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IEPCIIEKTUBU CTBOPEHHSA HOBUX
AHTUMETABOJIITIB IMIPUMIJIMHOBOI'O OBMII
BIC-ITOXITHUX 5(6)-3AMILIEHUX YPALIWIIB

'Hayionanvnuit meouunuit ynisepcumem im. O. O. Bozomonvys, Kuis,
*Incmumym mikpo6ionozii i gipyconozii im. JI. K. 3abonomno2o HAH Vipainu, Kuis,
‘Incmumym ¢papmaronozii ma moxcuxonozii AMH Yxpainu, Kuis

Beryn

OaHNM i3 NepereKTHBHUX 11Is-
XIB 1OWYKY 3aC0O0IB MIKYBaHHS
NMYXJIUHHOT XBOPOOU € CTBOPEHHS
HOBMX AHTUMETAa0ONITIB NYPUHO-
BOI'O T4 HIPUMIAMHOBOIO 0OMiHY,
371aTHHX BIUIMBATH HA CTPYKTYPY
Ta QyHKLIT HYKTIETHOBUX KHCIIOT
| Manux akTUBHMX Moiekyn [1].
AKTYaldbHICTh AOCHIKEHb Mif-
TBEPAKYETHCA YUCSTILHUMH PObO-
TAMH BITYH3HSHOI Ta CBITOBOI JIi-
repatyp: [2; 3]. Bizomo, 1o nyx-
JTMHU BUKOPHCTOBYIOTH MOJIEKYJIH
ypauMay akTHBHilIE, HIXK HOp-
ManbHI K1iTHHU. OCKiTbKM BaH-
JIep-BaallbCOBI PasliyCH BOAHIO TA
bropy 61M3bKi, MOXKHA OUIKyBa-
TH, Wo S-propypaunn abo ioro
noxijgHi 6yayTh BHKOHYBATH PO.Ib
cyberparty ta/abo iuribitopa ¢ep-
MEHTIB | 11ePEBAXKHO MOTJIMHATH-
CS TKAHUHAMM TYXJIHHH.

Monekynn 5(6)-¢prop(rano-
reH)3aMilleHUX ypauuIiB Ta ix
NOXIIHUX 34aTHI BUKOHYBATH
ponb Grop(ranoreH)BMiCHUX CHH-
TOHIB Y OPraHiYHOMY CHHTE3I,
TOMY 1X AaKTHBHO BUKOPHCTOBY-
I0Th JUISl CTBOPCHHS OPHIiHAb-

HUX DIOJIOTTYHO AKTUBHMX M-OJIEKYJL
Kpim Toro, seesaeHHs prop(ra-
noreH)BmicHuX (apmakodopis y
reTePOLMKIIIYHY MOJIEKYTY NpH-
BOJMUTH 10 MiJABUILEHHS POIYHH-
HOCTI CNONYK Y niniaax i poouTs
NiKapceeKi 3aco0M eeKTUBHILIN-
MH Y 3B 43KY 13 IETKICTIO iX TpaHc-
NOPTYBAaHHA B opraHi3mi [4]. 3a-
3Ha4YeHa yBara 40 (GTOPBMICHMX
(parMeHTIB y HOBMX MOJIEKYIaxX
BUKJIMKAHa TAKOX IiICHIIEHHAM
aHTHMeTaboNIYHUX BIACTHBOCTEH
LIMX CIOJIYK.

OnucaHo MeToa BBEJICHHS 10
anidaTyHoro naxwgora abo apo-
MaTHYHOTO Kiblsi hapmakodop-
Hoi rpynn -CF,CHBrCl npn Bn-
KOPHCTAHHI JIOCTYMHOrO peareH-
Ty Ta jikapcbkoro 3acodby ¢ro-
pOTaHy 3 METOK cHHTE3y Oioso-
I'YHO aKTUBHHUX crionyk [5]. B3ae-
MO/l HTOPOTAHY 3 OCHOBOIO CY-
MPOBOAKYETHCH €AIMIHYBAHHAM
(GTOPHCTOrO BOAHIO TAa I'CHEPY-
BAHHSAM TIPOMIKHOTO MPOAYKTY
2-6pom-1,1-audrop-2-xnoperu-
JeHy, AKkuii 6e3nocepeanso pea-
TYE 3 MOJIEKYJAMH CIIHPTIB NMpH
KaTani3i ocHoBO, /laHa peakui
JIO3BOJISIE BUSBUTH HOBY CTpare-

IO U1l CHHTE3Y CelIeK
MPYHKUIOHAIBHHX MC
MiuHa Oya0Ba AKHX /107
JEHHS B MOJIEKYJIY HOB
KoopHUX (pparmenTii
Meta paHoi podot
y BH3HAueHHi npedo
MiPpUMIAMHIB, IX CHHTE3
XIMIYHHX 1 QI3MKO-XIN
PAKTCPHCTHUK, BUBYEHF
TIYHUX BJIACTHUBOCTEI
rOCTPOi TOKCHYHOCTI
NYXJIMHHOT il

Marepia;m Ta m¢
JIOCTTLUKCHH!

Hogi rerepoumkiit
Xi/1Hi CHHT@30BaHI Ha ¢
3aMILEHUX YPaALMITIE
Tany. AGCOMOTHI pc
AICTAIOThL y TAKKH Cro
HITPUA TeperansoThb
JeTHIIOBUI edip — H
BUM HATPIEM, AUMETH]
i OeH301 — y Bakyymi
AJIbHICTb CHMHTE30BaH
KOHTPOJIIOKTh METO
1apOoBOi XpoMaTorpa
crunax Silufol-254 y ¢
TOHITPHI-TeKcaH 2: 1,
BOoHI (1Y) criekTpw 3ar
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r=w rpodotomerpi UR-20 (Bu-

“=ux “Charles Ceise Hena”,

=~ wS4HHa).

T 220DIIMHHY XpomaTtorpadiro
=) TPOBOAATDH HA ra3opiiuH-
tpomartorpadi “Perkin El-
Y D-aeTekTopom (BUpoOHMK

“=w.n". Himeyumnna). CriekTpH
* WP H zanucyloTh Ha npuna-

++  Bruker WP-200" (BupoOHHMK

=-_wer’, llBeiiuapis), “Varian

" (8upoOHuK “Varian”, CILIA)

“ooonoo vacrotoro 200-132 MIMu

OMSO-dg 3 BUKOPHCTAHHAM

STTAMETHIICHIIAHY SK BHYTPILU-
CTaHAapry.

N, -(2"-6pom-2"-xn0p-

1 -0ic-(6-Memunypayun)

Trucomysauna posyuny Ne I:
~° 7 riapokenay kamiw (0,0044
=1, 0.025 r anbenso-18-kpa-
--~-zdipy B 20 Ma cyxoro OeH-
I2PEMILLYIOTh MPH TEMMepa-
= 50 °C npubausHo 1S xB 10
= ODEHHA HA CTIHKAX XIMIYHOro
“-:¥TOpa OINOro nojaiMepHoOro
= 50Ty, TOOTO YTBOPEHHS KaJic-
“0 KoMmmuiekcy 3 aubenso-18-
“avH-6-epipoM. OTpuManni
:41H OXOJIODKYIOTH 10 KIMHAT-
TeMIepaTypH, A0AATh 10
- oro kpaniasMu posuuH 0,87 r
144 monb) ropoTany B 20 Mn

ro edipy.
ITpucomyeanns posuuny Ne 2:
L 1 (0,0088 monb) 6-MeTH-
T ZUMY PO3YMHAIOTH Y 40 Ma cy-
) auMetuadopmaminy 1npu
=unepartypi 60 °C B okpeMomy
wivHOMY nocyai. Fapsunii pos-
4 No 2 no1a10Th KparisiMM ye-
©1 AUTWILHY JIIHKY 10 PO3YMHY
"o 1. nepeMillylOTh NPH TeMne-
“21yvpi 60-80 °C | roa (peakuii-
-4 CYMIill MYTHIE Ta MPU Ha-
" BAHHI CTAC YEPBOHO-KOPHUHE-
= 010), QUILTPYIOTh y Taps4yomy
ST aHI, OXOJNIOAKYIOTh, BIATAHAIOTH
DOCTOIO NEPErOHKO0 PO3YUHHH-
' 3aJMIOK — ocajl — NPOMMU-
221071k 30 M2 cyMili XieTUnoBui
s2ip —rekcaH (1 : 1) i cywartb y
2KV YMI BOJOCTPYMHHHOTO HAacO-
-2 Cnonyka 1 — kpucTaniyHui
2POLIOK XKOBTOTO 3a0apBiieHH ,
SCTIRKMI 10 Al rapayoro opra-

HIYHOTO PO3YHHHMKA, NPH nepe-
KPHUCTaNi3auii po3KJIaJaeTbes 10
BUXiAHOTO ypauuny. Buxin 1.85r
(43 %); T,on, 286-287 °C. 3Haii-
neHo, %: C 38,80; H 3,2; N 14,8.
C,,H,BrCIN,O, O6uucneno, %:
C37,1; H 2,58; N 14,38; IY-cnexTp
(KBr), cm-!: 515, 550, 690, 850 (C-
Cl, C-Br); 960-970 (trans-C=C-):
1710, 1750 (C=0); 2800-3000
(CH;). AMP'H: 2,004 (6H, c.,
2CH,), 5,313 (2H, c., 2C(5)-H),
10,832 (2H, a., 2N(3)H, Jy 4*
9,6 I'u).

AHAJIOTIYHO CHHTE3YIOTb CIOo-
nyku: NNy -(2""-6pom-2""-
xnopemenin )-6ic- ( S-memunypayun)
(IT) i3 0,87 r (0,0044 mons) dro-
porany Ta 1,11 r (0,0088 Monb)
S-mernaypauuny, N, N -(2"-
bpom-2""-xnopemenin)-6ic-(5-
¢mopypayun) (II1) i3 0,87 r
(0,0044 monb) pTOPOTAHY Ta
1,15 r (0,0088 mons) S-dpropypa-
unny, Ny Np-(2'"-6pom-2""-
xaopemenin )-bic-( S-6pomypayun)
(IV) i3 0,87 r (0,0044 monb) Ppr1O-
potany Ta 1,67 r (0,0088 Monb)
5-Gpomypaumny, Ny, Ny;)-(2"-
bpom-2''-xnopemenin)-bic-
(5-nimpoypayun) (V) i3 0,87 r
(0,0044 mons) proporany Ta 1,38 r
(0,0088 mob) S-HiTpOYpaumy.

Cnonyka I1 — kpucraniynmid
MOPOLIOK KPeMOBOT0 3abapBiieH-
HA, KPHCTATI3Y€ETLCA 3 CyMillli
PO3YHMHHUKIB €TAHON — IEeKCaH
(1:1). Buxin 1,58 r (36,8 %). T,
3 ocMosIeHHaM 265-268 °C. 3uHaii-
aeno, %: C 37,60: H 3,08:
N 14,53. C\,H,BrCIN,O,. O6-
yucneHo, %: C 37,1; H 2,58;
N 14,38; I4-cnektp (KBr), cm':
515, 615 (C-Hal), 1710, 1750
(C=0), 2800--3000 (CH,). AMP'H:
1,712 (6H, ., J?y 4 5 T'u, 2CHj).
7,229 (2H, 1., 123 i3 5Ty, 2CH),
10,7 (2H, yw. c., 2NH).

Crnonyka T — xpucranmiunmii
MOPOLIOK KPEMOBOro 3abapBiieH-
Ha. Buxin 1,751 (50 %), T, oy 238~
240 °C. 3nuaipeHo, %: C 30,08;
H 1,15 N 13,78. C,;H,BrF,CIN,O,.
O6uucneno, %: C 30,21; H 1,13;
N 14,09; I4-cnekrp (KBr), em':
510, 550, 690 (C-C1, C-Br); 1150,
1210 (C-F); 1735, 1750 (C=0).

AMP'H: 4,532 (2H, yw. c.,
2N(3)H), 7,447 (2H, a., 2C(¢)-H).

Crionyka IV — kpucramiuuuii
NOPOLLOK KPeMOBOI'o 3a0apBJieH-
Ha. Buxia 1,36 v (30 %) T ., 3
ocmoneHHsaM 270-275 °C. 3uaiie-
Ho,%: C22.8; H 1,02: N 11,01; Br
45,96. C,(H,Br;CIN,O,. O6umuc-
nedo, %: C 23,13; H 0,77;
N 10,78: Br 46,1 IY91-cnextp (K Br),
cm ! 550-695 (C-Br), 1710, 1750
(C=0). AMP'H: 4,048 (2H. c.,
2N)H in H,0), 7,66 (2H, c.,
2C,H).

Crnonyka V — kpucraniuHuii
ocaj KpemMoBOro 3abapBrieHHs.
Buxin 2,24 r (56,5 %): Ty, 3 OC-
mosteHHsM 290-295 °C. 3Haiine-
Ho, %: C 26,67; H 1,02; N 17.79.
C,oH BrCIN,O¢. O6uncneno, %:
C 26,59; H 0,89; N 18,60: I'4-criekTp
(KBr), cm-!: 550-690 (C-Hal).
1710, 1750 (C=0). AMP'H: 8,861
(2H, c., 2xC,H), 10,226 (2H, c.,
2N H).

Jis BM3HAYCHHSA CePeAHbO-
TokcHuHoi 103u JI 15, cuutesopa-
HHUX CNOJIYK BUKOPHUCTOBYBAJIH
excnpec-meroa B. B. I1po3opos-
cbkoro [6]. JocnikenHs nposo-
JWIH Ha OUIMX HeNiHIHHUX MH-
wax-caMusx Macoro (22,0£2.0) r;
HIJIAX BBEJAEHHS — MMiIWKIip-
HUM.

TTpoTUNYXIMHHY AKTHBHICTH
BMBYAIH 3riIHO 3 PEKOMEHAALlIs-
Mu PapMaKoNOTIYHOTO LEHTPY
MO3 Vkpaiuu Ha MoJaensx ekc-
NMEPUMEHTAJILHOTO MYXJANHHOIO
pocTy pi3zHoro renesy. Ilpenapa-
TH BBOJMJIH B 103aX, AKI BiANOBI-
nanu 1/4-1/6 J115,. Onepxani pe-
3yabTaTH 00po6/IeHO CTATHCTHY-
Ho [7].

PesyabTaTn aocaiaxenns
Ta ix 06roBopenns

3a HOBUM, PO3pO0JIEHUM HAMH
METOAOM CHHTE3y B3a€MOAICIO
¢pTopoTany sk GTOPBMICHOrO
CHMHTOHY ¥ YpPauUiB Y MOJIAPHO-
MY CHiBBiJIHOWIEHHI | : 2, y cHc-
TEMi PO3YMHHMKIB (DEH3071 — An-
meTHahopmamij — AIeTHIOBHI
edip) B ymoBax MikdazHoro ka-
tanmzy aAnben3o-18-kpayn-6-edi-
POM Y J1y)KHOMY CEPeOBMILII CHH-
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KOH, 18-crown-6
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ae R = H, Rl =CH; (I); R = CHy, Rl =H (II) R = F, Rl = H (II);
R =Br,RI =H (IV): R =NO,, Rl =H (V).

Pucyrnok. bic-noxiani ypauumnis

TE30BaHO HOBI Dic-noxijgHi ypa-
uniaiB 3 papmakopopHolo rpy-
noio =C=CBrCl, (I-V) (pucynok).
B IY-cnektpax cnoayk (I-V)
11eHTU(IKOBAHO CHIHAMHM 3B’ A3KIB
C-Hal npu 510-1210 cm! inTen-
CUBHI CHIHaIu KapOOHIAbHMX
rpyn C=0 rerepounKIiuHux
(parmenTiB Monekynu npu 1710,
1735, 1750 em!, curnanu CH;-
rpyn ans cionyk (1, 1) npu 2800-
3000 cm!. CniBBiAHOLIEHHA IHTE-
rpajibHUX IHTCHCMBHOCTCH CHTr-
Hane y AMP'H-cnekTpax crno-
ayk (I-V) niareepaxkye BiaCyT-
HiCTb MPOTOHA Mpu aToMi Ny,
SKI CIIOCTEPIraloThCs B MOJNEKY-
nax BUXiHUX ypaummis npu 11,00
11.25 M. ., @ TAKOX HAABHICTH
npotowis y nonoxkenusax CsH (I)
1a C o H (11-V) retepounkmianmx
siaep npu 5,31317,229-8.861 m. a.
BIAIMOBIZIHO, IIPOTOHIB Y MOJIOXKCH-
Hi N3 H retepounkniunux aaep
npu 4,048-10,832 m. a., ki yact-
KOBO JIEHTEPYIOTHCH.
S-@ropypaun i3 HOro BjIacTH-
BOCTSAIMM Yy mpoueci Metabosizmy
YTBOPIOBATH IHTEPMeTiaTH, WO
BKIIOYAKTLCA A0 CTPYKTYPH
JIHK, PHK, ranbmyioTb akTus-
HICTh THMIIJIATCHHTETA3H, AKa
3abe3neuye cuutes JJHK i PHK
HOro nomnepeaHuKaMu, 3Haxo-
JAMTBCSA Y LICHTPI YBArv MOLIyKy
HOBMX CMOJYK i3 3a3HA4YEHOIO
crnipaMoBanicTio ail. Jna nogans-
WHX J0cTikeHb 6i0a0riyHmX
BracTHBOCTEH BinibpaHo Gic-no-

XiHi S-MeTunypauuiy (cnoay-
ka II), 5-propypauuny (cnonyka
III) i 5-6pomypaumnny (cnonyka
IV), siki 3a ximiyHO Oya0BOIO TA
HASBHICTIO (hapMakOPOpPHHUX rpyn
€ Ha#binbw 6AM3LKUMH 10 Bi-
JAOMOTO0 NIKapeLKoro 3acoby --—
S-propypaumay. IpakTHuHKi
IHTepeC A0 MOTEHUIHHMX JTiKapch-
KHX 3ac00iB 3yMOBJICHHH X 1O-
CTIHHOIO I€I0 HA MAKPOOPTaHi3M,
JlocnijpkeHHs rIinboKKUX nepeTso-
PeHb YyTIMBUX KIITHH MiA BILIK-
BOM LIMX PEYOBHH € BaX/IMBUM ac-
nekToM dapmakosorii. Busna-
YEHHS OQHOTO 3 roJ0BHUX (dap-
MaKOJIOTIYHNX iHAEKCIB rerepo-
LUHKIIYHUX B1C-NOXiJHNX — rocT-
POT TOKCHYHOCTI — MOKa3ano,
wo cnonyku I Ta IV nanexats
a0 ManotokcuyHux: JIs, ix go-
piBHIOe 5151 415 Mr/kr, BiANOBIA-
Ho (tadbn. 1). Cnonyka HI Takox
HATKUTD 10 MATTOTOKCHYHHX CrO-
nyk, JI1s, it cranoButb 125 Mr/kr,
110 MEPEBULILYE TOKCUYHICTD MOfie-
peanix cnonyk y 4,12 ta 3,32 paly
BiANOBiAHO. OCKINbKH CTPYK-
TYPHUX AHAJIOTIB CHHTE30BAHMX
CMONYK y JiTepaTypi He onuca-
HO, MpenapaToM NopiBHAHHS OYB
BIIOMMIt IPOTHITYXTHHHMI JlIKap-
cbKHMii 3aci6 S-propypaumn. Ipe-
napart NOPIiBHAHHSA HAJIEKHTb 10
MaJOTOKCHYHHX CIOJIYK 1 Ma€ ce-
PEAHLOTOKCHYHY 103y 375 MI/KT.
TIpu BBEACHHI BULLIEBKA3AHUX Xi-
MiYHMX PEYOBHH Y IOCITIAHUX TBa-
PMH CrOCTepiraaucs TOHIYHI Ta

KJIOHIKO-TOHIYHI CYI0%
JI0BXK 1-2roa, baopans
3-5 rop — Tpemop.

OuiHka NpoOTHIYXT#
THBHOCTI OiC-MOXIAHMX 1
nacs 3a NOKa3zHUKaMu
rajJbMyBaHHS POCTY M)
JIBOX THMAX MYXJIHWHHOL
niMmpocapkomi Miica 1
Mi 45. JIng KOHTPOIK
TOBYBANM, 4K i B JOCII
cuyHocTi, S-gropypau
BUABIISEC AKTUBHICTb NPy
OenpHiil i penManBHIN
UITYHKA, TOBCTOI TA Mps
KW, MyXJIHH MOJIOYHO
WAYHKOBOT 347103, €Y
ITix yac BUBYEHHd ]
JIMHHOT AKTUBHOCTI 3Hat
pec CTAHOBMIIO MOXiH
HOI'0 aHecTeTnka (rof
S-propypaumny (IH).
3ayBaXKEHHSAMH KITiHIIH
poTaH € Haibuibw 3p
KapChKUM 3aco000M, AK!
3UTHUBHI PE3YJILTATH N
LIAHUX BTPYYaHHSAX B O
Hux xpopux. Came it
N(,),N(,',-(2"-6p0M~2"-X!
6ic-(5-propypaunn)
BUBYEHA B OHKOdapm
HHUX eKCriepuMeHTax. /
3oBaHoi cnonyxu Il
3HAYHY NPOTUMNYX]!
BIAHOCHO JiMpocapke
(75,3 %) i BiACYTHIC
NYXJIMHHOT JUT NpH ¢
(16.9 %). Onepxani a
y Tabn. 2.

Takum YHHOM, BHC!
MyX;IHHHA AKTHBHICTH
HUX TeTepPOUMKIIIYH!
XIAHUX J03BOJAC PO3
CIIOJIYKH K ITOTEH1IiH}
NMPOTHNYXTHHHI 3acol

Ilapamerpn rocrTpoi 1
reTepouHkaiunnx Hic

Bic-noxiane J

Cnonyka II
Cnonyka 111
Cnonyka IV

S-¢ropypauun
(KOHTPOJIb)

6
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Tabauysn 2

IMporunyxauuna akrusuicts cnoayku II1

Mpenapar Jlo3a, | Cepeans maca nyxauuu, r TanbMyBaHHS
Mr/kr KOHTPOJIb I jpocmia | POCTY nyXmuHH, %
Jlimpocapkoma IMnica

ronyka III 50,0 27,66 6,83 75,3%
S-dropypaumna 55,0**
SOHTPOJIb)

Capkoma 45

noayka III |.30,0 62,7 52,12 16,9
- HTopypaumnn 18,4**
“OHTPOJIb)

[Ipumimka, * — 3arnbenb 0aHIET TBAPHHM Y AOCTIHIN rpyni; ** — 3a [6).

*:7 HOBI MEPCNEKTUBH A4 no-
~= 75101 poBOTH Y UbOMY HATpPAM-
HKO(apMaKkoIorii.

BucHoBkH

3a HOBUM, po3pobaeHUM
‘M1 METOJIOM CHHTE3Y, B3a€MO-
~ <= droporany 1K GTOpPBMICHO-
CMHTOHY | ypaLMIIB y MOJISP-
- “M\ criBBiAHOWIEHHI | : 2 y cu-
_72M1 PO3YHHHHMKIB (OeH30n —
SoveTuadopMaMia — AieTHIIO-
=i ehip) B ymoBax MikpasHoro
«:7ami3y anbenso-18-kpayH-6-
“ZIPOM Y JIY)KHOMY CEpeOBHILI
“T230BAHO HOBI Oic-MOXiaHi
«unniB 13 papmakodopHolo

= .now =C=CBrClL
2 ByaOBY CHHTE30BAHHX CMO-
« (I-V) niaTBepAXKEHO JaHHMU
S TIMEHTHOTO aHam3sy, Y-, [4-,
<\ P'H-cnekTpockonii, a iIHAUBI-
© ZT5HICTD — METOJaMH TOHKO-

LapOBOI Ta ra30piIMHHOT XpoMa-
Torpadii.

3. BcTaHoBIeHO, WO CMOIYKH
I1 i IV HanexaTs 10 MaJIOTOKCHY-
uux: J1[15, ix nopiBuioe 5151 415
mr/kr BignosigHo. Cnonyka III
TAKOXK HAJIOKHUTh IO MAJIOTOKCHY-
HUX cnonyk, JI[1s, 1i cTaHOBUTH
125 Mr/kr, wo nepeBuulye TOK-
CHYHICTb MOMNEPEAHIX CHOMYK Y
4,12 3,32 pa3y BiaANOBiAHO.

4. JI)1s noxigHOro 3arajabHoro
aHecretHka ¢proporany Ta S-prop-
ypaunay (III) BiaMiyeHO 3HAuHy
NPOTHIYXJIMHHY IO BiAHOCHO
mimpocapkomu Inica (75,3 %) i
BI/ICYTHICTb NMPOTHIYXJIMHHOT Aii
npu capkomi 45 (16,9 %).
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) B Beawunnceka, E. O. Kosanenko, H. 1. Ulapukina
JEPCIHEKTUBU CTBOPEHHA HOBUX AHTUMETA-
- 1ITIB MPUMIIMHOBOI'O OBMIHY — BIC-TTO-

ZHHUX 5(6)-3AMIILEHUX YPALIMITIB

J7HMCAHO HOBHIE MpenapaTHBHHI METOJ CHHTE3Y reTepo-
11nx Bic-aanykTtis 5(6)-3aMilieHHx ypauunis i3 ¢ropo-
v nipu kaTanizi 18-kpayn-6-xomnsekcom. byaosy cunre-
1N CHIOJIYK MIATBEP/UKCHO JIAHWMM €eMeHTHOTO aHani-

- ©- 1Y-, AMP'H-cnekTpockonii, a iHaIUBiIyalIbHICTh
“1aMH TOHKOLIAPOBOI T4 ra3opiiuHHOI xpoMaTorpadii.
ZHOBIIEHO, 1110 CHHTE30BAHI CMOJIYKH HANEKATb 10 Majlo-
sauux: JT/1go ix komBacTbes Bin 515 no 125 mr/kr. Busis-
2HCOKHIT NpOoTHNYXJINMHHKIA edekr Bic-amaykTy S-¢prop-
L0V ranbMyBaHHA POCTy NyXauku giMdocapkomu Inica

~ 7R Y0
0 12,9 /.

K.no40Bi caosa: S-propypauui, proporTaH, myxaHHH, Kpa-

-=3.p. Karanis.
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0. V. Velchinska, E. O. Kovalenko, N. 1. Sharykina

PERSPECTIVES OF CREATION OF NEW ANTIME-
TABOLITES OF PYRIMIDINES CHANGE — BIS-DERI-
VATIVES OF 5(6)-SUBSTITUTED URACILES

A new convenient method for the preparation of
heterocyclic bis-adducts of 5(6)-substituted uraciles with
ftorotan with 18-crown-6-complex as catalyst was described.
The structure of synthesized compounds has been confirmed
by data of elemental analysis, UV-, IR- and NMR!H-spectra.
The purity has been tested by method of thin-layer and gas-
liquid chromatography. It was discovered that compounds,
which synthesized apply to little toxic preparations: LD, are
from 515 to 125 mg/kg. A strongly antitumour effect of bis-
adduct of 5-fluorouracile has been discovered: growth rela-

xation of Plissa Lymphosarcoma tumour mass was 75.3%.

catalysis.

Key words: 5-fluorouracile, ftorotan, cancer, crown-ether,

¥ /(13) 2009



