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Kamsuuronun-ren-poncreeHubiii nentun (CGRP) — onuH 13 Hanbosee MOIITHBIX Ba-
30MJIATaTOPOB, B OMOCPEAOBAHUM Ba30aKTMBHOIO JEHCTBUSI KOTOPOTO NMPUHHUMAET
yuactue okcua azota (NO). Llens ncciienoBaHus 3aKiIo4yaiach B OLIEHKE COACPXKaAHUS
CGRP 1 NO B KpoBU KpbIC B HOpM€ U MIPU TUIIEPTEH3UH, BEI3BAHHON MOTPEOIeHUEM
GbpykTO3bI, 0€3 Bo3neiicTBUsI Ha BaHwiIouaHbie peuentopsbl 1 (TRPVI1) u nocie BBene-
HUS UX aroHucTa 3BoauamMuHa. Kpeickl (camiibl, Bucrap) B Teuenue 10 Hen. ynmoTpe6-
JISUTM B Ka4eCTBe MUThsI 100 12.5%-Hblit pacTBOp (GPYKTO3bI, TUGO BOAOTPOBOIHYIO
Boay (KOHTPOJIb). DBoauaMuH, aroHuct TRPVI, BBoauau yepe3 8 Hem. mocie Havyajaa
norpebaeHust GpykTo3sl (10 Mr/Kr, B/0, 4epes AeHb, 2 Hel.). Cucronnyeckoe apTepr-
ajgpHoe naBieHue (AJl) uaMepsuin HeMHBa3WBHBIM MeToaoM. ComepkaHue TITIOKO3bI
(HaTol11aK) 1 yepe3 1 4 mocje Harpy3Ku nioKo30ii (2 r/Kr, B/6) n3Mepsuiu TIIOKOMET-
POM B KPOBH, B3SITOM M3 HaJpe3a Ha XBOCTOBOI BeHe. B CBIBOpOTKE KPOBY OIpEeeIsiiv
koHueHTpaunu CGRP, merabonuro NO (NOx), Tpurmuuepunos (TT') u nmpoxykTos
nepekucHoro okuciaeHust aunuaos (ITOJI). [ToTpebaeHue GPyKTO3bl BHI3BIBAIO pa3-
BUTHE TUNEPTEH3MU, HAPYIICHUE TOJIEPAHTHOCTHU K TJIIOKO3€, MOBBIIICHUE COIepKa-
Hus B KpoBu mponykToB [TOJI, TT u cumskenne conepxanust CGRP. Beenenue sBogu-
aMMHa KpbicaM, NOTpeOasBIIUM (GpyKTO3y, BoccTaHaBauBaio coaepxkaHue CGRP B
KPOBM 10 KOHTPOJIBHBIX 3HaueHUit, cHKaio AJl, conepxanue I[1OJI, TT u yaydirano
TOJIEPAHTHOCTD K TJII0K03e. YpoBeHb NOX BO BcexX TpyIIax He OTJIMYAJICs OT KOHTPOJIS.
Astopsl nojaraiT, yto CGRP yyacTByeT B pa3BUTUM TMIIEPTEH3UM, BbI3BAHHOM I1O-
TpebiieHueM (bpyKTO3bI, M B OITOCPEIOBAHUM TMITOTEH3UBHOTO 3(h(deKTa 3BoaaMuHa.

Knroueswie crosa: 3sonnamun, TRPV1, CGRP, okcup a3zora, runepreHsus, (ppykrosa

DOI: 10.31857/S0869813919120112

OBoauaMuH (ajkojoud, 3KCTpaT pacteHus: Evodia fructus)—aroHUCT BaHWIOWIHBIX
peuernropoB 1 (transient receptor potential vanilloid 1, TRPV1) [1], mokann3oBaHHBIX Ha
C-HEeMUENU3UPOBAHHBIX U Ad-MUEIM3UPOBAHHBIX BOJIOKHAX CEHCOPHBIX HEPBOB, OT-
KPBITBIX M U3YYEHHBIX C MCITOJIb30BaHUEM ceJleKTuBHOTO aroHucta TRPV1 kancauimna
U BCJIEACTBUE U30UPATEIbHON YYBCTBUTEIBHOCTH K HEMY, TIOJyUYMBIIIMX Ha3BaHUE “Karl-
CallIMH-YYBCTBUTEAbHBIE HEPBBI” [2, 3]. [IpoeKiiu CEHCOPHBIX HEPBOB, IKCIIPECCUPY-
omux TRPVI, npencraBieHbl B IEHTPAJIbHOI HEPBHOM CHUCTEME, B KOXE, BHYTPEHHUX
opraHax, COCyIMCTOii cucteme [2—5].
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KanbuuToHMH-reH-poacTBeHHBbIM nenTun (calcitonin-gene-related peptide, CGRP),
HEeUpOMNenTua, CHHTE3UPYEMbIil B KJIETOYHBIX TeJIaX CEHCOPHBIX HEMPOHOB, 3KCITPECCU-
pyomux TRPVI, gaBiasgeTcss MOIIIHBIM Ba30IUIaTaTOPOM, pelaKCUpylollee NeCTBrE KO-
TOPOTO B COCyaX OMOCpenoBaHo ero B3aumonaeiicreuem ¢ perentopamu K CGRP u ocy-
LIECTBIISIETCS KaK 3HIOTEU-HE3aBUCUMBIM TTyTeM, TakK U ¢ yyactueM NO sHOaoTenus
cocynoB [4, 6—8]. BazoaktuBHoe neiictBue CGRP nmocnyxujio ocHOBaHUEM JIsT U3yde-
HUs €T0 POJIX B Pa3BUTUU U JICHCHUUN TUTICPTCH3MNU.

Hecmotpst Ha GoJibllioe KOJUYECTBO MCCIEIOBAaHUM, MOCBALIEHHBIX 3TOI TeMe, pe-
3yJIbTaThl KOTOPBIX PACCMOTPEHBI U MPOaHAIM3UPOBaHbI B psific 0030pHBIX cTaTei [4—9],
Boripoc o MexaHuzMax ydyactusi CGRP B atux mpolieccax octaeTcsi OTKPbIThIM. TeM He
MeHee, Ha OCHOBAaHUM JaHHbBIX O CHUKEHUY apTepuaibHOTO nasiueHus (All) y runiepreH-
3UBHBIX XUBOTHBIX ITpu 3K30reHHOM BBeneHnr CGRP [10] u o moBeimenun A/l ipu ne-
dumuTe 3TOrO0 HekpomnenTtuma, kKak reHetudeckm obOycioBiieHHoro (CGRP knockout
mice) [11], Tak 1 BBI3BAaHHOIO HEOHATAILHBIM BBeAeHUEM KarcauliiHa [S5], cKiaabIBaeT-
csl TIpeacTaBIeHue, 4To Ha BeanuuHy AJl npu runepreH3uu BauseT ypoeHb CGRP.

Wccnenoparenu, uzydasiue conepxkanue CGRP B kpoBu runepTeH3UBHBIX 1 MIHCYJIMH-
PE3UCTEHTHBIX KPBIC C TeHETUYECKU OOYCIOBIEHHBIM OxXupeHueM (Zucker rats), obHapy-
KWK Yy HUuX npeBbliieHue KoHueHTpauuun CGRP B kpoBu Gojiee yeM B 3 pasa 1o cpaBHe-
HUIO C TAKOBOM Y “XyIbIX”’ KMBOTHBIX 3TOM ke TMHUU [12]. DTN HapylIeHUs yCTPaHUIMCh
NIECEHTU3AlUel CEHCOPHBIX HEPBOB KaIlCAUIIMHOM, YTO TOCIY>XKWJIO OCHOBAaHUEM ISt
YTBEPXKIEHUS aBTOPaMU, YTO MOBBIIIIEHUE aKTUBHOCTY CEHCOPHBIX HEPBOB U CBSI3AHHOE C
9TuM yBeaudeHue coaepxkanusi CGRP B KpoBH, IIpealleCTBYIOT pa3BUTUIO MHCYIMH-PE3U -
CTEHTHOCTH U TMIIEPTOHUU Y TyYHbIX KpbIlC. OJHAKO B MOJEIM TUIIEPTEH3UU, CBSI3aHHOM C
MHCYJIMH-PE3UCTEHTHOCTHIO, BbI3BAHHOM (DPYKTO30i1, HO pa3BUBaOIIEiics 6e3 OKUPEHUsI,
obHapykeHo yMeHbIIeH1e 1oTHOocTH CGRP-conepxalimx HEpBHBIX TePMUHAJICH B OpHI-
Xelike U CHUXKEHME CUHTE3a 3TOr0 HeMpoIenTuaa B 1op3albHbIX TAHTJINSIX, YTO, TTI0 MHe-
HUIO aBTOPOB, OTPAKAET CHMKEHUE aKTUBHOCTH CEHCOPHBIX HEPBOB U SIBJISIETCS OMHOMN U3
MPUYUH Pa3BUTHUS TaHHOU MAaTOJIOTMU Yy 3TUX XKUBOTHBIX [9, 13]. B momnbs3y 3Toit Bepcuu
CBUETEJbCTBYIOT U HAlllM TaHHbIE O CHUXEHUU A/l y KpbIC C TUIIEPTEH3UEH, BbI3BAHHOM
norpebseHreM (PyKTO3bl, MOCJIC BBEICHUS TUIEPTEH3UBHBIM XXUBOTHBIM MaJIbIX 103 Kall-
cauliMHa, BeI3bIBaloNux aktuBanmio TRPVI [14].

NzyyeHue MexaHM3Ma pa3BUTHSI TUTIEPTEH3UN, OOYCIOBIEHHOI MHCYJIMH-PE3UCTEHT-
HOCTbIO, OJTHOTO U3 HanboJiee IIMPOKO PACIIPOCTPAHEHHOTO 3a00JIeBaHUSI U POJIA B 3TOM
Tpolecce Ba30aKTUBHBIX HEWPOMNENTUIOB CEHCOPHbIX HepBOB, B yactHoctu CGRP, ¢
Y4€TOM MPOTUBOPEUMBOCTH JAHHBIX JIUTEPATYPHhI, MIPEACTABIISIETCS aKTyalbHO Mpooie-
Moii. PazBuTHe apTepualibHOI T'MNEepTeH3UU, BBI3BAHHOMN (DPYKTO3HOI NUeTOol, peaan3sy-
€TCAd 4€pE€3 MHOI'ME MEXaHU3Mbl, BKIIOYAIOIINEC U CHUXKECHUEC INPOAYKLIMU Ba3oauniaTaTo-
poB, B ToM yuciie u NO [15], npuHUMAaIOIIMM yJ4acTue B ONOCPEIOBaHNM Ba30pelaKCUPY-
outero geiicteus CGRP [4, 6—8]. TTosToMy npeacTaBiisieTCsl BaKHBIM IS TIOHUMAHUS
ponu CGRP B pa3zButum runepreH3uM, CBSI3aHHOM C UHCYJIWMH-PE3UCTEHTHOCTHIO, Olie-
HuTth conepxxkanue CGRP B kpoBu coBmecTtHO ¢ NO.

Lems nccnenoBanus — oueHuThb comepxkanne CGRP 1 NO B KpoBH KpBIC B HOpME U
IpU TUMNEPTEH3UU, BEI3BAaHHOI ITOTpebaeHUeM (PpyKTO3bl, 0€3 BO3MeiiCTBUS Ha BAaHWIO-
uaHelie perenTopsl 1 (TRPVI1) u niocie BBeaeHUs UX arTOHUCTAa 3BOAMaMMHA.

METOABI NCCIEJOBAHUA

WccnenoBanust mpoBOAWIM Ha KpbIcax-camiax Bucrap ¢ ncxomHoit Maccoii tena 150—160 ©
(Bo3pact 2—2.5 mec.). 2ZKuBoTHble noaydanu ctangapTtHbiii KopMm (IIpoKopm, 3A0 buo-
IIpo), comepxkanuch Ha 12-4acoBOM LIMKJIe NI€Hb/HOYb U B KAYECTBE IMUThSI B TEUCHUE
10 Hea. moTpebIstin 1160 BOAOIIPOBOIHYIO BOAY (CTAHIAPTHBIN MUTHEBOM PEXUM), JIMOO
12.5%-nb1it pacTBOp (OPYKTO3bl. Bce MAHUMYISILIMU C KUBOTHBIMU MPOBOIMIKCH C CO-
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OII0IeHUEM TTPUHIIMITOB TYMAHHOCTH, U3JIOKEHHBIX B AMpeKTuBax EBporneiickoro coob-
11IeCTBa, U OJIOOPEHBI KOMUTETOM 110 OGuomeauiuHckoit atuke HUMODM (ripotokon
Ne 6 ot 16 urons 2016 r.), HoBocubupck, Poccusl.

ITpotokon uccienoBanuii. ExkeHenenbHO Ha GOIPCTBYIONINX KPbICaX U3MEPSUTM He-
WHBAa3WBHOM METOIOM CHUCTOJMYECKOe apTepuaibHoe naBieHue (AIl) ¢ momoniplo cu-
creMnl “Coda” (Kent Scientific, CIIIA) u peructpupoBanu ux maccy. CongepxaHue IiIio-
KO3bI B KPOBM M3 HaJpe3a Ha XBOCTOBOU BeHE OMpenesIsyii HaTOIAaK ( ocjie HOYHOTO To-
JIOAAHUS ) U TIPU TIPOBEJEHUH TJIIOKO30-TOJIEPAHTHOTO TecTa (depe3 | 4 mocye Harpy3ku
IIOKO30M, 2 T/KT, BHyTpuOpromuHHO ) mmokometpoM One Touch Ultra (Life Scan,
HlIseiimapust). Yepes 8 Hed. mociie Hayajla SKCIOEpUMEHTA Kaxaast U3 2-X TPYIIT ObLia

paszelieHa Ha 3 MOATPYMIIBL: TPYIIA CO CTAHIAPTHBIM MUTHEBBIM PEXKUMOM (KOHTPOJIb,

KOHTpOJIb!, KOHTPOJIb?) U rpymma ¢ norpedieHueM (Gpykrossl (hpykrosa, dppykrosal,

dpykroza?). Tpymnmsl “KOHTpoIb” U “dpyKTo3a” B MOCHESAYIOLME 2 HEAEIN TOMOTHH-
TEJIbHBIM BO3IEHCTBHSIM HE MOABEprayich. OCTAIBHBIM TPyMIaM (“KOHTPOIB>”, “KOH-
Tpoib'”) 1 (“dbpykrosza’”, “dpykrosa'”) BBOIWIM B TeueHUE 2-X HENETb JIM60 SBOIMA-
muH (TCI, Chemical, Kurait, 10 Mr/Kr, yepes3 AeHb, BHyTPUOPIOIIMHHO,) 1100 B aHAJIO-
TUIHOM OOBEME €T0 PacTBOPUTENIb, COCTOSIIMIT M3 muMeTwicyibdokcuma (JIMCO),
(10%), Teun-80 (10%) n dusnonorndeckoro pactBopa (80%).

Kpric mon nerkum apupHBIM HapKO30M 3abuBaiu yepes 10 Hemerb Iocie Havaa I1o-
TpebaeHus1 Gpykro3nl. B criBopoTke KpoBu ornpenensuin conepxkanne CGRP nummyHo-
¢depMeHTHBIM METOAOM C Hcmojib3oBaHueM Habopa “CEA 876 Ra” (Cloud Clon Corp,
CIIA) ¢ peructpanueit Ha puaepe TriStar LB 941 (Berthold Technologies, 'epmanust)
Ha crriekTpodoromerpe Shimadzu (UV-2501PC) usmepsiiiu conepkaHne CyMMbI MeTabo-
smtoB NO: Hurput/HutpaToB (NOx) [16], Tpurmunepunos (TI') Habopom “Tpurnuiie-
punel-HoBo” (Bektop becr, Poccus). YpoBeHb NEpeKMCHOTO OKMCIICHHS JIMIIUIOB
(ITOJI) oueHUBaIM IO COAEPKAHUIO TPOIYKTOB, PEearupylonux ¢ THOO0apOUTYypOBOM
kucyoroit (TBK-PIT) [17].

PesynabTarsl 00pabaThIBa/IM CTATUCTUYECKM C UCTIONIb30BaHKEM -KpuTepust CTbloaeHTa.
JlaHHBIE TIpEICTaBICHBI B BUAE CPEIHEN BeTMYUHbI 1 olinoku cpeaHeit (M £ SEM). Ko-
JIMYECTBO XKUBOTHBIX B KAXIOM 9KCIIEPUMEHTAILHOI TpyTiIe cocTaBiisiiio 9—10 Kpbic.

PE3VJIbTATbBI MCCJIEJOBAHUA

JlaHHbIE TTO0 Macce Teja MpeacTaBiieHbl B Ta0J. 1. JIOCTOBEPHBIX pa3induii MO 3TOMY
MoKa3aTe 0 MEeXIy BCEMU 3KCIIEpMMEHTABHBIMU TpyrmnaMu depe3 8 u 10 Hexd. mocie
HavaJla 9KCIiepMMeHTa He oOHapyxXeHo. ITojydeHHbIe MaHHBIC MOKAa3bIBalOT, YTO ITO-
TpebieHne GPyKTO3bl HE BHI3BIBAET PA3BUTUS OXKUPEHUS Y )KUBOTHBIX.

1. Bausinue oaumenvHo2o nompebaerus opykmoswt Ha Al
U uccaedyemble nokazamenu 8 Kpogu

PesysbTaThl MCCIeIOBaHUs ITOKA3aId, YTO TOCTOBepHOe noBkiieHue ALl (Ha 16—17%)
HabJirogaeTcs yepe3 8§ Hel. Mocje Havajla moTpebyieHusT GpyKTo3bl U B IOCIEAYIOIIE
2 Hell. BKCIIepUMEHTa OTMEeYaeTCsl ero AajdbHelIunii poct (puc. 1), UYTO CBUIETEIHCTBYET
06 ycroitunBoM pocTe AJl M pa3sBUTUM apTepHalbHOUM TumnepTeH3un. [loTpeGieHue
(PYKTO3BI HE BBI3BIBAJIO M3MEHEHMST KOHIICHTPAIIMK TIIOKO3bl B KPOBU HaTolak (TabJ. 1),
HO IIPUBOOWIIO K YBEJIMYESHMIO €€ CoAaepKaHusI ITociae Harpy3ku ( puc. 2). Kpome atoro, y
KpBIC, IOTPEOISIBIINX (DPYyKTO3y, OOHAPYKEHO ITOBBIIIeHUEe coaepKaHus T1 u nmpoayk-
ToB [10JI (Tab. 2).

Conepxanue CGRP B KpoBH y KpbIC, MOTPEOASIBIINX (DPYKTO3Y, B OTJIMYUE OT APYTUX
rmokasaTteJieil, 6puUTo CHIDKeHO Ha 20% OTHOCHTENIEHO KOHTPOJIBHBIX SKUBOTHBIX (pHC. 3A4).
[Tpu aTom conepkanrie NOX B KpOBHU Y 3TO IPYIIIbI HE OTJIMYATIOCH OT KOHTPOoJIst (puc. 35).



BIIMAHUE AKTUBALIMUM BAHUJIONMAHBIX PELIETITOPOB 113

Systolicblood pressure, mmHg +Solv.
* 4 l +Ev.

<

180

+Solv.

4]

120

T

A% gﬁ—‘

%%

A

7

2

%

22K

%

2

N\
O

72

G447
/X\C <

>

C
8w 10w 8w 10w

F F! F?
8w 10w 8w 10w 8w 10w

Puc. 1. BiimsiHue sBoaaMuHa Ha cuctoinndeckoe A/l y KpbIc B HOpMe U TTpU MOTPeOIeHUM (DPYKTO3BI.
I'pynmel: K — KOHTPOJIb — MHTaKTHBIE KPBICHI CO CTAHIAPTHBIM IMUTHEBBIM PEKUMOM; K+ PactB. n K2+ OB. —

yepe3 8 Hell. Tociie Havyala SKCIepuMeHTa UHTAKTHBIM TpyMIaM K! (KOHTpOJ'Ibl) u K2 (KOHTpOHbZ) BBOIWIN
60 pactBoputesb (PacTs.), 160 3BoaMamMuH (9B.) cooTBeTcTBeHHO; P — bpykTo3a — 12.5% p-p GpyKTO3BI

B Teuenue 10 Hen.; @' + Pacts. u ®2 + 5. — Jepe3 8 Heaeb Mociie Havyasia moTpedieHust GpyKTo3bl rpyrmnam

! ((bpyKT03a1) u CD2((1)pyKT03a2) BBOJIWJIV JITNOO PACTBOPUTEJb, IMOO SBOIMAMUH COOTBETCTBEHHO; 3BOAMAMUH
u pactopurenb — 10 Mr/Kr, B/0, 4epe3 neHb, 2 Henenu; 8 H., 10 H. — 8 u 10 Hex. Tocyie Havyasia SKCIIEPUMEHTa;
* #,” — p <0.05 oTHOCUTEILHO: * — KOHTPOJIbHBIX Ipyrin, # — rpynmbl @/8H., “— rpynnel @/10H. [laHHbIE
npenacrabieHbl B Buae: M = SEM.

Taomuna 1. ConepkaHue TIIOKO3bI B KPOBU (HATOIIAK) M Macca Tejia y KPbIC Pa3IMnYHbIX 9KCIIEPH -
MEHTaJIbHBIX rpynIl uepe3 8 u 10 Hepesb rocie Havasaa 9KCrepuMeHTa

KoHueHTpalus rioKo3bl
LieHTpaLl Macca Tena, r

OKCrepuMeHTaIbHbIE TPYTITbI (vmom/1)
8 Henenb 10 Henenb 8 Henenb 10 Henenb
KoHTpoIb — MHTAaKTHBIE KPBICHI 44+0.2 45+04 341.7+12.4 | 380.3+15.5

KOHTpOJ‘[bl + pacTBOpHUTEIb

43102 4.6+ 0.1 3454 £ 16.1 | 387.8 £ 14.6
(uepe3 8 Heaeb Mocje Hadyajla OIbITa )

KOHTponb2 + sBOAMAMUH

42+0.3 40+£04 |342.8+13.2|380.2+14.1
(4epe3 8 Heleb MOCJIe Havyasla OIbITa)

®pykTo3a — 12.5% p-p bPyKTO3bI 44402 4.6+0.2 |358.4+13.9|405.1+16.3

<I)py1<T03a1 + pacTBOpUTEIb
(uepe3 8 HemesIb Mocjie Havyaia 45%£0.3 4.6%0.1 360.2 £ 11.8 | 403.6 £ 11.2
noTpedeHusT GPYKTO3bI)

®pykTo3aZ + 3BOIMAMUH
(4epes 8 HemeNb MOCIe Havyala 4.3+0.1 41x0.3 360.9 + 14.1 | 399.4 £ 13.7
noTpebieHNsT (PPYKTO3bI)

3HavyeHwMsI TpeacTaBieHbl B Bune: M = SEM.
n — 9—10 kpbIc B Kax 10§t rpynre.
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Glucose concentration, mmol/L
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Puc. 2. BausiHue sBoaMaMuHa Ha cofiepKaHue MIIOKO3bl B KPOBM KpbIC Yepe3 | U mocjie Harpy3ku rII0KO30i
(2r/kr, B/6 ) B HOpME U TIpY TOTPeOIeHUMN (PPYKTO3HI.
I'pynmbl: K — KOHTpOJIb — MHTAKTHBIE KPBICHI CO CTAHIAPTHBIM IMUTHEBBIM PEXUMOM; Kl + PactB. 1 K2 + 9B. —

yepe3 § HeA. Mocie Hayala SKCIepuMeHTa MHTaKTHBIM TpYIIaM K! (KOHTpOJIbl) n K2 (KOHTpOHLz) BBOIWIN
nubo pactBoputenb (Pacts.), 6o aBoauaMuH (DB.), cooTBeTcTBeHHO; @ — dpykTo3a — 12.5%-Hblit p-p

GbpykTo3bl B TeueHue 10 Hen.; ®' + Pacts. n @2+ OB. —uepe3 8 Hel. Tocie Havaja MmoTpedseHust GppyKTO3bI

rpymniam ! (d)pyKTo3al) u ®2((bpyKTo3a2) BBOJIWIM JIMOO PACTBOPUTEIIb, JIMOO 3BOAUAMUH COOTBETCTBEHHO;
9BOJMAMUH U pacTBopuTesib — 10 Mr/Kr, B/0, yepe3 AeHb, 2 Hell.; 8 H., 10 H. — 8 u 10 Hex. ocie Havyasla IKcre-
pumenTa; *, #, ~ — p < 0,05 oTHOCUTETBHO: ¥ — KOHTPOJIBHBIX Ipyr, # — rpynisl ®/8H., ~ — rpynmser @/10H.
JanHble TipeacTaBieHbl B Bune: M + SEM

Ta6auna 2. BiusiHue 3BoaraMMHAa Ha cojepXaHue B KpoBU Kpbic TpuriniepuaoB 1 TBK-PIT B
HopMe 1 yepe3 10 Henenb moce MmoTpedaeHUST (PPYKTO3bI

KonHueHnTpanus KoHueHnTpanus
DKcrepuMeHTaJIbHBIE TPYIIITBI TPUTIULEPUIOB TBK-PIT
MMOJIb/JT MKMOJIb/JT
KOHTpOJIb — MUHTaKTHBIE KPHICHI 0.701 £ 0.060 79104
1
KoHTposb' + pactBoputens (uepe3 8 Helesb nocie 0.710 + 0.082 78405
Hayajia 3KCIIepuMeHTa)
2
KonTtpoap” + aBoguaMuH (uepe3 8 Hemenb rocie 0.698 + 0.061 74402
Hayajia 3KCIIepuMeHTa)
®pykrosa — ( 12.5%-ubiii p-p, 10 Hexenb ) 1.2+ 0.1* 10.6 £ 0.6*
1
®pykTo3a’ + pacTBopuUTEb (Uepe3 8 Henelb Mociie 1.3+ 0.2% 10.8 =+ 0.5*
Hayajia 3KCIIepuMeHTa)
2
®pykTo3a” + sBoanaMuH (duepe3 8 Heneb rmocie 0.685 + 0.062" 6.8+ 0.2°
Hayajia 9KCIepruMeHTa)

* — p <0.05 — oTHOCUTENBHO KOHTpOJS; * — p < 0.05 — oTHOCUTENBHO TPyNITH “dpyKTO3a”.
3HavyeHusI TIpeacTaBieHbl B Bune: M + SEM.
n — 9—10 kpbIc B Kax 10§t rpynre.
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Puc. 3. BiimsiHue sBoauamuHa Ha conepxkanne CGRP (4) u NOx (b5) B KpoBH KpbIC B HOpMe 1 yepe3 10 Henenb
rnocJje Hayaa moTpedieHust GPyKTO3bI.

I'pynmsl: K (KOHTPOJIb) — MHTaKTHBIE KPBICHI CO CTAHAAPTHBIM MUTHEBBIM PEXXUMOM; K+ Pact. n K2+ OB. —

yepes 8 Hejl. MocJie Havasla OIbITa MHTAKTHBIM TpyIIaM Kl (KOHTpOﬂbl) u K2 (KOHT‘pOJ‘lbz) BBOIWJIU 1100 pac-
TBopuTeb (PacTs.), 1160 aBoanaMuH (DB.) cooTBeTcTBEHHO; P — (bpykTo3a ) — 12.5%-Hblit p-p GPYKTO3BI B

TeueHue 10 Hen.; @' + Pact. u ®% + Db, — yepe3 8 Hell. Tocie Havasla moTpebaeHust GpyKTO3bl TpynnaM !
((ppyk"ro3a1) u @2 ((bpyKTosa2) BBOIWJIN JTUOO PACTBOPUTEIh, JIMOO 3BOIMAMUH COOTBETCTBEHHO; 9BOIUAMUH U
pactBopuTteb — 10 Mr/Kr, B/6, uepe3 aeHb, 2 Hell.; ¥ — p < 0.05 OTHOCUTEIbHO KOHTPOJIBHBIX rpymit: # — p < 0.05

OTHOCUTEJILHO TpyNIibl hpyKTO3a/0e3 aBoguaMuHa. JlaHHble npeacTasieHsl B Buae: M £ SEM.

2. Bausinue 3600uamuna Ha uccaedyemoie nokazamenu
VY KpbiC 8 HOpMe U npu hompeoaeHuu GpyKmo3nl

BBeneHue 3BoaqnaMuHa WM €r0 PACTBOPUTENSI XKMUBOTHBIM CO CTAHIAPTHBIM TUThE-
BBIM PEXMMOM TT0Ka3aJio, 4YTo BesimunHa AJl, conepkaHue B KpOBM ITIOKO3bI (HATOIIAK U
nocJiie Harpy3ku rmoko3o0ii) TT u I1OJI 1 CGRP u NOx He oT/IM4annch OT COOTBETCTBY -
IOLIMX [TOKa3aTeseil KOHTPOJIbHBIX XKMBOTHBIX (puc. 1, 2), (Taba. 1, 2), (puc. 34, b).

WHble pe3yabTarhl MOJIy4eHbl Yepe3 2 Helesiu T0cjie BBeIeHUST 9BOAMaMUHA XXKUBOT-
HBIM, MTOTPeOIIBIIUM (pyKTO3y. Bennunna AJl y 3TUX XKMBOTHBIX cHMXKaaach Ha 20.8%
10 CPaBHEHUIO C TPYNIION, yHoTpeOJsBIieil ppykTo3y B TeueHue 10 Hemenab, HO He TI0JIy-
yapllleil 3BOAMAMUH, U JOCTUTAJIa KOHTPOJbHBIX 3HaueHuit (puc. 1). KoHueHTpauuu B
KpOBU TJ1I0KO3bI (depe3 1 u mocie Harpy3ku) TT u nipoaykroB ITOJI y aT0it rpynibl He
OTJIMYAJIMCh OT TTOKa3aTesieil KOHTPOJIbHBIX XXUBOTHBIX (puc. 2, TabJr. 2).
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Conepxanvue CGRP B KpoBM y TpymIibl, MOTpedsiBiIcid (DpyKTO3y U TOJydaBllIeit
9BOJMAaMUH, OBIIO BHIIIEe O60s1ee YeM 18.14% 110 CpaBHEHUIO C XKUBOTHBIMHY, YITOTPEOIISIB-
MU TOJIBLKO ppyKTo3y (puc. 34). Konuenrpamus CGRP nociie BBeneHUs 3BograMuHa
HE OTJIMYajach OT TAKOBOIT KOHTPOJBHBIX XXKUBOTHEIX (puc. 34). YpoBeHb NOX B KpoBU
nocJje BBEIEHUS dBOAMAMUHA, XXUBOTHBIM, TOJyYaBIIUM (PPYKTO3y, HE OTIUYAJICS OT
TPYMIIbI, YIIOTPEOISIBIIEN TOIBKO (pyKTO3y (pUC. 35).

I1pu BBegeHNM XUBOTHBIM ¢ pykTo3HOI nquetoit JIMCO Bce nccienyemMble IToKas3a-
TeJIW yepe3 2 Hell. TIOCIeyI0Iero MoTpedieHus GpyKTO3bl UMENH TE K€ 3HAUYeHUSI, UTO B
M TPYIIIe, moayJaBiieil GpykTo3y B TeueHue 10 Hemenb, HO 03 BO3IEICTBUS 9BOIMAMU -
HoM (puc. 1, 2, 3), (Tabi. 1, 2). DTo 3HAYUT, YTO BCE U3MEHEHMSsI, IOJyYeHHbIE HAMU I10-
cJie BBEJIeHYsI 3BOIMAMUHA, CBSI3aHbI C €ro IeCTBMEM U He 00YCJIOBJICHBI BIUSIHUEM €T0
pacTBOpUTEIISL.

OBCYXIEHMUE PE3VJIBTATOB

Pe3ysibTaThl HalIMX MCCAENOBaHMI MOKa3aiu, YTO pa3BUTHE apTepUaTbHON TUIlep-
TEH3UU y KPBIC, MOTPEOISABIINX (DPYKTO3Y, COMTPOBOXKIACTCS CHUXEHUEM CONEpKaHUS
CGRP B kpoBu. CuuTaioT, 4YT0 OCHOBHBIM MCTOYHMKOM HEMPOHAJIBHOTO ITPOMCXOXKIE-
HUS 3TOTO HeMporenTuaa B KPOBU SIBISIIOTCS TEPUBACKYJISIDHbIE CEHCOPHBIE HEPBBI,
akcnpeccupyouie TRPV1 [5, 7], Beiensniomyre CGRP He TOAbKO M3 HEHTPAJILHBIX, HO
1 nepudepruyeckKux HEPBHBIX OKOHYaHMi (JokKajabHasi 3ddekTopHas GYyHKIUS 3THX
CEHCOPHBIX HEPBOB) U MPOEKIINY KOTOPBIX IIIMPOKO MPEACTABICHBI B COCYIMCTOM pycJie
[2, 3,5, 7, 8]. Hannuue B kpoBu CGRP HelipoHaIbHOTO ITPONCXOKIASHUS JA€T OCHOBA-
Hug npeanoiarate, uto CGRP, moMuMo JiokajibHOTO AEHCTBUSI B MECTaX BbIICICHUS U3
neprudepruyeckKux HEpPBHBIX TePMUHAJIE, MOXET OKa3blBaTh CUCTEMHOE BIUSIHUE, OJl-
HUM U3 BO3MOXHBIM 3aIyCKalOLIMM MEXaHM3MOM KOTOPOTO MOXET ObITh CBSI3bIBAHUE C
peuentopamu CGRP, koTopbie pacroioskeHbl BO BCEX TKAHSIX M OpTaHax U MpeaCcTaBIsI-
1ot coboit komruieke CRLR/RAMPI1(calcitonin receptor-like receptor/receptor activity-
modifying proteinl), obmamatoninx BeicokuM cpoactBoM K CGRP [4, 7, 8].

Tot dakr, yto aktuBalvsi TRPV1 BbI3bIBaeT BOCCTaHOBIEHUE CHUKEHHOTO COAepKa-
Hust CGRP B KpoBU 10 HOpMaJIbHBIX 3HAYEHUi1, YKa3bIlBaeT HA TO, YTO CHUXKEHUE BTOTO
HelpornenTraa B KPOBU CBSI3aHO C yMeHbIlIleHeM akTUBHOCTA TRPVI1-ceHCOpHBIX Hep-
BOB. B mosb3y TOro, uto mpoiiecc pa3BUTHUS TUMIEPTEH3UU MPU NMOTPEOIeHUU (HPYKTO3bI
COMPOBOXIAETCSI CHUXKEHUEM aKTUBHOCTU CEHCOPHBIX HEPBOB, CBUNIETEJILCTBYIOT U TaH-
Hble auTeparyphl o cHkeHun cuHTe3a CGRP B mop3aibHBIX TaHTJIMSIX 1 YMEHBIIIEHUN
minotHocT CGRP-coaepskalix BOJOKOH B apTepUsIX OPbIXKEKU KPBIC, TTOTPEOJISIBILIMX
dpykTo3y B reueHue 10 Henens [9, 13]. [MoaTBepxxaeHuem Toro, uto TRPV1 omnocpenytor
noBbiieHue KoHLeHTpalmuu CGRP B kpoBH, gBsII0TCSI JaHHBIE 00 YCTpaHEHUN 3TOTO
3¢ dekTa aHTAaTOHUCTOM JaHHBIX PEIECOTOPOB Karca3ermrmHoM [18].

Bricka3biBaeTcs TouKka 3peHus1, uto ogHa u3 pyHkumniit CGRP, peannsyemast myreM yBe-
JIMYEHUSI €r0 CUHTE3a U TTOBBIIIEHHOTO BbIACICHUS] U3 TEPMUHAJIEH, 3aK/II04aeTcsl B TIpe-
MNSITCTBUM PA3BUTHUIO Pa3IUYHbBIX TTATOJOTUM, B TOM YUC/E TUIIEPTEH3UX U auaodery |5, 7].
DTO HAIIUIO MOATBEPKACHUE U B HALLIMX PE3YJIbTAaTax, MOJTYyYEHHBIX MOCJIe BBEIEHUST aTOHM -
cra TRPV1 sBogamuHa, >KMBOTHBIM MOTPEOISIBIINM (DPYKTO3y B TedeHHE 8 Hem. Y 3THUX
KMBOTHBIX nocje aktuBaluy TRPV1 aBomrmaMrmHOM He TOJIBKO He ITPOMCXOIMIIO TTOCIEIy-
toiiero pocta A/l ( B OTJIM4YMe OT KPBIC, HE TTOJIyYaBIIMX 3TOT MpernaparT), HO ero BeJIMUMHa,
a Takxe coaepxxaHue B kpoBu CGRP He omimyaincek oT COOTBETCTBYIOIIMX TAHHBIX, MOJTY-
YEHHBIX OT KOHTPOJIbHBIX JKUBOTHBIX. TaknM o6pa3oM, aktuBauusi TRPV1 y KpbIc ¢ MOBbI-
mieHHbIM A/l ipensiTcTByeT nocyeaytoiiemMy pocty AJl, OAHUM 13 BO3MOXHBIX OTIOCPETYIO-
IIMX MEXaHM3MOB KOTOPOTO siBIIsieTcst HopMmanu3aius ypoBHs1 CGRP.

BBeneHue 3BonuaMrHa, TOMUMO CHUKeHUsT AJl, oka3bIBajo MOA0OHbIN 3hdEeKT Ha
conepxanue TI', mpoaykroB ITOJI u 10KO3BI Yepe3 OAMH Yac TOcje Harpy3ku, 4To



BIIMAHUE AKTUBALIMUM BAHUJIONMAHBIX PELIETITOPOB 117

MOXXHO paccMaTpuBaTh KaK yJydllIeHUEe TOJEPAHTHOCTU K IIoKo3e. JlaHHbIe JTuTepary-
pPbl CBUAECTEIBCTBYIOT O IIIMPOKOM OUOJIOTMYECKON aKTMBHOCTU 3BOAMAMMWHA: aHTHMHO-
LIETITUBHOM, aHTUBOCTIAJIMTEILHOM, MPOTUBOPAKOBOM, aHTUaTeporeHHo [19]. DBonua-
MWH CHMKAeT OKMPEHUE U YIIy4dllIaeT MHCYTMH-PE3UCTEHTHOCTD, TTOBBIIAET TOJIEPAHTHOCTD
K TJIIOKO3¢ Yy TyIHBIX MbIteii [20]. Dt acdbdekTr! peanusyiorcst Kak yepe3 TRVI1-1rytn, Tak u
NIpyryue MexXaHU3MBbl, KOTOphle BKIoJaloT 3Kkcrpeccuio MPHK runponassr Tpurinuiiepu-
JIOB XXKMPOBOU TKaHU U MHTUOMpoBaHUsl dhochopunupoBaHus cepyuHa B IRS1(insulin re-
ceptor substrate 1), MHAMKAaTOpa MHCYJIWH-pe3ucTeHTHOCTH [19, 21].

B omiinuume ot Kphbic, MOTpeOsIBIINX (PYKTO3Y, BBEICHUE I3BOJUAMUHA KOHTPOJIbHBIM
JKMBOTHBIM HE COMNpoBOXAanoch uaMeHeHueM ypoBHs1 CGRP B kKpoBM U He OKa3bIBaJIO
BiusiHUs Ha Al ¥ npyTrie perucTpupyemMble HaMU MeTaboIMyecKue rmokKa3aresiu B KpoBH,
YTO CBUJIETELCTBYET 00 YCTOMYMBOCTH MEXaHU3MOB (DU3MOJIOTMYECKOU PETyJIsSIMy 3TUX
(YHKIIMI Y HOpMaJIbHBIX XKMBOTHBIX K aroHucTtam TRPVI. JlaHHbIe auTepaTypbl TakKKe
CBUIIETEJILCTBYIOT O TOM, uTO BBeneHrue CGRP unu karcanimHa B CTUMYJIMPYIOIINX 10~
3aX HOPMOTEH3MBHBIM XKMBOTHBIM He u3MeHsoT BeimunHy AJl [7]. ComocTaBieHue 3TUX
MAHHBIX C pe3yJbTaTaMu, TTOJYYEHHBIMU Y KPBIC, TTOTPEOISBIINX (PPYKTO3Y, yKa3bIBaeT
Ha BaXHYIO pojib QYHKIIMOHAIBHOIO CTaTyca, CEHCOPHBIX HepBOB, comepxkamux CGRP,
Y XMBOTHBIX C HAPYILLIEHHOM PeTyJIsiliueil, B YaCTHOCTH, C apTepUaIbHON TMIEPTEH3UEMH,
KaK JU1sl pa3BUTHUS MaTOJIOTUUECKOTO Tpoliecca, Tak U JIsl TPENnsITCTBUSI €ro pa3BUTUIO.

Bormpoc 0 koHKpeTHbIX MexaHu3Max, peanusyoiiux yuactue CGRP B pa3Butuu ru-
MEPTEH3UHU, OCTAeTCS OTKPBIThIM. Kak yKa3piBajoch paHee, OIHUM M3 BaXKHbIX OMOCpe-
nyrwoiux daktopoB BazomwiatatopHoro aeiictBusi CGRP siBnsiercst sHmorennaibHbIN
NO [4, 6—8]. Bbicka3bIBaeTCsl TOUKA 3pEHMSI, YTO [VIABHOM M KOHEYHOI MPUUMHOI pas-
BUTHS TUTIEPTEH3UU TIPU JUTUTEIIBHOM TOTPeOIeHUM (DPYKTO3bI, SIBJISIETCS TUCHYHKIIMS
9HIOTENNS, CHUXKEHUE Ba3opesiakcallii COCYy0B, BBI3BAHHOE CHUXKEHUEM CUHTE3a U aK-
TUBHOCTU 3HAOTearMaibHOUM cruHTa3bl NO (e-NOS), ymeHbieHueM coaepxxanus NO u
cHmxeHueM ouonoctyrnHoctd NO [15]. OnHako naHHbIE JUTEPaTyphl, MOJyYeHHbIE TPU
unsydyeHuu ypoBHsi NOX B KPOBU Y KPBIC C TUTIEPTEH3UEH, BBI3BAHHOI (hpyKTO30ii, HEOT-
HazHauHbl. [Toka3zaHo, YTO 3TOT MPOIECC MOXET COMPOBOXIATHCS KaK CHUXKEHUEM CO-
nepxanuss NOX B KpoBH [22], Tak 1 yBeaImdeHUM ux ypoBHS [23]. Kpome aToro, nmeior-
csl JaHHbIE O TOM, YTO TUTIEPTEH3UsI, BhI3BaHHAs (DPYKTO30i1, HE BJIMSIET HA CONEPXKAHUE
NOXx B kpoBu [24].

JlaHHbIe HAIIMUX UCCJIeIOBAaHWI NTOKa3alu, YTO pa3BUTHE apTepPUATbHON TUIIEPTEH3UN U
npyrue MeTaboInYecKre HapyleHus, BbI3BaHHbIE TTOTpebaeHueM (pyKTO3bl, HE U3MEHSI -
10T conepxxkanre NOx B kpoBu. Aktusaiiuss TRPVI1 Kak y KOHTPOJIbHBIX XXMBOTHBIX, TaK U
KpbIC, MOTPeOISBIIMX (DPYKTO3Y, TAKXKe HEe OKa3bIBajla BIMSIHUE Ha COlep>KaHUe 3TUX Me-
TabomuToB. Bo3amoxHo, uto coBMecTtHOe ydactrie NO u CGRP B onocpenoBanum rurio-
TeH3UBHOTO 3 (eKTa CBSI3aHO C JIOKAILHBIMU M3MeHeHnssMu aktuBHocTelr TRPV1, eNOS
u cogepxxaHueM NO B CTEHKE COCYIOB, UTO HAaXOAUT MOATBEPKACHUE B JAHHBIX, MOJTyYeH-
HBIX Ha KYJIbTYpe SHAOTEINaIbHBIX KJIETOK, B KOTOPBIX B OTBeT Ha akTuBauuio TRPV1 00-
HapyKeHO noBbIlieHre akTuBHOCTA eNOS 1 yBenmmuenue npoaykumu NO [25].

BbicKa3bIBaeTCsl TOYKA 3pEHUSI O TOM, YTO Pa3BUTHE apTepUAIbHOI TMIEPTEH3UU U
WHCYJIMH-PE3UCTEHTHOCTU y KPbIC C (DPYKTO3HOW AMETOM, OOYCIIOBJIEHO HapylleHHeM
Oananca mexay cumraruyeckumu 1 CGRP-cogepxamumu HepBamu [9, 13]. B kauectse
10Ka3aTeJbCTBa aBTOPbl MPUBOASAT JAHHBIE O MOBBIIIEHNUU TUIOTHOCTU CUMITATUYECKUX
HepBHBIX okoHYaHMi U cHxkKeHun CGRP-uHHepBanuuy B cocynax OpbiKeiKu y KpbIC C
IUIUTEJIbHOM (DPYKTO3HOU TUETOM.

JaHHble UTEpaTypbl CBUIETEILCTBYIOT O PELIMIIPOKHOM B3aMMOICHCTBUU MEXIY
CGRP-conepxammmy- ¥ CUMITaTUIeCKUMU HepBamu [4, 26, 27]. Tak moka3aHo, YTO CHU-
xeHue BoiaeneHus: CGRP u3 HepBHBIX TepMUHATIEI, MOXET OCYIIECTBISITHCS IMPU aKTUBa-
LMW CUMIIATUYECKUMU MEAUATOPAMU Oly-aIpPEHOPELIENITOPOB, JOKATU30BAaHHBIX Ha 3TUX
CEHCOPHBIX HEPBHBIX OKOHYaHusX [27]. Hns oobscHeHus: cHukeHust ypoBHs CGRP y
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KpbIC, TTOTPEOJISIBIINX (PPYKTO3Y, 3TU JAHHBIE MOTYT TIPEACTABISATh MHTEPEC, MOCKOJIBKY
MOBBIIIEHHAs] aKTUBHOCTh CUMITAaTUYECKOW HEPBHOM CUCTEMBI pacCMaTpUBaeTCsl HEKOTO-
PBIMU MCCJIEOBATEISIMU B KAYECTBE MPUYMHBI PA3BUTHS TUTIEPTEH3UU TIPY TTOTPeOIeHUN
dpykTo3sl [15, 20]. C apyroit CTOpOHBI, UMEIOTCSI JAHHBIE O TOM, YTO PK30T¢HHAS Al -
kanust CGRP Ha apTeprobl TOpMO3UT BbIIEIEHUSI MEIMATOPOB U3 CUMITATUYECKIX HEPB-
HBIX OKOHYaHU [26]. MOXHO MPEeAnoioXUTh, OCHOBLIBASICH HA MPUBEIEHHOM BHIIIIE pe-
LIMITPOKHOM MEXaHU3Me DPeryisiiuu (yHKLUMA 3TUMU HEpBaMH, YTO OJHOW M3 MPUYUH
cHIKeHUs AJl y TUTIepTEH3UBHBIX KPbIC TTOCJIE BBEICHWSI 9BOIMAaMUHA SIBJISIETCS] CHIDKEHUE
aKTUBHOCTH CUMITATUYECKNX HEPBOB, BhI3BaHHOe akTuBanueii TRPVI.

Takum o6pa3zom, HalllM UCCIeI0BaHUS MOKa3aiu, UTo cHIKeHue cogepxanuss CGRP
B KPOBM SIBJISIETCSI OTHOM M3 COCTABJISAIONIEH MeXaHM3Ma Pa3BUTUS apTEPUATBLHOM rumnep-
TEH3UM Y KPBIC C UIMTEJbHBIM IToTpedaeHueM ¢ppykTo3bl. [1pu akruBamuu TRPVI aBo-
JNIMAMUHOM Y KMBOTHBIX C TIOBBILIEHHBIM AJl HaGI101aeTcsi BOCCTAaHOBJICHUE YPOBHS
CGRP 1o HopManbHBIX 3HaUYeHUI U CHIKeHMe AJl. DBonuMaMyH OKa3bIBaeT TEPareBTH -
yecKoe JCHCTBUE 1 Ha Ipyrue MeTaboJIMYecKre HapyllIeHWsI, BBISIBJIEHHBIE Y KPBIC C ap-
TepuaJbHOW TMIEPTEH3UEH: YIydIlIaeT TOJIEPAHTHOCTh K TJIFOKO3€, CHIXKAET MOBBIIIEH-
Hoe conepxanue TT u okucauTenbHbIl cTpecc. OMHAKO BOTIPOC OMOCPENYIOTCS 3TH Te-
pamneBTuueckue 3¢dexkTsl 3BoaramMuHa dyepe3 TRPVI-mytm wiam gpyrue mMexaHU3MBI,
TpeOyeT JalbHEeHIIUX UCCIEIOBAaHUIA.

NCTOYHUK ®UUHAHCHUPOBAHUA

Pa6ora nonnepxxaHa Poccuiickum hoHI0M yHAaMEHTaIbHBIX UCccaenoBaHmuii (rpaHT No 0538-
2014-0010).
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The Influence of Vanilloid Receptor Activation by Evodiamine on the CGRP Content
in Blood of Normal and Fructose-Fed Rats

Z. S. Tolochko® * and V. K. Spiridonov*
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Background: Calcitonin-gene-related peptide (CGRP) is a neurotransmitter of capsa-
icin-sensitive nerves, one of the most powerful vasodilators, in mediation of vasoactive
action of which the nitrogen oxide (NO) takes part. The aim of this study was to evaluate
the CGRP and NO blood levels in normal rats and rats with fructose-induced hyperten-
sion, with unaffected transient receptor potential vanilloid 1 (TRPV1) receptors, and af-
ter the administration of their agonist evodiamine. Male Wistar Rats were given to drink
either 12.5% fructose solution or tap water (control) for 10 weeks. Evodiamine (10 mg/kg),
a TRPV1 agonist, was administered intraperitoneally every other day, for 2 weeks, start-
ing 8 weeks after the start of the fructose intake. The systolic blood pressure was mea-
sured using a noninvasive technuque. The glucose levels, fasting and 1 hour after the glu-
cose load (2 g/kg, i.p), were measured by a glucometer in the blood sampled from the
caudal vein. Concentrations of CGRP, NO metabolites (NOx), triglycerides (TG) and
lipid peroxidation products (LPO) were measured in the blood serum of rats. The fruc-
tose consumption led to hypertension, impaired glucose tolerance, increased the blood
levels of LPO products and TG, and decreased the CGRP blood content. The evodi-
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amine introduction to fructose-consuming rats restored the blood CGRP content to the
control values, reduced the blood pressure, LPO products and TG levels, and improved
the glucose tolerance. The NOx levels did not differ from the control in all groups. We
suggest that CGRP is involved in the development of the fructose-induced hypertension
and in mediating the therapeutic effect of the evodiamine.

Keywords: Evodiamine, TRPV1, CGRP, nitric oxide, hypertension, fructose
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