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OLLEHKA KNIMHUKO-UMMYHOJIOTMYECKON 3ODEKTUBHOCTU UMMYHOMOYNATOPOB
NMPUPOAHOIO NMPOUCXOXAEHUS NPU SKCNEPUMEHTAJIbHON MHEBMOHMWW Y MbILLEN

Karouesuie croea: sxcnepumenmanvras NHEEMOHUA, UMMYHOMOOYASMOpYL, y-unmepgepoH, unmepaeikun-10.

HzyyeHo BIMsSHME UMMYHOMOIYJISITOPOB TMPUPOTHOTO ITPOMC-
XOXJIEeHUs — JieMKMH(pepoHa U TUHPOCTMMA — Ha cparoLuTap-
HYI0O aKTUBHOCTb, KHUCJIOPOA3aBUCHMBIC MEXaHM3MBblI GaKTepu-
LIMIHOCTH ¥ JIOKATBHYIO TTPOMYKIIMIO OIITO3UTHBIX IIUTOKWUHOB
MpU 3KCIIEPUMEHTAJIBHON CTa(UIOKOKKOBOI U CHUHETrHOMHOM
MMHEBMOHUU. YCTaHOBJIEHO, YTO COOCTBEHHBIN 3(hdeKT JTeUKnH-
¢epoHa BhIpaXKaJics B CTUMYJISILIMN KUCIOPOI3aBUCUMBIX MEXa-
HU3MOB OaKTepULIMIHOCTU (DArolMTOB, TOrAa KaK TUHPOCTUM
OKa3blBAJl MMMYHOMOIYJIMpYIOIllee IeHCTBUME Ha IOKa3aTeau
BPOXICHHOTO MMMyHUTeTa. JIeHKUH(pEPOH BBI3BIBAT YBEIM-
YeHUe ypoBHs y-MHTepdepoHa, THHPOCTUM OoJiee BbIPaKEHHO
YCUJIMBAJI BbIpaOOTKY MHTepaeiikuHa-10. [MpaiiMupytomuii a¢-
(eKT mpernaparoB in vitro 00jiee BBIpaKeH B MOICIU CTa(puiio-
KOKKOBOI1 ITHEBMOHUM, MIPU 3TOM JIEKKMH(MEPOH U TUHPOCTUM
aHAJIOTMYHO JEWCTBOBAIU in Vivo Ha UCCIeAyeMble MoKa3aTeu.
[Ipu cuHETHOITHOI Xe MTHEBMOHUY 60Jiee BRIPasKeHHBIM TTPOTH-
BOBOCHIAIUTENIbHBIM 3(HEeKTOM 00J1a1all TAHPOCTUM.

MzydeHuro maroreHe3a W IIpobOJieMe JICUCHUs ITHEBMO-
HUU yruesseTcs: 60IbIIoe BHUMaHIE KaK Y Hac B CTpaHe,
Tak ® 3a pyoexoMm [1, 3, 8]. HecmoTpst Ha ycriexu 3TH-
OTPOITHOM TepaIliy M CYIIECTBEHHBIM POCT YMCIIa aHTH-
OaKTepHaIbHBIX IIPEIIApaTOB, COXPAHSIETCS TCHOCHITMS
K YBEJIMYCHHUIO CMEPTHOCTH OT 3TOro 3aboneBanms [10].
CriekTp BO30ymuTesieli HO30KOMHAIBHOM ITHEBMOHWU
XapaKTepU3yeTCs 3HAUYMTEIBHBIM pasHOooOpa3ueM, 4YTO
3aTpyAHSET TUIAHUPOBAHWE SMITMPUUYECKOU Tepanuu 110
MTOJTYICHMST JAaHHBIX MUKPOOMOJIOTHYECKOTO MCCIIeI0Ba-
Hud [1]. DTo cBI3aHO ¢ TeM, YTO, KaK MPaBUJIO, HO30KO-
MUaJbHasl ITHEBMOHMS pa3BUBAacTCS Ha (POHE TSLKEIOi
ITaTOJIOTUH, COIPOBOXKMAIOIICHCS Cephe3HBIMU METa0o0-
JIMIECKUMU, ITUPKYIITOPHBIMU HAPYIICHUSIMA U UMMY-
HomedumutoMm [1, 3, 5, 9]. K dakTopam, yCyryoIsSIoImm
IIpo0JIeMY, OTHOCSITCS JUTUTEJTEHOE TIPeOBIBaHKe OOIHLHO-
IO B CTallMOHApPEe W IPEIOIIeCTBYIOIIee MPUMEHEHNE aH-
TUOMOTUKOB (C JieueOHOW Wiu MpodUIaKTAUYECKON 1Lie-
J1p10). OIHAKO 3THOJIOTHS HO30KOMHMAILHOM ITHEBMOHUH
ycTaHaBIMBaeTcst MeHee YyeM B 50% cirydaeB, 4TO cO31aeT
TPYZHOCTH B OTIPEIEIICHNN TaKTUKY IIeJICHAIIpaBICHHON
aHTHOaKTepranpHOi Tepanum [3, 10]. ITosTomy Giaro-
MIPUSATHBIN MCX0M 3a00JI€BaHUS 9acTO 3aBHCHUT OT alleK-
BaTHOCTH IIaTOTEHETMIECKOM TepaIlii.

B maToreHe3e MHEBMOHMI CYIIECTBEHHAsI POJIb OT-
BOIUTCSI UIMMYHOJIOTMIECKOM PeaKTUBHOCTH OpTaHM3Ma
[6]. UMMyHOIIaTOreHETUYECKME MEXaHU3MBI Pa3BUTHUS
ITHEBMOHUI OOYCIIOBIUBAIOT HEOOXOIUMOCTh ITpUMEHE-
HUSA 3(PPEKTUBHBIX UMMYHOMOIYJISITOPOB [4, 5, 7]. B 1O
Xe BpeMs JaHHBIX O MPEUMYIICCTBCHHOM Ha3HAYCHUU
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TOTO WJIM WHOTO MMMYHOTPOITHOTO CPEICTBAa B 3aBUCH-
MOCTH OT 3THOJIOTMYECKOrO BapraHTa ITHEBMOHWUY HEIO0-
CTaTOYHO, YTO 1 TTOCTYKMJIO OCHOBAHUEM JUTSI U3YICHUS
BIIMSTHUASI KMMYHOMOYJISITOPOB IIPUPOTHOTO IPOMCXOXK-
IeHns — JeHKUH(pEpOHa M THHPOCTUMA — Ha HEKOTOPHIE
ToKa3aTeIn BPOXICHHOTO MMMYHHUTETA TIPU 3KCIIEpH-
MEHTAJIbHOM ITHEBMOHHWM.

Marepnas u MeTOAbI. DKCIICPUMEHTHI BHITIOJTHEHBI Ha
OeNIbIX HeJIMHEMHBIX MbIax Maccoil 18—20 1, HaxomuB-
IIMXCS Ha CTAaHOAPTHOM IUeTe B OOKCHPOBAHHBIX ITOME-
IIEHUSIX C COOIOICHNEM BCEX IIPABIIT M MEXKIYHAPOTHBIX
pexomeHaauuii EBpomneiickoii KOHBEHLMU II0 3alluTe
TI03BOHOYHBIX XXMBOTHBIX, UCITOIB3YeMBIX B 3KCITEPUMEH-
TaJbHBIX paboTax. B KaxXmoit cepry SKCIIEPUMEHTOB ydac-
TBOBAJIO IO 5 Mbllieil. B nccienoBaHusIX ObUIM MCITOJb-
30BaHBI IATOTCHHEIC IITaMMBI Pseudomonas aeruginosa n
Staphylococcus aureus, BbIIeIeHHBIC N3 OPOHX0ATLBEOJISAP-
HOI XXMIKOCTY O0JbHBIX HO30KOMUAIBLHOM MTHEBMOHUEM.
DKCIepUMEHTAIBHYI0 MOJENb ITOIydaar, WHTpaHa3aIhb-
HO 3apaxas Mbiiieir 0,05 M cMbiBa (Ha 0,85% pactBope
NaCl) cyTouHOlf KyIBTYphl MHUKPOOPTAaHH3MOB B II03€,
cootserctBytomeit LD, (1x10° m.t./mn mnst P. aeruginosa
u 1x10° Mm.1./Mn s S. aureus), KOTOPYIO YCTaHABIMBAIA
no onrudeckomy craHmapty myTHoctH (TMCK mM. JLA.
TapaceBuya). Pa3Butre mHeBMOHUM OBUIO TOATBEpIKIIC-
HO BEICEBOM OaKTepuii 13 TKaHU JIETKNX. KOoMITIeKCHBII
npenapaT UMTOKMHOB — JIEHKUH(MEPOH — BBOAWIM KU-
BOTHBIM IISITUKPATHO 1 pa3 B CYTKM BHYTPUMBIIIECYHO (IO
0,1 mur B go3e 1300 ME) 1 nxramssmmonHo (1o 1300 ME
B 5 Mu1 ¢om3pacTBopa). TMHPOCTUM, COCTOSIINI M3 KOMII-
JIeKca TICTITUIOB, BBIICICHHBIX M3 ONTUYCCKUX TaHTJINCB
KaibMmapa Berritiuthis magister, BBOIWIN 10 aHAJTOTUIHOMN
cxeme — 0,39 mr/cyt. u 0,39 mr B 5 Mt huzpacrsopa co-
OTBETCTBEHHO. J103bI OBLUTA pacCUYUTaHBI IO (hOpMYIIe Tie-
pecdyera paBHOA((MEKTUBHEIX 103 (hapMaKOJIOTHUECKIX
TIpeITapaToB ISl JJAOOPATOPHBIX SKUBOTHEIX 1 YeJIoBeKa [2].
Kontpomas No 1 cocTaBWiIM MHTAKTHEIC XXUBOTHBIC, KOHT-
posb No 2 — MBI, KOTOPBIM B TCUCHHE 5 THE BBOIWIICS
JIeMKMHMEPOH, KOHTPOJIb N2 3 — MBI, KOTOPHIM B TeUe-
HUeE 5 nHel BBOAWJICS TUHPOCTUM. [pynIibl «OMbIT» ObUIN
copMmpoBaHHI CireayIonM odpazoM: No 1 — 3apakeHne
MBIIIEH KYJIBTYpol S. aureus, No 2 — 3apaxkeHUe MBIIICi
KYJIBTYpOi1 S. aureus M BBeIeHNE JIEMKNMHMEPOHA ITO CXe-
me, Ne 3 — 3apaxkeHue MBIIIeH KyJIbTypoil S. aureus v BBe-
IIeHNe THHPOCTUMA 110 cxeme, Ne 4 — 3apakeHre MEBIIICH
KyJIsTypoil P. aeruginosa, Ne 5 — 3apakeHNE MBIIICH KyiTb-
Typoit P. aeruginosa v BBeIeHME JICMKMH(pEPOHA IO CXe-
Me, No 6 — 3apaxkeHUe MBIIel KyasTypoid P. aeruginosa v
BBEICHNEC TUHPOCTHMA IT0 cXeMe. 3abop Marepuana IUIst
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Tabauua
Brusnue aetikungpepona u munpocmuma Ha umMMyHoAOUMECKUE NOKA3AMEAU Y Mblidell npU IKCHepUMeHmanvHoi nHeemonuu (M=xm).
IMoka3zarenb
HCT-recr, ycn. en.
Tpyrma (barouuTapHbIil | daroruTapHoe CTHMYJIPO- CTUMYJIMPO-
nokasareb, % 4qHUCI0 CIOHTaHHBIA BaHHbIN Jeii- BaHHbIA TUH-
KUHGEPOHOM POCTUMOM
Kontponb Ne 1 | UHTaKTHBIE MBI 69,4+0,25 7,310,02 0,28+0,07 0,43+0,02 0,31+0,04
Kontponb No 2 | JleiikuHpepoH 75,840,33 8,240,02! 0,63£0,09! 0,82+0,04! 0,79+0,03!
Kontponb Ne 3 | TuHpocTUM 70,4+0,18 7,2%0,03? 0,36+0,05%% | 0,55%+0,01%2 | 0,43£0,072
Ompit Ne 1 S. aureus 35,2+0,19! 5,310,05! 0,51£0,05' 0,92+0,08' 0,78+0,02!
OrmbiT Ne 2 S. aureus + neiikuH(pepOH 62,710,133 5,240,04! 0,600,043 | 0,63%+0,03"3 | 0,61£0,04"3
OmbIT Ne 3 S. aureus + THAHPOCTUM 45,3+0,12"3 5,4£0,08! 0,54%£0,03%% | 0,56%0,02"4 | 0,55£0,02%4
OmeiT Ne 4 P. aeruginosa 43,7£0,15' 4,8+0,03! 0,37£0,03! 0,6210,02! 0,51+0,01"
OmbiT No 5 P. aeruginosa + nevikundepoH | 55,6+0,17! 5,4+0,03! 0,44+0,02! 0,4410,05° 0,4240,03°
OmbiT Ne 6 P. aeruginosa + TMHpOCTUM 44,2+0,16' 5,1£0,05! 0,40£0,03! 0,42+0,017 0,39+0,05”

! Paznmuuue ¢ KoHTposieM N | cTaTMCTUYeCKH 3HAYMMO.

2 Paznnuue ¢ KOHTposieM Ne 2 CTaTUCTHYECKU 3HAUYUMO.

3 Paznmuue ¢ onbIToM Ne | cTaTUCTHYeCKU 3HAYUMO.

4 Paznuuue ¢ onbitaMu Ne 1 1 2 CTaTUCTUIECKU 3HAYUMO.

WCCIICIOBAHUST OCYIIECTBISUICS Ha 7-¢ CYTKH SKCIIepHU-
MeHTa. BrIBeeHMe XKMBOTHBIX M3 OITBITA BBHITIOIHSIOCH
C WCITONIB30BaHUEeM 3(PHPHOro HapkKoza. ParonmTapHyIO
AKTUBHOCTb HEUTPOMUIOB OICHUBAINA B TECTE ITOTJIOIIC-
HUST YaCTHII IIOJIMCTUPOJILHOTO JlaTekca («PeakoMImiekc»,
. Ynra), m3ydeHne BHYTPUKIIETOUHOTO KUCIOPOI3aBUCH-
MOT0 MeTabomm3Ma (DarouTOB IMPOBOMWIN C MCIIOIB30-
BaHUEM TecTa ¢ HUTpocmHMM TeTpasoinueM (HCT-tecr)
CITEKTPO(POTOMETPUICCKN: ONTHUYECKYIO IUIOTHOCTH BOC-
CTaHOBJICHHOTO Ar(popMa3aHa N3MEPSUIN MPH IJINHE BOJI-
Hbl 540 M. [IpomyKuuio LUTOKMHOB — y-UHTepdepoHa
(UOHy) u wunrepneiikuna-10 (MJI-10) wuccnenosanu
10 UX YPOBHIO B CyIIcpHATaHTe TOMOTCHM3aTa JICTOYHOM
TKaH UMMYHOMDEPMEHTHBIM METOIOM C HMCITOJIh30BaHM-
eM peakTuBOB IpomsBoncTBa R&D system Inc. CraTmc-
TUYECKYIO 00pabOTKY IMOJIy4EHHBIX JAHHBIX BBITOJIHSUIM
¢ nomolpio nmakera SPSS (v16.0) ¢ ucmonb3oBanrem W-
kputepust Bunkokcona n U-xpurepusi ManHa—YutHu
C TIPOBEPKOM HOPMAJIBHOCTH PACIIPEACICHUS 110 METO-
ny KomvoropoBa—CwmmupHOBa. Kputndaeckoe 3HaueHMe
YPOBHS 3HAYMMOCTI W-KpUTEpUs IIPUHUMAJIOCH PABHBIM
0,062, U-xpurepust — 0,032: TpeTuii ypoBeHb HOCTOBEP-
Hocth (p<0,05) wig YMCIEHHOCTH TPYHIl N =35 U n,=3.

Pesynesratel uccaenosanus. [IpaliMmupoBaHme KIeTOK
He3apaxkeHHBIX MBI JIeHKUHDEPOHOM IIPUBOIIIIO
K VBEIMYCHUIO WHTCHCHBHOCTH KHUCIOPOA3aBUCHMBIX
MEXaHU3MOB 0aKTEPUIIMTHOCTH (MHACKC CTUMYJISIIINUT —
1,54+0,01, p<0,05), 06paboTKa KJICTOK TUHPOCTHUMOM
He maBaja 3HAYMMBIX PE3YJIBTAaTOB (MHICKC CTUMYJISI-
mi — 1,1£0,03, p>0,05). Bimsaue neikuHbepoHa n
THHPOCTUMA Ha (YHKIMOHAJILHYIO aKTUBHOCTH (haro-
MUTUPYIOINX KJIETOK 3IOPOBBIX XXMBOTHBIX B CEPHSIX
MIPOBEICHHBIX 3KCIICPUMEHTOB HEIb3sT OIICHUTH Kak
OMHO3HAYHO CcTUMyIupylomee. Ilpu omeHke aromm-
TApHOTO MOKa3aTe/s W (harolUTapHOTO YKCIIa HEe BBHISIB-
JICHO IOCTOBEPHBIX PA3IMUMIL II0 CPAaBHEHUIO C TPYIITION
WHTAKTHBIX MEBIIICH, 3a NCKITIOUCHNEM ITOKa3aTesel Imo-
[JIOTUTEILHOM CIIOCOOHOCTH (PAarOMTOB MO BIUSHUEM

S Paznuuue ¢ onbIToM Ne 2 CTaTUCTUYECKH 3HAYMMO.
¢ Pazmuuue ¢ onbitaMu Ne 4 11 6 CTATUCTUIECKU 3HAYMMO.
"Pasznuuue ¢ onbITaMu N2 4 M 5 CTaTUCTUYECKU 3HAYMMO.

JeiknHbepoHa B KoHTposie Ne 2: (paroumrapHOE YHUCIIO
yBemumiock Ha 0,9, p<0,05 (tadm.).

CrioHTaHHASI CIIOCOOHOCTH (PAaroIMTOB TeHEPUPOBAThH
aKTUBHEIC (DOPMBI KMCIOPOAa B TOM TPYIIIE IO BIIS-
HIUeM JIeiiKnHdepoHa YBeIMIIIach OoJiee 4eM B IBa pa3a
MpY CpaBHEHUM C TPYNION MHTAKTHBIX Mbllei. [Tpaii-
MUpPOBaHME KIIETOK i Vitro TeMKNHMOEpPOHOM IIPUBOINIO
K eI1ie OOJIBIIeMY YBETUMUECHHUIO ITPOXYKIINHT HERTPODIIIh-
HBIMU TPaHYJIOINTAMU aKTUBHEIX (popM Kuciaopona (MH-
nekce crumyisoun — 1,310,01), kKak 1 mpaiiMupoBaHHe
THHPOCTUMOM (MHAECKC cTUMYIsiu — 1,25+0,04).

OmneHka TaHHBIX B KOHTpojie Ne 3 (BBemeHUE TWH-
pocTMa 3MOPOBEIM XXMBOTHBIM) Jajia CJACHYIOIINAE pe-
3yJIBTATHL: MOKa3aTean (haroluTo3a OCTAINCh IPaKTH-
YeCKM Ha YPOBHE WMHTAKTHBIX MBIIICH, 3HAYCHUS CIIOH-
tagHoro HCT-TecTa yBeTMIMINCh, MHACKC CTUMYJISILINI
B HCT-Tecre ¢ neiikundepornom 6uu1 paBeH 1,53+0,01, B
HCT-tecre ¢ TuHpOocTUMOM — 1,1940,02.

[Tpu sKCcTIC pUMEHTATBHOM ITHEBMOHIH IIPOVICXOIIIIO
IOCTOBEPHOE CHIDKeHHWE (DYHKIIMOHAIBHON aKTUBHOC-
TH W TIOTJIOTUTEIFHOM CIIOCOOHOCTH (harOIIUTHPYIOIITNIX
KieToK. Ilpm 3ToM harommTapHBIN IOKa3aTeab IPH 3a-
paxeHun MbIeit S. aureus (ombiT No 1) Ha 7-e CyTKM
SKCIepUMEHTA OBLT HIDKE, YeM IIPU 3apaxkeHnu P. aerugi-
nosa (omsIT Ne 4), Torma KaK KOJIMIECTBO ITOTJIOICHHBIX
YacTHII JJaTeKca (ParolmToM He 3aBHCENIO OT 3THOJIOTUH
SKCIICPUMEHTAIBHOM ITHeBMOHNU. B X01me ncciemoBaHmst
BBISIBJICHO, 9TO P. aeruginosa oKa3pIBall MEHee BBIpAKEH-
HOE BJIMSHNE Ha aKTHBAILIMIO TeKCO30MOHOMOCGHATHOTO
myHTa, 4eM S. aureus. Tak, TOKa3aTelM CITOHTAHHOTO
HCT-tecta pu cTadMJIOKOKKOBOM ITHEBMOHUM YBEJIH-
yuBanauch Ha 0,23 yCII. e1., a Ipy THEBMOHMH,, BRI3BAaHHOM
P. aeruginosa, —1a 0,09 yci1. e1. 110 CpaBHEHUIO C TPYITIO
WHTAKTHBIX MbITel (KOHTpoJb Ne 1). B ycroBusix in vitro
KJICTKM MBIIICH ¢ ITHEBMOHUEH B 00eMX TpYyIIIax CpaB-
HCHMSI TOCTATOYHO aKTUBHO T€HEPUPOBATIU KHUCIOPOMI-
HBII B3pEIB TIOI BO3ICHCTBIEM JIEMKMH(MEpOHa I MCHEe
BBIpAXXEHHO — ITI0J BO3deiicTBMEM THHpOCTHMa (TabIl.).



66

TuxookeaHckuiA MeanumHekui xypHan, 2009, Ne 3

/Mt

350 — II U®Hy

”m-w
Y SR

’ _I|| ‘ ||| | II|
o> oV o>

RS P R AN s

O OQV 0‘\‘0 OQ‘O OQ‘C 00‘0 O‘\‘O

o o
‘(\&Q &Q %‘Q
‘l~0 \&0 *0
Puc. Yposuu MUDHy u UJI-10 B cynepHataHTe JIeTOYHOI TKa-
HY MpY ITHEBMOHMU y MBIIIeil Ha (pOHE BBEACHUST UMMYHOMO-

IYJISITOPOB.

300 |~

250 -

200 |~

150 |~

100 |~

%

©

Cepust 9KCIEPUMEHTOB C BBEIEHUEM MMMYHOMOJY-
JIATOPOB TPU OMHOBPEMEHHOM 3apPaX€HWM XUBOTHBIX
Jlaia cremyronme pesyisraTtel. Ha ¢doHe meiicTBus neii-
kuHGbEpOHa Yy MBIIIEH, 3apaXeHHBIX S. aureus, (aro-
UTapHasi CMIOCOOHOCTh HEUTPO(UIIOB YBEIMUMIIACh HA
27,5%, omHAaKO UX MOIJIOTUTEIbHAS CIIOCOOHOCTh Yepes3
7 CyTOK mocTie 3apakeHUsI OCTaIach MTPAKTUYECKN HEN3-
MeHHoI. [Tokazarens crontranHoro HCT-tecra y Mbrreit
JTAHHOW OMBITHOW TPYMIIBI TOCTOBEPHO HE YBEJTWYWIICS,
JIOTIOJTHUTETbHAsI 00pab0TKa KJIETOK JIeHKNHGMEPOHOM 1
TUHPOCTUMOM TakKKe He TTPUBOAMIIA K YBETUUYEHUIO KUC-
JIOPOA3ABUCUMON MUKPOOUIIMIHON CTMOCOOHOCTH (ha-
ronuToB. DODEKT THHPOCTHMA TIpHA CTa(hMIIOKOKKOBO
IMTHEBMOHUM BBIPAXAJICS B YBEJIMUYEHUU (ParormtapHOTO
mokasatens Ha 10,1%. OgHako mokasareay CITOHTaAHHO-
ro HCT-tecra ObUTM PaKTUYECKU HA YPOBHE TAKOBBIX Y
HeJICYeHHOU TPYMIIBI MBIIIeH, 3apakeHHBIX S. aureus, n
(haronuThI TOYTH HE pPearnpoBaI HA CTUMYJISIINIO NM-
MYHOMOJYJISITOpaMU in vitro (TabIL.).

BBenenue neiiknHdepoHa Mpu OMHOBPEMEHHOM WH-
uumpoBanuu P. aeruginosa (ombIT No 5) IPUBOAMIO K
HE3HAYUTEJIbHOMY YBEJIMUEHWIO 3HAYEHUI CIIOHTaHHO-
ro HCT-tecta (1a 0,07 yci. en.). Ilpu ncronb3oBaHUT
TUHPOCTHMA B 3TOM CepUU IKCITEPUMEHTOB (OTIBIT N 6)
crioaTanHbi HCT-tect yBenmmumBaincs Ha 0,03 yci. em.
AHanmu3 mokaszaTesieil CTUMYIMPOBAHHOTO TECTA B TPYTITIE
MBIIIEN C TTHEBMOHMEM, BbI3BAaHHON P. aeruginosa, moka-
3aJl, 4TO in vitro Ha 7-€ CyTKM KCIIEPUMEHTA KJIETKN He
OBLTM CITOCOOHBI K JOTIOJTHUTELHON TeHepalni aKTUB-
HBIX (OPM KHUCIOpOaa HYU IO BO3IECTBHEM JICHKIHbE-
pOHa, HU TION BO3IEUCTBMEM THHpOcTUMa (Tabi.). DTo
CBUJIETEIHCTBOBAIO 00 MCTOIIEHUM PE3EPBHBIX BO3MOX-
HOCTEH (harolMTOB B TAHHBIX OTIBITHBIX TPYTITIAX.

HccnenoBanve MMTOKMHOB B CylIepHATAHTE TOMOTE-
HM3aTa JICTOYHOU TKaHW BBISIBUIIO HE3HAYUTEILHOE TIpe-
BAJINPOBAHVE COAEPXAaHUS LMTOKWHOB T-XeJIrepHOro
2-TO TUTA Haa MUTOKMHaMu T-xenmnepHoro 1-ro tuna y

310poBbIX kUBOTHbIX (MJI-10 — 85,03+5,08, UDHy —
74,33£6,7 nr/mn). CHIXKEHUE MPOBOCHATUTEIbHOM aK-
TUBHOCTH IIMTOKWHOB OBIJIO 3apETUCTPUPOBAHO B TPYII-
ax MbllIei, NOIy4aBLUIMX TUHPOCTUM: ypoBeHb MDPHYy
B OTOW cepuM BKCIEPUMEHTOB cocTaBui 47,94%2,35
nr/mi. CorilacHO pe3yJbraTaM WCCICIOBaHUM, JIeii-
KWMH(GEPOH OKAa3bIBaJI 3HAYMTEILHOE CTUMYJIHPYIOIICEe
BO3ICUCTBHEC Ha JIOKAJBHYIO MPOIYKIIUIO JIETOYHBIMU
nMMmyHouutamu M®OHy, ypoBeHb KOTOPOrO MOIHMU-
maicg 10 147,9£19,61 nr/mi, 4To JOCTOBEPHO OTIMYA-
JIOCh OT TMOKa3aTesieil B IPYyrux UCCACAyeMbIX TpyInax.
IIpoTuBoBOCTIATUTENBLHBIN 3(G@MEKT TUHPOCTUMA OBLI
3HAYUTEIBHO BHIIIE, YeM Y JISMKUH(pEPOHA, Y COCTaBUII
313,68%+11,93 nr/mn npotus 132,05£5,62 nr/mia coot-
BeTcTBeHHO, p<0,05 (puc.).

[Ipu 3apaxkeHnU MBIIICH S. aureus TOKaJIbHBIC YPOB-
Hu UOHy un NJI-10 usmeHsmucs HenoctosepHo. Pa3su-
THE ITHEBMOHWM, aCCOIIMMPOBAHHOM ¢ P. aeruginosa, co-
TPOBOXIAIOCH JOCTOBEPHBIM YMEHBIICHHEM COIEpXKa-
Hust UDHy Ha 33,6 nir/Mi1 1 yBeTMIeHNEM COepKaHuUs
WJI-10 Ha 54,5 it /ML

I[Ipn wnccaemoBaHWM JIOKAJIBHOTO ITUTOKMHOBOTO
npodwiass Ha 7-¢ CYTKH IIOCNIe 3apaXkeHWs MBIIIeit
S. aureus v BBefieHUs ieiikuHbepoHa (OmbIT Ne 2) ObI10
3aperuCTPUPOBAHO TOCTOBEPHOE YBEIWUCHUE YPOBHEH
kak WMOHy (134,13£5,45 nr/mn), tak u WII-10
(241,73%11,45 rr/mn). Ctumynupytomuii 3¢ ¢GeKT 0BT
3HAYUTEIBHO BBIIIE Y MBIIIEH ¢ CHHETHOMHOM ITHEBMO-
Hueii: yposeHb UDHy yBenmunics Ha 99,08 rir/mi mmo
CpaBHEHUIO C ITOKa3aTeJasIMHU ombiTa No 4 M paBHSJICS
139,78%14,4 ur/ma. Yposeub MJI-10, HanmpoTus, IIpu
BBeICHUH JICHKMHMEPOHA MBIIIIAaM ¢ THEBMOHHUEH, BBI-
3BaHHOU P. aeruginosa, HEOOCTOBEPHO CHU3WICST —
¢ 139,49%23,10 mo 112,14£10,29 nr/mia (puc).

CpaBHUTENIbHAST XapaKTepUCTUKA IEHCTBUSA THH-
pocTMa Ha JIOKAJbHYI0 BBIPAOOTKY IIMTOKWHOB IIO-
Ka3ajia, 9TO IpH CTa(pMIOKOKKOBOI ITHEBMOHWH THH-
poctrM yBesmuuBaeT npoaykuuio UPHy wa 90,6 nir/
MJI, IPAaKTUYECKW HE OKa3bIBasl BIWUSHUS Ha TIPOIYK-
uuo MOHy npu cuHerHoiiHoi nHeBMOHUU. Takum 06-
pa3oM, cOOCTBEHHBIN 3 (HEKT THHPOCTHMA Y 300POBBIX
MBI, BBIPAXKAIOIININCS B CHUKCHUM COIOCPKaAHUS
N®DHy, npossuics HEOXHIAHHO BBICOKUM YBEJIUYe-
HueM npoaykuuu UPHy Ha doHe cTtaduiokokkoBoi
MHEBMOHHUM, YTO IIPEBOCXOAMIO aHAJIOTUIHBIN 3 PeKT
neikuadepoHa (puc.). [IpoTuBoBOCIIAINTEILHOE IEiic-
TBUE THHPOCTHMA OBLIO CTaOMIILHO BBICOKMM KaK TP
HCCIeA0BaHUM cOOCTBEeHHOTO 3(hdeKTa mperapara, Tak
W TIpA OEeHCTBUU B TPYMITaX XNUBOTHEIX ¢ ITHEBMOHUEH
(puc.). Tax, yposers NJI-10 mox BIMsTHHEM TUHPOCTH-
Ma y MBIIIeH ¢ THeBMOHUEH, BEI3BAHHOM S. aureus, yBe-
mmawniacd Ha 221,9 or/min, a Ipyu THEBMOHWHY, aCCOIINH-
poBaHHOI ¢ P. aeruginosa, — Ha 93,77 it /M1

OOcyxkneHne MOJy4eHHBIX AaHHbIX. Pe3ymsraTsl TIpo-
BEICHHOTO MMMYHOJIOTHYECKOTO WCCIICIOBAHUS CBUIIC-
TEJIbCTBYIOT O TOM, YTO COOCTBEHHBIN 3((EKT JeHKIH-
¢epoHa BBEIpaXKacTCSI B CTUMYJISILIUU KUCIOPOI3aBUCH-
MBIX MEXaHU3MOB OAKTEPULIMIHOCTH (ParoUTUPYIOIINX
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KJIETOK, B TO BpeM$l KaK THHPOCTUM OKa3bIBaET UMMYHO-
Monynupylomuit 3(hGheKT Ha IToKa3aTeIM BpOXICHHOTO
WMMYHUTETA Yy 3M0POBBIX XKUBOTHBIX. JIeMKMH(EPOH BbI-
3bIBACT YBEJIMUYEHUE YPOBHS MPOBOCHATUTEIbHOTO LIUTO-
kuHa U®Hy, TuHpocTuM 60J1€€ BBIPAXKEHHO YCUJIMBAET
BBIpaboTKy MUJI-10.

AxTuBanusl (pakTopoB BPOXIEHHOTO M aJalTUBHO-
ro UMMYHMUTETA UMEET CBOU OTJIMYMS B 3aBUCUMOCTU OT
STHOJIOTUM BOCHAJCHUS B JICTKUX. DKCICPUMEHT IaeT
BO3MOXKHOCTb OLIECHUTh COOCTBEHHBIN 3(PpeKT OakTepuii
Ha pa3BUTHE MHEBMOHUM. TakK, B MOIEJIU SKCIIEPUMEH-
TaJIbHOW CTa(PUIOKOKKOBOW ITHEBMOHUM IOKa3aTeJu
crioataHHOT0 HCT-Tecta OBUTM CTATUCTHMYECCKHU 3HAUM-
MO BBIIIE, YeM NPU SKCOECPUMEHTATbHOM CHHETHOMHOM
nmHeBMoHuU. [paiiMupyomuit apdekT uccaenoBaHHbIX
WMMYHOTPOIHBIX TpernapaToB Ha KJIETKA OOJIbHBIX MBbI-
1Ieil in vitro ObUT BbIlIE B MOIEIU CTahpMIOKOKKOBOM,
YyeM CHHETHOWHON MHEBMOHMU. Y BKCIEpUMEHTalIb-
HBIX XXWBOTHBIX C ITHEBMOHUEH, BBI3BAHHOU S. aureus,
aKTUBALUSI MUKPOOUIIMIHON aKTUBHOCTU in Vitro TOL
BO3IENMCTBUEM JIeKMH(pepoHa Oblaa BbILIE, YeM Ipu
BO3NEWCTBUM TUHPOCTHMMA. AHAJOTUYHbIE PE3YJIbTaThl
MOJIy4eHBI U B OIbITAX 3apakeHUs Mblleil P. aeruginosa:
WHAEKC CTUMYJISILIMM JIEHKMH(MEPOHOM OBbLI BbIIIE, YEM
WHACKC CTUMYJISIIUYA THHPOCTUMOM. S. aureus He BBI3BI-
BaJl BBIPa’)KEHHBIX U3MEHEHU I B MPOAYKIIUU LIUTOKWHOB
WMMYHOKOMITETEHTHBIMU KJIETKAMU JIETKUX Ha 7-€ CYTKU
aKcrepuMeHTa. [Ipu sKcriepyMeHTaabHOW TTHEBMOHUM,
BBI3BaHHOU P. aeruginosa, noKainbHbIN ypoBeHb MJI-10 B
JIETKUX Mpeobiianall, YTo yKa3blBaeT Ha pa3Butue T-xem-
IIepHOTO MMMYHHOTO OTBETa 2-TO THIIA.

HccrnenoBaHue MMMYHOMOIYJUPYIOIIETO E€HCTBUS
MpenaparoB in vivo Ha (oHe OaKTepuaJibHOW MMHEBMO-
HUM TO3BOJIMJIO KOHCTAaTMPOBaTb, YTO TPU Pa3BUTUU
BOCMAJIEHHUsI, BbI3BAHHOrO S. aureus, yposeHb MDPHy
YBEJUUMBAJICS TIOJA BO3AEHCTBHEM OOOUX HWMMYHOMO-
nynstopoB. [Tpyu mHeBMOHUM, BbI3BaHHOU P. aeruginosa,
ypoBeHb M ®Hy yBenuuuBam TONBKO JIEHKUH(EPOH.
ITpotuBocnanuTeabHbIl 3(QEGEKT B BUIE POCTAa YPOBHS
WJI-10 nmpu CMHETHOWHOM ITHEBMOHUM OBIT 3a(UKCUPO-
BaH TOJIbKO B OTHOLLIEHUU TUHpocTuMa. [Tpu BBegeHUU
JeiikuHgpepoHa Ha (oHe MHEBMOHWHU, ACCOLIMMPOBAH-
Holt ¢ P. aeruginosa, MpouCXoaWJIO CHUXKEHUE YPOBHS
WNJI-10, TO ecTh IpH DKCITEPUMEHTAJIBHOM ITHEBMOHUH,
BbI3BaHHOU P. aeruginosa, NeWKMHMEPOH MEHST TUIT
T-xenammepHOro UMMYHHOTO OTBETa CO 2-TO Ha 1-i Tui,
4YTO, BO3MOXHO, OKa3blBaJO BIUSIHUE Ha CTUMYJISILIUIO
WMMYHOLIUTOB, YIUIMHSUIO a3y OeMcTBUS MPOBOCHAIM-
TEJIbHBIX MEIUATOPOB U YBEJUUYUBAIO PEKPYTUPOBAHUE
HOBBIX KJIETOK B OYar BoCHaJeHUsI.

Takum o0pa3zoM, NOpu BKCIIEPUMEHTAJbHON CTa-
(MITOKOKKOBOI ITHEBMOHUM BBHISIBJICHO aHAJOTMIHOE
IeiicTBre JeHKUH(pEpOHA 1 THHPOCTHMA Ha TTOKa3aTeIn
daronuTapHOM aKTUBHOCTU M OMITO3UTHBIX IIMTOKWHOB,
TOra Kak MpU CUHETHOMHOW MHEBMOHMU TUHPOCTHUM
obnanan 6osee BbIpaXKeHHBIM MPOTUBOBOCITAIUTEIbHBIM
s dexToM.
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ESTIMATING CLINICAL AND IMMUNOLOGICAL
EFFICIENCY OF PLANT IMMUNE-RESPONSE
MODULATING AGENTS IN CASE OF EXPERIMENTAL
MOUSE PNEUMONIA

L.S. Buzoleva', A.V. Kostyushko?, N.M. Kondrashova?

! Research Centre of Epidemiology and Microbiology of the

RAMS, Siberian Branch (1 Selskaya St. Viadivostok 690087
Russia), ? Vladivostok State Medical University (2 Ostryakov Av.
Viadivostok 690950 Russia)

Summary — The authors have studied effects produced by
plant immune-response modulating agents — leukinferon
and tinrostim — on the phagocytic activity, oxygen-depen-
dent mechanisms of bactericidal action and local production
of opposite cytokines in case of experimental staphylococcal
and pseudomonas pneumonias. As shown, intrinsic leukin-
feron effects were produced when stimulating oxygen-depen-
dent mechanisms for the bactericidal activity of phagocytes;
tinrostim induced immune response with respect to innate
immunity. Leukinferon caused increasing y-interferon; tinros-
tim more evidently intensified interleukin-10 production. The
staphylococcal pneumonia model showed priming effect of the
medications in vitro. The leukinferon and tinrostim produced
similar effects on the parameters under study in vivo. In case of
pseudomonas pneumonia, the most evident anti-inflammatory
effects were peculiar to the tinrostim.

Key words: cytokines, experimental pneumonia, immune-response
modulating agents.
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