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Hi4HOlO iMyHonorieto Ta anepronorieto BAH3 YkpaiHu
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Bctyn. [leplo4yeproBoio Ck1agoBOd BMCOKOMO
PIBHS SIKOCTi XWUTTSA i MOr0 MOBHOLIHHOCTI € NCUXidHe
300poB’s Ta 6Gnarononyyys noavHu [6]. B ocTtaHHi pe-
CATUNITTA Mamxe B YCIX PO3BUMHYTUX OepXKaBax CBIiTY
BiAMIYAETLCSA 3POCTAHHSA MNCUXIYHUX po3nagiB. Y kpai-
Hax EBPONECbKOro CO3y Ha Lo NaTonoriio npunagae
00 30% Bif, yci€i KinbkoCTi 3axBoptoBaHb [13]. B YkpaiHi
Ginbwe 1,2 MAH. NlOAen cTpaxaalTb Bifd, TPUBOXHO-
[ernpecuBHUX po3nafiB Pi3HOro CTyneHs CKNagHOCTI
[2]. Binomo, W0 naToreHeTUYHi NaHkM Taknux NpoLLecis,
SIK TpuBOra, CTpax, Oenpecis, CTPEeCOPHi MOpPYLUEHHS
MatoTb NMOAIOHI pucK i 61M3bky HEMPOBIONOriYHY OCHO-
By [4]. Tomy cy4yacHa ncuxiaTpis i HeBponoris noTpedye
CTBOPEHHSI HOBUX 3ac00iB 3i cknagHnuM GaraToBeKTOp-
HVM CMEeKTPOM NCUXOTPONHOI Aii. Lle nacTtb 3mory yHu-
KaTu noninparmasii Ta BNAMBaTK Ha Pi3HI NaHKK CKnag-
HOro nNatoreHesy NCUxiYHMX 3axBopPIOBaHb. AKTyaNlbHUM
€ NOLUYK i CTBOPEHHS HOBMX MpenapariB y MCUXOTPOMHO-
MY CMEKTPI AK1X, NOPSL 3 BUPAXKEHOIO aHKCUONITUYHOLO
LI€I0, NPUCYTHI aHTMAENPECUBHNI KOMMOHEHT, 2 MOX-
NINBO 11 LepebponpoTEKTOPHI BNacTMBOCTi. Hawy yBary
NPMBEPHYIM MNOXiOHI  2-0KCOiIHAO0NIH-3-rNioKCUNoBOi
KMCNOTK, WO akTUBHO 3apa3 gocnigxytTtbesa [10,12].
BOHM He 3HMXYIOTb IHTENEKTYaNbHO-MNCUXIYHY Lissib-
HICTb, HE BUKIMKAIOTb Miopenakcauiji, TONepaHTHOCTI
Ta BUSIBNSAOTb LLEpebponpoTekTOPHI BNacTnBocTi [5,7].

EkcnepumeHTanbHi gaHi ceigyaTb NpO nepcnek-
TUBHICTb MNOAANbLUOro AOCHIOXEHHS CNOonykK-nigepis
3 yucna npoctux edipiB i amigiB 2-0KCOiHOOMIH-3-
rMiOKCUNOBOI KMCNOTKU, LLIO HEMOXIMBO 6€3 BCTAHOB-
JIEHHS iX 6€3MNEeYHOCTiI.

MeTta poGOTM — BCTAHOBUTM TFOCTPY TOKCUY-
HICTb 2-rigpokcun-N-HadTaneH-1-in-2-(2-okeun-1,2-
auvrigpoiHaon-3-inigen)-auetamigy (cnonyka 18) npwm
BHYTPILULHBOOYEPEBNHHOMY LUMISIXY YBEAEHHS | 3aCTOCY-
BaHHi BCEPEONHY.

0O0’ekT i MmeToan pocnimkeHHa. EkcnepumMeHTun
BuKOHaHi Ha 100 HeniHinHMX Muwax macoo 18-20 r.
Jocnign npoBoannn 3 LOTPUMAHHSAM BUMOT €Bponen-
CbKOi KOHBEKLi «[1p0 3axMCT XpebeTHMX TBAPWH, AKi BU-
KOPUCTOBYIKOTLCS A5 EKCNEPUMEHTIB Ta IHLINX HAYKO-
BUx Uinen» (Ctpacoypr, 1985), 3akoHy YkpaiHun «[1po
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3axX1CT TBAPWH Bif, XXOPCTKOro nOBOAXEHHS» (Ne3446
-1V 21.02.06).

2-Tippokcn-N-HadpTaneH-1-in-2-(2-okcn-1,2-
avrin-poingon-3-inineH)-auetamig ex tempore cyc-
nenayBsanu y BoAj Ans iH eKuin 3 eMynibraTopom «TBiH-
80». ToCTpy TOKCMYHICTb AOCHiIOXYBanM Ha MuLLAX.
TBapuH po3ainunun Ha 7 rpyn no 10 TBApWH Yy KOXHIl
Nnpv NapeHTepanbHOMY YBEAEHHI PEHOBUHU i HA 3 rpynu
no 10 TBapuH Npu eHTepanbHOMy. [liana3oH 03 npu
BHYTPILUHbOOYEPEBNUHHOMY LLUSAXY YBEAEHHS CTAHOBMB
(1500, 2000, 2500; 3000, 3500, 4000, 4500 mr/«r).
[Mpy eHTepanbHOMY yBELEHHI CMONyKy, WO OOCNIOXY-
€TbCS BUKOPUCTOBYBaNW y Aiana3oHi go3: 2000, 2500 i
3000 mr/kr [3]. CepeoHboCMepTENbHY 403y PEHOBUHU
BM3Ha4vanu 3a metomom Cr. Karber [8,9].

PeecTtpyBanu 3arnbenb TBapuH NPOTAroM 24 roouH
nicns yseneHHs cnonyku. PospaxyHku LD, 3aificHioBa-
nn 3a GopMoI0:

LD,, = LD,,, — 2(zd) / n, pe: LD, , — 0o3a, fka Bu-
Knvkana 3arnbenb BCiX AOCNIOHNX TBAPVIH; Z — CEPeaHs
BEMNYMHA MiX KiNbKiCTIO 3arnbnmx TBapuH y «CYCifiHIX»
rpynax; d — iHtepsan Mix go3amu; n — KifnbKicTb TBAPUH
y rpyni.

CtaHpoapTHa noxmbka cepefHbOi BeNYMHU LD50
po3paxoByBanachk 3a ¢opmynoto legoama:

K-S-d ,Ae:
Sipso = f

K — KOHCTaHTa, ska nNpu po3paxyHkax 3a METOAO0M
Kepb6epa popisHioe 0,564; S — cTaHmapT po3noginy,
KU BU3HAYaETbCA 3a rpadikom; d — iHTEpBan Mix o-
3aMK; N — KiNbKiCTb rPyn TBapUH y A0CNIA;.

BepxHio i HVXHIO A0BipYi Mexi LD, cnonykm 18 Bu-
3Havanu 3a popmynoto: x — S Tax +t-S, ae t - senu-
YynHa, WO 3anexuTb BiO, n i 3HaxoauTbCca 3a Tabnuueio
(npnf=n-1,n=10ip=0,05;t=2,26).

PesynbtaTn gocnigkeHb Ta iX 0OroeopeHHs. Y
[ocnigax Ha MuLax BUSBNEHI 03HaKM FOCTPOro OTPYEH-
HS MPY YBEAEHHI B NeTanbHUX Ao3ax. [epLi cumntoMm
iHTOKCMKKaLii BUHMKanM Yyeped 5-10 XBUAMH Micns BHy-
TPILLHBOOYEPEBNHHOIO YBEAEHHS CMNONykn. PeecTpy-
Ba/IN: 3arasibHy 3arajbMOBaHICTb, 30i/blLUEHHS YacTo-
TN AMxanbHUX PyXiB, NPOrpecyioyi NOPYLLIEHHS PYXOBOi
aKTVBHOCTI, WO XapakTepudyBainCb 3HUXEHHAM YyT-
JINBOCTI A0 30BHILLHIX NOAPA3HUKIB (TaKTUNbHUX, 3BY-
KOBUX, BOJIbOBUX) 3HUKEHHAM TOHYCY CKEJIETHOI MyC-
KynaTypu, BTpaTtolo pednekca nepeBepTaHHs, NOsiBOIO
KNOHIYHNX Ta TOHIYHMX CYA0M KiHLiBOK i BCbOro Tynyba.

Mpwn Bi3yanbHOMY ornsai 3a AOMNOMOroto 30inbLuy-
BaHOro Ckjla C/M30BUX OOOJIOHOK O4el, POToBOi Mo-
POXHWUHW, LLUEPCTAHOMO i KOXHUX MOKPUBIB BMCUMNAHb
i rinepewmii He BuaBnanockb. Ha micuj iH ekuii Habpsky,
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MOYEPBOHIHHS, JIOKAJIbHOrO PO3LUNn-
PEHHS CYyOAMH He crnocTepiranocsk. Le
CBig4nTb NPO BIACYTHICTb Y CMOJyKM
MicueBOonoapa3HIoBanbHOI gii.
3arnbenb TBapuUH BigMivanacb

Ta6nuug 1.

MocTpa TOKCUYHICTb NOXiAHOro 2-0KCOIHA0JiH-
3-rnioKkCuI0BOT KUCIOTU Y MULLEN NPU
BHYTPilWHbOYEePEBUHHOMY BBeAeHHi (n=10)

yepes Oekinbka roavH nicnsg nepeno- JloCRiAXyBaHi 1031, MI/KT
3yBaHHS PEYOBUHN, 3a3BMYail NPOTS- MokasHukm
rom 12-24 roauH. Y HacTynHuiA nepion 1500 | 2000 | 2500 | 3000 | 3500 | 4000 4500
3arnbeni TBapuH He criocTepiranock, | KinbKicTb TBapuH, | g 9 8 7 5 5 0
KniHiyHa KapTWHA iHTOKCWKALi xa- LLIO BAXMN
pakTepuayBanach 3arajibHuM npuri- | Kinekicts saru- 0 1 2 3 5 7 10
YeHHsIM, aguHamielo, apednekcielo i 6nux TBapUH
BOKOBMM MONOXEHHSAM Tyny6a. 3aru- z 0,5 1,5 2,5 40 | 60 8,5
6esb HacTynana Bif, 3ynUHKN AUXaHHS. d 500 500 500 500 | 500 500
Y MULLIEN, LLLO BUXWUN NICNSA IHTOK- zd 500 750 1500 2500 | 3250 4000
cukalii MocTynoBO 3MeHllyBanach 2.(zd) 12500
3ara/ibMOBaHICTb | BigHOBJ/OBAsIaCb MpumiTka. n — KinbKiCTb TBAPUH y rPyni.
pyxoBa akTUBHICTb, WO 4epe3 2-3
006K 6yna crniBCTaBvMa 3 iHTAKTHU- 120
MUV TBapuHamu. Y HacTynHui nepiogy
MULLEN HE CNOCTEPIrasoCb O3HAK HE- = 100 /
CMOKOIO 41 MPUTHIYEHHS, & TaKOX PO3- ;% 20 /
nanis xap4yoBoi MOBeAiHKN. SHUXEHHA  F
mMacu Tina 6yno Ha piBHI CTaTUCTUYHOI 8 60
NMoxXmoKu. %
Mpn po3TWHI 3arMbnmx muLeln Ha §" 40
OCHOBI BigyanbHOro ornsay susene- =
HO, WO peYyoBuMHa Maixe noBHicTIO & 20
pe3opbyBanacb 3 OYEPEBUHHOI Mo- = |
POXHUHU. B WNYyHKOBO-KULIKOBOMY 0 ¢ '
TPaKTi 03HaK CMOYKW HEe BUSIBIEHO. 0 1000 2000 3000 4000 5000

[Mpw orngani BHYTPILWHIX OpraHie Big-
Miyanocsl ix 30iNblUeHHs, BUpaxeHa
rinepemis Ta ywinbHEHHA nedviHkn. Ha
po3pidi crnocTepiranacb BUpaXeHa
3EpPHUCTICTb, L0 BKa3yBaso HA MeTa-
60ni3M y neyiHuj, a ii HagMipHe Haaxo4KeHHs 3aaTHe
BUKJINKATW renaTOTOKCUYHY Ait0. Y iHWMX opraHax 3MiH
He BUSBMEHO.

Po3paxyHOK BW3HA4YeHHSI TOCTPOi TOKCUYHOCTI
2-rinpokcn-N-HadpTanen-1-in-2-(2-okcun-1,2-auria-
poiHgon-3-inigeH)-auetamigy (Tadn. 1).

Y pesynbtati NpoBeAeHUX AO0CNIOKEHb BCTAHOB-
JIEHO, WO MakcumasbHa TonepaHTHa A03a Chonykn 3
yncna NoxigHUX 2-0KCcoiHaoNiIHY aopiBHioBana 1500 mr/
Kr, HaMMeHLwa cMepTenbHa aosa (LD, ) ctaHosuna 1920
mr/kr, a LD, = 4500 mr/kr (puc.).

100
Hwxye npenctasneHi po3paxyHKn:

LD,,=LD,,, - X(zd) / n = 4500 - 12500 / 10 = 4500 -
1250 = 3250 (mr/kr).
K-S-
Sipso = Sd =159 (mr/kr)
n
K =0,564; 5= Du~LDie - (3710 — 1920)/2 =895;
d =500. 2

Hosipyi mexi LD
3250 - 2,26 -159 = 2890,7 (mr/«r)
3250 + 2,26 -159 = 3609,3 (mr/kr)
BcranoeneHa LD, cnonykn craHosuna 3250+159

mr/kr. [losipyi mexi sBennuuum LD, cknapann 3250
(2890,7+3609,3) Mr/kr.

Jlo3u, 1110 yBOAMIM, MI/KT

Puc. Nokasuukm LD, Ta LD , noxigHOro 2-okcoiHaoniH-3-rniokcnnosoi
KMUCNOTU NPU BHYTPILLUHbOOYEPEBUHHOMY BBEAEHHI MULLIaM.

Mpn BMBYEHHI GE3MEYHOCTI EHTEPaNbHOrO LUMSAXY
yBeaeHHs peqoBuHn y Ao3i 3000 Mr/kr BKIIIOYHO HE BU-
SIBNIEHO BMNAAKiB rOCTPOI IETAIbHOCTI MULLEN Y nepLuy
noby Ta npoTaroMm 5 OHIB cnoctepexeHHs. HactynHe
36iNbLUEHHS 003U YCKNaAHIOBaNOCh HEAOCTATHLOK PO3-
YMHHICTIO CMOJSlyKM Ta HOpMamu, Lo OOMEXYoTb yBe-
OEeHHs1 B LWIYHOK 06’eMiB pianHN. CUMMATOMKW OTPYEHHS
BigMivanucb yepes 10-15 XBUSNH, BUpPaXeHi He CYTTEBO
i XxapakTepudyBanmcs 3arasbHUM MPUrHIYEHHSAM, 3HU-
XXEHHSIM PYXOBOi aKTUMBHOCTI, 3arasibMOBaHICTIO. 3a3Ha-
YyeHa KJiHika OTPYEHHSI crnocTepiranacb Npotarom 3-4
rOOMH, MOTIM MOCTYNOBO 3MEHLUYyBanachb. 3arajbHUi
CTaH BigHOBMOBABCS Yepel3 4-7 rogviH Bif no4artky yBe-
LEHHS Ta He BiOPISHABCS Bif, IHTAKTHOrO KOHTPOJIHO.

Takum 4mHom, LD, cnonyku 18 y Mywwien ctaHoBma
3250+159 mr/kr, npn eHTepasbHOMY BBELOEHHI Ckna-
nana Ginbwe 3000 mr/kr. Bouesnab pisHuua LD, npu
BMOPAHMX LUNAXax yBeAeHHs 0OyMOBMEeHa LUBMAKICTIO
BCMOKTYBAHHS PEYOBUHU 3 MICLST YBEAEHHS Ta Pi3HU-
Leto y 6iogoCTynHOCTI NPU BHYTPILLHBOOYEPEBUHHOMY
i eHTepanbHOMY YBEEHHI.

AHanisyioun oTpuMaHi pesynbtaTtv 3 BUKOPUCTaH-
HAM 3arajibHOBXMBaAHOI knacudikaLii pe4OBMH 3a TOK-
cunyHicTio K.K. CngopoeatalOCT 12.1.007-76 MOXeEMO
LINTW BUCHOBKY, L0 CMOJyKa y A0CNigax Ha HEMIHIMHNX
MULLIAX NP BHYTPILLHBEOOYEPEBUHHOMY yBeAeHHI (LD,
> 3250 mr/kr) BigHoCcuTbCs A0 peyvoBuH VI knacy Tok-
CUYHOCTI, TOOTO BiAHOCHO Hewkignmea [1,11].
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[na BCTAHOBMAEHHS WMPOTU Tepa-
NMeBTUYHOI Aii pevyoBMHN NPOBENU PO3-
paxyHku TepaneBTUYHOro IHAEeKcy Ta
BiJHOCHOro TepaneBTUYHOro iHOEKCYy
3 HACTYMHMM MOPIBHAHHAM OTPUMAHMUX

Tabnuua 2.

MopiBHSANIbBHA XapaKTepPUCTUKA FOCTPOI TOKCUYHOCTI
Ta ED,, 2-rinpokcn-N-nadpraneH-1-in-2-(2-okcu-1,2-
avrip-poiHpon-3-inineH)-auetaminy Ta Aiasenamy

3HaueHb Ans amigy 2-OKCOIHAONiIH-3- Docnipxysana | ED,, | LD,, | TepanesTwunuii | BigHocHwii Tepa-
riOKCUIIOBOI KMCNIOTU 3 pedepeHc-npe- cronyka Mr/Kr Mr/Kr iHoexkc NeBTUYHUI iHOEKC
napaTom fgiasenamom (Taodn. 2).

Y3aranbHio4m OTpUMaHi  pesyib- Cnonyka 18 9 3250 2731 14.8
TaTu, MOXEMO 3poOUTN BUCHOBOK, Liasenam 2 37 18,5 1
Lo 2-rigppokcn-N-HadpTaneH-1-in-2-

(2-okcun-1,2-gurig-poiHoon-3-inigeH)-
aleTamig € MeHLW TOKCUYHUM 3a aiasenam (y 88 pasis)
i NepeBuLLYyE NpenapaT nopisHaHHA y 14,8 pady 3a no-
Ka3HMKOM BiOQHOCHOr0 TepaneBTUYHOro iHOEKCY.
BucHoBKMu
1. CepepgHbonetanbHa [o3a  2-rigpokcm-N-
HadTaneH-1-in-2-(2-okcn-1,2-gurigpoinaon-3-inigex)-
auetamigy npu BHYTPILLHLOOYEPEBNHHOMY BBELEHHI
Muwam ctaHoBuUTb 3250+159 mr/kr i Hanexutb oo VI
Kf1acy TOKCUYHOCTI.

2. CepenHboneTanbHa Ao3a NnpocToro aminy 2-0Kco-
iHOOMiIHY NPY eHTepanbHOMY BBELEHHI MULLaM LOPIBHIOE
GinbLue 3000 mr/kr.

3. TOKCWYHICTb MOXiAHOrO 2-OKCOIHAOMNIHY MPU BHY-
TPILWHBOOYEPEBMHHOMY BBELEHHI HMXYa 3a Taky Yy no-
PIBHAHHI 3 eTaJIOHHMM MpenapaTom Aia3enamMom.

MepcnekTnBu nopanblIUX AOCAIAXEHb. Y Mo-
JanblnX A0CNIOXKEHHSX N1aHYETLCA BCTAHOBUTU MeXxa-
Hi3MW HEMPOMCUXOTOMHOI Aji NOXigHMX 2-0KCOIHAO0MIHY.
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BCTAHOBJIEHHSA TOKCU4YHOCTI 2-rPOKCU-N-HADTAJIEH-1-1J1-2-(2-OKCU-1,2-OUTIAPOIHOOJ1-
3-1IOEH)-ALETAMIAY

Jlyuenko P. B.

Pe3tome. Ha 100 Mmuwax BUBYanM TOKCUYHICTb MOXIAHOrO 2-0KCOIHAONIHY NPU BHYTPILLHBOOYEPEBUHHOMY i €H-
TepanbHOMY YBEAEHHI. BcTaHOBNEHO, LLO MakCMarbHa TofiepaHTHa 4o3a cnonyku gopisHiosana 1500 mr/kr, Han-
MeHLa cmepTesibHa nosa (LD, ) ctanosuna 1920 mr/kr, a LD, = 4500 mr/kr. Mpu upomy LD, peuoBmHM cknanana
3250159 mr/kr. logip4i Mexi Benimimnm LD, ctaHoBmnmn 3250 (2890,743609,3) Mr/kr. Mpy eHTEpasibHOMY BBEAEHHI
LD,, cknanana 6inblie 3000 mr/kr. 3rinHo knacudikauii K.K. Cunoposa ta FOCTy 12.1.007-76 cnonyka HanexuTs A0
VI knacy TOKCHMYHOCTI, TOOTO BiAHOCHO Helkianmea. Cnonyka € MeHL TOKCUYHUM 3a Aiasenam (y 88 pasis) i nepeBu-
wye noroy 14,8 pasy 3a Nnoka3zHMKOM BiIHOCHOIO TepParneBTUYHOrO iHOEKCY.

KnioyoBi cnoBa: 2-0kCoiHAoMIHN, CEpeaHbOCMEPTENbHA 003a, TOKCUYHICTb.
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KNIHIYHA TA EKCMEPUMEHTAJIbHA MEOAULUUHA

YOK: 615.917:615.011[547.481+547.752+547.29-327]

YCTAHOBJIEHUE TOKCUYHOCTHU 2-T’MAPOKCU-N-HADTAJIUHA-1-UNT-2 (2-OKCHU-1,2-
anrnapPonHOon-3-uJMaeH) -ALETAMUOA

JNlyuenko P. B.

Pe3iome. Ha 100 Mbiwax ndy4anm TOKCUYHOCTb MPOM3BOAHOIO 2-OKCOUHAONHA MPU BHYTPUOPIOLMHHOM 1
3HTEpanbHOM BBeAeHuU. NokaszaHo, YTO MakCMMasibHas TOnepaHTHas 0o3a coeauHenus pasHa 1500 mr/kr, Ha-
MMeHbLLIasi cmepTenbHas nosa (LD, ) coctaenana 1920 mr/kr, a LD, = 4500 mr/kr. MNpu atom LD, BewecTsa Gbina
Ha yposHe 3250+159 mr/kr. [loBeputesibHble npeaessl Bennundbl LD, paBHanuck 3250 (2890,7 4 3609,3) mr/kr. Mpu
aHTepanbHom BeeAeHun LD, cocTaBnsana 6onee 3000 mr/kr. Mo knaccudpmkaumm K.K. Cnupoposa n MOCTa 12.1. 007-
76 coeauHeHme oTHocuTcs K VI Knaccy TOKCUYHOCTK, TO eCTb OTHOCUTENBbHO 6e3BpeaHo. BelecTBo MeHee TOKCMYHO
Yyem amasenam (B 88 pas) 1 npesbilIaeT ero B 14,8 pa3 no 3Ha4eHno OTHOCUTENTLHOIO TEPANEBTUYECKOro MHOEKCa.

KnioueBble cnoBa: 2-0KCONHAOMMHBI, CPeAHECMEPTENbHASA 4032, TOKCUYHOCTb.

UDC: 615.917:615.011[547.481+547.752+547.29-327]

THE IDENTIFICATION OF TOXICITY of 2-HYDROKSY-N-NAFTALEN-1-IL-2-(2-OKSI-1,2-
DYHIDROINDOLE-3-ILIDEN)-ACETAMIDE

Lutsenko R. V.

Abstract. Modern psychiatry and neurology requires the development of new methods and means with difficult
spectrum of psychotropic action. It can avoid polypragmasy and it can affect different areas of the pathogenesis of
mental disorders. So, the search and the development of new drugs in psychotropic spectrum are actual and it can
possess cerebral and protective peculiarities. Ethers and amides of 2-oksoindolin-3-glyoxalic acid are prospective
and they require the examination.

The aim of the paper is to identify acute toxicity of 2-hydroksy-N-naftalen -1-il -2-(2-oksi-1,2-dyhidroindole-3-
iliden)-acetamide (Substance 18) at intraperitoneal administration and the intake inside.

Object and methods. Experiments were done on 100 non-linear mice with body weight 18-20 gr. Acute toxicity
was studied in 2-hydroksy-N-naftalen -1-il -2-(2-oksi-1,2-dyhidroindole-3-iliden)-acetamide on mice. The range of
doses at intraperitoneal administration was (1500, 2000, 2500; 3000, 3500, 4000, 4500 mg/kg). The substance
was administered orally in such doses as 2000, 2500 and 3000 mg/kg. Median lethal dose of the substance was
defined by Cr. Karber method.

Results and their discussions. The signs of acute poisoning were detected during experiments. The first
symptoms of intoxication occurred in 5-10 minutes after intraperitoneal administration of the substance. Animals’
death occurred in some hours after overdosage as usual during 12-24 hours. In the next period animals’ death was
not observed. Clinical picture of intoxication was characterized by inhibition, adynamia, areflexia, and lateral position
of the trunk. The death was from respiratory arrest. It was determined that maximal tolerable dose of the substance
of derivatives of 2-oksoindoline was equal to 1500 mg/kg, the least lethal dose was (LD,;) 1920 mg/kg, a LD, ,,= 4500
mg/kg. It was determined that the substance LD, was 3250£159 mg/kg.

Confidence bounds of LD, was 3250 (2890,743609,3) mg/kg. During examination of oral administration of the
substance in the dosage 3000 mg/kg cases of acute lethality of mice have not been observed during the first day
and during 5 days of the examination. Subsequent increase in doses was complicated by the lack of solubility of the
compounds and standards that limit the administration into the stomach of the volume of the liquid. Symptoms of
poisoning were observed after 10-15 minutes and they were not significantly expressed and they were characterized
by common inhibition. Clinic poisoning lasted 3-4 hours, and then gradually decreased. The general condition was
restored in 4-7 hours. Thus, LD50 of compound 18 in mice was 3250+159 mg/kg at oral administration more than
3,000 mg/kg. According to the classification of K.K. Sidorova and GOST 12.1.007-76 the substance (LD50 > 3250
mg/kg) is a substance of 6" class of toxicity that is relatively harmless. It has established, the substance is less toxic
than diazepam (in 88 times) and increases the drug of comparison in 14.8 times based on the relative therapeutic
index.

Conclusions. Median lethal dose of 2-hydroksy-N-naftalen-1-il-2-(2-oksi-1,2-dyhid-roindole-3-iliden)
acetamide at intraperitoneal administration by mice was 3250+159 mg/kg and it refers to the 6" class of toxicity.
LD, is equal to 3000 mg/kg during oral administration. Toxicity of the substance is significantly lower than in diazepam.

Keywords: 2-oxoindoline, half-lethal dose, toxicity.
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