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®APMAKOJIOTHUA JBIXATEJIBHOM CUCTEMBI

NCCNEAOBAHUE 3®DPEKTUBHOCTU NOTEHUWUAJIBHOIO

NEKAPCTBEHHOIo CPEACTBA — UHTAMUHA™ HA MOAEJN

HEUWH®EKUMOHHOIO BOCIANEHUA NEFKUX

B. . KosaneBa', B. E. He6onbcun3, O. B. MakapoBa?, E. M. Hocenkuna',
. N. MuxannosaZ

Ha Mozensx ocTporo BoCHnaleHHsl U BOCHAIMTEILHOIO Mpoliecca JIETKUX B (a3e XpOHU-
3alUM Y KpbIC JMHUU BucTap, HHyIUPOBaHHBIX OJJHOKPATHOM MHCTWLIAIMEH cedasekca B
JI03¢ 5 MI'/KT, IPOJIEMOHCTPHPOBaHA BbIPAXKCHHAs! IPOTHBOBOCIIAIMTENBHAS aKTHBHOCTB T10-
TEHIMAIIBHOTO JICKAPCTBEHHOTO CpeJICTBa — MHraMuHa™ (mmyrapuiarucramuna). Kypcosoe
(6-1HeBHOE) JIeueHne KpbIc MHraMuHOM™ B 03ax 50 — 500 MKI/KI IIpH MHTAISLHOHHOM,
BHYTPIIKEIYJOYHOM, BHYTPUOPIOIINHHOM IyTSIX BBEICHHUS BHI3BIBACT BBIPAKCHHBIN B pas-
HOH CTeNEHH NMPOTUBOBOCIATUTEIbHBIN 3((EKT, NPOSBILIIOUINICS B YMEHbIICHUN SBICHUMH
aJIbBEOJINTA, OPOHXUTA, OOCTPYKTHUBHON M (u3eMbl, TUM(OLUUTAPHO- HEUTPODUILHON HH-
GbunbTpanul MeXallbBEOSIPHBIX NEPErOPOJOK, a TAKKe LUTO03a, HEUTPOPUILHOIO KOMIIO-
HeHTa OpPOHXO0ATBBEOJIIPHOTO CMBIBA, U HOpMaH3anuel murorpaMmel. Hanboee 3nauunTe-
JBHBIA d(GEeKT ObUT HOCTUTHYT NPH WHTASIIMOHHOM IYTH BBEICHHUS BELIECTBA B J103€
500 mxr/kr. B ¢aze XpoHM3alUKM BOCHAIMTEILHOIO MPOLECCA B JIEMKOM HHIAJSAIMOHHOE
BBejieHre uHraMuHa™ 500 MKI/KT 0Ka3aio 3HAYUTENHLHOE TIPOTUBOBOCIIAIUTENLHOE JIEHCT-
BHE HE3aBHCHMO OT JUTeIbHOCTH Kypca (10 mim 20-1HEeBHOT0), KOTOPOE 10 CTENEeH! BEIpa-
YKEHHOCTH OBLITO COMOCTaBUMO € 3()(PEKTOM MHTAIISIIMOHHOTO KOPTUKOCTEpOonaa OyIecCOHU A,

KuroueBble ciioBa: BOCIIAJICHHUC, Ce(bal[eKC-I/IH,I[yL[I/IPOBaHHOG BOCHTAJICHUE JICTKUX Y KPBIC

BI/ICTap, MOJICJIb BOCIIAJICHUA JICTKUX, IICCBAOIICIITH/IbI

BBEOEHUE

Panee moka3aHo, 9TO HEKOTOpPBIE HU3KOMOJICKYIISIPHBIC
SHIIOTEHHBIC TICEBONCTITH/IB i UX aHAJIOTH, SBIIIOIIHECS
MIPOU3BOTHEIMHA OMOTCHHBIX aMHHOB, 00JIaIal0T BEICOKOM
(hapMaKOIOTHUECKOH aKTUBHOCTHIO, KOTOPAS 3aKIIOUACTCS
B CIIOCOOHOCTH PEryJIHpOBaTh METa0OIU3M apaxuIOHO-
BOM KHCIOTHI, cuHTe3 mutokuHoB (IL-2, IL-4, IL-6), co-
JIep’KaHne KOPTUKOKOCTEPOHIHBIX TOPMOHOB [4 — 6]. Yka-
3aHHBIC (DAKTOPHI UTPAIOT KIIIOUEBYIO POJb B TEHE3E pas-
JYHBIX TIaTOJIOTHYECKUX IPOIECCOB, B TOM UHCIEC B
pa3BuTHH BocmaieHus. Llenbio naHHOH paboThl SBHIIOCH
HCCTICIOBaHNE HA MOIETH HEMH(PEKIIMOHHOTO BOCIAJICHHS
JIETKUX aKTHBHOCTH ITOTCHIHAIBHOTO JIEKAPCTBEHHOTO
CpeAcTBa MHraMuHa'™, IpenCcTaBILSIIONIET0 IO XHMHUYE-
cko cTpykType 4-{N-[2-(nMuma30-4-11)3THI |KapOamo-
W1} MACIISTHYHO KHCIIOTY.

! Cextop GPOHXONHTHUECKHX CPEACTB (PYKOBOIUTENs — MPOd.
B. JI. KoBanesa) Bcepoccuiickoro HayqyHOro IieHTpa 1o 6e3omac-
HOCTH OMOJIOTMUECKH aKTHBHBIX BemiecT, 1/o Crapas Kymasna
Horuackoro paitora MockoBckoii obmactu, 142450, yn. Kuposa,
23.

2 JlaGoparopust HMMyHOMOP(OJIOTHH BOCHANCHHS (PYKOBOIUTEND
— mpo¢. O. B. Makaposa) HYU mopdonornn uenoexa PAMH;
Mockaa.

3 000 “dapmuHTepnpaiices”, Mockaa.
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M3yyanu BiusHUE MHraMuHA™ Ha pa3BUTHE OCTPOTO U
XPOHMYECKOTO BOCMAJCHUS JIETKUX, HHIYLHUPOBAHHOTO
cedanexkcoM, y kpbic Buctap; Ha U3ydeHne 3aBHCUMOCTH
J103a-3QPeKT U cpaBHEHHE YPPEKTUBHOCTH Pa3HBIX CIIO-
co0OB BBEJICHUSI MHraMMHa™ B yCJIOBHUAX YKa3aHHOH MoO-
JEeIIN.

METOAbI NCCNNEAOBAHUA

B ormbiTax MCIob30BaHbl KPBICHI-CaMITbI TOPOJIsl Bric-
Tap ¢ maccoii tena 250 — 300 r. BocnasnieHue nerkux Kpbic
WHIYIIMPOBAJM HWHTAISIIMOHHBIM BBelIeHHEM cedasekca
A-25 (TuapoduIBLHOTO TOPOIIKa ¢ MpeodIalaHieM Yac-
tu ¢ quamerpom 20 — 40 Mkm). B npeapaynimx uccneno-
BaHMIX MOKA3aHO, YTO MHCTWISAIMS TOpoIIKa cedaaexca
(BBICOKOMOJIIEKYJISIPHOTO TIOJIMMEpa — JIEKCTpaHa, o0ia-
JIAIOIIEr0 a/IbIOBAHTHBIMU CBOWCTBAMHM) B JIbIXaTEJIbHbIC
MyTH KpbIc Bucrap BbI3bIBaE€T B JIETKUX JAMHAMHYECKU
pa3BUBAIONIMKCS HEUH(EKIIMOHHBI  BOCIATUTEIHHBIN
nporecc [3, 8].

Memoouxa uneansiyuonno2o e6sedenust cegadekca u
Gapmaronozuueckux sewjecma

Kpsicam (8 — 10 B rpymme) ¢ mOMOMIbIO T03UPYIOIIETO
YCTPOICTBA, SIBISIFOLIETOCS J1a00paTOPHBIM aHAJIOTOM WH-
raisatopa Luknoxanepa (HUW mynsmononorun P®), on
JIETKUM 3(QHUPHBIM HAPKO30M OHOKPATHO BBOIWIIM ceda-
Jekc A-25 B mo3e 5 mr Ha | kr maccer Tena. Yepes 1 4 Ha-



Hccaenopanne 3¢p(peKTHBHOCTH NMOTEHIHAJIBHOIO JeKAPCTBEHHOIO CpecTBa 31

YUHAIA BBEJACHHE HM3y4aeMbIX BellecTB B jgo03ax 50 u
500 MKT/Kr  BHYTPUODPIOLIMHHO, BHYTPIKEIYIOYHO B
0,5 M1 0,9 % ¢usnogorHUecKoro pacTeopa Jmdo a’po3o-
JIBHBIM MyTEM C TIOMOIIBIO TOTO )K€ J1a0opaTopHOro MHra-
TATOpa (MHCTHIUIALIUS CyXOTO IMOPOIIKA, MPEACTaBIISIOIIe-
ro cMech ¢ J1akTo30i). OCHOBaHMEM sl BEIOOpa 103 T0-
CIY)KWJIM JIaHHBIE OSKCIEPUMEHTOB, IPOBEJACHHBIX Ha
MoJiensiX Oporxocmnasma [6].

BemecTBa BBOIWIM OJHUM M3 TPEX YKa3aHHBIX BBIIIE
Croco00B eXeHEBHO 1 pa3 B CYTKH B OJHH U TE XKE YT-
peHHue 4vacel. Kypc BBeIeHHs BEIIECTB MPOIOJKAJCS B
teuenne 6 aHel B octpoM u 10 — 20 nHEH B XpOHUYECKOM
BapHaHTaX dKCIICPUMEHTA.

B xauectBe pedepeHTHOro mpernapara UCIOJIb30BAIN
OynecoHu]1 (OTEYECTBEHHBIM WHTaJSIIIMOHHBIA KOPTHUKO-
crepoun). KoHTpomb ObUT TpencTaBieH 2 TpynIaMu:
TPYIIO WHTAKTHBIX KUBOTHBIX (HETAaTUBHBIK KOHTPOJIb)
U TPYION KPBIC, KOTOPHIM MHTAJISIIHOHHO BBOIHUJICS Ce-
(aexc (MMO3UTHBHBIN KOHTPOJIB).

B onHom BapuaHTe ombiTa AciiCTBUE MHTamMuHA™ Ha
pa3BUTHE BOCHAIUTEIBHOTO MPOLiecca B JIETKUX UCCIEN0-
BaJiu uepe3 7 CyT Mociie a3po30JIbHOr0 Bo3/IeUCTBYs ceda-
JIeKca, TaK KaK B MPEIbIIYIIUX paborax ObUIO MOKa3aHo,
YTO OCTPOE IKCCYJATHBHOE cedaeKC-UHIYIIUPOBAHHOE
BOCIIAJICHHE IIPH CBOEM CIIOHTAHHOM Pa3BUTHUU JOCTUTACT
MakcumyMma Ha 7 — 14 cytku HaOmonenus. BnusHue unra-
MuHa™ Ha MPOAYKTHUBHYIO (pa3y BOCIAJCHUS OIICHUBAIU
yepe3 30 cyT nmocie BBeaeHUs cedajiekca, KOrja BhISBIIS-
€TCsl XpOHU3alKs BOCHAIUTEIBHOIO Mpoliecca.

OrneHKy TepaneBTHYECKOTO JCHCTBUS HHTaMuHA™ 1po-
W3BOIMIA C TTOMOIIBIO THCTONOTHYCCKHUX, MOP(OMETpH-
YECKUX METOJIOB, a TAKKe JAHHBIX LIUTOJIOIMYECKOTO HC-
cienoBanusi OponxoasbeeossipHoro cMbiBa (BAC). Peak-
LU0 MMMYHHOM CHUCTEMbl JIEKMX Ha HHIAJALMIO
cedamekca M TEpareBTUYCCKOE BO3JCHCTBUC BEIIECTB
OTIPEIEISUTH MOP(HOMETPHUYCCKH IO CTETICHH BEIPAKCHHO-
CTH THITEPILIa3uK OPOHX0ACCOIIMUPOBAHHOMN TUM(OUTHOM
TKaH| [5].

B rucromornyeckux cpesax JIETKHX  TOJIIMHON
4 —5 MKM, OKpAIlIEHHBIX T€MaTOKCHJIMHOM W HO3MHOM
MIOJICYUTHIBAIIN YUCIIO HEUTPOPHIIOB B MEXKATHBEOISPHBIX
[Ieperopojkax B IOJE 3peHHs Ipu yBeaudeHun x 400.
MeTo0oM TOUEYHOTO CUeTa ¢ MOMOIIBI0 CETKH ABTaHIH-
JIOBA OMpEACTSUIN OOBEMHYIO IUIOTHOCTH AJIbBEOJIUTA H
smpuzemsl [1]. Mopdomerpruueckoe uccnenopanue OpoH-
X0ACCOIMUPOBAHHON TUM(OUTHON TKaHU JIETKUX IIPOBO-
JUITH TIOJ JIyToit ( x 7) B Makpomnpenaparax Jerkux, (puk-
CHpOBaHHBIX 1o MeTofy J. Beinenstock u coasr. [7].

BpoHxoanbBeoIsIpHBIA CMBIB IMOJyYalld MOJA TeKCeHa-
JIOBBIM HAapKO30M IIyTeM JABYKPAaTHOTO MPOMBIBAHUS JIer-
Kux gepe3 Tpaxero 5 mi 0,9 % Gpu3noaornaeckoro pacTBo-
pa npu 37 °C. XKuznecrnocoOHOCTh KJIETOK OLICHUBAIU B
TecTe ¢ TpUIaHOBBIM cMHUM. B kamepe lopseBa onpene-
JIsTA @0COJTFOTHOE YUCITO KIIETOK (IIMTO3) B 1 MKJI OpOHXO-
aJbBEOJIIPHOTO CMbIBa. B Maskax W3 ocaika >KUAKOCTH
BAC, okpamennbix no Pomanosckomy-I umse, mnoacunThbl-

BaJIM SHAOMYJIBMOHAJBHYIO LUTOTpaMMy, a 3areM abco-
JIIOTHOE KOJIMYECTBO KIETOUHBIX nomyssiiuii B 1 mxia BAC
[2].

Pesymerarhl mccnenoBanuii 00pabOTaHBI METOIAMH Ba-
PHAIIOHHOW CTATUCTUKU C HCIIONB30BAHHEM /-KPUTEPHS
CrprOieHTA.

PE3YINbTATbI U UX OBCYXOEHUE

1. Hccneoosanue grusnus uneamuna™ npu paziuyHsix
cnocobax esedenust HA ocmpoe cedadekc-uHOYYUposan-
HOoe eocnanenue J1ecKux Kpbolc.

Anpo3onpHOE BBEICHUE ceaerca MPUBOIMIO K pas-
BUTHIO BBIPAKCHHBIX BOCIIAJHTEIHHBIX U3MEHCHUH B JIeT-
KHX KPBIC: Yepe3 7 CyT MOCIe MHTAALIUH MOPOIIKa (MO-
JIeTTb) B JITKUX BBIIBIBUINCH OCTPBIH OpOHXHT, HEHTPOhH-
JTHHBIA  QNTbBEONTUT, MHOKCCTBEHHBIE MEJKHE OYaru
JIUCTEJIEKTa30B, 3M(pu3eMa, TUrepIuia3us OPOHX0aCCOIH-
HUPOBAHHOU TMM(OUTHON TKAHH.

[Tpu MopdoMeTprudecKoi OIEeHKE TOKa3aTellb 00beM-
HOUW TUTOTHOCTH 3M(pH3eMbI (0OCTPOH 0OCTPYKTUBHOMN) OBIIT
B 4,3 pasa BbIIlIe, YeM Y UHTAKTHBIX )KHUBOTHBIX. OTHOCH-
TeNnbHas 00bEMHAs IUIOTHOCTH aJIbBEOJINTA COCTaBHIIA Ue-
pe3 7cyr — 14,6 £ 3,7 % ot oOmield TuIomaan Jerkoro
(tabm. 1). KonmmuecTBo HEHTPOHIOB B MEKaIbBEOISP-
HBIX Ieperopojikax ObuIo B 9,6 pa3a BhIIIE, YeM B HHTAKT-
HOM KoHTpode (p < 0,01). [Ipu nmuToIIOTHYECKOM UCCIIETO0-
BaHWU OpPOHXOAJHBEOJIPHOTO CMBIBA OTMEUEHBI JIOCTO-
BEpHOE yBEIMYCHHUE TTOKa3aTeIeH [INT03a, OTHOCUTEIBHO-
To coliepaHus JTUMQPOIUTOB B HeUTpohmioB (Tadm. 2).
Peakiust OpoHXOacCOUMUPOBAHHONW JTMM(OUTHONW TKaHU
Ha BBeJICHUE ce(aieKca BhIpaXallach B YBEIIMYCHUU 00b-
€MHOH IIOTHOCTH TUM(POUIHBIX (QOJUTUKYIIOB (PHCYHOK).

Kak BugHO 13 qaHHBIX TaOn. 1 u 2, uHraMuH ™ npu uH-
TaJSIMMOHHOM CIIoco0e BBeAeHHS B 00E€UX MCCIIENOBaH-
HBIX 103aX 50 1 500 MKT/KT BBI3BIBAJI 3HAYHUTENBHOE J1030-
3aBHCHMOC YMEHBIIICHHE PaCTIPOCTPAHEHHOCTH aJIbBEOJTH-
ta (B 1,7 1 2,5 pa3 cOOTBETCTBEHHO) U dMPu3eMblI (B 4,5 1
8 pa3 COOTBETCTBEHHO) 110 CPABHEHHUIO C HEJICUCHBIMHU K-
BOTHBIMU (Ta01. 1). OJTHaKO CyIIECTBEHHOE CHI)KEHHE a0-
contotHoro (12,6 £2,4 u 11,6 £2,0 nmpotus 26,4+ 1,9 u
31,6 £ 3,5 B rpynme “mozpens”, p <0,05) u nmpoueHTHOTO
cozepkanusi Heirpoduno u mumdonuToB B BAC 1o
CPAaBHCHHIO C HEJICUYCHBIM KOHTPOJIEM BBISBICHO JIHIIb
npu ucnonb3oBanuu 10361 500 Mxr/kr (Tabm. 2). Kpome
TOTO, MHTAMUH™ B 9TOH ke 03¢ JOCTOBEPHO YMEHBINAI
KOJIMYECTBO HEHTPO(DUIIOB B IMAPEHXUME JIETKOTO U ITOJ[aB-
JSUT TUTIEPIUIa3Hi0 OPOHXO0ACCOIMUPOBAHHON IHM(OHI-
HOH TKaHH, BRI3BAHHYIO ce(ageKcoM (PHCYHOK).

Waramua™ (50 u 500 MKr/Kr) npu BHYTPHIKETYIOY-
HOM CII0CO0€ BBEICHHS TaK JKC J10303aBHCHMO CHIDKAI
MoKasarellb 00beMHOH IJIOTHOCTH anbBeosnta (B 1,7 1 2
COOTBETCTBEHHO). OJTHAKO MMOKa3aTe b 00bEMHOMN TIOTHO-
cTH 3M(HU3eMbI OBUT HIDKE IO CPABHCHHIO C HEJICYCHBIM
KOHTPOJIEM TOJBKO TIPH HCIOJIB30BaHUM Ooiiee HU3KON
1036l — 50 MKr/kr (Ta6i1. 1). B omauyme oT HHransmuoH-
HOTO BHYTPIDKEIYJOUYHOE BBEICHUE MHTaMHHA™ HEe yMme-



32

%
70

601
501 T
40
30
20
10

123456

OObemHas IWIOTHOCTH (B %) OpPOHX0ACCONMMPOBAHHOM JTHMQOHI-
HOU TKaHU y KpbIc Bucrap mocie a3po30apHOro Bo3aeHcTBHsA ceda-
nexca A-25 1 nedeHus HHraMUHOM ™.

| — MHTaKTHBIA KOHTPOIIB, 2 — cedanekc A-25; HHraMuH™ HHTASLHOHHO:
350 mkr/kr, 4 —500 MKr/Kr;  BHYTPHIKENymO4HO: 5 — 50 MKI/KT,
6 — 500 MKr/KT.

HBIIAIO coaepkaHusi HelTpodunos B BAC; cHikamoch
JMIIb KoimudecTBOo JimMdonuToB (tabm. 2). Ilokasarensb
00BEMHOM TIOTHOCTH OPOHX0ACCOIMUPOBAHHOW JHM)O-
WTHOW TKaHH JOCTOBEPHO YMEHBIIAJICS IPH HCIIOIh30Ba-
HUU 00euX 7103 (PUCYHOK).

B npyrom skcnepuMmenTe pu cpaBHEHUN 3(h(EKTUBHO-
CTH TpeX ITyTeH BBEACHUSI HHTaMHHA™ (MHTAJSIIIOHHOTO,
BHYTPIKEITYIOYHOTO ¥ BHYTPUOPIOIIMHHOTO) C TOMOIIBIO
nurosiorudeckoro ananmsa BAC mokasano, yrto Hanboee
BBIPKCHHOE IMOAABICHUE HEHTPO(UIFHOTO KOMITIOHEHTa
BOCTIAJICHUSI B JIETKUX KPBIC 110 CPABHEHUIO C MOAENIbIO
TaKXe JOCTUraeTcs MPU KypCcOBOM MHIAISIIMOHHOM BBE-
JICHHH HCCIETYeMOTo BellecTBA B Pa3oBOM  jo3e
500 Mxr/kr (1abm. 3). DTO NMOATBEPKIAETCA B IIEPBYIO
odyepeqb 3HAYUTCIHHBIM CHIDKCHHEM COICp)KaHHS HE-
tpouioB B BAC — B 9 — 10 pa3 no cpaBHEHUIO € MO3U-
TUBHBIM KOHTPOJIEM U, KPOME TOTO, yMEHBIICHUEM [IUTO32
1 abCcooTHOTO KonnuecTsa tuMporutoB B BAC B rpymme
KMBOTHBIX, TOTYYaBIINX HHIAMUH HHTaJISIHOHHBIM ITy-
TEM.

Takum oOpa3oM, HMHraMHH™ B JHana3oHe 103
50 — 500 MKT/KI' MOJABJIAET JKCCYNATHUBHBIA KOMIIOHEHT
cedagexc-uHIyIIMPOBAHHOTO BOCTIAJICHHS B JIETKMX KPBIC
IIpU Tpex criocodax KypcoBOro (B TeUeHHE 6 AHEH) BBere-
HUSI BENIECTBA, HO 00Jiee BCETO 3Ta aKTUBHOCTH BHIPAYKCHA

B. JI. KoBaneBa u ap.

Ta6nuua 1. MopdomeTpruecKue nokasareu ajlibBeoauTa U smbu-
3eMbl B JIETKMX KPBIC 10 M MOCJIe JedeHus uaramuaomM™ (M + m)

O0beMHast MI0THOCTh, %
I'pynma )XUBOTHBIX

(n=10)

AJBBEOSTUT OMbpuzema
Konrtposnb unTakTHBIN 3,3+0,7
Monens(cedanexc A-25) 14,6 3,7 16,9 £3,0
WHr 50 MKT/KT MHTAJISIH- 7,9 +2,4% 3,7+ 0,8%
OHHO
Wur 500 MKT/KT HHTaIsIH- 5,7+ 1,5* 2,3+£0,8%
OHHO
WHr 50 MKT/Kr BHYTpHIKE- 7,8 £2,8% 9,3 +2,6*
JYJIOYHO
Wur 500 MKr/Kr BHYTpH- 5,4+ 1,4* 12,6 £5,0
HKEITYIOTHO

* p <0,05 10 OTHOIICHHIO K MOJICIIH.

[pH UHTAISANMOHHOM BBeAeHUH B 103¢ 500 MKr/kr. VBe-
nmudeHue 10361 B 10 pa3 He MPUBOIWIO K YBEITHYCHHIO d(-
(hexra.

2. Hccnedosanue enusnus uneamuuma™ Ha cega-
0eKC-UHOYYUPOBAHHOE BOCNANEHUe Ie2KUX Y Kpblc 8 haze
XpoHU3AYUU.

YuuteiBass pe3yibTarbl TPEABLIYIINX DKCIIEPUMEHTOB,
B OTOH CEepUM OIBITOB HCIOJB30Ba M HambOosee 3ddek-
TUBHBIH — WHTAJSIIMOHHBIA — ITyTh BBEJCHUS WHTAMH -
Ha™ B MakcUMalibHO S((EKTUBHOW 103, paBHOU
500 Mkr/Kr. JTUTENBHOCTH Kypca JIeYeHHUsI KPbIC COCTaB-
msma 10 u 20 gueii. AHaJOrMYHO BBOIWIN WHTAJISALMOH-
HBIA KOPTHKOCTEPOU] OyJCCOHHJI B KauecTBE pedepeHT-
HOTO Tpenapara.

Kak BHIHO U3 JaHHBIX, IPEJCTABIICHHBIX B Ta0N. 4 U 5,
U pe3yJIbTaTOB THCTOJIOTMIECKOTO NCCIICIOBAHMS, TPOTYK-
THBHas (paza BocmanuTebHOrO mporecca (30 cyT mocie
BBeZICHUS cedaieKkca) B JIETKUX KPbIC KOHTPOJIBHOM IpyI-
OBl XapakTepu3yeTcs: MHQMIBTpAaLUeH CTEHKH OpPOHXOB
MPEUMYIIECTBEHHO JIHM(DOUTHO-THCTUOLUTAPHBIMU  3JIe-
MEHTaMH, [TpeodIafaHreM JTUM(POUTHO-TUCTHOIUTAPHOTO
AIBBEONIUTA, 09arOBBIM (hHOPO30M MEKaJIbBEOSIPHBIX TIe-
peroposok, oyaroBoit smduzemoii. Ilpu mophomerpuye-
CKOM HMCCIIEIOBAHUH JIETKUX TOKa3aTell 00beMHOH IIIOT-
HOCTH aJIbBEOJINTA U SM(HU3EMBI B 3TOT CPOK COCTABHIIH,

Tabnuua 2. Bausaue muramuna™ (MHr) B no3ax 50 1 500 MKr/Kr Ha mokKa3aTe/ KJeTOYHOTO COCTaBA OPOHXOAIbBEOJISIPHOTO CMBIBA Y KPbIC

NP UHTAJISIMOHHOM M BHYTPHIKETYA0YHOM NMYyTAX BBeaenus (M + m)

DHIOMyIbMOHAIbHAS LIUTOTPaMMa, %

I'pynna sxuBoTtHbIX (1 = 10)

Makpodaru JInmbonuutsr Heitrpodumsr
KoHTposb (MHTaKTHBIE )KUBOTHBIE) 90,5+ 1,3 6,1 £2,2 3,3+£0,6
Cedanexc A-25 64,4 £3.5 19,6 £ 2,7 16,4 £ 2,6
HWHr 50 MKT/KI' HHTAISITOHHO 62,6 +7,3 20,0 £5,7 17,4 +3,4
Wur 500 MKT/Kr MHTAISIIAOHHO 75,7 +£4,0 10,5 £ 1,3* 11,4 £ 1,6*
HWHr 50 MKT/KT BHY TPUKENTYI0UHO 67,4+7,7 12,7 £ 1,1% 223+54
HWur 500 MKT/Kr BHY TPHIKETYI0Y- 68,4 £ 6,3 10,4 £ 2,3* 27,0+ 1,6

HO

* p <0,05 10 OTHOLICHHIO K MOJICIIH.
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Tabnuia 3. ADCOMIOTHOE KOJIMYECTBO KJIeTOK B 1 MKJI (IIMT03) M KJIETOYHBIX MOMYJISALHIA B OPOHX0AIbBEOIIPHOM CMbIBE KPbIC PH MHIAJISIM-
OHHOM, BHYTPHOPIOLIMHHOM U BHYTPHIKEJIYI0YHOM cloco6ax BBeaeHus uaramuua™ 500 Mxr/kr (M + m)

Knerku K Moguenb Wuaramua™
BAC OHTpOJb (cedanekc)
UHTAJSIMOHHO BHYTPIIKEITYIOUHO BHYTPHUOPIOIIHHHO
Ym0 )KUBOTHBIX 3 8 8 7 6
I{uro3 158,3 £ 15,20 2243 £ 14,23 160,0 + 18,86* 197,1 £ 20,58 224,0 £ 12,25
Makpocdaru 143,4 £ 10,29 226,2 £ 15,73 125,7 £ 13,48%* 126,1 £ 8,10%* 154,7 £ 10,99
JlumdouuTe! 12,5+ 3,21 68,1 £ 6,0 32,2 £ 6,82%* 539+11,95 65,6 £ 6,79
Heiirpodus 0 20,6 £ 3,43 1,3 +0,64%* 2,3 +£0,72%* 2,6 £0,72%*

* p<0,05,** p<0,001 MO OTHOLICHUIO K MOJICIIH.

21,6 + 1,8 u 21,1 £3,5 00. % COOTBETCTBEHHO. DTH JaH-
HBIE B COBOKYITHOCTH C pe3ynbraramu uccienoBanust bAC
(IMTO3, YBETUYEHHOE TI0 CPABHEHHUIO C WHTAKTHBIMH YKU-
BOTHBIMH B 4 1 2 pa3a cofiep:KaHue, HeHTpo(UIOB U JIMM-
(OLIUTOB COOTBETCTBCHHO) CBUJICTEIILCTBYIOT O XPOHH3a-
LM BOCITAJICHUS.

Waranaimmmonnoe Bo3neicTBHEe MHraMuHa™ B TeueHHE
10 mHE# OKa3ayio BBIPAKEHHOE MPOTHBOBOCIIAIUTEIHEHOE
JIeHCTBHE: paclipOCTPAaHEHHOCTh aJIbBEOJIUTA Oblla 3HAUH-
TEITFHO HW)XE TI0 CPAaBHEHHUIO C KOHTPOJIEM, OTHAKO pac-
MIPOCTPAHEHHOCTh AM(H3EMbI CYIIECTBEHHO HE OTJIHYa-
JIaCh OT HEJEYEHBIX KUBOTHEIX (Tadm. 4). [To ypoBHIO Ta-
KHX [TOKa3areyie, Kak [ATO3, KOJTMYSCTBO HEUTPOPHIIOB U
muMmdoruToB B BAC, BOCHAJIMTENBHBIA TPOLECC TAKKE
CYyIIIECTBEHHO MEHEE BEIPAXKEH, YeM B KOHTpoue (Tabdi. 5).

Waranaimmonnoe Bo3neicTBHE MHraMuHa™ B TeueHHE
20 mHEeW TaxKe MPUBOAUT K 3HAYUTEILHOMY ITO/IaBJICHHIO
BOCIAJIMTEIHLHOTO MPOIIecca B JIETKUX KPBIC, KOTOPOE, BBI-
pakaeTrcss B CYIIECTBEHHOM YMEHBIIIEHUH KOJIMYECTBA
HelitpodunoB B BAC (B 13 pa3 1o cpaBHEHHIO ¢ Heleue-
HBIM KOHTPOJIEM) W MEKaJIbBEOJSIPHBIX MEPETOPOKaX, B
CHWKeHNH KonmdectBa JimMdonutoB B BAC. Crenyer
MTOTYEPKHYTH, YTO B YCIOBUSAX XPOHHU3AIUU BOCIIAJICHUS
JIETKUX HaMU HE BEIABIIEHA 3aBUCUMOCTL aKTHBHOCTH HH-
ramuHa™ ot umTensHoCcTH ero BBeneHws (10 rm 20 aHei).
[To BBIpaXKEHHOCTH TIPOTHBOBOCHAIUTEIBHOTO S peKTa 1H-
raMMHE™ W B TOM M B JPYTOM CiIydae COTOCTaBMM C pede-
PEHTHBIM IpernaparoM OynecoHu oM (Tadi. 4 u 5).

Takum 00pa3om, 1Mo TaHHBIM MOP(OIIOTHIECKOT0, MOP-
(hOMETPUIECKOTO U MUTOJIOTMYCCKOTO UCCIICIOBAHNUS, HO-

Tabnuua 4. MopdomeTpudecKre NOKa3aTe/n ajIbBe0JUTa U dIM(pH-
3eMbl Yy KPbIC JI0 H NOCJI€ HHIAJISIMOHHOIO BO31eiCTBUSI HHTAMMHA™
500 mkr/kr u 6yneconuaa 500 mxr/kr (M + m)

I'pynmner xuBoTHEIX (7 = 8) AnbBeonut (00 %) Dmbusema (06 %)

WHTaKTHBII KOHTPOIIb 0 5,1+0,7
Monens (cedanexe A-25) 21,6 + 1,8 21,1 £3,5
Wuramua™ 10 g, 8,3 £2,8% 25,0 £3,1
Wuramua™ 20 au 6,9 +0,9*% 22,6 £3,0
Bbyneconunn 10 gu. 17,2+2,5 14,3 +£3,5
Bynecornun 20 8,8 +1,5%% 144+32

* p <0,01 no oTHomIEHHIO K MosienH (cedanexkc A-25).

BOE COEIUHEHHUE IICEBIOIENTHHON IIPUPOILI HHTaMUH ™
MIPY MHTAIIIIMOHHOM KYypPCOBOM BBEJICHUU B HU3KUX J103aX
MIPOSIBIISIET BBIPAKEHHOE MPOTUBOBOCTIAINTEIHHOE JICHCT-
BHE B OTHONICHWU KaK OCTPOTO, TAK M XPOHUYECKOTO Ce-
(haziekc-UHIyIIMPOBAHHOTO BOCIIAIICHUS JISTKUX Kpbic Bu-
cTap, 4TO JIOKA3bIBACTCS 3HAYUTEIHLHBIM CHIKEHHEM CO-
JiepXaHus HeUTpopmwioB kak B BAC, Tak W B JIETKOM,
YMEHBIIICHHEM IMT032, HOPMAJIHM3AIe HHIOMYIHbMOHA-
JBHON ITUTOTPAMMBI, CYIIIECTBCHHBIM YMEHBIICHHEM 00b-
E€MHOM IJIOTHOCTH aJbBEOJIUTA U AM(H3EMbI, HOPMaJIH3a-
e MOp(HOJIOTHUECKON KapTHHBI JIETKOTO KPBIC MO CPaB-
HEHUIO C HEJICYCHBIMH XUBOTHBIMHU. B yCIIOBUSX NaHHON
MOJIEJIH TI0 CTENEHHU BHIPAKECHHOCTH MTPOTUBOBOCIIANTE-
JIbHOM aKTUBHOCTH MHTaMHUH™ CONOCTaBUM C MHTaJISIU-
OHHBIM KOPTHKOCTEPOHUIOM OYIECCOHHIOM.

BbIiBOAbI

1. MaraMua™ mpu MHTaISIIMOHHOM, BHYTPHKEITY/104-
HOM U BHYTPUOPIOIINHHOM CrIoco0axX BBEICHHUS B HU3KUX
no3ax (50 — 500 MKr/KT) OKa3bIBAa€T MPOTUBOBOCIAJIUTE-
JTbHOE JICHCTBHE B OTHOIICHWH cedaeKkc-uHIyIIMpOBaH-
HOTO BOCTIAJICHUS JIETKHX Y KpbIC Bucrap.

2. IlpoTrBOBOCHATIMTENBHBIH 3¢ eKT HHraMuHa™ 0co-
OCHHO OTYETIIMBO MPOSBUIICS MPU KypPCOBOM WHTAJISIIIMOH-
HOM BBEJICHHH B BHJIE CYXOTO IOPOIIKAa B Pa3oBOH 03¢
500 MKT/KT.

Tabauia 5. AOCO/IOTHBIE MOKA3aTe/M KJIETOYHOr0 COCTaBa OpPOH-
X0aJIbBEOJISIPHOTO CMbIBA Y Kpbic BrcTap 10 M Mocjie MHraIsAIHOHHO-
ro BosaeiictBus uuramuna™ 500 mMkr/kr u oyaeconnaa 500 MKr/Kr
(M + m)

AbcomoTHOE Koan4decTBO KieTok B 1 Mmxia BAC
I'pynmsl KUBOTHBIX

(n=28)

Makpodaru JIumpouuter  He#ttpoduist
WHTaKTHEIE KH- 89,0 £4,5 9,5+2,1 2,53+1,.2
BOTHBIC
Monens (cedanexe 143,0 + 9,0° 65,8 £7,5° 17 £ 8,23°
A-25)
Waramua™ 10 v, 98,0 £ 7,0%* 31,0£3,2% 0,35+ 0,0%*
Nuramua™ 20 qa. 90,0 + 4,6* 44,0 £6,5% 1,324+0,75%**
Bynecomun 20 mu. 74,0 + 11,0% 45,0 £ 10,0% 2,5+ 0,37**

° p <0,01 O OTHOLIEHHIO K HEraTUBHOMY (MHTAaKTHOMY) KOHTPOJIIO;
* p<0,01 0 OTHOIIEHUIO K O3UTHBHOMY KOHTPOJIIO (MOJIEIIb);
** p<0,00]1 Mo OTHOIICHUIO K HO3UTUBHOMY KOHTPOIIO (MOJIEIIB).
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3. Huramua™ »sddextuBeH kak B (aze ocTporo
(7-nueBHOM), Tak U B (aze xpoHu3auuu (30-IHEBHOIO)
ceagexc-uHIyLIHPOBAaHHOTO BOCHAINTENIFHOTO Tpoliecca
B JIETKUX, IIPUYEM B MOCJIEAHEM ciiydae 3 eKT BerecTa
HE YCWIMBAJICA C yBEIMUYEHHEM B 2 pa3a JJIUTEIbHOCTH
€ro BBEJCHHUSI.

4. B ycJl0OBUSIX HCIIOJIb30BAaHHOM MOJENHU IO CTENEeHU
BBIPQ)KEHHOCTH BIIMSHUS Ha TEYEHHE BOCHAIUTEIHHOTO
mpolecca B JISTKUX MHFaMHH™ COMOCTaBUM C MHTaJISALH-
OHHBIM KOPTUKOCTEPOUIOM OyIE€COHHIOM.

5. IlpencraBneHHble PE3yabTATbl CBUAETEIBCTBYIOT O
MEPCIIEKTUBHOCTH M3Y4Y€HUS] MHTaMHHA™ B KayecTBE WH-
TaJIIUOHHOTO JIEKAPCTBEHHOTO CPENCTBA AJS JICYCHUS
XPOHUYECKUX OOCTPYKTUBHBIX 0OJI€3HE JIETKUX.
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The potential drug ingamine (glutarylhistamine) showed pronounced anti-inflammatory activity on a model of acute noninfectious pneumonia and in the
stage of chronic inflammation induced by singe instillation of Sephadex (5 mg/kg) in Wistar rats. A 6-day treatment with ingamine (50 — 500 pg/kg) by inhala-
tion, intragastric, and intraperitoneal administration produced an anti-inflammatory effect (expressed to various degrees), which was manifested by a decrease
in alveolitis, bronchitis, obstructive emphysema, lymphocyte-neutrophile infiltration of interalveolar septa, cytosis, and neutrophile component of bronchoalve-
olar lavage and by normalization of the cytogram. The most pronounced effect was observed upon inhalation in a dose of 500 pg/kg. In the stage of chronic inf-
lammation, the inhalation of ingamine in a dose of 500 pg/kg produced a significant antiinflammatory action for both 10- and 20-day treatment. The effect was

comparable with that of the inhaled glucocorticoid budesonide.





