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[IpencraBineHbl pe3yiIbTaThl SKCIEPUMEHTAIBHBIX HCCISIOBAaHUN MO M3YyUYEeHHIO (papMaKoIorH4eckoil Oes-
omacHocTH (apmarieBTnueckoi cyoctannuu (PC) 4-[(3-0kco-3-3TOKCHTIPOTIAHOUIT)aMUHO |OCH30MHOM KHC-
J10THI (3TMA0CH) PH OTHOKPATHOM BHYTPHIKEITYI0YHOM BBEJICHUH B PA3IMYHBIX SKCIIEPUMEHTAIBHBIX JI03aX
(60-3000 mr/kr) camkam J1TaOOpaTOPHBIX ayTOPENHBIX KPBIC. B pamkax uccieaoBaHus MPOBOIIICS KITU-
HUYECKUI OCMOTP IMOIONBITHBIX )KUBOTHBIX C IIEJIbIO BBISBICHHS TPU3HAKOB MHTOKCHKAIMH, OLIEHUBAJIOChH
noTpebiIeHne KopMa 1 BOJIbl, ObUT IPOBEAEH OMOXNMHYECKHI aHAIN3 KPOBH, OLIEHUBAJIOCH COCTOSTHHE LICH-
TpanbpHoi HepBHOW (LIHC) n cepaeuHo-cocynucToi cucteM, Gpu3ndeckas BHIHOCIMBOCTb, YaCTOTA JIbIXa-
TenbHbIX JABkeHud. cnbityemas @C B HCCIeIOBaHHBIX 103aX MIPU OJHOKPATHOM BHYTPHIKEITYIOYHOM
BBEJICHUH KpbICaM CaMKaM He o0J1a/jaa OTpULATeIbHBIM JISHCTBUEM Ha MTOBEJICHNE )KUBOTHBIX, Ha MOKa3a-
Tenu KpoBH, Ha cocrosiHue [ITHC u cepeuHo-cocyucToil CucTemsl.
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EXPERIMENTAL EVALUATION OF THE PHARMACOLOGICAL
SAFETY OF A NEW PROPANDIC ACID DERIVATIVE
WITH A CARDIOTROPIC ACTION

Dmitry Yu. Ivkin*, Andrew A. Karpov, Vladislav E. Kovanskov, Irina A. Titovich

St. Petersburg State Chemical and Pharmaceutical University of the Ministry of Health Care of Russia
197376, Russian Federation, St. Petersburg, Professora Popova Str., 14, Lit. A

We present the results of experimental studies into the pharmacological safety of a pharmaceutical sub-
stance 4-[(3-0x0-3-ethoxypropanoyl)amino]benzoic acid (Etmaben) under a single intragastric administra-
tion at various experimental doses (60-3000 mg/kg) to female laboratory outbred rats. A clinical examina-
tion of the experimental animals was carried out in order to identify signs of intoxication. To that end, the
level of food and water consumption was assessed and biochemical blood tests were performed. In addition,
the state of the central nervous and cardiovascular systems, physical endurance, and respiratory rate were
assessed. The tested pharmaceutical substance in the studied doses after a single intragastric administration
to female rats had no negative effect on the behavior, blood parameters, the state of the central nervous
system and the cardiovascular system of experimental animals.
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BeeneHune
4-[(3-2TOKCH-3-0KCOMPONAHONI)aMHUHO |
OcH30itHasT KHCIo0Ta (3TMa0CH) SIBJISICTCS Tep-
CIICKTUBHBIM (1)apMaKOJ'IOFI/I‘IeCKI/IM arcHTOM,
y KOTOpPOro paHee ObLIa BBISBICHA KapIHoO-
TpoOnHasd AaKTHUBHOCTb Ha MOACIN XPOHHYC-
CKOHM cepaeuHoil HermoctatouHocTd [1]. Bein
MPOBEACH MOJHBIM LUKA JIOKIMHUYECKUX HC-
CJICIOBaHMH, BKJIIOYAIOIINX, MOMHMO (apma-
KOJAMHAMHUYCCKUX UCIIBITAHHMA, OLICHKY O0IIei
U crenudpuIeckodl TOKCMYHOCTH U OIpeiese-
HHE OCHOBHBIX (hapMaKOKWHETHYECKUX Iapa-
METPOB Ha IPhI3yHaX M HETPBI3yHaX NpH pas-
JIMYHBIX IIYTAX BBCACHUA, 3a HUCKIIIOYCHUEM
TecTa (hapMakoIornuecKkoi 6ezomnacuoctu [2].

Lleabio paGoTsl sBISUIOCH M3yudeHHe dap-
MaKOJIOTHYeCKON Oe3omacHocTH (apmarneBTH-
yeckoir cyOctanmuu (PC) 4-[(3-okco-3-310-
KCHUIIPOTIAHOWJI)aMUHO |OCH30MHOW ~ KHCIIOTHI
(3T™MabeH) mpU ONHOKPAaTHOM BHYTPHIKEIY-
JIOYHOM BBEACHUH B Pa3JIMUHBIX IKCIIEPUMEH-
TaJbHBIX J103aX CaMKaM JIaDOpaTOpHbBIX ayT-
OpeqHbIX KPBIC.

MaTepuansbl u metoabl

30 camMoOk ayTOpEAHBIX KPBIC OBUIM IIO-
aydesl n3 OI'VII IIJDK «PanmonoBo»
(Jlenunrpazckast 00:1.), CONEPIKAIUCH B yCIIO-
BUsiX 12/12-4acoBOr0 CBETO-TEMHOBOTO pe-
JKUMa U IOJIy4Yald CTaHAAPTHBIA KOPM U IH-
TheBYIO Bony ad libitum. Bce maHumymsunu
C JKMBOTHBIMU TIPOBOAWIN B COOTBCTCTBUH
¢ mnpuHIUNamMu EBporneilckoll KOHBEHIUHU
O 3alIMTC IO3BOHOYHBLIX XHUBOTHBIX, HUCIIOJIb-
3yEMBIX IJIsl OKCIIEPUMEHTOB U JPYTUX Hayd-
Hbix neneir (CrpacOypr, 1986), [AupexkruBoit
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2010/63/EU  EBpomeickoro  mnapiamMeHTa
u coBetra EBpormeiickoro corsa oT 22 CeHTs-
Opst 2010 . Mo OXpaHe >KUBOTHBIX, HCIIONb-
3yeMbIX B HayuHbIX nemsx, [OCTom 33215-
2014 «PykoBOACTBO MO COJEPIKAHUIO U YXOIY
3a J1abOpaTOpHBIMHU >KMBOTHBIMU. [IpaBuia
000pyIOBaHUs TOMEIICHUII W OpraHu3aluu
npoueayp» ot 01.07.2016 r. UccnenoBanus
ObUTH OOOPCHBI OMOATHYCCKON KOMHUCCHEH
OI'bOY BO CIIX®Y MunznpaBa Poccun.
Jlu3aiiH HACTOSAIIETO MCCIICAOBAHUS ObLI pas-
paboran B coorBercTBuu ¢ ' OCTom 1o ncce-
JIOBaHUIO (hapMaKOJIOTHUECKOH Oe30MacHOCTH.
B wmccrenoBaHuy MCTONB30BAINCH TISATH J103
ucnbityemoit dC: no3a, O1aM3Kas K TOKCHYE-
CKOM, HE BBI3LIBAIONICH TMOEIU IS JaHHOIO
BUJA MOJOMBITHBIX KUBOTHBIX (3000 Mr/kr);
npomexxytodnsie 10361 (1200, 600, 300 mr/kr)
U MUHHMalbHas J03a / TepareBTHYecKas
(60 wmr/kr). ®C BBOAMIACH KpbICAM OJIHO-
KpPaTHO BHYTPHKEIIYJOUYHO B BUJIEC CYCIICH3UM.
JKUBOTHBIM KOHTPOJIBHON TPYMIMBI aHAJIOTHY-
HBIM 00pa30M BBOJHMJIOCH KOHTPOJBHOE Belle-
ctB0 — 1% KpaxmasibHasi CIH3b.

UYepe3 1 cyr mociie BBEICHUS BEIICCTBA
y ’KMBOTHBIX ObLIa ITPOBE/ICHA OI[EHKA COCTOS-
uust ITHC (tect «OTKphITOC TOJIE») U (pHsH-
YECKOW BBIHOCIMBOCTHU (TECT Ha CHIIy XBara),
B35Ta KPOBb JUI OMOXMMHUYECKOTO aHaIM3a
(moxazarenu AJIT, ACT, II®). Ha BTOphIe
CYTKH TIOCJIC BBECACHUA HUCIIBITYEMOI'O BCHIC-
ctBa Obuta cusita DKI' (UCC, P, R, PQ, QT)
n u3MepeHo AJl, a Takke B COCTOSHMU Hap-
ko3a mpoBeneHo dxoKI[' mis onpenenenus
TaKkuX [MoKazarenei, kak Qpakuus ykopoue-
uwus, YCC u YJJI. B nmannoit pabore Oomee
MOAPOOHO MPE/ICTABIICHBI PE3YJIBTATHI OLICHKH
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Puc. Pesynomamor mecma na cuny xeama. Ilpasas u n1esas — npasas u 1e6as nepeoHue KOHeuHOCHU COOMEEemMCmBEeHHO;
60, 300, 600, 1200 u 3000 — 00361 ucnvimyemoti cyocmanyuu 6 me/ke; * — paznuuua oocmogepmul (p<0,05).

Fig. The results of the grip strength test. Right and left are the right and left forelimbs, respectively, and 60, 300, 600,
1200 and 3000 are the doses of the test substance in mg/kg; * — the differences are significant (p<0.05).

(u3MUeCKOi BBIHOCIMBOCTH B paMKax TecTa
Ha CHJIy XBaTa, KOTOPbIH HJEaJbHO IOJXO-
JIAT JUIsl OLICHKH MBIIIEYHOH CHIIBI JKUBOTHBIX
MOJI BIMSIHUEM TOPMOHOB, TOKCHHOB, MHO-
PETAKCAHTOB, MATOJOTMYECKUX IIPOLECCOB
n npounx Qakropos. TecTupoBanue nposese-
HO C ucrionb3oBaHueM cuctembl Grip Strength
Meter («TSE Systems», ['epmanus), kotopas
MOAXOJMUT JUIsl TIPOBENICHUSI JKCIIEPUMEHTOB
C y4acTHeM KpbIC, MbIIIEH 100 APYrux Med-
KHX TPBI3YHOB.

Pe3ynbraTthl uccnegoBaHum

I'mbenyu Ha MPOTSHKEHUU 2 CYT OT MOMEHTA
BHYTPMIKEJIYJOYHOTO BBEJICHUSL CYCIICH3Uil
ucnsityemoit @C kpeicam B go3ax 60, 300,
600, 1200 1 3000 Mr/kr He HAOIIOAATIOCE.

Bce kprICH nepeHecan BHYTPIKETYI0YHOE
BBE/ICHHE XOPOILIO: MpOLEAypa HE COMNPOBO-
XKaajacb KaKI/IMI/I-HI/I6O IMprU3HaKaM HEAOBOJIb-
cTBa, Ooje3HeHHOCTH. Ha BCeX HMCHBITaHHBIX
J103aX KIIMHHUYCCKHUE CHMIITOMBI OTPAaBJICHUA
JKUBOTHBIX OTCYTCTBOBAJIU. BI/I3yaJ'H:H0 OTJIU-
YMi B BEJIMYMHAX MOKa3aTesied morpedieHuns
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KOpPMa U BOJBI MEX/y TPYyNIaMU MOAOMBITHBIX
JKMBOTHBIX YCTAHOBJICHO HE OBLJIO.

OnHOKpaTHOE BHYTPHIKEITYIOYHOE BBEC-
HUE KpbIcaM cycneH3uil wucmeityemonn ®C
B HCCIIEAYEMOM JHama30He 7103 He OKa3bIBAJIO
CTaTHCTHYECKH 3HAYMMOTO BIMSHHS Ha (yHK-
LMOHATBHOE COCTOSIHHE TICYCHU, M H3Yy4CH-
Hble OMOXMMUYECKHUE MTOKA3aTeIN HaXOAMINCh
B npezieniax (PU3U0IOTHUECKOM HOPMBI ISl HC-
MIOJIb3YE€MOT'0 BH/IA )KUBOTHBIX.

3HAUNUTENBHBIX HM3MEHEHHH CO CTOPOHBI
BH/l npu npumenenun wucnsiryemoit @®C
He HaOJII0NaI0Ch.

[Tpu onenke (U3MUECKOl BBIHOCIMBOCTH
KpbIC HaOIIONANOCh CleQyIolee: CHIa XBa-
Ta JICBOM U IPaBOW Jlall NP BBEICHUM 03
60, 300 1 600 MI/KI CTaTUCTHYECKH 3HAYUMO
HE U3MEHsJIach, Mpu npuMeHeHnu 103 1200 u
3000 mr/kr HabIIOATACH TEHJICHIUS K YMEHb-
IICHUIO CHJIBI XBaTa (pHUC.).

IIpoBepky Ha HOPMaJIbHOCTH OCYIIECT-
B ¢ momouplo Tecta [llanupo—Yuika.
Pazmuuus  Mexay TrpynmamMu  ONpeessiu
C TIOMOIIBIO IByX(DaKTOPHOTO TUCIIEPCHOHHOTO
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aHanmza (Two-way ANNOVA) ¢ nompaskoif
Boudepponu.

AHanu3 ToKa3ajql HaJH4Yue JOCTOBEPHBIX
pa3Iuuuil JUIIb MEXKAY IpyNIaMy, MOJy4YaB-
mmmu 300 1 3000 mr/kr.

IMokazarenmu OKI" u AJl, a Ttake UCC
n (Qpaxiys YKOPOUCHHUS Yy >KUBOTHBIX KOH-
TPOJBHBIX W OIBITHBIX TI'PYII HaXOAUJINCH
B TIpejienax Gpu3noI0ru4ecKoil HOPMBI.
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