NPOTUNYXJHHHOI aKTHBHOCTI 3HAYHWH iHTe-
pec CTaHOBHJO Oic-NoXifHe 3arajbHOro aHecTeTHKa (TOPOTaHy Ta
6-metuaypauuay I, sik HaWbiabw 6aW3bKe 3a XiMiyHOIO GYIOBOIO
10 npenapaTty MOPiBHAHHA S-pTopypauuay.

Axryanbui npobaemn dapmauii Ta dapmakorepanii
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Tabauus 1
Iapamerpn TokcHuHocTi crioayk I-IV y nopiBusnHui 3 5-
dropypanuiaom
e Cnonyka )”,I_“”
n/n MTI/KT
1. Cnonyka [/ 495
2. Cnouxayxka Il 480
3« Cnoayka Il 465
4. Cnonyka IV 580
55 S-propypauua (KOHTPOIb) 375

Kpim Toro, 3rigHo 3ayBaxKeHHAM KAIHIUMCTIB, GTOPOTAH € Halbiibil
3DYYHHM JIKapCbKHM 3aco00M, SIKHH Jae TIO3MTHBHI pe3yJbTaTH NpH
onepauiiid¥x BTPy4aHHsIX Yy OHKoJoriyuux xsopux [10,11].

Bic-noxigse I 6ysi0 noclilpKeHO HaMH B OHKO(QApMaKoJaoTiy-
HUX eKCIlepHMeHTaX 3 BMKODHCTAHHSEM MNYXJHHH TOJOBHOTO MO3-
Ky Jioaunu (onepauiiiHuii Ta Gionciduui MaTepian) B migkancyab-
HoMy TecTi 3a MeTofoM Bornana. Maca reTepoTpaHcniaHTaTy 3J0-
sikicHol raiomu micas ail Gic-noxiaHoro I 3ameHwuaacs no
1,89+0,091 mr, wo Binnosigae 3a pesyabTaTaMu MOpdOJIOriyHOro
koHTposio 30,41% ranbMyBaHHS POCTY MyXJHHH.

IIpy nopiBHAJILHOMY TiCTOJIOTIYHOMY AOCHIKEeHHI KJIITHHHO-
TKAaHEBHX peakUidl NyXJHHW NpH JiKYBaHHI NMOTEHUIHHOK MPOTH-
NYXJIHEHOK CMOJYKOKW - Gic-moxXinHuM 1 B yMoBax cyOKAITHHHOrO
TeCTYBAaHHS BCTAHOBJIEHO 3a/1€XKHICTh Mi’K BHPaXEHHMH perpecHB-
HUMH 3MiHaMu MyXJAHH Ta piBHEM rajbMyBaHHS iX pocTy. 3asHaye-
HUH e(EKT BBaXKAETLCH BHPAKEHUM LLOAO MOANbLIIOTO BUBYEHHS
6ic-noxigHoro I npH TNyXJHMHaX TOJOBHOTO MO3KY.

TakuM uiHOM, MOXHa 3pOOMTH BHCHOBOK, 10 Gic-noxizke I mae
BUCOKY TMPOTHNYXJHHHY aKTUBHICTb Ha 3J0SKICHIK raiobaacToMmi
JIOIMHK, IO NO3BOJISE PO3NIAAATH HOro sK (izioNoriyHo akTHBHY
CNOJYKY 3 NepCrnexTHBOK MOZAJbLIOr0 BHBHYEHHA 33 BUMOTaMH 10
NOTEeHUIHHHX DPOTUNYXJHHHKEX 3ac00iB ANS JNiKYBaHHS JIOAMHH.

Mouonoxinni 6-Metunypauuny II-IV BigHOCSThCS 10 MaJOTOK-
CHYHMX CIOJIYK, aje MOXYyTb OyTH NepcrieKTHBHMMH B T0Aab-
WX GioJOTIYHMX ROCNIIKEHHSIX 32BOSIKH HasBHOCTI B MOJEKYJax
noniGHHX 3a xiMiyHOW0 OyaoBoi A0 Oic-noxianoro I dparMerTis.

IpoGaeMn eKoaOri4HOI Ta MEIHYHOI TEHETHKH 1 KIiHIYHOI iMyHOAOTI{
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BrcHoBKH

1. 3a HoBMMYU, Po3pobsieHHMH HaMH MeTOZaMM CHHTe3y, B3aEMo-
Jicw ¢ToporaHy abo iHWOro (GTOPBMICTKOBOIO CHHTOHY 1,l-zieThHn-
KapOoKcH-2-x10p-2-TpUd TOPMETHIETUAGHY 3 G-MEeTUIypatiIoM B MO-
AApHoMY criBeigHowerHi ;2 260 eKBIMOMAPHUX KINBLKOCTSX, B CHCTE-
MaXx pO3YHHHHKIB {GeH3os-miMeTHAhopMaMiL-ieTHI0BHH edip) abo (mie-
TUAOBHI edip-EMMETHADOPMAMIf-[eKCAH-alleTOH) B YMOBaX Mix(asHO-
T0 KaTanizy AuGenso-18-kpayn-6-edipoM, CHHTE30BAHCG HOBI MOHO- Ta
Hic-noxinni B-MeTHAYpaLHAY 3 hapMakohopHuMH rpynaMi =C=CBrCl,
-CF,-CHBrCl,-(HO)C=CBrCl, (CF,)C=C{COOC,H,)},.

2. BynoBy Ta cKMal CHHTE30BaHHX CHOAVK - MOHO- Ta Gic-mo-
XiAHHX 6-MeTWAYpalUM/y MiETBepIKeHO AaHWMH eJeMEeHTHOrO aHa-
qizy, I4-, '"H AMP-cnekrpockonii.

3. Bcranoeheno, ilio cHHTe20RaHi MOKO- Ta Bic-noxinni 6-meTu-
Jypaunay BiEHOCATBCR [0 MajOTOKCHYHMX: 3HadenHs JIIL | ix sua-
XOBAThCH B iHTepBani Bigz 580 mr/kr g0 465 mr/xr.

4. TIpH BUKOPUCTAHHi MYXNHHU TO/OBHOTO MO3KY JioguHd (one-
pauifiHuit Ta Gionciftumii MaTepian) B nigxancyapHoMy TecTi sa Me-
togoM BorpaHa, Ha mifcTaBi pesyAbTaTiB eKcIle pHMEHTAJbHO-MOp-
doaoridHUX RochimKeHb 3apeccTPOBAHC BUPAXeHMH NPOTHNYXAKH-
HHA eerT Gic-NoxigHOTO &-MeTHAYpaUWAy 3 BiICOTKOM raibMyBaH-
nA nyxaurkoro poety 30,41% {(kpuTepifi sHawymocti > 25%).

5. Bic-noxinde I wmae BMCOKY NPOTUNYXAWHHY aKTUBHICTB
Ha 3J09KicHI# raioSaacToMi JIOOMHH, II0 JO3BOJAAE PO3rasad-
TH #oro ax ¢izionoriune akTHBHY CROJYKY 3 NepCHeKTHROW
NOKafblIOTO BHBYEHHA 33 BUMOraMi 10 ROTeHUINHUX NpOTU-
NYXAHHHUX 3ac06iB 4R JIKYBaWHS JMIORMHH.
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: Peatome
Beasunnceka 0.B., Hixenxosceka LB., Biasuusncksia BB, Modu-
Qirkosani noxioni 6-memusypoyuay ma ix nPOMUNYXAURRG QKIMUBHICD,
OnucaHo HOBI NpelapaThBHI MeTOIM CHHTe3y B ymoBax karagisy 18-
KpayH-6-KOMNIEKCOM CpHMHALHHX [eTePOLMKIIE Ha OCHOBi 6-MeTHIypa-
LUHAY Ta PTOPBMICHHX CHHTOHIB - 3arajnLHOre akecTeTHKA ¢TOpOTaHY Ta
1.1-aneTHakap6oxen-2-xnop-2-tpudropMeraieThacry. BeTaHosneno, mo
CHHTE20BaH] CNONYKHR - MOHO- Ta Gic-NOXiaHi 6-MeTHIYpalKkAY BIAHOCATBCH
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10 MaJOTOKCHYHHX: 3HavenHs JIJ1,, ix sHaxoasTecs B Mexax Bix 580 mr/
Kr 20 465 Mr/kr. BusBaeHo 3HauHMil MPOTHNYXJMHEMHA egeKT Gic-no-
XigHoro 6-MeTMypaumMily Ha reTepoTpaHCIIaHTaTaX 3JOSKICHOI TTiOMH
JIO/IHHH 3 BiICOTKOM raabMyBanns pocty nmyxaunu 30,41 % (kputepiii sHa-
uymocti > 25%).

KarouoBi caoBa: 6-MeTuaypauui, GTopoTaH, NyXJaMHa, rioMa, TOK-
CHYHICTb, MPOTHNYXJIHHHHA edeKT.

Pesiome

Beapunnckas E.B., Huxenkosckas H.B., Buasunnckasa B.B. Mo-
duguyuposartsie npou3sodrbie 6-MemurypayuAa u ux nPOMuU8oonYxo-
Ae8as AKMUBHICMD.

Onucanbl HoBblE NpenapaTHBHLIE METOAb CHHTE3a B YC/IOBHAX KaTalu-
3a 18-KpayH-6-KOMNIEKCOM OPHI'MHANBHBIX FeTepPOLMKIOB Ha OCHOBe 6-
MEeTHJypalunaa ¥ GropcoiepKallliX CHHTOHOB - 06Iero aHecTeTHka ¢To-
potana ¥ 1,1-1M3THIKap6OKCH-2-X10p-2-TPHOTOPMETHASTHAEHA. Y CTaHOB-
JIEHO, YTO CHHTE3HPOBaHHLIE COEIHHEHHS - MOHO- H 6HC-TIPOM3BOJHEE 6-
METHJIYpallk/ia OTHOCATCH K MaJOTOKCHUHbIM: 3Hadenus JI1[L, ux naxonat-
csi B uuTepsane ot 580 mr/kr 1o 465 mr/kr. O6HapyxeH 3HaYHTEJbHBI
IPOTHBOONYXO0JEBbIH 3D deKT GHC-TPOHaBOAHOTO B-MeTHAYpaLMAa Ha TeTe-
POTPaHCIIaHTaTaX 3/J0KaYeCTBeHHOMU TVIHOMBI YesIOBeKa C NPOLEHTOM Top-
moxenua pocta onyxoan 30,41% (xpurepuii snauumoctn > 25%).

KuaroueBbie caoBa: 6-meTHaypauma, HTOPOTAH, ONYX0Jb, INIHOMA, TOK-
CHYHOCTh, TIPOTHBOONYXOJEBLIH 3(deKT.

Summury

Welchinska E.V., Nizenkovska 1.V., Vilchinska V.V. Modificated
derivatives of 6-methyluracile and its antitumour activity.

A new convenient methods for the preparation with 18-crown-6-complex
as catalyst of original heterocycles on the base of 6-methyluracile and
fluoric containing sintones - common anesthetic ftorotan and 1,1-
diethylcarboxy-2-chloro-2-threefluoromethylethylene were described. It
was discovered that compounds which synthesized - mono- and bis
derivatives of 6-methyluracile applies to a little toxic preparations: its
LD,, are at the interval from 580 mg/kg to 465 mg/kg. A strongly
antitumour effect of bis derivative of 6-methyluracile on the
heterotransplantaies of mans glioma cancer with percents of growth
relaxation of cancer 30,41 % has been discovered (the criteria of considerable
are > 25 %).

Key words: 6-methyluracile, ftorotan, tumour, glioma, toxicity,
antifumour activity.
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