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®APMAKOJIOTHUA JBIXATEJIBHOM CUCTEMBI

WCCINEOOBAHME NMPOTEKTUBHbLIX CBOUCTB OPUITMHAIIBHOIO

BELLECTBA NCEBAOMNENTUAHOWN NMPUPOObI UHTAMUHA
HA MOAENAX BPOHXOCMA3MA

B. . KoaneBa', B. E. He6onbcun3, A. A. KapabuHeHko?,
I. A. XXentyxuna3, [. B. YTewes?

Ha TpasiMioHHBIX MOZAEISIX aHTUTE€H-UHIyLIMPOBAHHOTO OPOHXOCIAa3Ma y aKTHUBHO CEH-
CHUOMJIN3UPOBAHHBIX MOPCKUX CBHHOK M3Y4alll MPOTEKTOPHBIN 3P (PEKT OpUTHHAIIBHOTO Be-
[iecTBa M3 Kjacca ICeBIONenTUaoB MHraMmuHa (4-{N-[2-(umugazon-4-mi)3Tui]-kapoamo-
W} MacisiHast KMCJIOTa) TPH Pa3iIMYHbIX CII0co0ax BBeIEHMS (MHTAISIHOHHO, BHYTPHOPIO-
IIMHHO, BHYTPIJKEIYIOYHO) B ILIMPOKOM JHana3oHe pa3oBeix 103 (20—50 — 150 —
500 MKr/KT). Pe3ynbTaTsl SKCIIEPUMEHTOB TIPOJAEMOHCTPUPOBAIA BEIPAXKEHHYIO TIPOTEKTOP-
HYI0 aKTHBHOCTb OPUTHMHAIBHOTO Tcepaonentuaa. Cienyer noa4epKHyTh, YTO XOTS HMHIa-
MHUH OOHapyKUJI 10303aBUCUMBII d(pdekT mpu Bcex crocodax BBEACHHs, HO OKa3aJCs HaH-
6ornee 3(h(HEKTUBHBIM ITPU HHTAJSIIIMOHHOM ITyTH BBEIICHUS (TOPMOXKEHHE OpOHXOCIIa3mMa co-
craBmito 6omnee 80 %). [Ipu cpaBHEHHH B SKBHMOJIIPHBIX J03aX WHTAMHUH TPOSBILUT Ooliee
BBICOKYIO aKTHBHOCTB, YeM Mperapar CPaBHEHMSI KPOMOIIIMKAT HATPHs, TAKKE OKa3bIBAIO-
Ui IPOTEKTOPHOE ACHCTBHE B OTHOLICHUH aHTHI'€H-3aBUCUMBIX OPOHXOCHACTHYECKUX pe-
akuuii. [ToxydeHHbIe TaHHBIC TO3BOJISIOT MPOTHO3UPOBATh A(PPEKTUBHOCTh MHIAMUHA B OT-
HOLICHUH OPOHXOOOCTPYKIIMU B YCIIOBUSX KJIMHUKH.

KuroueBble ciioBa: Moaenu OpOHXOCIa3Ma, aHTUTCH-3aBUCHMBIH OPOHXOCHA3M Y MOPCKUX

CBHUHOK, IICCBAOIICIITUBI, OMOrCHHBIC AMHUHBI

BBEAOEHUE

BpoHX00OCTPYKTUBHBII CUHAPOM M CBSI3aHHBIE C HUM
HapylieHusT OPOHXOKMHETUYECKOW (YHKLUMHU JbIXaTelb-
HBIX IyTeH MPE/ICTABIAIOT HauOoJIee CyIIECTBEHHbIH pH-
3HaK OpPOHXHMATIBHOW aCTMBI U XPOHUYECKOH OOCTPYKTHB-
Holt Oones3nn yerkux (XOBJI). [lns ycmemHol Tepamuu
OPOHXOOOCTPYKIMU HCTOJIB3YIOT Mpenaparsl OpOHXOIH-
THUYECKOTO ACHCTBHSA, CPEAN KOTOPBIX JTOMUHUPYIOT WHTa-
JSIAOHHBIC [3,-a]PEHOMMMETUKH U XOJIMHOOJIOKAaTOPBHI,
ObICTpO Kynupyromue OponxocnazM. Ho He MeHee Baxk-
HOE 3HaUCHME JUIS UCXO/a 3a001eBaHuUs, YeM OPOHXOIUTH-
KH, UIMCIOT JICKAPCTBCHHBIC CPEACTBA, CIIOCOOHBIC MPEY-
MpeXJaTh PA3BUTHE OPOHXOCIACTUYECKON PEaKIUHU B OT-
BeT Ha pa3inuyHble crneuupuueckue (AHTUTCHBI) H
Hecnenuduyeckue cTumyast [1, 7,9, 13].

B cBsI3U ¢ 3THM NPEACTABIAIOT UHTEPEC Y-TIIyTaMUIIb-
HBIC TIPOM3BOJHBIC OHOTCHHBIX AMHHOB, B YAaCTHOCTH,
y-L-mIyTaMuiIrucTaMuH U €ro OpUrHHAIBHBIC CHHTETHYC-
CKHE AHAJIOTW M3 KJacca HU3KOMOJICKYISIPHBIX IICEBMIO-
nentuoB. Panee ObLIO MOKA3aHO, YTO YKA3aHHBIE COCTHU-
HCHUS MPOSBIISIOT Pa3IMYHbIC BUABI (hapMaKOJIOTHUCCKOM

! JlaGopartopust OPOHXOJIIMTHYECKHX CPEACTB (pykoBoauTesns — mpod. B.
JI. Koanesa) Beepocceuiickoro Hay4HOro 1eHTpa mo 6e30macHoCTH OHOJI0-
ruyecky akTuBHBIX BerecTs (I'YIT “BHILL BAB”); Crapas Kynasna, Horus-
cKoro paiioHa MockoBckoit 0011., 142450, yn. Kuposa, 23.

Poccuiickuii MeauuuHcKuil ynusepeutet, MockBa
3 000 “dapmunTepnpaiices”, Mockaa.
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AKTUBHOCTH, MOIYIHPYIOT MeTa0OIM3M apaxuioHOBOM
KHUCJIOTBI, OMOCHHTE3 IIUTOKMHOB, PErYIUPYIOT COMepkKa-
HUE KOPTHKOKOCTEPOUIHBIX TOPMOHOB, TO €CTh OKa3bIBa-
I0T BO3JEHCTBHE Ha (DAKTOPbHI, MIPAIOIIME PEIIAOIIYI0
poJIb B TeHe3e OpoHxocmazma [3 — 6].

Hcxoast U3 momyyeHHbIX JAaHHBIX, Mbl MPEATOI0KIIN
BO3MO)KHOCTb  IOJABIICHUs] HMHTEHCUBHOCTHU PAa3BUTHUS
OpOHXOCTIACTUYECKOW PEaKIMU in Vivo yKa3aHHBIMH Be-
[IeCTBaMH MIPH YCIOBUU UX MPEBEHTUBHOTO BBEACHUSI.

Lenbto 1aHHO#M pabOTHI SBUIOCH HCCIIEJOBaHUE HA MO-
Jensix OpOHXOcCHa3Ma in vivo OJHOTO M3 CHHTETHYECKUX
QHAJIOTOB SHIOTEHHOTO TICEBONENTHa — UHIAMUHA, SIB-
JISIOLIETOCS 0 XUMHUYECKor cTpykType 4-{N-[2-(umuna-
3001-4-m1)3TI |- KapOaMouy f MacisiHOW Kuciiotoi. CuH-
T€3 MHraMuHa ObLI OCYLIECTBJIEH Ha Kadeape XUMHHU H
TEXHOJIOTHM TOHKHUX XUMHYECKUX COCTUHEHHUH MOCKOB-
CKOM TOCYIapCTBEHHON aKaJeMUH TOHKOM XMMHUYECKOU
TexHonoruu uM. M. B. JlomoHOCOBa.

METOAbI UCCIIEOOBAHUA

B skcneprMenTax ObIIM HCHOIb30BaHbI MOPCKUE CBUHKH CaMIIbI
u camki ¢ Maccoit 300 — 450 1, KOTOpbIe COAEePIKAINCH B CTAHAAPT-
HBIX ycnoBusx Busapus BHI[ BAB.

1. Mooenv anmueen-undyyuposanHo2o 6pOHXOCnasma y akmueHo
CEHCUOUNUIUPOBAHHBIX HAPKOMUSUPOBAHHBIX MOPCKUX CBUHOK [2].

MopckuX CBHHOK aKTHBHO CEHCHOMIIM3HPOBAIH MO MeTony [8]
OIHOKPATHBIM BHYTPHUMBIIIEUHBIM BBeneHHeM cmecH (0,5 mi) oBa-
np0ymuHa (111 Grade, “Sigma”) B konmuectBe 20 MK U THAPOOKUCH
amoMuHUs (axbioBaHT) B KonmmuectBe 100 Mr Ha cBuHKY. Yepes
21 —28 cyT mocne Hayana CEHCHOWJIM3AIMH HAYMHAIN OSKCIIEPH-
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Puc. 1. TopmoxkeHHEe aHTHT€H-UH/YLIUPOBAHHOTO OpOHXOCHA3Ma Y
MOPCKHX CBHHOK I10J] BO3€HiCTBHEM MHraMuHa B go3ax 50 (1), 150
(2) m 500 (3) MKT/KT BHYTpb.

MEHT: K 3TOMY CpOKy oOpa3syrorcs IgE, anTuTena B BBICOKOM TUTpE
U TI0CIIe BBEJICHUSI Pa3peIIalomieil 036l aHTHI€HAa Y MOPCKUX CBH-
HOK Pa3BHBACTCs CHJIbHAsI OpoHXOcHacTuueckas peakis [8, 11].

Y HapKOTH3UPOBAHHOI MOPCKOH CBHHKH (3TaMHHAJ-HATPUH
70 Mr/KrT, BHyTPUOPIOIIMHHO) BBIIEISUIN TPAXEI0, BCTABISUIN B HEe
KaHIOJIO, KOTOPYIO TOJCOCANHSIN C TIOMOIIBIO CHCTEMBI ITOINXIIOP-
BUHWJIOBBIX TPYOOK K JaTUNKy OpOHXOCIIa3Ma M aIapary HCKyCCT-
BeHHO# BeHTHisinuu sterkux (Ugo Basile). B Teuenne skcriepumen-
Ta TOJICP>KUBANIN ONPENCTICHHBIN PEXUM ABIXaHUS: V JBIXaHUST —
6 — 8 mur, yactora — 70 B MuH. Pazpemaromntyio 103y oBans0yMuIHA
200 — 300 — 400 MKr/Kr BBOLWIH B V. jugularis.

Vi3MeHeHHe CONPOTUBICHHS JbIXAaTEIBHBIX IyTeH BO3IYIIHOMY
IIOTOKY PErUCTPUPOBAIH 10 [12] ¢ MOMOIIBIO caMOMHcLa, IPHCoe-
IUHEHHOTO K nartunky Oponxocmasma (Ugo Basile). Bemmunny
OpoHXOCIa3Ma, HHAYIUPOBAHHOTO aHTUTCHOM, U3MEPSUIH TI0 CTerle-
HHU YBEJIHMYCHHUSA CONPOTUBIICHUSA NbIXaTCIIbHBIX nyTeﬁ. Ortser 6pOH—
XOB Ha aHTHUTE€H MOHUTOpUpOoBaU B Tederne 20 — 30 MuH.

D¢ dekT mccrenyeMoro COeANHEHHs! OLECHUBAIN IO CTEIEHH
TOPMOXKEHUsI OPOHXOCIAa3Ma, BEIPA)KEHHOTO B MPOLEHTAX 110 OTHO-
LIEHUIO K MAaKCHMaJIbHOH OPOHXOKOHCTPUKTOPHON pEeakIuu, KOTO-
pyto mpuauManu 3a 100 %. Mccnemyemoe BemecTBO (MHTaMHH)
BBOJIWUIM BHYTPIIKEITYZOYHO, BHYTPUOPIOIIMHHO HIM MHTAJISIINOH-
HO 3a 72, 48 u 18 u 10 pasperarorieii 10361 0BaIbOyMUHA.

Jlns m3ydenus 3¢GQexToB MHraMuHa NPH WHTAISIHOHHOM BO3-
JIeWcTBUM OBUTH UCTIONIB30BaHBI 2 JIeKapcTBeHHEIE (GopMBI: 1) B BHIE
BOJIHOTO PAacTBOpA, BBOJMMOIO >KHBOTHBIM C ITOMOIIBIO KOMIIPEC-
copHoro HeOynaif3epa; 2) Cyxoro Hopouka ¢ JakTo3oi. Bo Bropom
cilydqae IMaMeTp OCHOBHOM MacChl YacTHI[ M3y9aeMOro BEIIeCTBa
cocTaBisit He 6ostee 10 MKM, a TMaMeTp YacTHI] JIAKTO3bI B CPEHEM
cocTaBiisul 0koJio 250 MKM (Orpe/iesieHHe MUKPOCKOIIUYECKH € T10-
MOIIIBI0 MUKPOMETpa). BBeieHne mopomnika MOpCKUM CBHHKaM OCY-
IIECTBIIUIN C TTOMOIIIBIO JIO3UPYIOIIETO YCTPOHCTBA — JTa0OPATOPHOTO
aHaJIora LUKJIOXajepa.

2. Mooenv anagunaxmuyecko2o 6poHxocnazma y HeHapKomusu-
POBAHHBIX MOPCKUX CEUHOK NPU A3PO30TbHOM 6030eticmauy anmuee-
na [2].

Tabnuua 1. 3aBucUMOCTb NMPOTEKTOPHOro 3(dekTa WHramMuHa OT
BeJIMYMHBI PA30BOIi 103bl IPH BHYTPHIKETYA0YHOM BBeeHUM (pa3pe-
maomas x03a OA 200 mxr/kr)

Bennunna 6ponxocnasma (%
0T MaKCHUMaJlbHOTO, M £ m )

I'pynna »KuBOTHBIX
(n=6-9)

Kounrponb 78,0 + 8,84
IG 20 Mkr/kr 38,3+ 11,9*%
IG 50 mkr/kr 9,71 + 3,6**
1G 150 mkr/kr 47 + 14,5*
Y p<0,05;

s

* » <0,01 kK KOHTpOIIO.
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Puc. 2. CpaBHeHUE NPOTEKTHBHBIX d((QEKTOB WHTaMHHA B J103€
50 MKI'/KI Ha MOJIENIM aHTUIEH-UHYLIMPOBAHHOTO OPOHXOCAa3Ma y
MOPCKHUX CBUHOK TPH BHYTPHKEIYIOYHOM (2 ) U BHYTPHOPFOIIHH-
HOM (3 ) cioco0ax BBEICHHUSI.

1 — KOHTPOIIb.

MoOpCKHUX CBHHOK aKTHBHO CEHCHOWJIM3UPOBAIM CIIOCOOOM,
omrcanHoM BbIme. Yepes 3 — 4 Hep moce ceHCHOMIM3aNy aHapH-
JAKTHYECKYI0 PEaKIMIO Yy JXMBOTHBIX (B CIICIMAJbHON Kamepe n3
TUIEKCHIIa3a) BBI3BIBAIIM Pa3pellaromieii 10301 oBaIb0yMIHa, KOTO-
poiii BBommim B Buje asposoist (0,5 % B 0,9 % pactBope NaCl) ¢
TIOMOIIIBI0 HeOyai3epa. MHramsino nHraMuHa (pacTBop cyocTaH-
MK B JUCTHIUTMPOBAHHOM BOJIE B 0ObeMe 1 MJI/5KMBOTHOE) OCyIIie-
cTisM 3a 72, 48 u 18 u u 15 MuH 10 pazpeuiaroieit 10361 0Bajb-
OyMHHA, KOTOPBII BBOAMIN TeM e crocoboM. KoHTposbHBIE Ku-
BOTHBIE MONyYaldd MO 1 MJI JUCTHIIMPOBaHHOW Boabl. B psse
IKCIIEPIMEHTOB B KadeCcTBE Mpernapara CpPaBHEHHs HCHOIb30BaIH
kpomornukar Hatpus (JIEK, CroBeHust), KOTOPBIH HHTaIAPOBAIIH
AQHAJIOTMYHBIM 00pa3zoM. DQEeKT BemecTBa OLUCHUBAIN IO JJIHTE-
JTBHOCTH JIATEHTHOTO Teproza (CeK) MeXIy Ha4aloM HUHTAISIHA U
BBIPAXKECHHBIMH TIPH3HAKAMH OpPOHXOCIACTHYECKOH peakiuu (Xa-
pakTepHast 1103a, TAXUITHOE, COKPAICHHE a0JOMUHATEHBIX MBIIII).

IlomyuenHsle qaHHbIE 00padaTHIBAIN C TOMOIIBIO METOJOB Bapu-
AIIMOHHOM CTATUCTHKHU C UCIIONB30BaHUEM f-KpuTepust CTBIONCHTA.

PE3YJIbTATbI U UX OBCYXXAOEHUE

HUccneoosanue eruanus uneamuna (IG) wma anmu-
2eH-UHOYYUPOBAHHDII OPOHXOCNA3M Y AKMUBHO CEHCUOU-
JIUBUPOBAHHBIX MOPCKUX CBUHOK 8 3A8UCUMOCHIU OM 003bl
u cnocoba 66edenust.

B »T0# cepum 3KCHEpUMEHTOB HMCCIIEAOBAIN 3aBHCH-
MOCTB MPOTEKTOPHOTO AP PeKTa MHraMHHA OT JI03bl H3Y-
YaeMOTO BEIIECTBA B YCIOBHSX MPEABAPUTEIHHOTO (32 72,
48 u 24 4 10 pa3peinieHns aHTUTeHOM ) BBE/ICHUSI.

Pesynprarel, npeacraBieHHbie B Tabn. 1 u Ha puc. 1,
MOKA3bIBAIOT, YTO MHI'AMUH B YCJIOBHUSIX MPEIBAPUTEIBHO-
TO BHYTPHIKEIyAOYHOTO BBeeHus 3a 72, 48 u 18 4 110 pas-
pemeHust B JauamazoHe  pa3oBeix  go03 20 —50 -
150 — 500 MKI/KI CYIIECTBEHHO CHIKAET HHTEHCUBHOCTD
OpOHXOCIIACTUYECKOW peaKIud y HWMMYHHU3UPOBAHHBIX
MOPCKHX CBHHOK, IPUYEM BBIPAKEHHOCTB 3 deKTa Haxo-
JINJIACh B 3aBUCUMOCTH OT MCIIOJIB3YEMOH J103bI BELIECTBA
W paspelnaronieid 10361 oBanbOymuHa. Hanbosee 3HaunTe-
JbHOE TOPMOXKCHHE OpOHXOCIa3Ma HaOJ0IAI0Ch TIPU UC-
MOJI30BAHUHM JI03bI MUHraMuHa, paBHOU 50 Mkr/kr 1 OA,
paBro#t 200 MKr/Kr (TOpMOKEHHE OPOHXOCTAa3Ma CocTa-
B0 88 —90 %, To ecTh OpoHXOCIIa3M NPAKTUIECKU HE
pasBuBaiics). BemecTBo B Ooiiee BEICOKHX f03ax — 150 u
500 MKr/KT BBI3BIBAJIO HE YCUIIEHHE, & HAOOOPOT, CHIKEHNE
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Puc. 3. CpaBHuTeNnbHas OLEHKA MPOTEKTUBHOTO BHYTPHXKETYI0U-
HOTO (3 ) ¥ MHTATSIIIMOHHOTO (2 ) BO3JCHCTBHS MHTaMIHA Ha Pa3BH-
THE aHTUTEH- HHAYIUPOBAHHOTO OPOHXOCMAa3Ma y MOPCKUX CBUHOK.

1 — KOHTPOJIb.

addekra, npudyem paznuune B dPQeKTax OT MPUMEHEHUS
YKa3aHHBIX 7103, HE ObLIO BBISBIICHO.

Ortot 3¢pdekt ObUT MEHEe BRIPAXKEH B CITydae MCIOJb30-
BaHUs Oojiee BbICOKMX pasperiaronux o3 OA (300 u
400 MKr/Kr): B IEPBOM CITydae TOPMOKEHHE OPOHXOCTIA3-
Ma cocraBuiio 60 — 55 %, Bo Bropom — 30,5 %. Cienyer
OTMETHTD, UTO JIAXKE MPU MCIIOJIL30BAHNH OOJIBIIION pa3pe-
marorieit 10361 OA BesmurHa OPOHXOCTIa3Ma Y KUBOTHBIX,
MPEBAPUTEIHHO JICUCHBIX WHTAaMUHOM, OBLIA JIOCTOBEPHO
HIDKE, YeM Y KOHTPOJIBHBIX (03 JICUeHHsT) KUBOTHBIX.

Pesynmerarhl qpyroil cepuu 3KCIEPHUMEHTOB MOKa3bIBa-
IOT, YTO MHTAMHH TMPU TOW K€ CXeME BBEICHHUS B JI03€
50 MKr/Xr — 3(Q(EKTUBEH B CHIKEHHH OpOHXOCMa3Ma y
MOPCKHX CBUHOK ITPY BHYTPH)KEITYIOYHOM U BHYTPUOPIO-
IIMHHOM MYTSX BBeIeHUs (puc. 2).

[Nony4ueHHbIEC TaHHBIE CBUACTEILCTBYIOT O TOM, YTO UH-
TaMUH, BBOAUMBII Pa3IHYHBIMU CIIOCOOAMU [TPEBEHTUBHO
3a 72, 48 u 18 4 10 pazpenieHus: OBaIbOyMHUHOM, B YCIIO-
BUSIX AaHTUTEH-3aBHCUMOTr0 OpoHxocmazma 3((eKTHBCH
IpY MCHOJL30BAHUM B HU3KUX 103ax (50 MKI/KI) M 4TO
KpuBas “703a — 3PPEeKT” UMEeT CIOKHBIN XapakKTep.

HUccneoosanue eruanus uneamuna (IG) na anagunax-
MU4ecKull OPOHXOCNA3M )y AKMUBHO UMMYHUSUPOBAHHBIX
MOPCKUX C8UHOK NPU UHLATAYUOHHOM BBE0EHUU.

IToxa3zaHo, 4To MHraMuH B 103€ 50 MKI/KI, BBOIMMBIIi
B BHJIE CYXOT'0 MTOPOIIIKA, BBI3BIBAET CYIIECTBEHHOE TOPMO-
KEHUE aHTUICH-MHAYIIMPOBAHHON OPOHXOKOHCTPHKIIUHU Y
HapKOTU3UPOBAaHHBIX MOPCKHX CBHHOK: TOPMO)KCHHUE
Oponxocma3Ma cocTaBsuio 92 + 2,2 %. BakHO OTMETHTS,
9TO 3TOT APPEKT HHTAIAIHUOHHOTO BO3JCHCTBUS COXpa-
HSUICSI M B CITydae TIOBBIIICHHS Pa3peIaronieil 1036l aHTH-
rera 10 300 MKI/KI, TOTJa Kak NpPH BBEJEHUH BHYTPb
(50 mKr/kr) on nocroBepHo cHmkaics (p < 0,01) (puc. 3).
Kpome Toro, cpaBHEHHE TUHAMHUKH OpOHXOCHAa3Ma y JKH-
BOTHBIX, MIOJyYaBIIUX HHraMuH (50 MKT/Kr) MHTaJIsIMOH-
HO B BHJIE CYXOTO MOPOIIKA U Mpernapara CpaBHEHUs Kpo-
Morukara Harpust (1 Mr/Kr) BBIABUIIO GOJiee 3HAYMTEIb-
Heli 3((EeKT MepBOoro 1O CPaBHEHUIO CO BTOPBIM,
MOCKOJIBKY 1032 KPOMOTIIMKATa HATPHS MPEBBIIIaa 03y
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Puc. 4. CpaBHuTenbHasd OLCHKA IPOTEKTUBHOIO HMHIAIALUOHHOIO
BO3JCHCTBUA MHIAMUHA U KPOMOIVIMKATA HATPUs HA aHTUICH-UHY-
LUPOBAHHbIH OPOHXOCHA3M Y MOPCKUX CBUHOK.

1 — xoutpoib, 2 — unramut 0,05 Mr/kr, 3 — KpoMomMKar Harpus 1 Mr/Kr.
Ilo ocu abcunce — BpeMst pa3BUTHs OpOHXOCMAa3Ma IOCiIe pa3peruaromei
110361 OA 200 MKr/KT.

uaramuHa B 20 pa3 (puc. 4). Kpome Toro, depes
20 — 30 MuH TI0CIIe BBEJICHUS Pa3pEIIAIOIIeH 1036l OBAJIb-
OyMHHA y JIEUEHBIX KUBOTHBIX B OTIMYHE OT KOHTPOJSI
BOCCTAHABIIMBACTCS] HOPMAIBHOE JIBIXaHue. B npyrux skc-
MEePUMEHTAX U3ydai dPPEKT HHTATSIIUOHHOTO BBEACHHS
BOJHOTO PacTBOpa MHIAMHUHA C TIOMOIIBIO HeOynai3epa B
CPAaBHECHUM C KPOMOITTUKATOM HATPHS HA MOJICIH aHTH-
TeH-UHIyIIUPOBAHHOTO OPOHXOCMa3Ma y MOPCKUX CBUHOK
C MHTIALIMOHHBIM BBEIECHUEM paszperatonieii 10361 OA.
Wuramun BBOmMIM B mo3ax 125 m 500 mxr/mn (mosa
125 mxr/xr IG 5KBUMOJISIpHA MCIIOIB30BAHHON J103€ KPO-
MOIVIMKATa HATPUS, paBHOM 50 MKT/MI).

W3 naHHBIX, IPENCTABICHHBIX B TaOI. 2, CIEMYET, 4TO
WHIaMHUH PpU UHTaJIAOIUOHHOM BBCACHUU C IMOMOIIBIO HE-
Oynaiizepa B HCIONB30BAaHHBIX J103aX TAKXKE BBI3BIBACT
MPOTEKTOPHBIN 3P PeKT. DTOT 3(PPEKT OTICTIMBO MPOIe-
MOHCTPHPOBAH B AKCIIEPUMEHTAX, OTIMYAIONINXCS BEJH-
YHHOW pa3pemIaroniell Jo3sI aHTUTEHA: B IIEPBOM CIlydae
JUTUTEIBHOCTh OCTPOH (ha3bl OPOHXOKOHCTPUKTOPHOHU pe-
aKIMH Y JICYCHBIX KUBOTHBIX B 2 pa3a, a BO BTOPOM CITy-
yae — B 3 pasa Kopoue, 4eM B KOHTposie. B mepBoM skcrme-
PUMEHTE pa3iuvue ¢ KOHTPOJIEM CTaTUCTUYECKH HETOCTO-
BEPHO M3-3a OOJBINON OMMUOKK cpenHei. O4eBHIHO, YTO
IIPH 9TOM CTII0CO0€ BBEICHNS MTOBHIIICHNE T036I HHTaMHUHA
10 500 MKT/MJI CYIIIECTBEHHO YCHIIMIIO €T0 TIPOTEKTOPHOE
neiicteue. CienyeT OTMETHTB, YTO IMperapar CpaBHCHHS
— KPOMOTJIMKAT HATPUsI — B DKBHUMOJLIPHOH 7103¢ HE yMe-
HBIIIAJT BBIPAKEHHOCTH OPOHXOCTIACTUYECKON PEaKInH.

Wrak, nust u3ydeHnst IpOTeKTOpHOTO d(dexTa nHramu-
HAa WCIIONIB30BAIN TPAJUIMOHHBIC JKCIEPHUMEHTAIbHBIC
MOJIeNTH, HanboJee aJIeKBaTHO BOCIPOU3BOMALIHE MATOJIO-
TUYeCKre M3MEHEHUs (DyHKIMU JbIXaTelbHbIX MyTeH, Xa-
paxTepHBIC U HapyIIeHUH OPOHXOKHHETHKU IPH OpOH-
XHaJBHOU acT™Me. DTH W3MEHEHHS BBIPAXKAIOTCA, KaK OBIIO
noka3ano panee [10, 11], B rumeppeakTHBHON peaKIum
OpOHXOB Ha aHTUTCHHBIA U HECHCIU(PIUCCKIE CTUMYITH,
OCTpOil 0OCTPYKIIMK OPOHXOB U KaTapajJbHBIX NU3MCHCHH-
SX CIU3UCTOW OPOHXOB CEHCHOWIM3UPOBAHHBIX JKUBOT-
HBIX. D((HEKTUBHOCTh MHIAMHHA BBISIBIIIU IIPH €TO UCIIO-
Jb30BaHUK B MHTEpPBaJE 103 oT 20 MKr/Kr 10 500 MKr/Kr
U TIpH Pas3HBIX CII0CO0aX BBEACHHS: WHTAISIIHOHHOM,
BHYTPUOPIOIIMHHOM, BHYTPIDKEIYIOYHOM. Pe3ynbrarTsl
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Tabnuua 2. IlporekTopHbiii 3¢)()eKT MHrAMHUHA NPH MHTAJISLUOH-
HOM BBe/IEHHH C MOMOLIbI0 Hedy/aii3epa HA MOJE/H AHTUIeH-UHAY-
HMPOBAHHOTO OPOHXOCNA3MA Y HEHAPKOTH3MPOBAHHBIX MOPCKUX CBH-
HOK B CPABHEHHH C KPOMOTJIMKATOM HATpPUS

JInuTenbHOCTh OCTPOil (azbl

I'pynmsl KUBOTHBIX, (n = 6) OPOHXOKOHCTPUKIHH, C

MEtm)
KonTpoins-1 Oansbymun, 2,5 Mr/mi 420 £ 109
IG, 125 mxr/mn 266 +93
Kpomormxkar Harpust, 50 MKr/mit 486 =96
Kontponb-2 OBans0ymus, 5 Mr/kr 255 +£39
IG, 500 MKr/mi1 83 + 39*

IIpumeuanune. Bo Bcex Tpex rpymmax JUIMTEIbHOCTh BPEMEHH HHIAILSIIAN
paspemarommeit 10361 OA — 180 ¢. * — p < 0,01.

9KCHEPUMEHTOB  NPOJEMOHCTPUPOBAIIM  BHIPAXKEHHYIO
IIPOTEKTOPHYI0 AKTUBHOCTH OPUTHHAIBHOIO IICEBIOIIECI-
tuna. Cilenyer moquepKHyTh, 9TO XOTSl HHTaMHUH OOHapy-
KU JI0303aBHCUMBIN 3(PdekT mpu Bcex crocobax BBele-
HUSI — WHTAJSIIAOHHOM, BHYTPWIKEITYIOYHOM, BHYTPH-
OpIOIIMHHOM, HO OKa3aJcsi, BO-TIIEPBBIX, HamboIee
3 PEKTUBHBIM PU HHTATSIUOHHOM ITyTH BBEICHHUS (TOP-
MoxeHHe OpoHXxocna3Ma coctaBuio 6onee 80 %); BO-BTO-
pBIX, Oonee aKkTHBHBIM (B OJHMX O3KCHCPHMEHTAX IPH
CpaBHCHUU B SKBUMOJIAPHBIX H03aX, B IPYIr'UX — B MCHb-
MIMX J103aX), 9eM KPOMOTIIUKAT HATPHSI, TAKKE OKa3bIBAIO-
[ TPOTEKTOPHOE JICHCTBUE B OTHOIICHUH aHA(WIIAKTH-
geckux peaknuil. [lomyueHHbIe HaHHBIC MO3BOIIIOT MPO-
THO3MpPOBaTh 3(P(EKTUBHOCTh WHIAMHHA B OTHOIICHUH
OpOHXOOOCTPYKITUH B YCIOBUSX KIMHUKH.

BbIBOAbl

1. OpuruHanbpHOE BEIIECTBO M3 KJIacca HU3KOMOJIEKY-
JIIPHBIX IICEBJONENTUIOB UHIAMHH OKa3bIBA€T BbIPAKEH-
HO€ MPOTEKTOPHOE JIeHiCTBUE B OTHOILEHUM aHTUI€H- UH-
JyUUPOBAaHHOH OPOHXOKOHCTPUKIUHM Y MOPCKUX CBHHOK
in vivo.

2. VHramMuH nposiBiasieT (PapMaKoIOTHMYECKYyH AKTHB-
HOCTh IPU KypCOBOM BBEICHHHU BHYTpPb (3a 72, 48 u 24 4
JI0 pa3pelieHus] aHTHUTCHOM) B IHANa30He HHU3KHX J103
(20-50-150-500 MKT/KT), HOCTUras MaKCUMAlIbHOIO 3(-
(exra B 103€¢ 50 MKI/KT (TOpMOXKEHHE GPOHXOCIIA3Ma CO-
crapmier 80-92%). C mNOBBILIEHHEM JO3BI [0

B. JI. KoBaneBa u ap.

150 — 500 MKT/Kr POTEKTOPHBINA SPHEKT MCEBIONENTH-
Jia, HA0OOPOT, CHUXKASTCSI.

3. MHramuH npeaynpexiaeT pa3BUTHE OpPOHXOKOHCT-
PUKTOPHOM peaKIMy MpHu BCeX Coco0ax BBEICHUS — WH-
TASIUOHHOM, BHYTPHKEIYIOYHOM, BHY TPHOPIOINIMHHOM,
HO HanOoIbIINH 3 deKT (B Cllyyae UCIONB30BAHUS OTHON
U TOH ke 10361 — 50 MKI/KT) TIPOSIBIISET TIPYU WHTAJIATIN-
OHHOM BBEJICHUHU.

4. VIHTaIsImmy MMMYHHA3HPOBAHHBIM MOPCKAM CBUHKAM
WHTaMHHA B BUJIE CyXOTO TIOPOIITKa (Yepe3 MUKIoXajep), u
BUJIC BOITHOTO pacTBopa (depe3 HeOynan3ep) MpakTHISCKH
MOJIHOCTBIO OJIOKMPYET pa3BUTHE OpOHXOCHa3Ma.

5. o creneHu BBIPAYKEHHOCTH MPOTEKTOPHOTO JIEHCT-
BUS TIPH MHTAJSIIIHOHHOM BBEJCHHUH MHTAMHUH ITPEBOCXO-
IIUT KPOMOTJIMKAT HATPHUIL.
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THE PROTECTOR PROPERTIES OF A PSEUDOPEPTIDE DRUG
INGAMINE STUDIED ON A MODEL OF BRONCHOSPASM IN GUINEA PIGS

V. L. Kovaleva', V. E. Nebol’sin?, A. A. Karabinenko®, G. A. Zheltukhina?, and D. B. Uteshev®
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raya Kupavna, Moscow oblast, 142450 Russia

2 Pharmenterprises Ltd., Moscow, Russia

3 Department of Pharmacology, State Medical University, ul. Ostrovityanova 1, Moscow, 117487 Russia

The original pseudopeptide drug ingamine (4-{N-[2-(imidazol-4-yl)ethyl]-carbamoy!}butyric acid) was studied on the traditional model of antigen-induced
bronchospasm in actively sensitized guinea pigs. The drug was introduced using various methods (by inhalation, via intragastric tube, and by intraperitoneal in-
jections) in a range of doses (20, 50, 150, or 500 mg/kg). The new drug exhibited a pronounced dose-dependent protector action for all ways of introduction,
but the most significant effect was observed upon inhalation, whereby the degree of bronchospasm inhibition exceeded 80 %. In comparison to the reference
drug sodium cromoglycate, ingamine (in equimolar doses) showed a higher activity with respect to the antigen-dependent bronchospasmic reactions. It can be
expected that ingamine will provide for the effective treatment of bronchial obstruction under clinical conditions.





