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FOCTPA TOKCUYHICTb S-ANIKUTNOXIAHUX 5-(AAAMAHTAH-1-11)-4R-1,2,4-
TPIA30/-3-TIOHY
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3anopi3bkuli 0epxasHuUl Meduy4HUl yHisepcumem

Peslome: y CTaTTi HaBefeHO AaHi BYBYEHHS TOCTPOT TOKCUYHOCTI MOXiAHWX S-ankinnoxigHux 5-(agamaHtaH-1-in)-4R-
1,2,4-Tpia3on-3-TioHy. 3a JaHUMWN JOCNIAXEHHS, FOCTPa TOKCUYHICTb PEYOBUH 3HAXOAUTLCS B Mexax Big 485-2090 mr/kr,
LLLO CBIAYNTB MPO iX HN3bKY TOKCUYHICTb Ta HAEeXHICTb A0 IV =V knacy TOKCMYHOCTI.

HalimeHW TOKCMYHOW cepep, AOoChimKyBaHuX S-ankinnoxigHux 5-(agamaHntaH-1-in)-4R-1,2,4-Tpia3on-3-TioHy 6yna
cnosyka Ne 7, JI., sikoi cTaHoBUTL 2090200 Mr/kr.

TOKCUYHICTb ~ S-ankinnoxigHux 5-(agamaHTaHn-1-in)-4R-1,2,4-Tpia3on-3-TiOHy 3aneXxutb Bif XiMIYHOT CTPyKTypwu
O0CNiAKyBaHUX PEYOBWH, Tak B pagy BUXigHUX 5-(agaMaHTaH-1-in)-4-R-1,2,4-Tpia3o-3-TiOHiB Big BiACYTHOCTI 3aMiCHUKa
3a N, aTOMOM HITpOreHy 710 BBE[IEHHS METU/IbHOTO Ta (PEHIIbHOTO 3aMiCHUKIB TOKCUYHICTb 3MEHLIYBaach Bif 485 Mr/kr
00 1420 mr/kr.

Takox O6y/0 BCTaHOBMEHO, wWo B Monekyni (5-(agamaHTtaH-1-in)-4-mMeTun-3-inTio)askiinoxigHUX Mpu MNOAOBXEHHI
Kap6bOHOBOrO slaHutora Bif, 6y TUALHOIO A0 reNTUIbHOTO CMOCTEPIraETbCS 3HMKEHHSI TOKCMYHOCTI Big 566 go 2090 mr/kr,
TOAi K Nnofjablie 3pOCTaHHA KiNbKOCTi aToMiB KapboHy B JaHOMy NaHLo3i NpU3BOAMTL [0 3POCTaHHA TOKCUYHOCTI Bif,

2090 mr/kr fo 842 mr/xr.

KnrouoBi cnoBa: roctpa TOKCUYHICTb, 1,2,4-Tpia3on, agaMaHTaH.

BcTyn. KapkacHi cnonyku BxogsaTb A0 cKnagy 6ara-
TbOX NiKapCbKNX 3ac00iB, He Hanexartb 0 PEeYOBUH, AKi
CMHTE3YIOTbCA B OPraHi3Mi TEensIoKpoBHUX TBapuH. Pa-
30M 3 TUM, BOHU CUHTE3YOTLCSA pocsimHamu [5]. Cepeg
KapkacHWX BYr/1eBOJHIB Ha CbOrofHi HalibisbLle BuBYe-
HUIA pag agamaHTaHy.

BBaxaloTb, L0 0CO6AMBOCTI 6ioNOrivHOT Ail NoXigHUX
afamaHTaHy noB’a3aHi 3 HasiBHICTI0 06’EMHOrO i BUCOKO-
ninocpinbHOro KapkacHoro sapa. BiporigHo, ue Bigirpae
NeBHY posib y hopMyBaHHI puc 6i0N0rYHOT aKTUBHOCTI
NOXiAHWX aflamaHTaHy — y 6araTbOx BUMagkax HM3bka
rocTpa TOKCUYHICTb [2] i LMpOoKuii crnekTp chapmMakoso-
rivHoi gji [1, 8, 9.

JlinoginbHICTL  aamaHTaHOBOrO s4pa  BU3HAYae
MOX/IMBOCTI 6e3nocepeiHbLOi B3aEMOZii MOsekyn 1oro
3aMiLleHnx NoxigHMx 3 6ioNoriYHMMKM MembpaHamu, SKi
MICTATb NiNigHWIA Wap, a Takox 3 rigpothobHMK dpar-
MeHTaMu BifKiB, WO BXOAATb Y CTPYKTYPY peLenTopHUX
yTBOpEHb [7].

Bucoka ninocpinbHiCTb | 06'eMHa CTpyKTypa aja-
MaHTaHOBOIo pajvKana npu Moro BBEEHHI B MOJEKy-
N Pi3HMX BIONOrIYHO aKTUBHMX CNOJYK 3HAYHOK MiIpOKD
MOANIKYIOTE X hapMakosnoriyHy fjto. Takum YUMHOM,
6yna moaudikoBaHa CTPYKTypa psfy aHTUMIKPOOHMX,
NPOTUMYX/IMHHUX, IMYHOAENPECUBHUX, TOPMOHASIbHUX,
rinornikemMiyHnX, aHasIbreTUYHUX, NPOoTU3anasibHUX, He-
POTPOMHUX 3acobis [4].

HaBepeHi gaHi cBiguatb nNpo Te, WO NoXigHi agamaH-
TaHy, SK i pag, iHWWX KapkacHWUX cnonyk, — Le 6ionoriv-
HO aKTUBHI pe4yoBuHW. LLL0 3yMOB/IOE iHTEpPEC A0 AaHUX

KnaciB opraHiyHnx cnonyk siK NoTeHUiiH1X mkepen ans
pO3p0o6KN HOBUMX JfliKAPCbKMX 3acobiB. 3Baxarunm Ha
BMCOKY (hapmakonoriuHy fito noxigHux 1,2,4-tpiasony,
noeaHaHHA B OAHIN Monekyni agamaHTaHy Ta 1,2,4-
Tpiasony Moxe MpuBecTU A0 YTBOPEHHS BMCOKOAKTUB-
HUX hapMakoIOriYHNX PEHOBUH.

Tomy Ha nepLuomy eTani AOCAiMKEHb HALLOK METOH
6yN0 BMBYEHHS TOCTPOI TOKCUYHOCTI Ta BCTAHOBJ/IEHHS
OesKNX 3aKOHOMIPHOCTEN BifHOCHO X TOKCUYHOCTI Ta
6ya0Bu AOCAioKYBaHUX MOXiAHWX.

MeTtoau AocnimKeHHs. BMBYEHHS rOCTPOI TOKCMY-
HOCTI nNpoBogunn 3a ekcrnpec-metogom B. B. Tpo3o-
poBCbKOro [6] Ha 6iNnX HeniHinHKX LWypax 06ox cTaTel
Baroto 175-235 r. BukopucTtosysanu 4 rpynu TBapviH, no
2 CroCTepEXEHHS B KOXHIN, 3 0AaTKOBUM BUKOPUCTaH-
HAM OAHIET nonepeaHbOl Ta HacTynHoI A03u. Crnonyku
BBOAM/IM NabopaTopHUM TBapuHaM y BUIMAAI TOHKO-
AMCNepcHOi BOAHOI cycneHsii, 3 goAepXaHHAM npasun
acenTukn Ta aHTUCENTUKK, 3a JONOMOroH0 LUNPULLA BHYT-
PiLLIHLOYEPEBHO, SIKWIA TOTYBaUIM B AUCTUNBOBAHIN BOA) 3
po3paxyHky 1 mn cycneHrsii Ha 100 r sarv TBapuHu. Cno-
CTEPEXEHHA NPoBOAWUCE Yepes 24 roguHu [3].

O6’ekTOM  A0CNIgKEHb  BUCTYNaNN  asKinoxigHi
5-(apamaHnTaH-1-in)-4R-1,2,4-Tpia3oNn-3-TioHy, SKi CWH-
Te30BaHi Ha Kadeapi TOKCUMKOOTIYHOT | HEOPraHiyYHOT Xi-
Mii 3anopi3bKoro AepXaBHOro MenyHoro yHiBepcuteTy
(3aBigyBay kadpeapu, npocpecop O. |. MaHaceHko) meTo-
[OM asiKinyBaHHS rasioreHasikaHamu (taén. 1).

W O0OroBopeHHs. 3a pesynbrata-
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Ta6nuya 1. FfocTpa TOKCUYHICTb asKiAMoXigHWX
5-(agamaHTaH-1-in)-4R-1,2,4-Tpia3on-3-TioHy
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1 |OnnK-48 H H 485+110
2 |OnK-7 H CH, 898+71
3 |OriK-6 H CH, 1420+110
4 |OnNK-32 CH, CH, 566+45
5 |OrMK-33 CH, CH, 770+175
6 |OrK-34 CH, CH, 17904220
7 |OmMK-35 CH, CH, 2090+200
8 |OrK-36 CH,, CH, 11494371
9 |[OrnkK-37 CH, CH, 898471
10 |OnNnK-38 C,H,, CH, 842+142
11 | OrK-25 C,H, CH, 1100214
12 |OrK-26 CH, CH, 898471
13 |OMK-27 CH,, CH, 870+170
14 |OrK-28 CH, C.H, 770122
15 |OnK-29 CH,, CH; 16804290
16 |OMNK-30 C,H,, CH; 776%73
17 |OMK-31 CoH, | CH, 764+165

S-ankinnoxigHux 5-(agamaHTtaH-1-in)-4R-1,2,4-Tpia3on-
3-TioHy ©Oyno BCTAHOBMEHO, WO TOKCUYHICTb A0CAi-
[PKyBaHNX PEYOBUH 3HAXOAUTLCH B Mexax Big 485 fo
2090 Mr/kr. Tak, HaiTOKCUYHILLOK CMOSYKOH BUSBMBCS
BUXiZHWIA TiOH, L0 HE MICTUTb 3aMiCHUKIB 3a N, aToMOM
HiToporeHy Ta itoro 14, cknanae 485+110 Mmr/kr.

MEHLW TOKCUYHUMK BUSIBUANCH TiOHW, LLO MICTATb
3a UMM Xe MOSMIOXKEHHSAM METWIbHUA Ta (DeHINbHUIA
3amicHMK (cmon. Ne 2 i Ne 3, wo craHoBuTb 898 Ta
1420 wmr/kr, BigNOBIAHO).

He Habarato TOKCMYHMM 6yB GyTUNTIO-4-MeTUN-5-
(apamaHTaH-1-in)-4H-1,2,4-tpiason (cnon. Ne 4), lioro
NA,, cknana 566+45 mr/xr.
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HaiiMeHW  TOKCWYHUM  cepef,  OOCAIOAXYBaHWUX
S-ankinnoxigHux 5-(agamaHTtaH-1-in)-4R-1,2,4-Tpia3on-
3-tioHy 6yna cnonyka Ne 7, JI[,, AKOi CTaHOBUTb
2090+200 mr/kr.

MpoaHanisyBaBlUM faHi OTPUMaHWUX eKcrnepuMeH-
TaNlbHUX A0CNIAKEHb TOCTPOI TOKCUYHOCTI Ta XiMiYHOT
6y[0BU [OCMIMKYBAHUX CNOMYK, 6y BCTAHOBNEHI Ae-
AIKi 3aKOHOMIPHOCTI BiIHOCHO XiMiuHOT By0BY Ta rocTpol
TOKCUYHOCTI.

Tak, B pagy BuXigHux 5-(agamaHtax-1-in)-4-R-1,2,4-
Tpiason-3-TiOHIB Bif BiACYTHOCTI 3amicHuka 3a N, arto-
MOM HITPOreHy A0 BBEAEHHA METU/IbHOMO Ta PeHiNbHO-
ro 3aMiCHUKIB TOKCUYHICTb 3MeHLLYyBanach Bif, 485 Mr/kr
00 1420 mr/kr.

TakoX 6yno BCTAHOB/EHO, WO B  MOMEKyni
(5-(agamaHTaH-1-in)-4-meTnn-3-inTio)ankinnoxigHux
npu NOAOBXEHHI KapHbOHOBOTO flaHutora Bif 6yTUNLHOMO
[0 TENTWILHOMO  CYNMPOBOMKYETLCA  3HWKEHHAM
TOKCMYHOCTI Big 566 o 2090 mr/kr, Togi Sk nogasiblue
3POCTaHHSA KiJIbKOCTi aTOMIB KapboHy B aHOMY NaHL03i
NPU3BOANTb [0 3POCTaHHSA TOKCUYHOCTI Big 2090 mr/kr
00 842 mr/kr.

LlikaBa 3a/ieXHiCTb CnocTepiracTbCAa B MOMEKyni
(5-(apamaHTaH-1-in)-4-deHin-3-inTio)ankinnoxigHux.
Ha BigmiHy Bif 4-metunnoxigHux (5-(agamaHtaH-1-in)-
1,2,4-Tpia3on-3-Tio)asKiNnoxigHWx BBEeAEHHA (HeHisb-
HOro 3amicHuka 3a N, aTOMOM HiTporeHy cnpusie 3poc-
TaHHIO TOKCUYHOCTI NpK 36iNbLUEHI BYr1eLeBOoro slaHLto-
ra askinnoxigHux Big GyTUNLHOTO 4O renTubHOro (Big,
1100 go 770 mr/kr).

BucHoBKW. LocnigpkysaHi S-ankinnoxigHi
5-(apamaHTaH-1-in)-4-R-1,2,4-Tpiazon-3-TioHiB ~ Haue-
xaTb o IV Ta V knacy TOKCUMYHOCTI Ta € MasioTOKCUY-
HUMUK a6o Maixe HETOKCUYHUMY, iX J1[, CTaHOBUTL Bif,
485 no 2090 mr/kr.

HaiimMeHW  TOKCWYHUM  cepef,  OOCAIOAXYBaHWUX
S-ankinnoxigHux 6yB 5-(agamaHTtaH-1-in)-3-rentunTio-
4metun-1,2,4-tpiazon, J14,, Akoro ctaHoBuTbL 2090+
200 mr/kr.

3a pesynbTaTamun A0CNIAKEHb BCTAHOBNEHO AEsKi
3aKOHOMIPHOCTI BIAHOCHO XiMiYHOT By0BU Ta rocTpol
TOKCUYHOCTI [OCAIAKYBaHUX PEYOBUH, Tak B pagy
BUXigHUX  5-(agamaHTaH-1-in)-4-R-1,2,4-Tpia3on-3-
TiOHIB Bif} BiICYTHOCTi 3aMicHMKa 3a N, aTOMOM HiTpO-
reHy [0 BBeLleHHSA METU/IbHOTO Ta (PEHINbHOro 3amic-
HWKIB TOKCMYHICTb 3MeHLWyBanacb Big 485 Mmr/kr oo
1420 wmr/kr.
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OCTPAA TOKCUYHOCTb S-ANIKWINMPOU3BOAHDLIX 5-(AAAMAHTAH-1-UM)-4R-1,2,4-TPUA30/1-3-TUIOHA

B. H. OguHuoBa, O. U. NaHaceHko, E. I'. KHbIwWw

3anopoxckuli 20cydapcmseHHbIU MeduyUHCKUli yHugepcumem

Peslome: B cTaTbe NpuBEAEHbl AaHHblE N3YYEHUS OCTPOM TOKCMYHOCTM S-anKMNNpon3BOAHbIX 5-(agamaHTtaH-1-nn)-4R-
1,2,4-tpnason-3-tmoHa. Mo pesynsrataM MccnefoBaHuiA ocTpasi TOKCMYHOCTb BELLEeCTB HaxoauTcs B npegenax 485—
2090 mr/kr, 4TO CBUAETENbCTBYET 06 MX HN3KON TOKCUYHOCTU U NPUHAANEXHOCTH K IV=V Knaccy TOKCMYHOCTHU.

MeHee TOKCUYHBIM Cpeau uccnegyembixX S-ankuanpounsBogHbiX 5-(agamaHntan-1-un)-4R-1,2,4-Tprason-3-TuoHa 6bi1o
coeaumHerune Ne 7, 14, koToporo coctaensfeT 2090+200 mr/kr.

TOKCUMYHOCTb S-ankKUANpPoM3BOAHbIX 5-(agamaHTaH-1-nn)-4R-1,2,4-Tpna3on-3-TuoHa 3aBUCUT OT XMMUYECKOI CTPYKTYpPbI
nuccrnegyemblx BeLWecTB, Tak B psAgy WCXogHbiX 5-(agamaHTaH-1-un)-4-R-1,2,4-Tpnas3on-3-TMOHOB OT OTCYTCTBUS
3amectutena npu N, atome HUTporeHa Ao BBEEHNSA METU/ILHOTO U (OeHWUNBHOTO 3aMEeCTUTESNIA TOKCUYHOCTL YMEHbLLIAeTCA
oT 485 mr/kr go 1420 mr/kr.

Taiwke 6b1/10 yCTaHOBNEHO, YTO B Monekyne (5-(agamaHtan-1-un)-4-metnn-3-untmo) ankuanponsBoAHbIX Npu YO ANHEHNN
Kap6OHOBOI Lenn oT BYTUABLHON [0 renTUNbHON HaboAaeTcs CHMKEHNEe TOKCMYHOCTU OT 566 A0 2090 Mmr/kr, Torga Kak
JanbHelillee yBenuyeHne KonnyecTsa atoMmoB kapboHa B JaHHOW Lieny, NpyBOAMT K YBENMYEHUIO TOKCMYHOCTY OT 2090 mr/kr
00 842 mr/kr.

KntoueBble cnoBa: ocTpas TOKCUYHOCTb, 1,2,4-Tpnason, agamaHTaH.

ACUTE TOXICITY OF S-ALKYLDERIVATIVES OF 5-(ADAMANTANE-1-YL)-4R-1,2,4-TRIAZOLE-3-THIONE

V. M. Odyntsova, O. |. Panasenko, Ye. H. Knysh

Zaporizhia State Medical University

Summary: the article presents the data of acute toxicity of S-alkylderivatives of 5-(adamantane-1-yl)-4R-1,2,4-triazole-3-
thione. According to the study an acute toxicity of the substances is in the range from 485-2090 mg/kg, which testifies to
their low toxicity and belongs to the IV-V toxicity class.

The least toxic among the studied S- alkylderivatives of 5-(adamantane-1-yl)-4R-1,2,4-triazole-3-thione was the compound
Ne 7, which LD, is 2090+200 mg/kg.

The toxicity of S- alkylderivatives of 5-(adamantane-1-yl)-4R-1,2,4-triazole-3-thione depends on the chemical structure of
the investigated substances so in the row of the derivatives of 5-(adamantane-1-yl)-4-R-1,2,4-triazole-3-thiones from the
absence of the substitute on the N, atom of nitrogen prior to the introduction of methyl and phenyl substitutes the toxicity
decreased from 485 mg/kg up to 1420 mg/kg.

It was also found that in the molecule of (5-(adamantane-1-yl)-4-methyl-3-ylthio) of alkylderivatives when lengthening of
a carbon chain from butyl to heptile accompanied by a toxicity decrease from 566 to 2090 mg/kg of the carbon atoms’
number in the chain leads to the toxicity increase from 2090 mg/kg to 842 mg/kg.

Key words: acute toxicity, 1,2,4-triazole, adamantane.
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