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0 HOBbIX AETANAX MATOTEHE3A TOKCUKO-CENTUYECKHUX

COCTOAHMH
M.T.AounoB, A.B.Kapayiios

HHH ummynonamoaoeuu PAEH, Mockea

HecMoTpst Ha ycriexu TeOpPeTUHECKOH MEAMILIMHBI, TOY-
KM MPUIOXKEHHUS TOKCUHOB OaKTepHid TIpU pasBUTHH
TOoKCHKO-cenTuueckoro coctosgHus (TCC) no koHa
HE YCTAHOBJEHBI, U 3TOT BOMPOC MPOJOIKAET 00CYXK-
JaThCs B Hay4yHOI nuTepatype. TOKCHMHBI OKa3bIBAIOT
MHOTOrpaHHOE BO3AEHCTBUE HA OPraHu3M, aKTUBUPYS
cucteMy nonumopgHo-saepHbix gelikouutos (ITJ1),
KMHUH-KLTUKPEMHOBYIO CUCTEMY, CUCTEMY TpoCTar-
nanaunos (I1T) u aop.

HoBbie METOMONIOIMYECKHME TTOIXObI HA MOJIEKY-
JIIPHOM YPOBHE B 2TOH 00JaCTH CMOCOOCTBOBAIM HE
TONBKO yTOuHeHHU10 natoreHe3a TCC, HO U BBIIBU-
JKEHHMIO HOBBIX KOoHUENUMi o Beayiuei ponu INT u
MX MeTaOOJUTOB B Pa3BUTUM OCHOBHBIX KJIMHHYECKHX
CMMNTOMOB MHTOKCHUKauuu. [loa neiicTBMeM TOKCH-
HOB B OPraHMU3Me MPOMCXOAMT akTuBalus ¢ocdonu-
a3 ¢ MocjeaylolMM BEICBODOXKIEHUEM apaxuIOHOBOMK
KMCI0TBL. JanpHelas cTUMysALMSA TOKCHHAMM CHC-
TeMBI NpocTariaHauHOOpa3oBaHus M, B YACTHOCTH,
YBEIMYEHHE aKTUBHOCTU LUMKJIOOKCUTEHA3bI TIPUBOAAT
K obpaszosanuio INlTI" rpynnel E U ux metaboiuTOoB.
Hpyroii TOUKON MPUIOXEHHS OEHCTBUSA TOKCHMHOB,
COIMIACHO AaHHOM KOHUEMLWH, SBISIOTCS TPOMOOLIMTEI.
YBenuueHue cTeneHu Mx arperauMu ¥ pasHoHanpas-
JIEHHBIE KOAryJsLIMOHHBIE CABMIM MPUBOIAT K pa3-
BUTHIO CMHAPOMA TUCCEMUHUPOBAHHOIO BHYTPUCOCY-
auctoro ceepreiBanus (JABC-cunapoma). Jlekaper-
BEHHBIE Mpernaparsl (B YACTHOCTH, HECTEPOUIHBIE MPO-
TUBOBOCHMATUTENBHBIE CPEACTBA), MHTMOUPYIOLIME CHH-
Te3 1T Ha pa3HBIX YPOBHSX, CIIOCOOCTBYIOT ocyadie-
HUIO CUMIITOMOB MHTOKCUKaluu. HecMoTps Ha j1o-
TMYHOCTb MPEIIOKEeHHOM runoTtessl passutus TCC
Npy MUKPOOHOM 3apakeHHM, OHA TMO3BOJISIET O0OCHO-
BaTh U3MEHEHMS (DYHKIIMOHATBHOIO COCTOSIHUS Oopra-
HHU3Ma TOJIBKO Ha CTAIMK Pa3sBepHYTOro MHQEKIMOH-
HOro npouecca. JlaHHas runoresa He y4uThiBaeT OMo-
JIOTMYECKYIO aKTUBHOCTh MHTepiaelikuHa-1 (UJI-1),
MOCKOJIbKY JAHHbBIH TOJIUTIENTHI, ONOCPEIYET HE TOMb-
KO HEKOTOpPBIE BUIbI CUCTEMHOIO OTBETA OpraHu3ma
Ha ocTpylo a3y BocnaieHus, HO U MECTHbIE U3Me-
HEeHMSI BOCTIAJUTEbHBIX U MMMYHHBIX peakiiuii. Jlo-
KasibHble 3(hdekTel UJI-1 BbipaxaioTcs B YCHJIEHUU

BOCTIAJIUTEJILHON peakIuy: Ha MO3IHUX CTAIUsIX BOC-
najeHus oH Bhi3biBaeT obpazosanue I1I'E, u komna-
reHa3, YBeJIMYUBACT IETPAHY/ISLUIO0 KIIETOK, BbI3bIBACT
a/ire3ui0 JICHKOLIMTOB, MOBLILIACT TIPOKOATYISTHTHYIO
AKTUBHOCTb MOBEPXHOCTEH, CIIOCOOCTBYET BhIIEICHUIO
(hakTOpa aKTHBALMK TPOMOOLMTOB, OcaadsieT neii-
CTBUE aKTUBATOpa TJIa3MuUHOreHa u T.1. Hecrepoun-
HbIE TIPOTUBOBOCTIA/IUTE/IBHBIE CPEICTBA HE TONABIISI-
10T cuHTe3 U BolaeneHue WJI-1. Bomee Toro, cam
WJI-1 unnyumpyer seipabotky I1T'E,. ITo-Buaumomy,
Ha OIpe/ieJIeHHOM 3Talle MaToJIorHYecKoro npoiecca
¢pyukuuu MJI-1 B LenoMm HampaBieHbl Ha yCUJIEHUE
MOMBITOK OPTaHKU3Ma JIOKATM30BaTh U pa3pelluTh TKa-
HEBbIC MOBPEXKICHUSI, OMHAKO MEepCUCTUPOBAaHKE 3a00-
JIeBAaHUSI TIPUBOIAUT K XPOHUYECKOMN MPOAYKIIMM MeC-
tHoro MJI-1, uro BriocieacTBUU OOYCIIOBIMBAET BO3-
HUKHOBEHUE MATOJIOTHYECKUX TPOLIECCOB, COMPOBOXK-
NAIOLIMXCST NEeCTPYKLIMEi OpraHoB U TKaHEei U Hapy-
LIEHUEM UX (DYHKIIUIA.

HeusyueHHBIM acTiEKTOM BIUSIHUSL UHTUOUTOPOB
LIMKJIOOKCUTEHA3bl B paMKax JaHHOW TMIIOTE3bl OC-
TaeTcs (PyHKIUS HeUTpodWIbHLIX JeikouuTos (HJT).
[TosydeHbl BecOMbIe IOKa3aTebLCTBa BaxkHOM ponu HIT
Ha HavyaJlbHBIX 3Tarax oCcTporo BocrnaieHus. B aute-
paType UMEIOTCSl CBEIEHUSI O BO3MOXHOCTH hapMma-
Kosiornueckoi peryasiuuu dyukuuit HJ1. Tak, npe-
naparbl, noBbiialme yposeHs TAM® B HJT (Teo-
dbumn, rucramus, [TE , TITE,, ITI'L, a Takxe an-
PEHOMMMETHKH) YTHETAr0T pasnuuHbie dhyHkumuu HJ,
BKITIOYAsT XEMOTAKCHUC, AaHTUTEI03aBUCHMYIO IIUTOTOK-
CUYHOCTb, 9K301MUTO3 U T.1. Mcxoms U3 naroreHesa
ocTpoi (pa3bl BOCMANUTEILHOTO Tpoliecca, Ha Halll
B3rsin, npu jJedeHun TCC uenecooOpazHa CTUMY-
JSIUST MUKPOOULIMIHOM aKTUBHOCTH TPAHYJIOLUTOB,
B ToM yucie HJL.

B nocnenHue ronbl 60Jb10e BHUMAHUE YICTSETCS
HE TOJIbKO KOOMEepaTUBHOMY B3aUMOJICHCTBUIO KIIETOK
KPOBH, HO U (DYHKIIMOHATLHOMY COCTOSIHUIO UHTpa-
neiikouuTapHbix komroHeHToB nipu TCC. TlokasaHo,
4TO MO NEHCTBUEM MUKPOOHBIX 3HIOTOKCHMHOB TIPOUC-
XOIUT YTHETEHUE BCEX KOMIIOHEHTOB MUKPOOULIMIHOM
CHCTEMBbI HEUTPOMWIBHBIX IPAHYIOLUTOB. DHIOTOK-
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CHHBI, TIOCTYITAIOIINE B KPOBSTHOE PYCJIO, BCTYMAIOT B
KoHTakT ¢ TTAJI, akTuBupyst X OMOXMMHYECKHUE CUC-
TeMbl. BaxkHeimM 3BeHOM, HEMOCPEACTBEHHO Yua-
CTBYIOIIMM B (DOPMUPOBAHUM TYMOPATBHOTO M KJe-
TOYHOrO MMMYHHBIX OTBETOB OpTaHM3Ma TMPH MHK-
poOHOIT TOKCEMUHM, ABASAIOTCS Makpodaru, KoTopbie,
BO-TEPBHIX, OMPENeasaioT 0a3aabHbIi YPOBEHb Pe3UC-
TEHTHOCTH OpraHu3Ma M, BO-BTOPBIX, OMOCPEAYIOT
aKTMBHOCTB JAPYTHX 3(PHEKTOPOB CUCTEMBI UMMYHK-
TeTa, B YaCTHOCTH, AHTUTES M CEHCUOMIM3NPOBAHHBIX
auMboumToB. bynyuu “KieTkamu TpeBOru”, Makpo-
(baru BOBJEKAIOTCS B TPOLIECC PA3BUTHS MHTOKCH-
kauuu Ha panHeMm atane TCC. IMokaszaHo, 4To Moja
BAMSIHMEM DHIOTOKCHMHOB OGakTepuii, 0coGeHHO rpam-
OTPULIATEBbHBIX, MaKpodaru BeICBOOOXKAAIOT (hakTop
Hekpo3sa onyxonu (PHO), uHTEpIeiKMHBI, B 4acT-
Hoctu MJI-1, u opyrue dhakTopbl, OTBETCTBEHHbBIE 3a
KJIMHUYECKME CUMITOMBI MHTOKCUKALIMH.

Ycranosneno, uto @HO oTBeTcTBEHEH 3a YpO-
BEHb MUKPOOMUMIHON aKTMBHOCTH TPAHYJIOLIMTOB,
npoaykuuio H,O, Helitpouaamu, XeMOTaKCHC HEMH-
TpohUI0B, aAre3nio rpaHyIo0LUTOB, obpa3oBaHue
T-kunnepos, nponudepalnio THAMOLIMTOB, IIMTOTOK-
CHMYHOCTb KJIETOK, YCUJIEHHE CMHTE3a PasTniHbIX Oes-
KoB ocTpoii ¢asbl, npoaykuuio ININ u t.1. OaHoBpe-
MEHHO 3TOT (haKTOP TOPMO3UT aKTUBHOCTD JIUTIOTIPO-
TerHaMnasel nuToxpoma P-450 u HEKOTOPBIX APYrHX
(bepMeHTOB, OTBETCTBEHHBIX 32 TUMHMHALIMIO TOKCH-
geckux paktopon. Baxneiinmum addpexktom HO sB-
JISIETCS TIOBPEXKACHUE DHAOTEIMS KATMUISIPOB C T0-
CEAVIOIIMM HAapyLIEHUEM TIPOLIECCOB MUKPOLIMPKY-
JISIIMA B TKaHSX.

Takum obpazom, @HO, B U3GLITOUHOM KOTHYE-
cTBe BblpabaThiBaeMblit Makpodaramu noj aeicTBreEM
TOKCHHOB, OKa3biBaeT OM(YHKIMOHATbHOE BO31EH-
CTBHME Ha TeUYeHMe naTtojoruyeckoro npouecca. C oa-
HOI1 CTOPOHBI, B HEOOMBIIMX KOAUYECTBAX OH YCUITH-
BaeT (PYHKIIMOHAJIbHYIO AaKTUBHOCTb HEUTPO(DHIBHBIX
rPaHYJOLMTOB M Makpo(aros, SBASIACH BAXKHEHIITMM
ananTalMOHHBIM areHTOM, MOBBIIAIOUIMM PE3UCTEHT-
HOCTb OpraHu3ma K uHpekuusiM. C 1pyroii CTOpPOHHI,
B u30bITOuHOM KosmuectBe MHO HapyiuaeT nunmi-
Hblil ¥ DHEPreTUYECKHil 0OMEH B TKaHSIX, BbI3bIBAET
MUKPOLIMPKYISATOPHBIE PACCTPONCTBA B 0061aCTH BOC-
MaaeHUs1 U OKa3bIBAET MPSIMOE LIMTOTOKCUYECKOE Aei-
CTBME HA KJIETKH.

Hpyroit BaXHEHIIWI MOKa3aTe/b TMIEPaKTUB-
HOCTU Makpodaros — ypequueHue Boipadbotku NO,
KOTOPBIH CHUXKAET TOHYC COCYI0B, 3anmyckaeT ul Md-
CUHTETA3HYIO CUCTEMY, MEHSIS1 COOTHOLLEHUE B TKAHSIX
JBYX BakHeiiumx cucreM — HAM® u ul'M®, obec-
neyMBaolnXx (GYHKIMOHATBbHYI0O CTabWIBHOCTD
KJI€TKH, MHAKTUBHUPYET CUCTEMY LIMTOXPOMOB KJIETKH,
CHMKAsi TAKMM 00pa3oM ee DHEepPreTU4YecKuil moTeH-
LIMAJT 3a cyeT HapylieHus obpasoBanusa ATD,

WTak, MOXKHO CIeNaTh BBIBOMI, YTO OCHOBHBIE KITH-
Hudeckue cumnTombel TCC oOycnoBieHbl H30bITO-
HBIM BBICBOOOXK/IEHMEM BbICOKOArPECCHBHBIX COEMN-
HEHWIi TMIMepakTHBMPOBAHHBIMU MakpodaraMy Ha Ha-
YabHBIX 9Tarax BOCHAIMTENLHOTO npouecca. s yc-
TpaHeHHUs] CUMIITOMOB TaTOJIOTMYECKOTO Tpoliecca 1e-
J1eC000pa3HO CHU3MTh YPOBEHb 3TMX COEOMHEHMIA.
OnHako KraccH4yecKHe npernapaTbl, MHTHOMPYIOIINe
aKTMBHOCTb Makpoparos, HanmpuMep, MnpenapaTbl 30-
JI0Ta, He MMEET CMBbICJIA MCMOAb30BaTh U CHATHSA
CUMIITOMOB OCTPOI MHTOKCHMKALIMM M3-32 OTCPOYEH-
Horo agdpekTa. [TonobHast Tepanus 1erecoobpasHa u
HIMPOKO MPUMEHSETCS MPH ayTOMMMYHHBIX 3a00J1e-
BaHMSIX, OJTHAKO TIPH OCTPBIX BOCTIAIIMTEIbHBIX MPO-
LIECCAX TAKOM MOIXOI HEMPUEMIIEM.

3a mocneaHue robl B MEAMIIMHCKYIO MPAaKTUKY
BHeApeH psia 2(MGhEKTUBHBIX UMMYHOMOIY/ISTOPOB,
TAKMX Kak MMyHO(haH, MOIMOKCUAOHUI 1 ap. B Me-
XaHU3ME MX JCHCTBUA Beayllas pojib MPUHALIEKUT
MOJYJISALIMM MOYTH BCEX 3BEHBEB MMMYHHOTO OTBETA.
OnHako Hay4YHble TaHHBIE, TIOMYYEHHbIE TPH U3YYEHWH
MaTOreHe3a BOCMAJEHUS M M3MEHEHMI MMMYHHOTO
roOMeocTasa Ha PasIMYHBIX CTAAMSIX MATOJOMHYECKOTO
MpolIECcca, CBUACTENBCTBYIOT O HEOOXOMMMOCTH pa3pa-
OOTKM TepaneBTUYECKUX TOIXOA0B M, COOTBETCTBEHHO,
CO3[aHus JEeKAPCTBEHHBIX CPEICTB, MO3BOJSIONINX
MPOBOAUTh UMMYHOKOPPEKLIMIO HA OTIAEJbHBIX CTa-
JIMSIX Pa3BUTHS BOCTIATMTEIBHOIO MPOLIECca, BO3eH-
CTBYS1 HA OT/EJIbHBIE 3BEHbSI UMMYHHOI CHCTEMBI, T.€.
MIPOBOIMTH HATIPABIEHHYIO UMMYHOKOPPEKIIMIO.

I1py M3y4eHWH BAMSHMS MPOU3BOIHBIX aMUHO-
¢ranesoii kucnoThl Ha (GYHKLMIO (harolUTapHoil CU-
CTeMBbI OpraHM3Ma HaMu OOHapyxXkeHOo OM(yHKIIMO-
HaJbHOE JAeNCTBME HAa MakpodaraabHO-TPaAHYJIOLH-
TAPHOE 3BEHO MMMYHHMTETA TIPOMU3BOIHBIX IPYIIITHI MK~
HodTanTuapasuna. STo NO3BOAMIA0 HaM pa3padoTaThb
npenapaT HOBOTO MOKOJEHUS — TaMepUT (Ha3BaHHe
YTBEPKIEHO HOMEHKIJIAaTYpHOI KoMmuccueit Papmako-
JIOTMYECKOr0 rocy/IapcTBEHHOTO KOMHUTETA), MpeaHas-
HayeHHplil ais geyenust TCC. Tlpenapat BpeMeHHO
nojaapssieT BeipaboTky Makpocdaramu ®HO, WUJI-1 u
Jpyrux (pakTopoB, OTBETCTBEHHBIX 3a MPOAYKLMIO Oe-
KOB OCTpOii (ha3bl BOcnaneHus, MpeaoTBpanias pas-
BUTHE MATOJIOTMYECKOTO rpoliecca. [Ipu 3ToM OH MH-
rMOMpPYeT aKTHBHOCTD TOJIBKO TMTEPAKTUBUPOBAHHBIX
Makpodaros, He BIMSIS Ha pe3uaeHTHbIE. B pe3yib-
TaTe pa3pbIBaeTCs MATOreHETHYECKas LEeMb TOKCUYEC-
KOro BOCMAJEHHs Ha MEPBOM YPOBHE KOOIEPATHBHOIO
npoiiecca U nepeaayd MHGOpMalMM OT THUMEPAKTH-
BUPOBAHHBIX MaKpodaros IpyruM KJIeTKam UMMYH-
HOI cucTembl. Kpome Toro, TaMepuT 3Ha4YMTENIbHO YCH-
JIMBAET MUKPOOMLIMIHYIO AKTUBHOCTb HEUTPO(HITbHBIX
rPaHYJIOLMTOB M €CTECTBEHHbBIX KMILJIEPOB, YCKOPSIs
TAKMM 00pa30M €CTECTBEHHYIO 2JIMMHMHALIMIO U3 Opra-
HM3Ma KaK CaMHMX MHKPOOPTaHW3MOB M IMPOAYKTOB
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MX MeTaboIM3Ma, TaK M LIMPKYJIMPYIOLIMX MMMYHHBIX
KOMILIEKCOB. TaMepuT MpensaTcTBYET Takke oOpaszo-
BaHMIO TPAHYJEM B CTEHKaX COCYIOB, YTO MPEeIOTB-
palliaeT HapyleHUe MUKPOLMPKYIIALMK B OpraHax u
TKaHsIX.

[Matorenes TCC MOXHO cxeMaTUYECKH MpEacTa-
BUTb CJeAyIOIIMM obpasoM (pucyHok). Hampumep, nipu
DHTEPATIBbHOM 3apaKeHUM MUKPOOBI, Mpoias yepes
OMUTENNI KUIIEYHWKA M BHEIPUBIIMCH B MECTHbBIE
Makpodaru, MpOHMKAIOT Jajibliie, paclipOCTPaHsISICh MO
JUMGpATHIECKHM MyTSIM B KpoBsiHOE pyciio. [Ipu aTom
BO3HMKAIOT OYaroBble MOPaXKeHWs MelpOoBbIX OsIIeK,
JUMpaTHIECKNX Y3/10B OPbDKEIKH, B KOTOPBIX MHUK-
poObI b0 nmorubaioT, b0 PasMHOXKAIOTCS, BbI3bIBAS
MeCTHOe BocnaiseHue. M B TOM, ¥ B IpYrom ciydae
ato cnocobetByeT murpaumu HJI B 30HY BocnasieHus.
BzauMonelicTBre MEXITY aTOreHHBIMA MHKPOOPTaHW3-
mamu 1 TTAJ1 o6b1uHO 3aKkaH4YMBaeTCs rMOENbIO nMep-
BBIX WJIH BTOPBIX. ParoliuTMpoBaHHbIE MUKPOObI BbI-
JENSIIOT DHAOTOKCHHBI, BBI3BIBAIOIINE TTOBTOPHYIO CTH-
MYJISILIMIO JIEHKOLIMTOB, T.€. CTUMYJIMPYIOT Lienb OKo-
XMMMYECKHX TPOLECCOB, BEAVIIMX K HAKOIJIEHUIO
CYMEPOKCUIHBIX AaHMOH-PAANKATOB, BEICBOOOXKIEHUIO
JIM30COMATBHBIX (DEPMEHTOB M MHUIIMMPOBAHUIO aK-
TMBHOCTH apaxMIOHOBOH KHCIOTHI.

MHMILIEHBIO /151 TMTTONOIMCAXapHIHOTO KOMIUIEKCa
M peaklIMOHHO-aKTMBHbBIX MeTA0OIUTOB KUCIOpOaa siB-
JIIIOTCS KJIETKM KpoBM. BriosHe BeposiTHO, YTO Mpo-
nykThl [1OJI, obHapyX1BaeMble B TJIa3Me KPOBH, SIB-
JIAI0TCS CJEACTBMEM HApPYILEHUS CBA3ei Mexny Oen-
KamMu W dochoaunuaaMu B pesyibrate ObICTPOro

llpoceer xunieynuKa
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OKHCJIEHUST TUNUA0B. B moBpexiaeHHyi0 MeMOpaHy
YCTPEMIISIIOTCS BRICOKOPEaKIIMOHHbIE MeTabonuThl HJI
W DHIOTOKCHHBI JIM3MPOBAHHBIX MUKPOOOB, BBI3bI-
BalolMe (PyHKIIMOHATbHBIE HapyllleHus KieTtok. [Tpo-
1IeCC MPMHMMAET KacKaaHbIi XapakTep, TeUeHUE MaTo-
JIOTHYECKOTO TIPOLIECCA CTAHOBUTCS 3aTSKHBIM.

MOXXHO MPEAnoNoXUTh, YTO, HAlIPUMEP, MEPBU-
HOE MOBPEXICHUE DHIOTEIMOIIMTOB TOHKONH KHILIKH
NP OCTPBIX HH(MEKIMSIX BbI3bIBAIOT HE CTOIBKO IHIIO-
TOKCHHBI TPaMOTPHULIATEbHBIX OaKTEpPHii, CKOIbKO
BTOpUYHBbIE MeTabOAMTBI O, U (PEPMEHTHI JIM30COM
rpaHyJjouuToB. Ha ocHOBaHMM MOJYYeHHBIX TaHHBIX
MOJKHO MPEITNONI0XKNATH, YTO MHKYOALIMOHHbBIN MEepHOoI
W CTENEHb TSDKECTH B OCTPOM TMEpUOe 3aBUCAT HE
CTOJTbKO OT KOHUEHTPALIMU B OPraHU3Me HIOTOKCHHA,
CKOJIBKO OT aKTMBHOCTH M KOJIMYECTBA KJIETOK KPOBU
B Oyare BOCITAJIEHUSI.

Ot cnocobHOCT MOHOHYKJIeApHBIX (harouuTOB
BIIMSITh HA MATOTEHE3 BOCTIA/IEHMS 3aBUCHUT MCXOJl TaTo-
JIOTUYECKOro MpolLiecca — €ro pas’peiieHnue Wi npo-
rpeccupoBanue. MHOTOrpaHHOE y4acThe Makpogaros
B MOIEPKaHWK PE3UCTEHTHOCTH OPTraHM3Ma M B BOC-
MATMTEIEHOM TIpoLIECCe TPEOYET OT HUX, HapsiIy ¢ ApYy-
rMMHU (DYHKLMSIMU, BBICOKOAKTUBHOM CEKpPELIMN Me-
NMaTOPOB, YYACTBYIOIIMX B (GOPMUPOBAHUN UMMYH-
HOro oTBeTa. BhlaeneHue mogoOHBIX MEAUATOPOB
MPOUCXOAUT HE OJHOBPEMEHHO: OHM CEKPETHUPYIOTCS
MO Mepe BBIMOMHEHUS TeX (PYHKIIMI, KOTOpbIe HE0O-
XOIMMbI Makpodaram Ha JaHHON CTaAMK BOCTIAIUTENb-
HOro mpouecca, T.€. BbUICISIOTCS UL MPU BO3AEH-
CTBMM Ha Makpodaru BOCHAIMTENBHBIX CTUMYJIOB WM
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Ponb KNeTok B BO3HMKHOBEHWMM TOKCMYECKOro CMHOPOMA NMPX OCTPOW KMLLEYHOW MHMEKLMN.
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MPOIYKTOB UMMYHHBIX peakuuii. Eciu momaBuTh cek-
PETOPHYIO aKTUBHOCTb Makpodaros Ha HavalbHBIX
aTanax BOCTIATMTENIBHOIO MPOoLIecca, CHU3UTCS CHHTES
DHO, UJI-1, 6enkoB ocTpoii as3bl M APYITUX Meara-
TOpPOB BocnaneHus. Takum 00pa3oM, MOSBISETCS BO3-
MOXHOCTb Pa30pBaTh MaTOTEHETHYECKYIO LEMOYKY
cpopmuposanus TCC.

HUtak, B pazsutun TCC MOXHO BBIAETUTH 4
hazpl. TlepBasi — akTuBaumsi Makpodaros u rpaHy-
JIOLIMTOB MO/ AeHCTBUEM MMKPOOHBIX SHAOTOKCHHOB
1 BbIpabOTKa aKTHMBMPOBAHHBIMU KJIETKaMHW OMOJIO-
TMYECKH aKTHBHBIX COSAMHEHUI U XeMOATTPAKTaHTOB,
4TO ONpENEaseT MaCCHBHYIO MUTPAIIMIO B O4ar BOC-
najaeHust JIEMKOLMTOB, HECYLIMX MHOTOYMCIEHHbBIE
LMTOTOKCHYECKHe (DakTophbl. JanbHeiias runepctu-
My Makpogaros cnocodbcTByeT ObICTPOMY Hapa-
CTAHHWIO JIECTPYKTUBHOTO MOTeHUMana Kietku. s
KYMMPOBaHMA WK ocaabJeHusT CUMIITOMOB J1aHHOI
(hbasbl BocmaneHus 1enecoodpa3Ho, HA Halll B3TJISI,
MCIIOJIb30BAHME MMMYHOKOPPEKTOPOB, LIEJeHANpaB-
JIEHHO BO3/CHCTBYIOIIMX HA OMPEaeTeHHbIE 3BEHbS
MMMYHHOTO OTBeTa. Pa3paboTaHHBIi HOBBINA OTeUe-
CTBEHHBII OPUTHHATBLHBIN Mpenapar TaMepuT TO3BO-
JISIET CENEKTHBHO /10303aBUCHMO MHTMOMPOBATH AKTHB-
HOCTb TMIEPYYBCTBUTENBHBIX (CEHCUOMIU3MPOBAHHBIX)
Makpodharos, 0JHOBPEMEHHO MOBbBIILIAS MUKPOOK-
LIMAHYI0O aKTUBHOCTh TPpaHyIoLMTOB. Pe3ynbraTel n10-
KIMHAYECKMX MCCJIEIOBAHMI M KITMHUYECKHX MCITbI-
TaHWI TaMEepUTa TOATBEPKIAIOT BO3MOXKHOCTb M30Mpa-
TEJIbHOI MMMYHOKOPPEKIIMH Ha PaHHUX CTaIMsX BOC-
MaJIMTENBHOTO MPOLIECCa.

Bropas ¢aza BocrnianeHus — MOBPEXKIAECHUE MEM-
OpaH KJIETOK MeAMATOpaMM BOCHAIEHMS, MHULIMALIUS
aktuHocTH TTAJI, Kackaga apaxuaI0HOBOKM KHUCIOTHI,
BbicBoOOXAeHue T1T, uuTo- 1 TMMGBOKMHOB, APYrUX
OMONOrMYeCcKM aKTUBHBIX COEJIMHEHUI, CTocoOCT-
BYIOIIMX PAa3BUTHIO MUKPOLUPKYJIATOPHBIX, OMOXH-
MHYECKMX, OOMEHHBIX HapyLIeHWil B OpraHax v TKa-
Hsax. Ha naHHoM 3Tane BOCHMATMUTEIBHOrO npolecca

HEeoOXOIMMO MCIOIb30BaAHUE MHTMOMTOPOB OMOCHH-
te3a I1I" (HecTepOMAHBIX MPOTHBOBOCIATMTEILHBIX
CPEICTB), MpOTeas, aHTHOKCUIAHTOB.

TpeTbs (ha3a — BbIPAKEHHOE YTHETEHHME BCEX CHC-
TeM Hecrneuuduueckoil 1 crnelnduyecKoil 3alIuThl
OpraHusma, HeoCTaTOYHOCTh (PYHKIMOHAILHBIX CH-
CTEM, MUKPOLMPKYIATOPHBIE W LIMPKYJISTOPHBIE Ha-
pyLIEHMS, TUMTOKCHS TKaHel u pazputue ABC-cuna-
poMa. Koppekius 2TuxX HapylieHWid reMocTasa Tpe-
OyeT MHOTOIJIAHOBOK CHMMMTOMATHYECKOIH MeIMKAMEH -
TO3HOH Teparuu.

Yersepras daza — 1IOK (TOKCHYeCKUI, HH]EK-
LIMOHHO-TOKCHYeCKM I, TOKCUKO-CenTHyYecKuit). s
KYNMPOBAHHMS CHMITOMOB 2TO (ha3bl HEOOX0AUM
HIMPOKMI CHEKTP MPOTHBOLLIOKOBBIX MEPOIPHUATHI 1
JIEKAPCTBEHHBIX CPEICTB, B TOM YMCJI€ AHTMOKCH-
JIaHTOB, aHTUITPOTEA3HbBIX, AHTUTMITOKCHYECKHX, AHTH-
TMCTAMMHHBIX CPEACTB, & TAKXKE MPErnapaTos, BIUSIO-
MX Ha QYHKUMIO CepIeYyHO-COCYIMCTONH M JbIXa-
TEJIbHOM CHCTEM, MEYeHU M TTOYEK.

Mcnonb3oBanue tTamepuTa, OMOyHKIMOHATBHOIO
MMMYHOKOPPEKTOPa, Ha PAHHMX CTAIMSX BOCITATHTE b
Horo mpouecca, B ToM yucine TCC, He TOAbKO OT-
KpPbIBAE€T MEPCHEKTHBLI CO3JaHMS HOBBIX JIEKApPCT-
BEHHBIX CPEJICTB HAMPABICHHOTO AEMCTBMS, HO M MO3-
BOJISIET MOJYYMThL CBEIEHMS, YTOUHSIOLIME TaTOreHe3
BOCTIAJIMTEILHOTO Mpolecca, a Takxke paspaboraThb
hapMakoTepaneBTHYECKHE TOIXO0Abl K KYITHUPOBAHHIO
MaToJ0rMYeCKOro MpoLecca Ha pasHbIX CTAAUsIX €ro
pPa3BUTHS.
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UMMYHOTPOMNHAA AKTUBHOCTb TAMEPUTA

M.T.Adounos

HHH ummynonamoaoeuu, Mockea

B Hacrosiiiee BpeMst 60JbllIOe BHUMAHUE YIEISETCS
CO3/IaHMEKD UMMYHOTPOITHBIX MPETapaToB U pa3paboTke
METOIOB HarpaBIeHHOW UMMYyHOKOppeKiu., MmmyH-
HbIC PEAKIIMK JIEKAT B OCHOBE OTPOMHOIO YKcia buo-
JIOTUYECKUX TpolieccoB. PasiuuHbie KOMITOHEHTBI
CHCTEMBbl UMMYHUTETA YUACTBYIOT B peakiUsIxX opra-
HU3Ma HA BHEAPECHUE YYXKEPOIHBIX areHTOB M TTOBPEXK-
JIeHUE TKaHel, B penapaTUBHBIX Tpolieccax, npeaoT-
BpalLICHUM OMYXOJIEBOTO POCTa U SJTUMMUHALIMKA TpaHC-
(hopMUpOBaHHBIX KJIETOK, B KpoBeTBOpeHWU. [lpu
3TOM JICHCTBHE UMMYHOKOMITCTEHTHBIX KJIETOK MOXKET
ObITH HAMPARJICHO HA 3allMTY OPraHU3Ma OT BHELIHHX
U BHYTPEHHMX MATOT€HHBIX (haKTOPOB U B TO Ke Bpe-
MSI SIBJISITBCSI KJTIOUEBBIM 3BEHOM Pa3BUTUSI HEKOTO-
PhIX 3a00JIeBaHUIA.

[Tpu u3yyeHUU maroreHe3a pas3iMYHbBIX 110 ITHO-
Joruu MHQEKIMOHHBIX BOCTIAIUTEIbHBIX 3a00/1eBaHIIA
BBISIBIICHBI HEKOTOPHIE Haubosiee obliue U 0bs3aTesib-
HbIC 3BEHbSI PA3BUTUSI BOCIAJIMTEIBHBIX PEaKIIWii.
[TepBbIMU KJIETOUHBIMM 3JIEMEHTAMU, KOTOPBIE CTAJI-
KMBAKOTCS ¢ MH(EKIIMOHHBIM areHTOM TOCJIE €0 Mpo-
HUKHOBEHMS Yepe3 IMUTEIHN CIIM3UCTBIX U KOXHBIX
TOKPOBOB, SIBASIOTCS Makpodaru. UMeHHO OoT MX
JabHEHIIero “ropeaeHus” 3aBUCST BLIPAXKEHHOCTh U
XapakTep OTBETHBIX peakiivii OpraHu3Ma Ha BHeApe-
HUE BO30yIUTENSL.

M36bITOUHAs aKTUBHOCTh MOHOLIMTOB/MaKpoda-
rOB TPUBOJMT K BEIOpOCY OOMBIIOTO KOJIMUECTBA TPO-
BOCIATUTE/IbHBIX [IUTOKUHOB, TAKUX KakK (hakTop He-
Kpo3a omnyxonu (PHO), unrepneiikuu-1 (HUJI-1),
WJI-6, a Takke HUTPOCOEAUHEHUWIA, TTPOCTALIAHIUHOB
W PeakLMOHHOCIIOCOOHBIX palUKaIoB. DTH BelleCTBa
JAIOT Tlapa- U 3HAOKPUHHBIE 3(h(eKThI, BHI3bIBAsT Me-
CTHBIC U ODLIKME BOCTIAJIMTEIbHEIC PEaKIUU.

BoBneueHue B MaTOIOTMUECKUIT MPOLIECC KIETOK
MOHOLIMTAPHO-MAKpodararbHOro psifia ¢ MOCeayIoLIei
aKTUBalMell BbIpabOTKM UMH LIEJIOTO KOMILTEeKca OHOo-
JIOTUYECKU aKTUBHBIX BEUIECTB, YCYTYOISIONINX KIe-
TOUHBIC U COCYIMCTHIC HAPYILICHUS, TIPEACTARIISICT CO-
001 0HO U3 HauboJliee YHUBEPCAILHBLIX 3BEHBEB pa3-
BUTHSA BocriaieHus. [TosTomy noruuHoit crpateruei
B MMaTOTCHETUUYECKOI Tepariu BOCMATUTEIBHBIX 3a00-
JICBAaHUI BHE 3aBUCUMOCTH OT 3TUOJIOTUM TIPEICTAB-
JISIeTCS BO3ACHCTBUE HA 3TO KJIOUEBOE 3BEHO C lig-

JIbI0 0OpaTUMOrO TOJABIEHUS U3DBITOUHOM aKTUB-
HOCTU MOHOLUMTOB/MakpodaroB B OCTPbIi Mepuos
0oJIe3HH.

B pesynbTare CKPpUHUHIA HECKOJIBKUX TPYTIIT XK~
MUYECKUX BEILIECTB, U3MEHSIOIINX (DYHKIIMOHATIBHYIO
AKTUBHOCTh Makpodaros, HaMu 0OHApPYKEHO, YTO OfI-
HUMU M3 Hauboliee OMOMOTHYECKH AKTUBHBIX B OT-
HOLLIEHUU Peryysiiuy (hyHKIIMH MOHOLIMTOB/MaKpO-
(haroB SIBJISIIOTCS AMUHO(DTAITHAPO3UIbI. JanbHemii
MOUCK BBICOKOAKTUBHBIX BELLIECTB M3 3TOH XUMUYEC-
KOil rpyIIibl MpUBEI K CO3MAaHUIO TIperapara rajia-
BUT, TIPEACTABISIIOLIETO CODOM S-aMUHODTATUAPO3U
1 00JIaIAKOIIETO BHIPAKEHHBIMY TIPOTUBOBOCTIATIUTE b~
HBIMHM, UMMYHOMOIYJIUPYIOIIUMHU U AHTUOKCUIAHT-
HBIMU CBOMCTBaAMMU.

HeiicTBue ranaBuTa oOpaTUMO U BbI3bIBAET Kpat-
KOBpeMeHHoe (Ha 6-8 4) cCHMXKeHHe M30BITOYHOH aK-
TUBHOCTH Makpodaros. CToikoil cyrpeccun (PYHKIIMK
MakpodaroB B pe3yJbTaTe MpUMEHEHUsI rajlaBuTa He
otMeuaetcsl. bojee Toro, B ciyyae MCXOJHOTO Yr-
HETEeHUsI aKTUBHOCTH KJIETOK MOHOLIUTAPHO-MaKpoda-
rallbHOTO psifia ralaBUT CrocobeH BOCCTAHABIMBATL UX
LUUTOKUHIIPOAYLUPYIOLIYI0O U aHTUTEHIIPE3eHTU-
pytoiyto yHkuuto. Takum 06pa3oM, rajlaBuT 1Mo CBO-
el OMOJIOTUYECKO aKTUBHOCTU SIBJISIETCSI HE CYII-
peccopoM Makpodaros, a MOOYISITOPOM, WU pery-
JATOpOM, MX (DYHKLIMK, U HAMIPaBIEHHOCTh €ro Jeii-
CTBUSI OTIPEIECTISICTCS] UCXOMHBIM COCTOSTHUEM KJIETOK-
MUILIEHEI, a TaKoKe 1030i U peXXUMOM BBEICHUS TIpe-
rapara.

D dpeKTUBHOCTL ranaBuTa Mpu UHQPEKLIMOHHBIX
3a00/IeBaHUSIX TaKKe CBsI3aHA C €ro CIOCOOHOCTBLIO
AKTUBUPOBATH MUKPOOMUMIHYK CUCTEMY HEHTpO-
(UIBHBIX TPAHYJIOUUTOB U (harolnMTo3 YyKEePOIAHBIX
arcHTOB.

Kom6uHanust B OMTHOM Mperapare IBYX BbICOKO-
AKTUBHBIX aMMHO(DTAITUAPO3UIOB MPUBEJA K CO3a-
HUIO IPYTOTO JIEKAPCTBEHHOTO CPEICTBA M3 3TOM XH-
MMUYECKOI rpynmbsl — Tamepura (yrBepkaeH [ocdap-
MrkomuTetom 03.04.2000, perucTpalliOHHOE YIOCTO-
Bepenue Ne 2000/113/5). BaxHbM KauecTBOM TaMe-
pUTa, OTIMYAIOLIMM €r0 OT TalaBUTa, SIBJSICTCs Dosee
BBIPaKEHHOE U MPONO/DKUATEIbHOE OGHOIOTHYecKoe Aei-
crue (10-12 ).
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Kak u npyrve 6MoJ0rH4ecKy aKTUBHbIE aMWUHO-
(branrmaposuabl, TaMepuT 00JATAET TIPOTUBOBOCIAIM -
TeJIbHBIMM, UMMYHOMOIYINUPYIOIIMMHA M aHTHOKCH-
NaHTHBIMU cBoiicTBaMu. Ero ocHoBHBIE (hapmMaKoso-
ruyueckue 2heKTh 00yCIOBIEHBI CITOCOOHOCTBIO BO3-
NeHcTBOBAaTh Ha (PYHKUMOHATBHO-META0OIMYECKYIO
aKTMBHOCTbh MakpoaroB U HEHTPOMUIBHBIX TPaHy-
JIOLIUTOB.

[TpoTHBOBOCTTAIUTENBHOE AEHCTBUE MpenapaTa
00OYCJIOBJIEHO €r0 CIMOCOOHOCTBIO 00PAaTUMO MHTHMOM-
poBaTh W30BITOUHYIO MPOAYKIIMIO TUMEPAKTMBUPOBAH-
HbeiMA Makpodaramu ®HO, WUJI-1, WJI-6, HuTpo-
COEIMHEHMI, AKTUBHBIX (POPM KHCIOpOAa M IPYTHUX
MPOBOCTIAIUTENBHBIX (PAKTOPOB. AHTMOKCHIAHTHOE
NEeHCTBUE PeATU3YETCS 3a CUET YMEHbBIIEHUS MOTped-
JIEHUST KMCJIOpOIa TUTIEPAaKTHBMPOBAHHBIMU Makpoda-
ramMu ¢ MOCAeIyIONIMM CHUXKEHUEM TeHepaluu Kuc-
JIOPOIHBIX PAINKAIOB.

MMMYyHOMOIYIUPYIOIINE CBOMCTBA TTPOSIBIISIIOTCS
B BOCCTAHOBIEHHWM HOPMATLHON aHTUTEHIPE3EHTH-
pylouiei u ceKpeTopHoi (HYHKIIMKM KIETOK MOHOLIM-
TapHO-MakpodaranbHOTO psAna, CTUMYJISLIMM MUKPO-
OMUMIHON CUCTEMBI HEUTPODUIBHBIX TPAHYIOLIMTOB
M LIMTOTOKCHYECKON aKTUBHOCTH €CTECTBEHHBIX KMJI-
JIepOB, UMMYHOKOPPUTUPYIOLIEM IE€HCTBUM B OTHO-
LIEHWM KJIETOYHOI0 M IyMOpajJbHOro MMMyHHTeTa. B
pe3yibTarte mpenapar MnoBbILIAET Pe3UCTEHTHOCTh Opra-
HM3Ma K MHOEKIIMOHHBIM 3a00/1€BaHUSIM M OMyX0Je-
BOMY POCTY.

O6Hapy:keHa crnocoOHOCTb TAMEPUTA CTUMYJIMPO-
BaTh penapaimio TKaHeil, akTHBUPOBaTb POCT TPaHy-
JSLUMA M DMUATENHSA, YCKOPSATb OMMILEHHUE W DTIUTe-
JIM3aLMI0 MHOULIMPOBAHHBIX PaH, 3aKMBICHUE SI3BEH-
HbIX 1e(EKTOB KOXU M CAU3UCTBIX.

ITpu cocyaMCTBIX HApYLIEHHUSIX TIpenapaT CTUMY-
JMPYET CUHTE3 HUTPOCOCAMHEHUI, CHUXasA TeM ca-
MBIM TOHYC COCY/IOB.

Kpome Toro, 0bU10 MPOAEMOHCTPHPOBAHO YMEPEH-
Hoe 0akTepMOCTaTHYECKOE ACHCTBUE TAMEPUTA B OT-
HOLLUEHHMU psa Bo30yauTeneit, B Tom uucine M. tuber-
culosis.

HcnonbzoBaHue KOMOMHALIMKM JETKOPACTBOPUMOI
HATPHEBO# comu S-aMuHOGbTATTHAPO3UIA U THAPOGHOO-
HOTO S-aMMHOMTANTMAPO3UIA B COOTHOIeHMX 1:1
u 1:0.5 npoanesaet TepanesTUUecKuii a¢dekT npe-
napara.

Pe3yibTaThbl M3yueHHs1 ODILETOKCHYECKMX CBOWMCTB
TaMepuTa Ha MbIlLAX, Kpbicax, cobakax CBUAETEIbCT-
BYIOT O €ro MajJoTokcuuHocTu (IV Kiace ToOKCHYHOC-
H). [Ipenapat He OKa3biBaeT TOKCMYECKOIO BO3/IEH-
CTBMS HA OPTaHM3M JKMBOTHBIX MPH JTUTEILHOM BBe-
JNEHUU B [103aX, MPEBBILIAIOLIMX PEKOMEHIYEMbIE B
KnuHuke B 10-15 pas.

B xofe NOKIMHMYECKMX MUCMBITAHUI MOKAa3aHo,
4TO B TEPANeBTHMUYECKMX A03aX TAMEPUT He objagaer

MYTareHHOCTBIO B TecTe DiimMca, He BBI3BIBACT XpPO-
MOCOMHBIX abeppaliii B KJIeTKaX KOCTHOTO MO3ra MJie-
KOMUTAIOIINX, TOMMUHAHTHBIX JETaTbHbIX MYTAllMi B
3apOABIILIEBLIX KJIETKAaX MBILIEH W HE MOBPEXIaeT
JHK. Ilpenapar takke He 00sanaeT TepaToreHHbIMH
CBOMCTBAMM M HE BIMSET HAa PENPOOYKTUBHYIO (hyH-
KIMIO M MOCTHATaJIbHOE pa3BUTHE noTomcTBa. [1po-
IEMOHCTPHPOBAHO OTCYTCTBUE Y TAMEPUTA AJIJIEPri-
3UPYIOIIMX U UMMYHOTOKCUYECKUX CBOMCTB.

ITocKoBKY POTHBOBOCTIAIMTEIbLHBIE CBOMCTBA
TaMepuTa o0yCIOBAEHBI BO3AEHCTBMEM HA MOHOLIM-
Thl/Makpodaru, npeacrapisionme coboii KioueBoe
3BEHO MMMYHHOM CHCTEMBI, Mbl M3YYMJIM MUMMYHO-
TPOMHYIO aKTUBHOCTh TIpernapara.

METOAUKA UCCNIEAOBAHUS

WccnenoBaHus poBeeHbBl B OCHOBHOM B COOTBET-
CTBUM C METOAMYECKUMU PEKOMEHIALIMSIMU 110 U3Y-
YEHUI0 UMMYHOTPOMHOM aKTUBHOCTH (DapMakoJIoru-
YecKHUX rpernapaTos, onodpeHHbIMM ['ochapmKomuTe-
ToM M3 P® (npotokon Ne 10 ot 10.12.98). Jdomon-
HUTEJILHO U3YJaiu BIUSIHUE TIperapaTta Ha 3KcIpec-
CHI0 HEKOTOPBIX PELIENTOPOB Ha IMOBEPXHOCTH MMMY-
HOKOMIIETEHTHBIX KJIETOK, €r0 CIIOCOOHOCTb U3MEHSITh
KOJIMYECTBO HEHTPOMUIOB B NepudepryecKoil KpoBH
AKCIMEPUMEHTATBHBIX KUBOTHBIX, a TAKXKE OLIEHUBATN
MOTeHLMATBHYIO BO3MOXHOCTh YCUJIUBATh MTPOTUBO-
OITYXOJIEBbI HMMYHHBINH OTBET M MOBLILIATEL 3 (eK-
TUBHOCTb XUMHOTEPAITHU OITYX0JIei C MOMOILbIO Ta-
MepHTa.

KretouHsle KynsTyphbl noaaepxkusaid npu 37°C Bo
BaxHoi atmocdepe ¢ 5% CO, B cpene RPMI - 1640
(“Flow Lab.”) ¢ nobapinenuem 5% MHaAKTUBUPOBAH-
HOM 3MOpHOHAILHON Telsiubeid chiBOPOTKH (“Flow
Lab.”), 2 MM L-rnyramuua, 5x10—° M 2-mepkariro-
staHona (“Serva”), 10 MM o6ydepa HEPES (“Flow
Lab.”) u 50 MKr/mMJa reHTaMULIMHA.

B onmbiTax in vitro ObUIM UCIIONB30BAHbLI THMMO-
LUTBl U CEIMEHTOSIIEPHBIE JIEMKOLUTHI Tiepudepudec-
KOl BEHO3HOIT KPOBHM B3POC/IBLIX TOHOPOB B BO3pac-
Te 25-40 net (n=95), a TaKXKe CIUIEHOUUThI U KJIETKH
MEPUTOHEAILHOrO 3Kccyaara Meleit tuHuii BALB/c
u C57Bl/6 (mutomuuk “Crondosasi” PAMH).

Brnustnue npenapara Ha JieliKOLIMTapHY10 (hopMyTy
U3y4alu i1 vivo Ha TOIOBAJbIX KPOJIMKaX-caMmiiax Imo-
pombl “mmMHIa” (mutoMHUK “Cronbosasi” PAMH).
Jlo3a nipenaparta cocrasisiia 2 MI/KI Macchl JKHBOT-
HOTO.

JlumpouuTh Moayyanu U3 renapuHU3UpoOBaH-
HOU nepudepuuecKoil BEHO3HON KPOBHU B3POCIbIX
NOHOPOB C MOMOIIbIO T'paJueHTa MIOTHOCTH (u-
KOJUI-BeporpauH mo olLenpuHSIToi Metoauke [ 12].
WUuTepdasHble KJIeTKM OTMBIBAIM 3 pa3a XOJOIHOM
cpenoit 199 u noBonunu no kKoHueHTpauuu 10° kie-
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TOK/MJI. KOIMUECTBO KHUBBIX KJIETOK COCTABISIO HE
meHee 95%. JKuBbie 1 MepTBbIe KIETKH OINPEIeIsIn
C TOMOIIBIO OKPACKM aKPUIMHOBBIM OPAaHXEBBIM M
ITUAMYMOM OPOMMIIOM, MOC/IE YETO TECTUPOBATIM B JIIO-
MHUHeCHIEHTHOM MuKpockomne “JIIOMAM-P-3" [5].
T-auMbonTh YeaoBeKa onpenessiiu Metoaom [13],
B-1uMbOLMTEL YenoBeKa OMpenensiiv Kak KIETKH,
MMEIOIIIME Ha CBOEH MOBEPXHOCTH PELENTOPHI K Tpe-
TheMy KoMroHeHTy KomruiemenTa (EAC-POK), o me-
tony [10]. PozeTkoobpasyioiiue KAeTKHM 0OHApYKK-
BAJTM C TIOMOIIBIO TIOMUHECIIEHTHOTO MHKPOCKOTA ¢
MCTIONB30BAHMEM CMECH aKPUIMHOBOIO OPaHKEBOTO 1
atuauyma 6pomMuaa [5]. BOABIIMHCTBO peareHToB Mo-
JIy4aJIi CAaMOCTOSITENIBHO.

Peakuuio 6nacrrpanchopmannu aumM@poOIUTOBR
(PBT) craBunu o Merony [6]. Ipu moctanoske PBT
B JYHKHM 90-7TyHOYHOTO TUIOCKOAOHHOTO TIaHLIeTa
(“Nunc”) BHocumu 1o 5x10° 1uM(pOUIHBIX KIETOK 1
MHKYOMpPOBATH B TeueHue 65 4. B kauecTBe Hecreim-
(hmyecKMX MUTOTEHHBIX TPENapaToB HCMOJb30BATH
kKoHnkaHapaiuH A (Kon A) B nosze 2 mkr/mn (“Far-
macia”) u naunonoaucaxapun (JITIC) E. coli 0111:B4
B nose 100 mkr/ma (“Difco™).

LIMTOTOKCHYECKYIO aKTMBHOCTD JIMM(OLIMTOB Kak
MoKasaTe/ib aKTUBHOCTH €CTECTBEHHBIX Kiuiepos (EK)
onpenessiv 1Mo Meroay [9], ucrosb3ysl B KauecTBe
MUILEHEH KIETKH 9PUTPOJCHKEMHUH YEI0BEKa TMHUN
K562. Peakiuuio daroimntosza HedTpOhUILHBIX JIei-
KOLIMTOB C YACTHULIAMM JIaTeKCa CTABWJIM TIO METOAMKE
[6]. Knetkn nepudepuyeckoil KPOBH BBICYIIMBATH,
(huxkcupoBan MeTaHOIOM, OKpallMBaIy Mo PoMaHOB-
ckomy—I'umse [8]. JleiikouuTtapuyio dopmyny nom-
CUMTBIBIM OOLIENPUHATLIM METOAOM [4], MCIONB3YS
B Ka4eCTBE KOHTPOJbHBIX ITOKa3aTeNeil JaHHbIE JH-
Tepatypsl [2].

B MOebHBIX TECT-CUCTEMAX TI0 U3YYEHHIO BJIMSI-
HMS TAMEPHUTA HA TYMOPAJIBHOE M KJIETOYHOE 3BEHbSI
MMMYHMTETA 7 Vivo MCTOJb30Baln 6-8-HenenbHbIX
mbriireit auauit CBA u C57B1/6 (mutomuuk “Cron-
6osasa” PAMH). deiictBue npenaparta Ha obpasona-
HME aHTUTEJ K SPUTPOLIMTaM DapaHa MCCIeI0BAIH N0
metony [7]. Hnast 3TOro MbililaM BHYTPUOPIOLIMHHO
BeOAMIN 110 107 3putpounTos B 0,5 M ¢usnonornyec-
KOro pactBopa. TamepuT BBOJMIN OJHOKPATHO BHYT-
pumbiiedHo B goszax 0.2, 2, 20, 200 u 2000 MKr/mbillb
B 100 mkn 0.9% NaCl oaHOBPEMEHHO € 3PUTPOLIM-
TaMM GapaHa Jub0 Ha 5-¢ CYTKM TOC/E MX BBEICHUSI.
MpBIILIM KOHTPOJBHBIX IPYMIT MOJYYald BHYTPUMBI-
mredHo o 100 mka 0.9% NaCl. Tutp antuten (re-
MAarmIlOTHHUHOB) onpenensiiv Ha 7, 14 u 21-e cyTku
rocyie UMMYHU3ALMH.

Bausinye npenapara Ha KJIETOYHOE 3BEHO UMMY-
HUTETA OMpPEesIsiii B PeaKilMK TMNepYyBCTBUTEIBHO-
¢ty 3amemtenHoro tuna (I'3T) kK aputpountam dapa-
Ha, BBOAMMBIM MBIIIAM MMOJKOXHO B no3e 10° kie-
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ToK B 0,5 M 0.9% NaCl. TamepuT BBOAWIM BHYT-
puMbIiedHo B go3ax 2, 20, 200 mxr/meis. Ha 5-e
CYTKM BCEM MBIIIAM B TOAYLIEYKY TpaBoii 3amaHei
nambl BBoauan 10° apurpountos 6apana B 0.02 mn
(uspacTBOpa, B JEBYIO 3a0HION0 JIAMy — IKBUOOBEM-
Hoe konmuaectBo 0.9% NaCl. MecTHyi0 BOCHATMTE Th-
HYIO peakliMio olieHMBaIu yepes 18 4 myTem omnpene-
JIEHHMS1 MAacchl OTIBITHOM M KOHTPOJLHOM Jial M BbI-
YUCTAEHUST MHAEKCA PeaKkiivu.

B kauectse kietok-npoayuento UJI-1 u ®HO
WCITOJIb30BAIM CTUICHOLIMTHI M aKTMBHMPOBAHHbBIE M-
TOHOM TMEePUTOHEAIbHBIE MaKpodaru Mblllei TMHUU
C57BI/6 [14]. TTo 1 M cycneH3uu CIJIEHOLIMTOB WIN
WHAYUMPOBAHHBIX MENTOHOM KIIETOK TIEPUTOHEATBHOIO
3KCCyaTa BHOCWIHM B JIYHKH 24-JTyHOYHOTO TUIOCKO-
nonHoro manuera (“Linbro™). Yepes 2 u uukyba-
MM U3 JIYHOK C KJIETKAMH MEePUTOHEATbHOTO 2KCCY-
narta yaaasuid HEMPUJIMIAIOIIME KIETKU TPEXKPaTHBIM
npoMbIBaHueM Terioii cpenoit RPMI-1640 u nobas-
JISLIM TIO 2 MJI KYJIBTYPaJIbHOM Cpebl, COAepKalleil
TamepuT B KoHueHTpaumsax 0.1, 1, 10 u 100 mMxr/mo.
B n1yHKM cO criieHOUMTaMu J00aBsiIu no 1 mi pact-
BOpa TaMEpUTa B TEX XK€ KOHEYHBIX KOHLEHTPALIMIX
cpasy 1ocjie BHECEHHs] KJIETOYHOi cycreHsnuu. Tame-
PUT pacTBOPSUIM B KYJbTYPaJIbHON Cpefe Hemocpes-
CTBEHHO mepes ucrnoiab3oBanuem. Yepes 24 4 uH-
Kybalumu 13 1yHOK cobupanu cynepHaTaHThl U Te-
cTupoBanu ux Ha coaepxanue MJI-1, ncnonb3ys
TUMOLUTHE Mbleid auaun C57BI/6 kak MHIMKA-
TopHbIe KaeTku no metoay [15], » @HO B umnto-
TokcudyeckoM TecTe ¢ PHO-uyBCTBUTENBHBIMHI
TpaHchopmupoBaHHbIMKA (udpodaactamu L929 no
metoay [11].

JInst oLeHKM CTUMYJISILMK HecnelMuIecKoii pe-
3MCTEHTHOCTH TAMEPUT BBOAMJIM BHYTPUOPIOIIMHHO
mbinram guaun C57Bl/6 B mozax 0.2, 2, 20, 200
n 2000 MKr/mbilb 32 2 4 10 3apaxeHus: S. fyphi n
E. coli B J1J . CocoGHOCTD npenapara CTUMYJTHpPO-
BaTh MPOTUBOOITYXOJEBbIH UMMYHHbBII OTBET M MOTEH-
LIMPOBATh AEHCTBHE LIMTOCTATUKOB M3yYyalu Ha MOJe-
Jsix MenaHomel B16 1 kapumHombl JIblonca y 2-4-me-
CAYHBIX MbllLeii-camLioB muann CS57BI/6 (LleHTpanb-
HbII MUTOMHUK 3KCIEPUMEHTAIbHBIX KMBOTHBIX, OT-
nenenue “Kpiokoso™).

Menanomy B16 nepeBuBaIn MyTeM MOAKOXKHOM
nHBEKIAU 2x10° KM3HECTTOCOOHBIX OIMYXOJIEBbIX Kile-
TOK B MITOYKY 3aJHei nanbl Mblllu. JleueHue tame-
PUTOM HAUYMHAIM HA CJAENYIOIIMIA IEHb MOCAE WHOKY-
Jsiiuu onyxonu. Ilpenapat BBOAWIM BHYTPUMBILLIEY-
HO 1o 50 Mkr B 50 MKA BOIBI AT MHBEKUMH, pa-
CTBOPSISi HETIOCPEACTBEHHO MEPel UCTIOIb30BAHUEM,
Ka>XIblid aeHb wid 1 pa3 B 3 nHs B TeueHue 4 Hejl.
MpbillIaM KOHTPOJBHBIX IPYIT BHYTPUMBILLIEYHO BBO-
auan 50 MK Boibl. JKMBOTHBIX OMBITHBIX M KOHT-
POJIBHBIX TPYI 3a0MBaIu Ha 28-e CYTKM dKCnepu-







































