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IMokazano, uto monunentuaHble aHaigbreruyeckue coequnenuss APCH3 (unruburop TRPV1
peuenrtopa) u PT1 (unruburop P,X; penenropa) He 0OKa3bIBalOT A€HCTBHS HA CEPAEUHO-COCY-
JUICTYIO U JIIXaTEJIbHYI0 CUCTEMbI KaK IIPU OJIHOKPATHOM, TaK U IIPU MHOTOKPAaTHOM BBEICHUU
MbImaM. Huskomonekymsipaoe BemectBo ceBanon (MHruouTop ASIC3 penentopoB) He BIHSIET
Ha CEpIIEYHO-COCYANCTON CHCTEMY, OTHAKO MPH JITUTEIILHOM NMPUMEHEHHH B TeueHue 14 naei
BIIMSICT Ha MapaMeTphl AbIXaTeIbHONH CHCTEMBI, JOCTOBEPHO YBEIMUYHMBAS YaCTOTY ABIXAHUS U

MaKCHUMaJTbHBIN TTOTOK BbIJ10XA.

KioueBsbie cioBa: APCH3; ceanon; PT1; Ge30macHOCTb; CepaeYHO-COCYAUCTasl CUCTEMA;

JAbIXaTCJIbHasA CUCTEMA.

HogBble coennHeHus ¢ aHANbIeTHUECKON aKTUBHOCTHIO
MOTYT OBbITh HaiiieHs!I cpean nHruoutopos L{OI'-3, 6noxka-
TOPOB IIPOTOH-4yBCTBUTENBHBIX KaHanoB ASIC3, kaHanoB
nmypuHeprudeckux penenropos P,X, u P,X,, Gnokaropos
penentopoB OpaJIWKWHUHA, KaJIbIIUTOHHH-TEH-POJCTBEH-
Horo nentuaa (KI'PIT), kanaaduaonmos [1].

[Momunentuaneiii anansretuk PT1 (Momynsrop pemer-
TopoB P,X,) ObIT BBIACIEH U3 si1a CPEAHEA3HATCKOTO Tay-
ka Geolycosa sp. B UBX PAH [2]. B skcriepuMeHTax Ha
Mozessix 6o y skuBOTHBIX PT1 mposiBisin 06e360mmBato-
e 3¢ dexTsl B go3ax ~ 0,01 mr/kr [3]. [TonumenTuaHbiiA
aHaneretuk APHC3 (cenekTHBHO B3aWMOJICHCTBYET C pe-
nentopamu TRPV1), BeimeneHHbIN W3 sqa TPOMMYECKOH
anemonbl Heteractis crispa B8 UBX PAH [5], mokazan
aHAITLIe3UPYIONIYI0 aKTUBHOCTH B J103ax ~ 0,1 Mr/kr [6].
W3 wabpena Thymus armeniacus BBIACICHO HOBOE HHU3KO-
MOJIEKYIISIDHOE COEAMHEHHE ‘‘ceBaHoN’ (OIIOKaTrop Mpo-
TOH-4yBCTBHUTENbHBIX KaHaoB ASIC3), koTopoe B TecTax
TEIIOBOW THIEPUYBCTBUTEIBHOCTH U KUCIOTHOH CTHMY-
JSIIUY OOJH in Vivo TIPOSBIsIeT 00e30omuBaronmii 3G pexT
B no3e 1 mr/kr [7, 8].

Lenbto ucciienoBanus ObLIO H3yYEeHUE BIUSHHUS HOBBIX
coenunenuit APCH3, cesanon u PT1 Ha cepaeuHo-cocy-
JUCTYIO U JBIXaTeJIbHYIO0 CHCTEMBI.

3Kcn€puM€Hma]ZbHa}l uacmo

UccnenoBanme mpoBomunu Ha camiax wmbimeil ICR
(momyuyenst w3 IluToMHWKA J1a0OpPATOPHBIX KUBOTHBIX
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“IlymuHo”) B Bo3pacTe 2 Mec. Bce MaHHMIynAIuM ¢ XKu-
BOTHBIMH OBUTH PaCCMOTPEHBI U 0TOOPEHBI OMOATHYECKOM
Komuccueit ®UBX PAH.

HccnenoBanne aprepuansHoro nasienus (AJl) u gac-
TOTHI cepaedyHbix cokpamieanii (HCC) nmpoBoawiii HEWH-
Ba3HUBHBIM MeToZ0M. JKMBOTHOE TIOMEIAIN B (PUKCHPYIO-
it O0KC, COOTBETCTBYIOIINI pa3Mepy >KUBOTHOTO, KOTO-
pBIi HaxoaWIICcs Ha TepMmocTtatupyemont rpenke (+ 37 °C).
Ha XBOCT >XMBOTHOTO HaJeBajil MaHXETy C IaTYUKOM
nynbca. Perucrpauuto napamerpos AJl u YHCC npousBo-
IUIH C TIOMOIIBI0 KOMIIBIOTCPU3UPOBAHHON CHCTEMBI
NIBP (ADInstruments) CILA. M3mepenne AJ] u UCC
MIPOUCXOAUT O TIPHUHIIMITY, aHAJIOTHIHOMY PETHCTpaIiu
AJl y genoBeka C IMOMOIIBIO IUIEYEBON MAaHKETHI. JKUBOT-
HOE HAXOAWIOCh B (hukcHpyromeM OOKCe MaKCHMyM
20 muH. MccnenoBanme IbIXaHUS TPOBOIVMIN HEHHBA3HB-
HBIM MeTOIOM. JKHBOTHOE MOMEINAIN B (PHKCUPYIOMINI
6okc. K HOCy SKCIEpUMEHTANBHOTO SKUBOTHOTO IMPHKIIA-
IBIBAITH MAacKy C JaTYMKOM ISl HEMHBAa3HUBHOU peTHCTpa-
WU MapaMeTPOB JbIXaHUS KOMIBIOTEPU3UPOBAHHON yC-
taHoBkH NIBP (ADInstruments) CIIA. Perucrpupoanu
4acToTy JbIXaHus (N/MUH), JBIXaTeIbHBIH 00BeM (M),
MaKCUMaJIbHBIN MOTOK BBIJOXA (MJI/C).

Uccnenosanne AJl, HCC u mapameTpoB JbIXaHUS JKC-
MICPUMEHTAJIBHBIX JKUBOTHBIX IPOBOIMIIM IOCIE BHYTPH-
MBIILIEYHOTO  BBEICHUS  PEKOMOMHAHTHOTO  aHajora
APCH3 (nonyuen MBX PAH, Mocksa, uucrora > 98 %) B
mo3ax 0,01 m 100 mMr/Kr, KOHTpOJIBHAS TPYIIa MOTydana
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Tab6numa 1
IMapameTtpsl abixanus Mbimieii ICR yepe3 14 qHeii nocie exxexHes-
HOTO BHYTPUMBIIIEYHOTO BBeJeHUS CEBAHOJIa

Tabnuuma 2
MMapameTtpsl abixanus Mbieii ICR depe3 28 qHeii nociie BHyTpHU-
MBIILEYHOI0 BBE/ICHUS CEBAHO0JIAa

I KonrtponbHas Cesanoun | mr/kr  CeBanon 35 mMr/kr
apamerp rpynna (n = 12) (n=12) (n=12)
Yacrora apixa- 225+15 224+ 16 243 £ 10%
HUSL, N/MHH
JbixarenbHbId 0,502+ 0,041  0,572+0,076" 0,568 + 0,072
00BEM, MIT
MaxkcumanbHbIA 5,99 £ 0,48 6,62 + 1,04 6,73 0,84

[IOTOK BBIIOXA,
MmI1/c

3nech U B Tabi. 2: JaHHBIC MIPEACTABICHBI KaK cpeaHee apupmMeTHieckoe =
onmoKa cpeHero apuGMeTHIecKoro; 7 — KOJIMYECTBO )KUBOTHBIX B IPYII-
e; p < 0,05, cTaTUCTHYECKHi aHATH3 NPOBOAHIICA C HCIIONL30BAHMEM TECTa
ANOVA (Duncan-test) OTHOCUTEJIBHO:  KOHTPOJIbHOI rpynms! ((usmono-
THYECKHUil pacTBOp); © TPYIIIBI CEBaHOIIA B 103€ | MI/KT.

pactBoputens (pusnonorudeckuii pactpop). Tectuposa-
HUE MPOBOAMIIM uepe3 | 1 mociie BBeAeHus, uepes 14 nueit
MocJIe €XEeTHEBHOTO BBEJEHUs, u uepe3 28 mHel mocie
14-nHEBHOTO BBEJEHUS C MOCIIEAYIONIEH OTMEHOM B Tede-
aue 14 nHen.

CeBanon (momyuen MbBX PAH, Mocksa, umcrora
> 98 %) BBOmMIHM B H03aX | U 35 MI/KT BHYTPHUMBIIIEYHO,
KOHTPOJIbHAS TPYIINa [MoJTydaia pacTBOPUTEINhb ((HrU3Hoso-
rudecKuil pactBop). TectupoBanue nmpoBoAwIn depe3 1 a
TocJIe BBEICHNUs, Yepe3 14 nHel mociie exXeTHEBHOTO BBe-
JieHust 1 4yepe3 28 mHell mociie 14-7THEeBHOTO BBEICHUS C
MOCJIEYIOIIeH OTMEHOH B TeueHue 14 qHei.

PexomOunanTHbli ananor nentuga PT1 (momyuen
UBX PAH, Mocksa, uucrora > 98 %) BBOAWIN B J103aX
0,01 u 100 MI/Kr BHYTPUMBIIIEYHO, KOHTPOIbHAS TPyIIIa
HoJlydyasia pacTBOPUTENb ((DU3HOJIOTHUECKHNA pPacTBODP).
TectupoBanue mpoBoanIH uepe3 | 4 nocie BBeACHUS, de-
pe3 14 nHell mocie exeTHEeBHOIo BBEJEHUS M uepe3 28
JnHel nocne 14-1HEeBHOTrO BBEACHMS C MOCIEIYIOIIEH OT-
MeHOI B Teuenue 14 gHeit.

Jlnst Bcex KONMMYECTBEHHBIX JAHHBIX, MOJYYEHHBIX B
XO0JIe MCCIIeZIOBAaHNH, ObllIa MPUMEHEHA OTHcaTeNIbHasK CTa-
TUCTHKA, TIOJICYUTAHBI CpeHee apupMETHYSCKOEe 3HaYe-
HUE€ W CTaHJAapTHOE OTKJIOHEHHWE OT CPEIHEr0 3HAYCHHUSI.
J1st ycTaHOBIIEHUSI MEXTPYTIIIOBBIX Pa3INduil U CpaBHE-
HUS 9KCTIEPUMEHTAIIBHBIX TPYII C KOHTPOJIBHOW TPYIIION
JIAaHHBIC aHAJIM3UPOBAIM OJHO(PAKTOPHBIM JHCIICPCHOH-
HbIM aHaim3oM Kruskal-Wallis w/mmi Tectom Duncan.
CraTucTruecKuii aHaJIn3 POBECH C TIOMOIIBIO MPOTPaMm-
MsI Statistica for Windows 7.1. [Ipu 3Ha9eHn# moka3aremns
JnoctoBepHOCTH p < 0,05 pa3nmuyusi CYUTAIHUCH TOCTOBEP-
HbIMH. PaboTa BBIMONIHEHA C MCTIOL30BAHUEM 000PY/I0Ba-
Hus LKIT Ne 14.621.21.0018.

Peszynemamet u ux obcyscoenue

Uccnenyemsrit nonmunentun APCH3 mocne BHyTpUMBI-
mevHoro BBejeHus uepe3 | 4, 14 u 28 mHel mocToBepHO
ue st Ha YCC, A/ u geixanue mermeit ICR.

Cesanon He oka3bBai aeicteust Ha UCC u AJl mocie
BHYTPHUMBIIIIEYHOTO BBeAeHUS Yepe3 | 4, 14 u 28 gueii no-
CcJIe BBEJCHUS.
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CeBaHoun

TMapawerp KonrponbHas
PYmna (1 =6) ek (n=6) 35 mr/kr (1 = 6)
YacroTa JbIXaHus, 207+ 13 209 + 7 226+ 16™
n/MUH
HbixarenbHbId 0,465+0,193 0,576 £0,044 0,577 £0,076
00BeM, MII
MaxcumanbHbIN 5,64+ 1,10 6,41 £0,89 6,77 £ 0,47 *
IMOTOK BBIJIOXA,
mir/c

UYepes 1 4 mocse BBeACHUS CEBaHOJA JbIXaHUE 3KCIIe-
PUMEHTAJIbHBIX KUBOTHBIX HE OTIMYAIOCh OT KOHTPOJIb-
HOW rpynibl. JIOCTOBEPHBIX OTIMYMNA MEXIY DKCIepH-
MEHTAJIbHBIMU TpyNIiiaMi He oOHapyxeHo. Pe3ynbrarsl
WCCIEIOBaHMsI JAbIXaHus uepe3 14 nHel mocie eKeaHeB-
HOTO BBEICHIUSI IPE/ICTABICHBI B Ta0M. 1.

BHyTpumbliiedyHoe  BBEJCHHWE CEBaHOIA B J103€
35 MI/KT TOCTOBEPHO YBEIMUYMBAJIO ITOKA3ATEIH TBIXaHFS
“gacToTa ABIXaHUS’, “IbIXaTelIbHBIM 00beM” M ““MaKcH-
MaJbHBIA TIOTOK BBIZOXa~ OTHOCHTEIHBHO KOHTPOJHHOU
TPYMIEL Y 3KCIIEPUMEHTAIILHBIC )KUBOTHBIX, TIOTYYaBIITHX
CEBaHOJI B JIo3¢ | MI/KI, OTMEYEHO I0CTOBEPHOE yBeIHYe-
HUE TMapaMeTpa “‘IbIXaTelbHblii 00beM” OTHOCHUTEIHHO
KOHTPOJBHOW TPYIIIBI, HONyYaBIICH (H3HOIOTHICCKUN
pactBop. Yacrora IbIXaHUS JKUBOTHBIX B TPYyIIIE, MOJIY-
YapIled mpemnapar B J103¢ 35 MI/KT, JOCTOBEPHO OTIIMYa-
Jlacb OT TaKOBOH I'pyIIbl, I0Jy4yaBIlled Ipenapar B 103
1 mr/kr. B ocTanbHBIX MapameTpax OTIMYHi He Habmona-
JIOCB.

Pesynbrarel wccnemoBanusi AbIXxaHus udepe3 28 qHEH
nocie 14 nHel exeIHEBHOTO BBEACHUS C IMOCIENYIOIIEeH
OTMEHOH B TedueHue 14 nHell mpencTaBieHs! B Ta0I. 2.

BugHO, 9TO ceBaHON B (hapMaKOJIOTHUSCKUA aKTHBHOM
JI03€ HE OKa3bIBACT BIUSHHS HA MapaMeTphl JbIXaHus. B
no3e 35 Mr/kr Ha 14 neHb mmociie eKeIHEBHOIO BBEICHMS
HaOJIroIaeTCs U3MEHEHHE TapaMeTpOB JIbIXaHUs, U Mapa-
METpbl He U3MEHSIOTCA 1nocie 14 nHeil OTMEeHBI, YTO yKa-
3BIBAaCT HA JUTUTEIBHBIN (KT HAPYIICHHS ITOCIIC BBEIe-
HUSI CEBaHOMA B 103¢ 35 MI/KT.

Hentun PT1 B go3ax 0,01 u 100 mMr/kr nocne BHYTpHU-
MBIILIEYHOTO BBEJCHUS HE M3MEHsU1 mapamerpsl A/l u
UCC u napamerpsl qpixanus y mbimeit [CR.

Takum 00pa3om, codyeTaHHE BBICOKOH aKTUBHOCTH H
6e3onacnoctu APHC3 u PT1 pemoHcTpupyeT MX BBICO-
KU{A MMOTEHIMaJl KaK aHaJbleTHYECKUX BELIECTB HOBOTO
MTOKOJICHUSL.

B T0 e BpeMsi ceBaHOJI, HECMOTPS Ha BBICOKYIO 00e3-
0O0JIMBAIONIYIO aKTUBHOCTD, BMEIIMBAETCS B paboTy JbIXa-
TEJIbHOM CHCTEMBI, YTO OrPaHWYMBAET €r0 HCIIOJIb30Ba-
HHUE.

Pabora nposenena npu noaaepxke [Iporpammer Ilpe-
suguyma PAH “MornexynsipHas 1 kiieTouHas Ouosiorus’.
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It is established that new promising polypeptide analgesic compounds APCH3 (TRPV1 receptor inhibitor) and PT1 (P2X3 receptor inhibitor) do not influen-
ce the cardiovascular and respiratory systems of mice upon neither single nor multiply repeated administration. The low-molecular plant lignan drug sevanol

(ASICS3 receptor inhibitor) also does not affect the cardiovascular system, but influences the respiratory system upon long-term (two-week) administration as
manifested by reliably detected increase in the respiratory rate and maximum expiration in experimental animals.

Keywords: APCH3; sevanol; PT1; drug safety; analgesics; cardiovascular system; respiratory system, mice.

Xumuko-papmanesrudeckuii xypnaia. Tom 52, Ne7, 2018 11



