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Ciutes 6i0JOriMHO AKTHBHHX CNOAVK

Synthesis of biclogically active compounds

Paxomergosara a. @apmau. Hayk, npog. P. 5. Jlecukom
YLK 547.854.4 + 547.431.4 + 547.96

XIMIYHI MOAUDIKALLT | TPOTUNYXJIMHHA AKTUBHICTb N -(17,

1’-ANDJTYOPO-

(1’-TAPOKCH)-2’-6POMO-2’-XJIOPOETUN)-5-METUNYPALUNIB TA 1,1-BIC-[5-
METWINIPUMIONH-2’,4’-[110H-1-U1]-2-BPOMO-2’-XJIOPOETUNEHY

©0. B. BenbunHcbKa

HauioHaneHuii meauyHni yHisepeutet imeri O. O. Boromonsus
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1,3-1,5 pasa Hux4e m:wanopum 5-¢'romm Swum%c mx@&ﬁ
) S-MeTunypaunny BUSBNEHO AKTVBHICTL BIQHOCHO

no 479 wmr/kr. [ing custesosaxoro Gic-noxigHoro
Wmmerm(ZQS%)

&

) NPOTUNYXITUHHY

Knwoyogi cnoea: nipumiamH, 5-Metunypaumn, NnpoTunyximHHa aKTUBHICTh, TOKCUYHICTb, riOMa MIOAUHA.

Becryn. B apceHnani npotunyxnuHHux 3acobis
3Ha4He MICue 3aimMaloTb nikapcbki 3acobu, ain4olo
PEYOBMHOK AKUX € reTepouuKNiyHi Monekynu, sKki
BUKODUCTOBYIOTL ONA NiKYBAHHS paKy KWLKOBO-
WAYHKOBOro Tpakty Ta iH. [1-4]. Mowyk, BUBYEHHS
Ta KniHiYHEe BUKOPWUCTAHHR Takux CnNOnykK vy
KNIHI4HIA NPaKTUUI He BTpaYae CBOEI IHTeHCUBHOCTI
A2 Co0roaH. OaHuUM 3 NePCneKTUBHUX LWAaxXis no-
Lyky 3acobie nikyBaHHA NYXAUHHOT XBOpPOOU €
CTBOPEHHA HOBMX anTumeTabonitis NipUMIaMHOBO-
ro oBmiHy, 30aTHUX BNAMBATU HA CTPYKTYpy Ta
QYHKUIT HYKNEIHOBUX KUCAOT Ta Manux akTUBHUX
Menekyn. HaaBHICTE UMX PEYOBUH B OpraHiaMmi nio-
AVHW | 3YMOBUNA aKTyanbHICTb AOCNIAXEHHS TXHBOI
ooni y $izionorii Makpoopraniamy. BuB4aetescs Bu-
KOPUCTAHHS Manux aKkTUBHUX Monekyn ana dap-
Maxkornendux <Gopm  MeaudHux  OionorivHux
npenaparis 3 MeTOI iHriBiuil NyXNMHHOTrG pocTy. Ak-
TyanoHICTe AOCRISXEHb NIATBEPAXYETHCH YNCENb-
HMK poBOoTaMU BITYU3HAHOI Ta CBITOBOI NiTeparypu
15-71. Nowykn wnaxis enimikauii NYXNIUHHUX KNITUH
I3 MHOXWHHOO NIKAPCBLKOIO CTIMKICTIO NPOAOBXYIOTh-
cs. PO3BUBAETLCH Cy4acHa KOHUENUin iMyHoTepanii
nyxavH. CyyacHi iMyHOTEpaneBTUYHI areHsTu Bnnu-
B3IOTE AK HA MyXNUHY, TakK | Ha PI3HI PEerynaTopHi
UCTEMU OPradiaMy (B TOMY 44CHT i HA IMYHHY CUC-
TeMy) | NPU3BOARTL A0 NPOTUNYXAUHHOTO edexTy.
OcTaHHiM 4aCoM 3HA4YHO 3pocna KinbkKiCTb AOCAHI-
DXeHb WOoA0 CUHTE3Y HOBUX NOXifgHux 5-dprTopypa-
uany Ta Moro XiMiYHUX AHANOriB, BUBYEHHA IXHLOI
HionoriyHoi akTMBHOCTI. Monekyau 5-¢rop(ranore-
H)3aMiWeHux ypaunnis Tta ix NOXioHWX 34aTHI BU-
KOHYBaty pone GTOpOo(ranoreH) BMiCHUX CUHTOHIB
3 OpraHiYHOMY CUHTE3I, TOMY iX aKTUBHO BUKOPUC-
TORYIOTh ANS CTROPEHHS OopuriHansHux BionoriyHo
akTusHux monexyn. Npu UbOMYy 3a3HaveHa ysara

00 PTOPOMICTKUX PparMeHTIB Yy HOBUX MONeKynax
nepenba4ac NiACUNeHHs aHTumMeTaboniTHUX Bna-
CTUBOCTEW CNOnyk.

MeToio Hawoi poboTy Byno NPOBEAEHHS XiMIYHUX
moaudikauiin 5-meTunypauuny 3a HOBUMU npena-
PATUBHUMU METOAAMU CUHTE3Y, BUBYEHHS XIMIYHUX
BnacTusocTen 5-mertunypaunny, oocninXeHHs na-
paMeTpie TOKCUYHOCTI Ta NPOTUNYXAUHHOI aKTUB-
HOCTI Ha reTepoTpaHcnnaHTarax rnioMum MO3Ky NK-
OUHK NOT0 HOBUX NOXIAHWX.

Y 3B'A3Ky i3 uuM Oynu nocTasneHi Taki 3aBaaH-
He: po3pobuTu npenapaTusHi METOAU CUHTE3Y HO-
BUX MOHO- Ta Dic-moxigHux S5-MeTuaypauuny; CUH-
Te3yBaTu CNoONyky 3 BUCOKUM MPAKTUYHUM BUXO-
nOM; poBecTtu ByanoBy Ta CKnaj CUHTE30BaHWUX
CNONYyK 33 AONOMOTOI0 ENEMEHTHOro aHaniay i
bizuko-ximiynux metoais (I4-, 'H-AMP-cnekTpo-
cKonif): BUBYMTU NapameTpu rocTpoi TOKCUYHOCTI
Ta NPOTUINYXAVUHHO! aKTUBHOCTI Halnbinbw nepcnex-
TUBHUX MONEKYNn 3 BUKOPUCTaHHAM OnepauinHoro
Ta DIONCIMHOro martepiany 3 NyXAUHOK MO3KY 0=
LOUHW.

MeToamn pocnigxexHHsa. OpradisHui cuHTE3
(«TOHKWIA OpraHiyHuit cuHTE3d»); I3NKo-xiMivri: 14-,
'H-AMP-cnekTpockonisa, TWX, BEPX; TokCuKo-
NoriHi, dapMakonoriyHi, CTaTUCTUYHI METOAMU Aaoc-
nipxenna. O6'exTamu gocniaxeHHs Gyaun HOBI
MOHO- Ta 6iCc-noxiagHi, CUHTE30BaHI HA OCHOBI
5-meTunypauuny Ta GTOpOTaHy. Temneparypu
nnasnedHs (T. nn.) opepxado Ha npunaat dipmu
«Buchi» mogens B-520. EnemenTHui anania (C, H,
N, S) saiincHwosanu Ha npunagi Euro EA-3000
dipmu EuroVector.

AnaniTudry TLUX npoBoaunu Ha wapi cuaikare-
mo Ha aniomidiesux nnartigkax Silufol UV, (§ cM x
15 cm) «Kavalier» (Czech. Republic) y cuctemi poa-

ISSN 2312-0967. ®apmauestiuunuir yaconuc. 2014, Ne 3

10



YUHHUKIB: AUETOHITpUN—-rekcarn 2:1. Maso-piauHHy
xpomaTtorpadio NPOBOAUNU HA rasopiAnHHOMY
xpomartorpadi «Perkin Elmer» 3 YD-petekropom
(«Perkin», Germany); yMOBU BUMIDIOBAHHNA: KONOH-
Ka i3 Hepxaei4oi cTani po3mipom 250x4,6 MM, i3
PO3MIpoM H4acTok 5 mkm; pyxoma dasza A: 0,1 % (06/06)
pPO34uE OpTOPOCHOPHOT KMCNOTU; pyxoma dasa B:
aueTOoHITPUN, AETEeKTYBAHHS 3a AOBXWHU XBuni 266
HM: Temnepartypa konoxku 40 “C; weuakicts pyxo-
Mol dasu 1 mn/xB. MNpu xpomatorpadysarHi 3a
3a3Ha4YeHUX YMOB YaC YTPUMYBaHHS: 5-¢ny-
opoypauuny — 6nu3bko 4,7 xB; HATPieBOi coni au-
deHindbochopHoi kucnotTu - 6nuU3bKO 7,5 xB
(TouHiCTL £2 %).

{4-cnexTpn BUMIPIOBRANKU Ha CNekTpodoTOMETDI
UR-20 («Charles Ceise Hena», Germany) B tabner-
kax KBr. Cnektpyu 'H-AMP CUHTE30BaHUX PEYOBMH
3anucadi Ha npunapax «Bruker WP-200 SY»
(«Bruker», Switzerland), Varian T-60 («Varian»,
USA) 3 poboyoro yactotoro 132-200 My y AMCO-d,,
CDBr,, CDCI, CF,COOH, D,0, sHyTpiwHiii cTanaapT
~ TMC abo rMZAC.

POSYMHHUKIN — MapKK «4» abo «xy» oaepxysBanu
3 KOMEDUIMHWX OXepen, Ana IX O4YUCTKU nposoau-
v Taxkl npouenypuv: AN aueToHITPUAY — NEPEroH-
ka Hag P,O.; pieTunosuin ectep — Han MeTanesum
Hartpiem; AM®A, OMCO, Oex3on, nipuanH, Auxno-
peTaH, xnopodopM — NEPEroHKa Npu NOHUKEHOMY
TUCKY, iHLWI OYULLEHO NPOCTOIO0 MNEPEroHKOI.

OCHOBHI Cepii ekCnepuMeHTanbHuUx A0CHIAXEHb
nposeaeHo Ha aopocnux Binux HEeniHIMHUX MulLax-
camusx (maca Tina (17,0£2,0) r Ta (22,0%2,0) r) Ta
wypax-caMuax (Maca Tina (160,0+20,0) r), axkux
vipumysanu y sigapii A4Y «lHCTuTyT Qapmaxonorii 1a
Tokcukonorii HAMH YkpaiHu». YTpumasss ta gocni-
AV Ha TBapuHax nNposoavAau BiANOBIAHO A0 npa-
Bun «SBPONENCHKOI KOHBEHUIT 3axucTy xpebeTHux
TBAPWUH, AKi BUKOPUCTOBYIOTL B EKCNEPUMEHTaNbHUX
Ta iHWux Haykoeux uinax» (Ctpacbypr, 1986).

Kpoe Ta nyxauvHa nigaoCnigHoro ulypa-nyxnuHo-
nocis 6ynu siaibpani yepes 30 x8 nicna BReAEH-
HR CMNOAYK B Tepane’Tu4Hin aosi [8, 9]. Ockinbku
CTPYKTYPHUX aHanoris CUHTE30BAHUX CMONYK B NiTe-
paTypi HE ONucaHOo, Npenaparom NopiBHAHHS 00-
DaHO BIAOMUNA NPOTUNYXNUHHWI nikapcbkui 3acid
5-dbTopypauun (5-®Y). CratuctuyHy 06pobky npo-
soaunu 3a B. B. MNpo30poBCbkuM Ta iH. [9].

1,1-Bic-[5'-meTunnipumiguu-2',4'-pion-1'-in]-2-
6pomo-2'-xnopoetuneH (l) cuutesyioTs i3 0.87 r
{0.0044 monb) dropotany ta 1,11 r (0.0088 monb)
S-meTunypauvny npu NepemillyBanHi peakuinHol
cymilli npu Temneparypi 80-80 °C npotarom 6 ro-
ouH. CUHTEe30BaHa Cnonyka — KPUCTaniyHui no-
POLWOK XOBTOro 3abapeneHHs, HeCTinkuin go aii ra-
DAYOr0 OPradiyHoOro PO3YUHHUKA; MpU nNepexkpuc-
Tanizauii rigponi3ye 3 yTBOPEHHAM BUXIiAHOrO
ypauuny. T nn. 286 - 289 °C, suxia 43 % (1.05 r).
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Synthesis of biologically active compounds

N-(1’,1’-gudnyopo-2'-6pomo-2’-xnopoeTun)-5-
metunypaumn (1) ta N-(2'-6pomo-1’-rinpoken-2’-
xnopoeteHin)-5-meTunypaunn (lil). MNpurotyBaHHs
po3uuHy Ne 1 npoBoasitTe Ha ocHoei 0.44 r
(0.0079 monb) kanii rigpokcuay, 0.044 r [16-18-kpa-
yH-6 8 20 Mn cyxoro GeH3eny Ta posuuny 1.57 r
(0.84 mn, 0.0079 monb) dropoTaHy B 20 Mi Cyxoro
eTepy. MNpurotyBaHHs po3uuHy Ne 2: 1.0 r
(0.007 monb) 5-metunypauuny po3uuHaioTe B 40 mn
cyxoro IM®A npu temneparypi 60 °C B okpemomy
XiMiYHOMY nocyai. fapa4suii posuud Ne 2 nopaTs
KpanngMu 4epes AinunsHy Ninky 0 posduHy Ne 1,
nepemiwyioTs npu Temnepatypi 60-80 °C 5 roauh
(peakuiiHa cymili MyTHInA Ta NPW HarpisaHHi cTa-
Bana YepBOHO-KOPUYHEROK}, QiNsTPYIOTL y raps-
YOMY CTaHi, OXONOAXYKTk, BIArGHAIOTs NPOCTOIO
NEPeroHKo PO3YMHHUKK. 3anuwok — ocan npo-
MusaioTb 30 Mn cyMmitli AieTMROBUIA eTep — rekcax
(1:1), cywats y Bakyymi BOAOCTPYMHOIO HacocCy.
KpucTaniynuvin ocap kpemosoro 3abapsnedus ().
T nn. 277-280 °C, Buxig 32 % (0.76 r). Oxonopxe-
HUA DiNLTPAT 3anuiualoTb CTOATW HAa Hivb, BiAgra-
HAKITb PO3YNHHUKW. 3aNUWOK — MAcAo kpucrta-
Ni3yloTh i3 Cymiwi gieTunoBui etep-rekcad (1:1),
Ocaa, wo Bunapas, cywarts Ha nositpi (). T na.
272-276 °C, Buxip 25 % (0.27r).

PeaynsTatu i obrosopeHHs. 3a HOBUM, DPO3-
pPOBAEHUM Ta yCnilwHO BrPOBAAXEHUM HamMu Me-
TOAOM CUHTE3Y, B3aemogielo 5-metunypauuny ta
¢pTopoTaHy B ymoBax MmixdasHoro kartaniay 5-18-
KpayH-6 y NyXHOMY CepenoBuuli, B CUCTEMI po3-
yuHHukis (AMDA-GeH3eH—-aieTUNOBUIA eTep) CUH-
TesoeaHo cnonyku 1=l (cxemn 1, 2). '

3asHayeHa peakuis npoxoguts no atomy Miapo-
redy npu N/ | B pe3ynsTaTi yTBOPIOIOTHCH ABA TUNK
npoaykTie: 3amiwenuin N'V-(1',1'-audnyopo-2'-6po-

MO-2'-xnopoeTtun)ypaumn Il — npoaykT peakuii npu-
eAHaHHA-BlAWEnReHHs Nno aTtomy [igaporeny, Ta
gignosigHe rigpokcunoxigHe Il — 9k Npoaykt no-

nanswux nepertsopexs 3a ywactio 1',1'-gudnyopo-
2’-6poM0o-2'-XNOPoETUNLHOrO dparmeHTa (peaxuii
perigpodTopysaHHa | 3aMilieHHa atomy ¢bnyopy Ha
riAPOKCUNBHY rpyny.

Cnonyka |l npu rigponisi gae no3nuTUBHUIA TeCT 3
apreHTyM HITpaTOM (Ha MNPUCYTHICTL Xnopua- Ta
6pOMiA-iOHIB) Ta MO3UTUBHWUA TECT HA MPUCYTHICTe
Gnyopua-ioHisa, HaaBHICTb KPAaTHOro 3B'A3KYy
niaTBEpAXEeHo peakuiclo 3HebapBneHHs BPOMHOI
BOAM.

B I4-cnektpax cnonyku | ineHTudikosaHo cur-
Hanu BanNeHTHUX KonueaHe 3B'a3kie C-Hal npwu
515, 615, 550-695 cM~' IHTEHCWUBHI CUrHAnNK Kap-
6oHinbHux rpyn vC=0 npu 1710, 1750 cm™', Ba-
NEeHTHI KonuBanHa anipatuynux 3e'a3kie C-H npu
2800, 3000 cm'. CniBBIAHOLLEHHS IHTErpanbHuX
IHT@HCUBHOCTEN curHanie 8 'H-AMP-cnexTpax cno-
ayku | NinTBEpAXYE BiACYTHICTL NPOTOHIB NPWU aToMi
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Synthesis of biologically active compounds

Cxema 1
O
R,
AL
8] N~ "R
DB-18, KOH H
CF;—CHBIC! CF=CBrCl
DMFA, benzene - - HF, t '
‘ B!
IR
i HN \/\\l‘ NH

|
2 R i
R, R,

OMR , RMO

|
me R, =CH, R,=H(l) -
Cxema 2
i
R, DB-18, KOH
HN)\/ e
| i -+ CF~=CBrClI Ehﬁ.b—_,
: . benzene
OAN/\R_
H
(o]
R,
HN HN
| =5 iy I
(0] N R, o N R,
! 00
Z>CHBICI HO/\/

ne R, = CH,, R, =H (II, ill)

N"' Mmonekyn ypauuny Ta HasiBHICTb NPOTOHIB B Mo-
noxexHi —C'®'H ¢parmenTy ypauuny 8 obnacti &
7.22-8.86 M.4., Ta NPOTOHIB B nonoxeHHi N¥'H rete-
O0UMKNIYRUX gaep npu & 4.04-10.70 m.4., 9Ki 4yacT-
KOBO 3HAXOAATHLCH B Aentepoobmini. CnissiaHo-
LEHHA IHTerpanbHnx IHTEHCUBHOCTEW CUrHanis B
'H-AMP-cnekTpax pe4yoBuH Il, |l nigreepaxye
BIZICYTHICTb NPOTOHIB Npu atomi N''' Monekynu ypa-
umny npu 11.00-11.25 M.4., a Ta2koX HaABHICTb
nPOTOHIB B nonoxewnHi C®H retepouuknivHoro
sapa npu 7.22-7.36 M.4., | NPOTOHIB B NONOXEHHI
N® retepouukniyHoro sapa npu 10,.56-10.80 m.u.
Curxan npotony rpynu BrCICH-CF, - B Moneky-

nax cnonyku i, skui TEOPETUYHO NOBUHEH NPOSAB-
naTMCA y euai keaprety aybneris npu 5.80 m.u., He
CROCTePIraeThCa, OCKINbKW 3aMIilLYETHCHA HA AEi-
Tepin. [lani eneMeHTHOro aHanidy Ha N CuHTeso-
saHux cnonyk -l BianosipaiwTe 0B4YUCNEHUM 3HA-
yeHHaMm (tabn.1).

BigHeceHnHs curdanis 8 14- ta 'H-AMP-cnekTpax
cnonyk I-1ll HasepgeHo B Tabnunui 2.

Mig 4ac nposegexHa HIONOTriYHUX AOCAIAXEHL
Hamu Oyno BigibpaHo cepen CUMHTE30BaHUX CNo-
nyk HanbBinb nepcnekTusHi Ta BAN3eLKI 3a XiMIYHOK
6YAOBOK A0 npenapaty nopisHaHua 5-DY. Cnig
3a3Ha4YUTU, U0 B MOMEKYNax Lux CNonyk rerepo-

Tabnauus 1. [ani enementHoro axaniay, T. nn., Bpyro-dopmyna, npaktvusnHnii Buxia cnonyk -l

Crioyka Buxin. % T. na., °C 3naia., N. % bpyro-dopmyna, M.m. Bupax., N, %
/ 43 286-289 14.32 C;,H;(BrCIN,O,, 389.59 14.38
1 32 277-280 9.20 C-HgBrCIF,N-0,, 303.49 9.23
1 25 272-276 9.90 C;HBrCIN,O;, 281.49 10.00

ISSN 2312-0967. ®apmauesruunum yaconuc. 2014. Ne 3
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CHpTe: GIOI0MN 440 AATHRRNI CDOTVA

Synthesis of biologically aciive compounds

Tabnuua 2. CnektpansHi xapakTepucTuky cnonyx |-l

Crionmyku Jani I14-cnexrpis: KBr, cm

Jani cnextpie “H-AMP:
JIMCO-d, TMC. 8. M4, J, 'l

7 513, 550, 690, 850 (CC1, C—Br);
1710, 1750 (C=0); 2800-3000 (CH)

1.71 (6H, 1., J%34,=5.0 T, 2CH;); 7.23 2H, 1., J5345=5.0 T,
2CH); 10.71(2H, ym. c., 2N H)

11| 550690 (C—Hal); 1710, 1750 (C=0);
- 2820-3000 (CH.)

1.714 (3H, ¢..~CH;); 5.76-5.78 (1H, kB.1., J}15=5.4 T, .1 s
=0.8 I'u, CF>CHBICI); 7.2

2 (H, ¢.~CiH): 10.58 (1H, c., NaH)

I | 550690 (C—Hal); 1710, 1750 (C-O);
2820-3000 (CHs): 3200-3400 (OH)

1.73 (3H, c., CH;); 7.25 (1H, c., C(gH); 10.62 (1H, ¢., N(])H)
11.03 (1H, ¢, OH)

UMKNIYHE GparMeHTU NOB'A3aHI 3aNULIKOM MOone-
Kynu 3aranbHOro aHecrteTruka PpropoTaHy, SKkun
LWMPOKO BUKOPUCTOBYETHCH B XiPYPridyHin OHKO-
noriddia npaktuui [10]. JocnigxeHHs rocTpoi TOK-
cuyHocTi cnonyk 1=l nokaszano, wo MoHonoxigHi 1,
Nl Ta B6ic-noxigHe | MeHw TokcuuHi (y 1,27-1,515
pasa), Hix 5-@Y. 3HaueHHsa ix N[, 3HaxoaaTbCA B
mexax Bin 515 mr/kr no 479 Mr/Kr (rabn. 3).

KOHTPONO. Mpu NOPIBHANBHOMY TICTONOTIYHOMY
ANOCNIAXEHHI KNITUHHO-TKAHUMHHUX Deakuin nyxnu-
HU MPU NIKYBAHHI NOTEHUIAHOK NPOTUNYXIUHHOK
cnonykow — bBic-noxiasum | B8 ymMoBax cyBkniTuH-
HOMO TECTYBAHHS BCTAHOBNIEHO 3ANeXHICTb MixX
BUPAXEHUMU PErPECUBHUMU 3MIHAMU NYXIUH Ta
PIBHEM ranbMyBaHHA 1X POCTY. 3a3HayeHun edexT
BBAXAETbCH BUPAXEHUM WOAO NOLAANBWOro BuU-

Tabnuua 3. NMapameTpu TOKCUSHOCTI crionyk /-/ll nopieHsHo 3 5-BY

Crnojryka J1 Lo, MI/KT
1,1-Bic-[5’-meTunnipuminnn-2" 4’ -nion-1-in}-2-Gpomo-2 " -xnopoeThies (1) 515
N-(1°,1 "-audyopo-2°-6pomo-2’-xnopoeTii)-S-methHaypaim (/1) 485
N'"-(2’-6pomo- 1 *-rinpokcu-2 '-xj0poeTeHin)-S-meTunypauni (/1) 479
5-®V (npenapar nopisusHus) 375

NpoTunyxnnkHa pis cuHTesoBawux cnonyk |-
AOCNIAXEHa B EKCNEPUMEHTaX 3 BUKOPUCTAHHAM
MYXAUHW rONOBHOMO MO3KY NioaAnHU (onepauinHuin
Ta GioncitHuiA Martepian) 8 NigKancynbHOMY TecTi
3a metoaomMm Borpana. Mpu nikyBauHi rniobnacro-
MU NIOAVMHU KPpUTEpieM 3HauvywocTi Oys BIACOTOK
rafibMyBaHHA POCTY reTepPOTPAHCNNAHTATY rMioMu
moavHu noHan 25 %. BuaBneHo, wWo npoTunyx-
AVHH2 aKTUMBHICTE BIC-NOXIAHOTL | 3HAYHO nepe-
BULLYE NPUAHATMIA KpuTepiin. Maca reteporpaHc-
ANaHTaTy 3n08KICHOI rnioMu nicns ail Bic-noxigHo-
ro | amenwunnacs no (1,85+0,091) mr, wo
BiANOBIA@E 3a pea3ynbraraMu MoOpPONOrivHoro
KOHTpONo 29,8 % ranbMyBaHHf POCTY NYXNUHU.
Ue B 1,2 pada Dinblwe NPUAHATOrO KPUTEPID ax-
TUBHOCTI npu nikysaHHi rniobaacrtomu. wo
NIATBERAXEHO NDW NPOBEAEHHI MOPDONOTINHOTO
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BYEHHA Dic-noxigHoro S-metunypauuny | npu nyx-
NUHAx roaoBHOrO MO3KY.
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XUMMUECKVE MOAVDUKALUNY U NPOTUBOONYXONEBAR AKTUBHOCTb N+ (17,1
AUDRYOPO-(1’-TMAPOKCH)-2’-EPOMO-2’ - XIOPOITUI) -5-METUAYPALMOE 1 1,1-BUC-
[5-METUNMUPUMMONH-2’, 4’-AUOH-1'-Uf]-2-BPOMO-2" - XJIOPO3TUNEHA

E. B. BenbyuHckas

HalioHANBHLIN MEANLIMHCKU YHUBEDOUTET MMEHN A, A BOrOMONBLE

Peaome: C MOMOLLBIO HOBOMG NPENAPATUBHOND METOAA CUHTE3I3 NOAYYEH W VCCAELOBAH DAL NOTEHUWANLHLIX
NpadoPMUPOSAHHBIX NMPUMUAMHOB ~ MOHO- 1 BUC-NPOM3RCOHLE S-MeTURYpaulna, B MOREKYAAX KOTOPLIX OfUH
UK 183 FETEPOUUKAMMBCKUX DPArMEHTa GBR3AHBI C OCTATKOM MOREKyrbl PTOPOTaHA, (OKA3AHO, YTO TOKCUNHOCTD
{14, .} cunTezapoRanHaIx coequHeri & 1,3-1,5 pasa Huxe, uem y NpenapaTa cpasHeqns 5-Gropypaunna. 3ra4eHua
ux N4, Haxoaates & npepenax ot 515 8o 479 mr/kr. JIns CHHTe3upOBanHOTO Brc-NPON3BOLHOr0 S-MeTraypauMna
OBHAPYXEHE NPOTUBOONYXOAEBAR BKTNBHOCTE OTHOCWTERBHO FETepOTPAHCANaHTATA FUOMB! Yenoseka (29,8 %).

Knwyesbie cnosa: NpMMUEIH, S-MeTURYPaUU, NPOTHROONYXONERAN GKTUBHOCTL, TOKCHUHOCTL, FAMOMA HEN0BEeKa.

CHEMICAL MODIFICATIONS AND ANTITUMOUR ACTIVITY OF NO'-(1’, 1 -DIFLUORC-{1’-
HYDROXY)-2*- BROMO -2'-CHLOROETHYL)-5-METHYLURACILES AND ,1-BIS-{5-
METHYLPYRIMIDINE-2’,4’-DIONO- 1’-IL]-2-BROMO-2'-CHLORCETHYLENE

Q. V. Veichinska
Nationai Medical University by 0. O. Bohomolets

Summary: a series of potential preformed pyrimidines — mono- and bis-derivativas of 5-methyluracile, which molecules
contains one of two heterocyclic's fragments, which connected by the remainder of molecule of halothane, synthesized
by the new preparation method of synthesis and investigated. !t was showed the toxicity (LD, ) of compounds, which
synthesized, s in 1.8-1.5 times a lower then ona of preparation of comparing S-fluorouracile. Data of its LD, are at the

fimit from 515 to 479 mg/iy. It was discovered that the bis-derivative of S-methyviuraciie has antitumour action on the
geterctransplantate of human gliome (29.8 %). !

Key words: pyrimiding, S-methyluracile, antitumour activity, toxicity, human gliome.
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