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CHUHTE3 TA TIPOTUMIKPOBHA AKTUBHICTb AMIAIB 3-BEH3WJI-5-METHWJI-4-OKCO-
2-TIOKCO-1,2,3,4-TETPATIJIPOTIEHO[2,3-d|IIPUMIJIUH-6-KAPBOHOBOI KUCJIOTH

© C. B. Baacos, B. I1. Yepuux

Mema. Llinecnpsimosane OMPUMAHHA HOBUX NPOMUMIKDOOHUX 3aco0ié ceped noxioHux 2-miomicHo[2,3-
d]nipumioun-6-xapb6onosux kuciom.

Mamepianu ma memoou 00caioxicenHn. Y pobomi UKOPUCMOBY8AIU CIMAHOAPMHI MEMOOU OP2AHIYHO20 CUH-
me3y ma cmpyKmypHOI Ximii, cCKpuHiHeosi memoouku pexomernoosani BOO3 0na oyiHku npomumikpooHoi ax-
MueHoOCMmi.

Pesynomamu. Ha ocnosi npomomosanoi 1,1'-kakpbonindiimioazonom 63aemooii 6I0n08iOHOI Kuciomu i3
aminamu y cepedosuui MDA 30iticneno cunmes Hosux amioie 3-Oensun-S-wemun-4-oxco-2-miokco-1,2,3,4-
mempaziopomieno[2,3-d] nipumioun-6-kapborosoi kuciomu ma 00CaiOHCEeHO iX NPOMUMIKDOOHY AKMUBHICTMb.
Bucnoexu. Jlocniosicenns ompumanux amioie 003601Un0 GUAGUMU CROJYKU, AKI NPOAGIAIOMb WUPOKUL CNEKmp
npomubakmepianvHoi 0ii ma He ennugaromuv Ha picm epubie pody Candida; Halibinbw akmueHoOw CHOIYKOI HO
sionowentro 0o wmamis Bacillus subtilis ma Candida albicans eusgusca emunosuii ecmep 3-6eu3un-S-viemu-
4-okco-2-miokco-1,2,3,4-mempaciopomicno/ 2, 3-d] nipumioun-6-xapbonoseoi kuciomu

Knrouosi cnoea: mioghen, nipumioun, kapboHO8I Kuciomu, amiou, iMioasoniou, MepKanmauu, aiKiTy8aHHs.,
npoOMUMIKpoOHi 3acobu

Aim. Targeted preparation of the novel antimicrobial agents among the derivatives of 2-thiothieno
[2,3-d]pyrimidine-6-carboxylic acids.

Materials and methods of research. The routine methods of organic synthesis and structural chemistry, the
screening methods recommended by WHO for antimicrobial activity studies were used for this work.

Results. The series of the novel amides of 3-benzyl-5-methyl-4-oxo0-2-thioxo-1,2,3,4-terahydrothieno
[2,3-d]pyrimidine-6-carboxylic acid has been performed using the 1,1'-carbonyldiimidazole promoted interac-
tion of the corresponding acid with amines in the DMF media and their antimicrobial activity was studied.
Conclusions. The study for the amides obtained allowed identification of some derivatives with the wide range
of antibacterial activity and no influence on the growth of Candida fungi; the ethyl ester of 3-benzyl-5-methyl-
4-ox0-2-thioxo-1,2,3,4-terahydrothieno[2,3-d] pyrimidine-6-carboxylic acid was found to be the most active
compound against the strains of Bacillus subtilis and Candida albicans

Keywords: thiophene, pyrimidine, carboxylic acids, amides, imidazolides, mercaptans, alkylation, antimicrobial
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1. Beryn OCTaHHI JOCIIDKEHHSI TAKOXK TOKa3aJH IePCHEeKTUBHICTh
[ligBUIEHAS SKOCTI JKHUTTS JIOAWHU — OJHA 3 MOITYKY MPOTHMIKpPOOHMX Ta MPOTHTPUOKOBHX 3aco0iB

npo0OiieM, SIKy BUPILIYIOTh COLiaIbHO-OPIEHTOBAHI rajy3i
HayKH, sIKi TICHO MOB's3aHi i3 NPAaKTHYHOIO AiSJIBHICTIO,
Taki sSK MenunuHa Ta (apmauis. Etionoriero Garatbox
3aXBOPIOBaHb BiJl SIKUX CTPaXXIAlOTh BCl BEPCTBH Hace-
JICHHS € MAaTOTreHHI 30yaHUKU OakTepianbHOi abo rpubd-
KOBO{ NPUPOJIU.

2. IloctaHoBKa npod/jeMH y 3arajJibHOMy BH-
rJsili, aKTyaJIbHICTh TeMHU Ta ii 3B'A30K i3 BamJIUBH-
MH HAYKOBHMH YH MPAKTHYHHMH NUTAHHIAMHA

[Nomryk HOBHX MPOTHMIKpOOHUX 3aCO0IB € aKTya-
JIBHUM 3aBJIaHHSIM cepeJl iHIINX BAXIMBUX Mpodiem, sKi
BHPINIYIOTHCSA KOHCTPYIOBAHHAM HOBHX MOTEHIINHHO 0io-
JIOTIYHO aKTHBHUX MOJIEKYI [1-4].

3. AHaqi3 ocTaHHiX JocaizxkeHb i myOaikanii, B
SIKUX 3a110YaTKOBAaHO PO3B'sI3aHHs JaHOi MpodJemu i
Ha fIKi cIMpaeThes aBTOP

IMoxigui amigiB 2-tiokcortieHo[2,3-d]mipumigun-
6-xkapOOHOBOI KHCJIOTH BiZIOMi SIK IIPOTHUPAKOBI 3acoOu
[5] Ta iHribitopu mpoJNNTiIPOKCHIA3H, IO MOXKHA 3a-
CTOCOBYBATH sIK 3ac00M [uIst JTiKyBaHHA aHemii [6]. Hamri

cepesl ecTepiB Ta amiziB 2-tiokcotieno[2,3-d]mipuminun-
6-kap6oroBux Kuciot [7-10].

4. BuaijieHHs1 HeBHMpillleHUX paHille YacTHH
3arajibHOi Npo0JieMH, AKii NpUCBAYEHA CTATTA

3Bakar0YM Ha BHAW AKTHBHOCTI, BiOMI ISt Tie-
HO[2,3-d]mipuMianH-6-kapOOKCaMi/iiB 3 TIOHHOIO IPYIOI0
y MOJIOKEHHI 2, MU 3BEpHYIIH YBary Ha po3poOKy ITiAXOMIiB
JI0 CHHTE3y Ta BHBYEHHS NPOTHMIKPOOHOI aKTHBHOCTI
aminiB 3-OeH3mi-5-mermin-4-okco-2-tiokco-1,2,3,4-Terpa-
rigporieHo[2,3-d]mipuMignH-6-kapOOHOBOT  KHCIIOTH  SIK
MOTEHIIHHNX HOBHX MPOTUMIKPOOHHX 3aCO0IB.

5. @opmya0BaHHA Wiseil (3aBIaHHSA) CTATTI

MeTor0 Hamoro JOCTiKEHHS cTana po3polka
CHUHTETHYHUX TMiIXOMIB NPHIATHUX AJsI OTPHUMaHHS 3a-
MIIIEHUX aMigiB  3-0eH3mi-5-mMeTmi-4-0Kkco-2-Tiokco-
1,2,3,4-tetparigporieHo|2,3-d]mipumiauH-6-kapOoHOBOI
KHCJIOTH 13 PI3HUMH 3aMiCHUKAMH, JOCIIKESHHS IX TpO-
TUMIKPOOHMX BJIACTMBOCTEH Ta BCTAHOBJICHHS 3aJIC)KHO-
CTell CTPYKTYpa-TIPOTHMIKpOOHa aKTHBHICTH JUISL OTPH-
MaHUX PAZIIB CHOJIYK.
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6. Buki1ag 0CHOBHOrO MaTepiajy J0cCJaiTxeHHs
(MeTofiB Ta 00'€KTiB) 3 OOIPYHTYBAHHSIM OTPUMAHUX
pe3yJabTaTiB

XimiyHa yacTuHa

Bci po3unHHHMKE Ta peareHTH OyiM OTpuUMaHi 3
KoMmepuiitaux mkepen. Temmeparypu mnaBieHHs (°C)
BU3Ha4anM 3a pornomororo npwiany Koduepa. Crextpi
'H SMP sammcysann ma npmiaxi Varian Mercury
(200 MI'm) 8 IMCO-dg BuyTpimmiii cranmapt TMC.
Xpomaro-mac-CIeKTPOMETPUYHHUIT aHalli3 MPOBEJCHO Ha
xpomarorpadi PE SCIEX API 150EX, ocnameHomy
Mac-IeTeKTOpoM. Mac-CIIeKTpH OTpHUMaHi Ha TIPHIIadi
Varian 1200L. Anani3 Bmicty HitporeHny mpoBomiin 3a
MetoaoM K'enpaas.

Buxinny cmomyky eTms 5-MeTHI-4-0Kco-3-
(0en3ua)-2-riokco-1,2,3,4-rerepariaporieno [2,3-d]mi-
puMianH-6-kapéokcuiar 1 Oyio orpumano 3a omy0ui-
KOBaHOIO paHime MeToAuKoro [7], axa € momudikaimiero
Metony [11] i3 BHKOpUCTaHHSAM Ui HEHTpamizamii Haj-
TMKy amiHy oprodocdartHoi kuciotu. 3-beH3min-5-
MeTmi-4-okco-2-Tiokco-1,2,3,4-rereparigporieno[2,3-d]
i pUMiTHH-6-KapOOHOBOI KUCIIOTY 2 OTPHMYBAJIK 32 Bi-
JIOMOIO MeTOIuKo0 [12].

3arajJbHa MeTOAMKA CHHTe3y aMiliB 3-0eH3mI-
5-MeTna-4-0Kkco-2-Tiokco-1,2,3,4-Teparigporieno[2,3-
d]mipuminnu-6-kap6onosoi kuciaoru 3.1-3.8.

Ho 025 r 3-0eH3mn-5-metuin-4-okco-2-Tiokco-1,
2,3,4-teparinporieHo|2,3-d]mipumiauH-6-kapOOHOBOT  KHC-
notu 2 pomaBam 0,3 r 1,1'-kapOoHinmiiMizaszony Ta 4 mi
6e3BonHoro JIM®A Ta cymimn Harpisamu (50 °C) npu ne-
pemimmyBarHi mpotsrom 15-20 xsmwmH. IloTiM momaBamm
0,8 MMOJIb BIIOBIAHOTO aMiHy Ta HarpiBaHHS MPOJOBXKY-
Bau npu 7080 °C mporsirom 5-6 rogun. Ilicnst oxono-
JUKEHHS CyMIIll po30aBIsiiii BOJOIO Ta OCaj, SIKH yTBOPHB-
s BiI(LIBTPOBYBAIH Ta Y MOJATIBIIOMY OYHIITYBaJIH KUIT 5
TIHHAM y HIDKYHX CITUPTaX (€TaHoJ ab0 2-TIpoTaHo).

Meroauka cunredy 5S-mermiu-2-{[(4-mermi-
¢penim)mernia]rio}-4-oxco-N,3-6ic(peninimern) -3,4-
aurigporieno [2,3-d|mipuminun-6-kapookcaminy 4.

Ho Oewsunaminy 3-OeH3mi-5-meTnin-4-okco-2-
Tiokco-1,2,3,4-repariaporieHo[2,3-d]mipumiauH-6-xap-
6onoBoi kucioru 3.1 (0,2 1) noxasamu 0,07 Ml TpUeTH-
maminy, 3 ma JIM®PA Tta 0,07 mn 4-meTunOeH3wi-
xmopuny. Cymimr mepemimryBanmd Tpu HarpiBanHi 60—
70 °C npotsarom 5-7 roauH. Ilicns OXONOMXKEHHS peak-
LiifHY cyMill po30aBisIM BOJIOIO Ta OCaJl, KUl yTBOPHB-
cs1, BiA(UIbTPOBYBAIN Ta PETEIHHO IIPOMHUBAIN €THOJIOM.

Buxin 68 %. Tt 124-126 °C. Cnextp 'H SIMP,
3, M. u.: 2,22 (3H, c., CHjy); 2,66 (3H, c., CHs); 4,33-4,50
(4H, M., 2xCH,); 5,25 (2H, c., CH,); 6,99-7,40 (14H, wm,
Ar-H); 8,73 (1H, t., NH). 3mnaiineno, %: N 8,15.
CzoH27N30,S,. Po3paxosano, %: N 7,99.

JocaixkeHHsI NPOTUMIKPOOHOT aKTHBHOCTI

JociipKeHHsT TPOTUMIKPOOHOT aKTUBHOCTI CHHTE-
30BaHUX CIIOJYK NMPOBOIIIM Ha 0a3i mabopaTtopii Gioximii
MIKpOOpraHi3MiB Ta MNOXWBHUX cepexoBun] Y «IMI
iM. I. I. MeunikoBa HAMHY» kepiBHUIITBOM K. 0i0J. H.,
c. H. ¢. Oconoguenko Tersnu IlaniBan. ¥V BigmoBixHOCTI

1o pexomennanin BOO3 [13—15] st OliHKH aKTUBHOCTI
TECTOBAHUX CHOJYyK BHKOPHCTOBYBAJIM  TECT-IUTAMHU
Staphylococcus aureus ATCC 25923, Escherichia coli
ATCC 25922, Pseudomonas aeruginosa ATCC 27853,
Proteus vulgaris ATCC 4636, Bacillus subtilis ATCC
6633, Candida albicans ATCC653/885. TIpuroTyBaHHS
MIKpOOHOI CyCIieH3ii MiKpOOpraHi3MiB HPOBOIMIN 3 BH-
KopucTaHHsM mnpminaxy Densi-La-Meter (BHpoOHHITBO
PLIVA-Lachema, Yexis; nosxwuna xBumi 540 aM). CUHX-
POHI3aIli}0 KyJIbTYp NMPOBOMWIN 3 BUKOPHCTaHHS HHU3BKOI
temneparypu (4 °C). MikpoOHe HaBaHTaKEHHs CKJIALAio
10’ MIKpOOHHMX KIITHH Ha | MII cepeoBHINa Ta BCTAaHOB-
moBanock 3a crangapromM McFarland. B poboty Opanu
18-24 rommHHy KyneTypy MikpoopraHiamiB. Jlis moc-
JDKeHh BHUKOPHCTOBYBaIM arap Miomiepa-XiHTOHA
(«HIMedia Laboratorles Pvt. Ltd India»). Jna Candida
albicans BukopucroByBanu arap Cabypo («HIMedia
Laboratorles Pvt. Ltd India»). Ciommyku BBOIIIIH METOIOM
mudysii B arap (-ryHKammu) y BUNDiAi po3uury B IMCO B
koHneHTpauii 100 mxr/mi B 06'emi 0,3 mur.

7. Pe3yJabTaTH 10C/TiAKEeHHs Ta iX 00roBOpeHHs

CuHTEe3 IPOBOJIMIIM Ha OCHOBI OJICP)KAHOTO paHi-
e eTWIOBOTO ecTepy 3-OeH3mI-5-MeTwin-4-okco-2-
Tiokco-1,2,3,4-teTparigpotieno|2,3-d |miprmigua-6-Kap-
60oHOBOI KucioTH 1 [7] HUILXOM Tigpodi3y, B pe3yabTaTi
4oro Oyna oTpuMaHa KirodoBa kuciora 2 [12] (puc. 1).

Jami xucnory 2 mMommpikyBaidl HUISXOM aMixy-
BaHHS 3 BHKOPHCTaHHAM METOAMK MENTHUIHOTO CHUHTE3Y
(1,1’-kap6oninaiiMinazon [CDI] npomoToBaHMX peaxiii
aIITIOBaHHs). Y peakiii aMiZyBaHHS BHKOPHCTOBYBAIH
aMiHM OCH3WJILHOTO THIy Ta IMOAIOHI A0 HUX BTOPUHHI
reTepOLMKIIIUHI aMiHU. B pe3ynbraTi nmpoBeneHnx ekcre-
puMeHTiB HaMu Oynm BuaiieHi amimm 3.1-3.8 y Burmimi
TYTOIUIABKUX TBEpAMX pedoBHH. Di3nKko-XiMivHI XapakTe-
PHUCTHKHM NaHI BUXOJIB Ta €JIEMEHTHOrO aHaji3y Ta 3Ha-
YeHHI MiKiB KBa3iMOJICKYJSPHUX 10HIB JJISI XpOMAaTO-Mac
CIEKTpiB CIIOJIYK 3 MpeACcTaBieHi B Tabm. 1.

CrpykTypa oTpuMaHuX aMminiB 3 Oyja miarBep-
JUKeHa IaHuMu cruektpockonii SIMP. [lns 'H amp
CIIEKTpiB aMmimiB 3 XapakTepHI CHHIJICTHI CHUTHAIH
MPOTOHIB METWJIBHOTO 3aMicHHKa Tpu TiodeHi B aia-
naszoni 2,31-2,61 M. 4., ymupeni curaanu NH mpoTo-
HiB mipuMmiguHTioOHy Tpm 13,60-13,84 M. 4. Ta TpH-
wieTHi — amigHoro ¢parmenty npu 8,37-8,73 M. u.,
TakoX HasgBHHM curHan rpynu CH, GeH3unpHOTO 3a-
MicHHKa 0a30BO1 CTpyKTypH mpHu 5,54-5,58 m. 4. Cur-
HaJIlM METHJICHOBHMX IPOTOHIB OCH3WJIAMITHUX 3aJIHMII-
KiB crocTepiraroTbcsi B miamazoni 4,29-4,44 . 4. y
BUTJIAI Ay0JIETiB 32 paXyHOK PO3ILEIUIEHHS IPOTOHOM
CyCIIHBOTO aTOMa HIiTPOTEHY.

V cnekrpax °C SIMP orpumanux amigis 3 cro-
CTEepIraloThCs CHUTHAIN METWIBHOI rpynu mpu 14,5 m.u.,
atom Kap6Gony rpymu CH, y monoxenni 3 Tieno[2,3-
dmipuminuHy XapakTepU3yeThCsS CHTHAIOM mpu 48,5—
49,6 M. 4. Atom kapbony C=0 amimHOTO (parMeHTy J1ae
curHai npu 161,1-161,8 m. 4., a curnan ¢pparmenry C=S
crioctepiraetscs B Aiamazoni 174,7-175,1 m.u.
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Puc. 1. Cxema cuHTe3y aMimiB
3-6en3un-5-mernin-4-okco-2-tiokco-1,2,3,4-repariaporieno[ 2,3 -d JnipumianH-6-kap6oHoBOi KucaoTu 3.1-3.8.

Di3uK0-XIMIYHI XapaKTEPUCTHKH aMiJIiB
3-6en3uin-5-meTnin-4-okco-2-tiokco-1,2,3,4-repariaporieno[ 2,3 -d JmipumianH-6-kap6oHoBOi Kucaotu 3.1-3.8.

Tabuuns 1

M N %
R oi. popmyna T, Mo
Ne criog. R? °C Buxizn, % 03 MH* (I;C./MS)
Tmmn., °C LP—
3HAM
31 Bn C22H19N30,S; 59 9.97 421,54
' H 264-266 10,12 422,0
3. 4-CH;-CeH,4-CH,- Cx3H»1N30,S, 79 9,65 435,57
’ H >300 9,78 436,0
' H 242-243 9,69 436,2
3.4 4-CoHs5-CsHy-CH,- Ca4H23N30,S, 75 9,35 449,60
' H 280-282 9,41 450,2
35 (Pyridyl-3)CH,- C»H1gN,O,S, 59 13,26 422,53
’ H 265-266 13,40 423,1
36 2.,4-diOMe-C¢H3-CH,- C2H23N30,4S, 87 8,73 481,60
’ H 135-137 8,84 482,0
3.7 C24H21N30282 82 g,@ 447,58
' N 256-257 9,42 448,2
~
1 \ CasH23FN,O,S; 11,33 494,61
38 F@N\ N— 225226 9 11,49 495,1
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Hani 'H SAMP-cniekTpiB amiiB
3-6en3un-5-metuin-4-okco-2-riokco-1,2,3,4-reparinporieno[ 2,3-dmipumiaus-6-kapOonosoi kucnoru 3.1-3.8

Tabmuws 2

Jani Be SAMP-cniexTpiB amimiB
3-0en3un-5-mernn-4-okco-2-tiokco-1,2,3,4-repariaporieno[ 2,3 -d JnipumianH-6-kap60HOBOT KUCIOTH 3

XiMiYHHH 3CYB, O, M.4.
Ne cronr. i
oI CI{(33T11{0‘£’§HY NH AunidaTu4Hi TPOTOHH ApoMaTH4YHI IPOTOHU
31 261 8,67 (1H, 1, CH,NHCO); 4,41 (2H, 1, NHCH,) 7,13-7,40
' ’ 13,84 (1H, ym.c, NHCS) 5,54 (2H, ¢, NCH,); (10H, M, Ar-H)
8,62 (1H, 1, CH,NHCO); 2,25 3H, 1, CHy);
3.2 2,60 13,79 4,35 (2H, 1, NHCH,) 7,02-7,36 (9H, M, Ar-H)
(1H, ym.c, NHCS) 5,58 (2H, ¢, NCH,);
_ 2,27 (3H, T, CHy);
33 261 81.36251(1;1;, Elﬂfl\llxlﬂlfcos?) 4,37 (2H, 1, NHCH,) 6,97-7.32 (9H, M, Ar-H)
: » YHLC, N1 5,57 (2H, ¢, NCH,);
1,13 (3H, 7, CH,CH3);
8,65 (1H, 1, CH,NHCO); | 2,53 (2H, k8, CH,CH); ] )
34 2,60 13,79 (1H, yur.c, NHCS) | 4,36 (2H, 1, NHCH,) 7,05-7.:44 (9H, m, Ar-H)
5,57 (2H, ¢, NCHy);
7,12-7,43
35 261 8,73 4,44 (2H, 1, NHCH,) (6H, M, Ar-H);
' ’ (1H, T, CH,NHCO); 5,57 (2H, ¢, NCH,): 7,73 (1H, 1, Ar-H);
8,49 (1H, 1, Ar-H)
8,37 3,72 (3H, ¢, OCHy); (23’43'%51)_
36 258 (1H, T, CH,NHCO); 3,77 (3H, ¢, OCHy); 708 (HL. 1 Ar-H):
' ’ 13,60 4,29 (2H, 1, NHCH,) B 16’_27"3 e
(1H, yur.c, NHCS) 5,58 (2H, ¢, NCHy); (SH. w0, ArcH):
2,83 (2H, 1, CH));
3,72 (2H, 1, CHy); ] )
3.7 2,31 13,78 (1H, ym.c, NHCS) 467 (QH. o, CH). 7,04-7,40 (9H, M, Ar-H)
5,58 (2H, ¢, NCH,);
3,08 (4H, w, 2CHy); o At
38 2,35 13,77 (1H, yur.c, NHCS) 3,63 (4H, m, 2CH,); 1739
5,58 (2H., ¢, NCH,): 157,
’ . ’ (5H, M, Ar-H)
Tabmuus 3

N XiMigHHH 3CYB, O, M.4.
CIIOJI.

31 14,57; 42,97, 48,60; 116,57; 124,64; 126,86; 126,92; 127,08; 127,28; 128,22; 128,34; 136,48; 136,96;
' 139,26; 151,18; 157,06; 161,66; 175,01

39 14,57; 20,70; 42,71, 48,59; 116,56; 124,71; 126,92; 127,08; 127,31; 128,22; 128,87; 129,18; 135,92;
' 136,23; 136,48; 136,84; 151,19; 157,08; 161,57; 175,01

33 14,55; 21,07; 42,92; 48,60, 116,57; 124,38; 124,73; 126,93; 127,07; 127,49; 127,94, 128,22; 128,27,
' 136,45; 136,92; 137,38; 139,17; 150,96; 157,01; 161,59; 174,95

34 14,56; 15,72; 28,87; 42,74, 48,60; 116,55; 124,73; 126,92; 127,08; 127,36; 127,48; 127,70; 128,21; 128,32;
' 136,48; 136,86; 142,37; 151,10; 157,04; 161,58; 174,98

35 14,55; 48,60; 116,58; 123,70; 124,30; 126,93; 127,08; 128,22; 134,98; 135,73; 136,44; 137,34; 147,78;
' 148,47; 151,08; 157,01; 161,80; 174,98

36 14,46; 37,90; 49,59; 55,23; 55,43; 98,30; 104,36; 116,51; 118,60; 125,13; 126,92; 127,05; 128,22; 128,68;
' 136,46; 151,07; 157,04; 157,68; 159,77; 161,52; 174,93

37 14,59; 28,36; 42,70; 46,57; 48,61; 115,75; 123,20; 126,23; 126,27; 126,59; 126,97; 127,22; 128,21; 128,65;
' 132,90; 133,79; 134,14; 136,49; 150,97; 156,92; 162,14; 174,81

38 14,62; 44,57; 48,59; 49,48; 115,24, 115,54; 115,70; 117,90; 118,00; 122,90; 126,95; 127,15, 128,21;
' 133,61; 136,47; 147,56; 151,02; 154,85; 156,89; 157,98; 161,76; 174,79
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Takox Hamu Oyna mpoBeaeHa Mmoaudikaris N-
Oensmnaminy 3-0eH3wi-5-mMeTrin-4-okco-2-Tiokco-1,2,3,4-
TerpariapoTieno[2,3-d]mipumianH-6-kapOOHOBOT KHUCIOTH
3.1 muaxoM ankinryBaHHS atoma CylnbQypy Y IOJI0XKEHHI
2 4-MeTHIOCH3WIXJIOPHIOM, SIKMH Oyi10 0OpaHo y SIKOCTI
e eKTHBHOTO aJIKUTYI0UOro peareHry (puc. 2).

B pesymbraTi D0OCIiHKEHD IPOTUMIKPOOHOI aKTHB-
HOCTI BCTaHOBJICHO (TaOy. 4), MO HAWOUTBIT aKTHBHUM
cepell TECTOBaHWX CHONYK € 3-6emsuin-5-merin-N-(3-
MeTHI0eH3M)-4-0KCco-2-Tiokco-1,2,3,4-TeTparigpo-Tie-
HO[2,3-d]mipuminun-6-kapbokcamin 3.3 Ta 3-GeH3mi-6-
{[4-(4-payopodenin)ninepasun-1-in|kapoonin } -5-meTni-

2-tiokco-2,3-nuriaporieno[2,3-d]|mipumigun-4(1H)-ox
3.8, sKi MpOSIBISIIOTH MIMPOKUI CIIEKTP NMpOTHOAKTEpialib-
HOT /1il Ta He BIUTMBAIOTH HA picT rpubiB poxy Candida.

B Toii ke wac n-metun OeHzwiaaMin 3.2 BUSBUB
pa3oM i3 CIoIyKO0 4 NMPUTHIYYI0Yy aKTHBHICTH MO Bil-
HorreHHto J10 pocty Candida albicans, ane Bouu He mpo-
SIBUJIM TAKOTO 3HAYHOTO e(heKTy BimgHOCcHO Oakrtepii. Lli-
KaBO BiI3HAYMTH, IO BUXIHUH ecTep 1 BUABHCS 3HAYHO
aKTUBHIIIMM T0 BigHomeHHio no Bacillus subtilis Ta
Candida albicans. B Toit e 4yac kucioTa 2 BUABHIACH
MEHII aKTHBHOIO IO BiIHOMICHHIO IO TOCHIJKyBaHHX
MiKpoopraHi3MmiB (Tabi. 4).

o 0
Q N
o) Y, N CICH,C4H,CH, 74 |
| /K NEt N S N/)\S
N S N S 3 H
H H
31 4

Puc. 2. Cxema cunte3y 5-metun-2-{[(4-metundenin)mernn|rio } -4-okco-N,3-0ic(peninmernn)-
3,4-npurigporieno [2,3-d]nipumianu-6-kapookcaminy 4

Tabmuus 4

Jani npotuMikpoOHOTO cKpHHIHTY moXigaux 1, 3.1-3.8 ta 4 (100 MKkr/mi)

Cepe[Hi TiaMeTpH 30H 3aTPUMKH PICTY B MM, KUTBKICTh TIOBTOPIB TOCIiAy n=3
Cron Staphylococc | Escherichia Proteus Pseudomonas Bacillus Candida albicans
' us aureus coli ATCC vulgaris aeruginosa subtilis ATCC 653/885
ATCC 25923 25922 ATCC 4636 ATCC 27853 ATCC 6633
18 15 17 17 24 24
3.1 21 19 17 17 16 18
3.2 pict pict 16 20 17 22
3.3 25 22 21 20 25 16
3.4 15 14 picr picr 17 pict
3.5 15 14 13 13 16 pict
3.6 15 15 picr picr 16 pict
3.7 15 14 picr picr 17 pict
3.8 25 23 21 22 25 15
4 19 18 13 picr 22 20
Metr.* 14 14 picr picr 16 14
Strept.** 15 16 picr picr 17 pict

Note: *Metr. — Memponioason, pozuun y JIMCO, konyenmpayis 30 mxe/mn; **Strept. — Cmpenmomiyun, pozuun y H,O,

xkonyenmpayis 30 mxe/mi;

8. BUCHOBKHY 3 NMPOBEAEHOI0 T0CTi:KeHHsI i ne-
PCNEKTHBY MOJAJIBIIOT0 PO3BUTKY JaHOT0 HATIPSIMKY

3anporoHoBaHMi MiAXiA Ui CHHTE3Y amifgiB 3-
OeH3m-5-MeTin-4-0kco-2-Tiokco-1,2,3,4-rerparinpo-
TieHo[2,3-dnipumiguH-6-kapOOHOBOI KMCIOTH MUISIXOM 11
amigyBaHHA i3 BUKopucTaHHsM K/II sk KarumiHr-peareHry.
Jocnimkena npoTUMiKpoOHa aKTHBHICTh OTPUMAHUX aMi-
JB Ta BCTaHOBJIEHO, 110 3-6eH3uin-5-metmia-N-(3-merui-
Oensmn)-4-okco-2-Tiokco-1,2,3,4-terparigporieno[2,3-d]
mipuMiauH-6-kapOokcamin Ta 3-6ers3min-6-{[4-(4-dpayopo-
¢beninm)mninepasun-1-in|kapooHin} -5-merun-2-riokco-2,3-
nwuriaporiedo[2,3-d|mipuminua-4(1H)-ou MPOSIBIISIIOTH
HIMPOKUI CIIEKTp MpoTHOaKTepiaabHOI Ail Ta He BIUIMBA-
10Th Ha pict rpubdiB poxy Candida; HalOiIBII aKTHBHOIO

8

CIIOJIYKOIO TIO BifHOIICHH!O 10 mtamiB Bacillus subtilis Ta
Candida albicans BusBHBCS eTHIIOBHI ectep 3-OeH3MI-5-
MeTmi-4-0kco-2-Tiokco-1,2,3,4-Terparigporieno| 2,3-d|mi-
pUMiNH-6-KapOOHOBOT KUCIIOTH.
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