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U Lintott B 1938 roay BnepBble omucaJu CIoco6-

HOCTb HeCTEPOUJHBIX IMPOTUBOBOCHAJNTENbHBIX
npenapatoB (HIIBII) BbI3bIBaTh »KeJyl0YHbIE KPOBO-
TeyeHus [2], ux no6ounble 3¢ dexTr! ([13) Ha xkeny-
JoyHo-kuieyHbl TpakT (JKKT) xopoiro u3ydeHbl U
JleTaJru3upoBaHbl. HW3bsA3BJIEeHUST U KpOBOTEYEHHS,
nHAyuupoBaHHble npueMoMm HIIBII, no-npexnemy
OCTAITCsl OZIHOM U3 IVIaBHBIX KJIMHUYECKUX IP06JieM, a
racTpoMHTeCcTUHaNbHas TokcuuHocTh HIIBII aBiaseTca
IJIaBHbIM (GAaKTOpPOM, OrpaHUYMBAKOLIMM UX IIHpPOYaM-
llee NpPUMeHeHUWe NPU BOCHAJIUTENbHbIX COCTOSHU-
ax [24,27,35]. Hanpumep, B NpOCIeKTUBHOM aHaju3e
JleKapCcTBeHHbIX [13, mpuBejUIMX K TOCNHUTAJA3ALUU
6osiee 18000 manueHTOoB B Benuko6putanuu, HIIBII
ObIJIM OCHOBHBIM KJIACCOM JIEKAPCTB, BbI3bIBaloIuX [19
(v 30% 60sbHbIX), a HIIBII-uHAyIMpOBaHHBIE SI3BBI U

3 a BpeMs, mpoluiejiiee ¢ Tex nop, kak Douthwaite

KpOBOTe4YeHHs 00ycJoBUIN 61% cMepTel, CBI3aHHBIX
c I3 nekapcts [26]

[laTtoreHes HIIBII-UHAYLMPOBAaHHBIX MOPAXKEHUMN
ractpogyofeHanbHoit  30Hbl  (HIIBII-racTpomnaTtumu)
aKTUBHO M3y4YasICsl HAa NPOTSKEHWU HECKOJbKHUX II0-
CleHUX JecATUNeTUH. B yacTHocTH, Oblla yCTaHOB-
JleHa BaKHeMIllass poJib NMOJAaBJIEHNs] CUHTe3a NpPoCTa-
iaHguHoB (III) B CO B MHAYKIUU 06pa3oBaHUs 3B
)esyzaka [35]. Kpome Toro, 611U JOCTUTHYTHI BIleyaT-
JIIolIMe pe3yJbTaThbl B JieueHUU U npeBeHuuu HIIBII-
VH/JYLIMPOBaHHbIX IOBPEX/JEeHUN TracTpoAyo/ieHaslb-
HOM 30HBI C NOMOLbIO0 6J10KaTOPOB H2-rucTaMMHOBBIX
peuentopoB (H2-I'B) 1 MHTUGUTOPOB NPOTOHHOM MOM-
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nbl (MIII), xoTopble cTaJu KpaeyrojbHbIM KaMHEM
npodunaktTukd u JedeHuss HIIBII-ractponatuii. Ha
¢dapmManeBTHYECKUN PBIHOK BBIILIJIN HOBble KOMOWHU-
pOBaHHbIe ITpenapaThl, cojiepKalliie B 0HON TabieTKe
UHTUOGUTOPHI KenynouHou cekpenuu (H2I'b wau UIII)
u HIIBII. HekoTopble U3 3TUX NpenapaToB (Hanmpumep,
Vimovo, cofepxxaiiuii B o4HON TabJieTKe HAPOKCEH U
33oMenpasoJ), yxke yTBepxaeHbl FDA 1 npuMeHs0TCA
B KJIMHUY€eCKOM MpaKTHKe.

UccnenoBaHus CeKLMOHHOIO MaTepuasa, HpoBe-
JeHHble Bjarnason u coaBT. B Havyase 1990-x rozos,
BIlepBbIe MoKa3asy, 4yTo npuMeHeHue HIIBII Takxe co-
MIPOBOX/IAeTCsl 3HAUUTENbHBIM MOBpeXJeHUueM GoJee
JUCTaJbHbBIX OT/JEJI0B TOHKOW KHUIIKM (HMXKe CBS3KH
Tpeittua) [39]. [lockoBKY 3TH OTAE/bI TOHKOW KHUILIKH
JloJiroe BpeMs ObLJIM HeJOCTYIHBIMU /1J151 AUArHOCTHUKHU
MOBPEXKJEHUN C MOMOIIBI0 0OLIYHOM TacTpPoAyOo/leHO-
ckonuy, Haanyue HIIBII-aHTeponaTuii B 60/IbIIMHCTBE
KJIMHUYECKHX UCCJIeloBaHUN JIM60 HeJJ00LleHUBaJI0Ch,
J1n60 NMONPOCTY UTHOPHUPOBAJIOCh, TEM HoJiee, YTO MPO-
CTBIX U Ha/IeXKHBIX CYppPOTraTHbIX MapKepoB AUArHOCTH-
KM TOHKOKMILIEYHOI'0 NOBpeXJeHHUs ObLIO HeJLoCTa-
ToyHO. O/lHAKO BHeJIpeHHe B KJIMHUYECKYI0 NPaKTUKY
BU/leoKarncysbHOU aHaockonuu (BK3) u HOBBIX BUJI0B
3HTEPOCKONUM (/ABYxOaslJIOHHAs M CIMpaJbHasl dHTe-
pPOCKONHUS) NMO3BOJIMJIO YCTAHOBUTb BBICOKYI0 YaCTOTY
pasButus HIIBII-anTeponatuii (55-75%) y 340poBBIX
Jl06pOBOJIbLIEB, IPUHUMAKILMX B TeueHUe 2-X HeJsleslb
HIIBIl u WIIII [7,8,9,23]. Ilocsie 3Tux ucciaefoBaHUN
npeJcTaBJeHUsl 06 OTHOCUTE/NbHO HU3KOM pHCKe HH-
TECTUHAJBbHOI'O0 TOBPEXJEHUS IPHU KPAaTKOCPOUYHOM
npuMmeHeHuu HIIBII faxke B coueTaHUHU € «racTpOIpO-
TEKTUBHBIMU» IpenapaTaMu OblIM I[epecMOTpPEHBI.
BocnpousBoaumMocTtb pa3putus HIIBII-anTeponaTuii y
3KCIepUMeHTaJIbHBIX )KUBOTHBIX U UX CXO/CTBO C KJIU-
HUYECKMMU NpPOSIBJIEHUAMU Y UesloBeKa I03BOJIMJIO
[J1y02Ke U3YYUTb U IOHATh NaToreHes pa3putus HIIBII-
MH/AYLMPOBAHHBIX TOPAXKEHUH TOHKON KUILIKH.

B HacTosllee BpeMsl HET HUKAKHUX yOeUTebHbIX
Jl0Ka3aTeJbCTB TOTO, YTO UHTUOUIIMUS KeTyJOUHOU ce-
KpelLur OKa3blBaeT MO3UTHUBHbIN 3¢ ekt npu HIIBII-
3HTEPONATHUAX U CHUXKAEeT YaCTOTy UX BOSHUKHOBEHHUS
[12]. Bosiee Toro, NOSIBUJIMCH HOBBIE JJAaHHbIE O BO3MOX-
HOM HeraTUBHOM BsusaHUM UIIII B oTHOIIEHUN pa3Bu-
Tus HIIBII-aHTeponaTuii, 4TO CTAaBUT IOJ, COMHEHHUE
OOLIENPHUHATYIO CYLIeCTBYIOLIYI0 MPAKTUKY COBMECT-
Horo npuMeHenusi UIII u HIIBII wiau ux koM6bUHaLuU
B ofiHOM TabJsieTke [39].

Huxe paccMOTpeHbl MeXaHU3MbI, IOCPEACTBOM KO-
Topbix HIIBII BBI3bIBAlOT MOBpEXJEeHUS BEPXHUX OT-
JleJIOB NUIIEBOro KaHaa (PKeJy[oK U NPOKCHMasbHas
yacTb 12-nepcTHOM KUIIKU) U 6oJiee AUCTANbHBIX OT-
JleJIOB TOHKOM KMIIKH. JTH MeXaHU3Mbl CyLeCTBEHHO
OTJIMYAIOTCA APYr OT Apyra, 4To JUKTyeT HeoOXoAu-
MOCTb NpPUMEHEHUs pa3/IMYHbIX CTpaTeruil BejeHUs
6osbHbIX ¢ HIIBII-MHAYLMpOBAaHHBIM MOpPaXKEHHUEM
BepXHUX U HIKHUX oTAesoB KKT.

KpbIMCKMIA TepaneBTUYECKUI XypHan

IIaTorenes racrpoayoacHaJibHOro
MOBPEXKACHUA

Cnoco6HocTb passnudbix HIIBII BbI3bIBaTH racTpo-
JlyoZleHaJIbHOe MOBPeX/AeHre 0UeHb XOPOLIO KOppen-
pyeT ¢ UX CNOCOGHOCTbIO UHIMOUpOBaTh cuHTe3 [II' B
CO ractponyoneHanbHo 30HbI [35]. B To Bpems, Kak
6osnburHCcTBO I, cuHTe3upyeMbIx 3a0poBoit CO xe-
JIyJIKa, TPOUCXOAAT W3 LUKJ0ooKcureHasnl-1 (11OI-1),
MMeeTCs MHOXeCTBO J0Ka3aTeJbCTB Toro, 4yto [IOr-
2-npousBogHble III' Toxe WUrparT KJIIOYEBYH pOJb B
3aluTe Kak ractpoayofeHanbHol CO, Tak U B 3aXKUB-
senun nospexaeHuit CO mo Bcemy KKT [39]. Korga
CO ractposayo/ieHa/IbHOM 30HBI BOCNaJeHa, JKCIpec-
cuga LOI'-2 3HauuTesnbHO ycuauBaeTcsd U Bkiag LOT-
2-pOU3BOJIHBIX 3HWK03aHOUOB B 3amuTy CO 3Hauu-
TeJibHO yBesinuuBaeTrcs [31]. HIIBII, cenekTUBHO UH-
rubupytouide LOT-1 wau LOT-2, BbI3bIBalOT MeHblIe
racTpo/JyofieHalbHbIX MoBpexaeHuit, yuem HIIBII, un-
rubupytouie o6a snsuma [35,39]. [loaTomy npuem UH-
rubutopoB LIOI'-2 yMeHblIaeT PUCK Pa3BUTHUS racTpo-
Jlyo/leHa/IbHbIX NOBPEX/AeHUH, XOTS MOJHOCThIO UX He
yctpansieT [15,18]. K coxaseHuto, 3To NpeuMylIecTBO
TepsieTcs, korga 3ty HIIBII npuHuMarTCsa COBMECTHO
JlaXke C HU3KMMH J103aMU acIUPUHA, IPUMEeHS 0 erocs
JIJ1s1 yMeHbILIeHUs] PUCKA PAa3BUTHS CEpbe3HBIX KapAHuo-
BaCKYJIAPHBIX [13, CBONCTBEHHBIX CeJIEKTUBHBIM UHIHU-
outopam L10I'-2 [14,16].

Kak yxe yka3blBajoCch Bblllle, IOJaBJeHHE CHUH-
Te3a [IT' B CO aB/ifeTca OAHUM U3 KJIKOYEBbIX MOMEH-
TOB, CIHOCOOCTBYIOIIMX PA3BUTHUIO ee MOBpeXJEHUM.
YcranosisieHo, uyto III' ycuauBawT UM CTUMYIUPYIOT
MHorue acnekTbl 3amuThl CO [35]. B yacTHOCTH, OHU
CTUMYJIUPYET CeKpeltIo CIU3U U 6MKapObOHaTOB 3MU-
TeJIMaJbHbIMU KJIeTKaMHU, YTO 3alUIIaeT 3TU KJIeTKH
OT NMOBpPEXJEeHUN BC/eACTBUE arpecCMBHOTO BO3el-
CTBUS KMCJIOTBI U NEIICUHA, a TaKKe CIoco6CTBYeT BOC-
CTAHOBJIEHUIO NOBPEXJAEHHOro anuTens. OCHOBHbIe
[T, cunTesupyemsie ractpogyofenanbHoi CO (IITE2 u
[I'12) saBASAIOTCA MOTEHLUAJbHBIMU Ba3oJUaaTaTopa-
MU, YCUJIMBAWOILUMU KpoBOTOK B CO, Korja 6apbepHas
3NnUTeManbHasg YHKLMA HapyLleHa. YCUJIeHHbIH Kpo-
BOTOK IIOMOTraeT HeWTpaJM30BbIBaTb 06paTHYI0 AUD-
¢$y3U10 MOHOB BOJIOPO/a U BbIPAGOTKY KUCJIOTHI, a TaK-
Ke pacTBOPSATDb U yAaIATh IOTEHIHabHO TOKCUYECKH e
CyOGCTaHLIMY, IOCTYNALIMe B Cy63NKTe/IMalbHOE IPO-
ctpaHcTBoO. [lognep:xanue kpoBoTtoka B CO Bo BpeMs
NOBpEeX/JeHUs 3MUTeUsT He0OX0AUMO sl GBICTPOro
BOCCTAHOBJIEHUS] M 3aKHUBJIEHUS] [TOBEPXHOCTHBIX IO-
BpeX/leHU! TKaHH, I0OKa OHYU He PaclpoCTPaHUIUCh Ha
6oJiee riy6okue ciaou causuctoi. Kpome toro, [T Tak-
’Ke UTPpaoT KJIHYeBYI0 POJb B UHAYKIMU 3a3KUBJIEHUS
s13B, 00pasyloIIUXCa BCJAeACTBUE MEepPBUYHOTO Ioja-
BJeHUd cuHTe3a LOI'-1-npousBoaubix III' u cHUkeHUs
kpoBoToka B CO »xesyzika, OTMevawlerocs cpasy Ino-
cie npuMeHenus HIIBIL. Cynpeccus cunTesa [II' Takxe
CONPOBOX/AAETCS NPUIMIIaHUEM HeUTpodHUIIoB K cocy-
JIUCTOMY 3MUTEJNI0 MUKPOLUPKYJIATOpHOTO pyca CO,
YTO TOXKE CIIOCOOCTBYET ee MOBpexAeHU0. ITU addek-
Thl BOSHUKAIOT Ha CAaMbIX PaHHUX CTaAUAX TaTOreHe3a
noBpexzeHuit CO u ABJSIOTCS CJIe[CTBUEM UHTMOULUU
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aktuBHocTtu L|OT-2, a Bo3jeilicTBUe Ha 3TOT QakTop
cnoco6cTByeT npeBeHLUU noBpexeHus CO [39]. Yeu-
JIeHHasl JIelKOLUTapHO-3H/0Te/IMaIbHas a/ire3ns CBsi-
3aHa C HapylIeHWeM perysliMu MOJIeKyJspHON 3Kc-
npeccuy GakTOPOB 3HJOTENUANTbHON (MeXK/eToYHast
aaresust mMoJsiekysa-1, P-cesekTUH) U JileKoLUTapHOU
(CD11/18) apresuu, KoTopasi YaCTUYHO BO3HUKAET B
OTBET Ha YCUJIEHHOE BbICBOOOXKAeH e TeliKoTpueHa B4
u ¢akTopa Hekpo3sa onyxosnd TNF-a [3,32].

[Tockosibky nogasaenue cuntesa I[II' B CO ractpozy-
oJ/leHaJIbHOM 30HBI pacCMaTPUBAETCS KaK BaXKHeHIIHH
NaToreHeTUYeCKUI MeXaHU3M Pa3BUTHS ee OBpex/e-
HUH, OHU MOTYT OBITb NpeJyNpex/eHbl IyTeM BBeJe-
HUA 3K30reHHBIX [T uan Apyrux MejMaToOpOB 3alUThI
CO, Takux kak okcug azota (NO) wiu cynbduj Bogopo-
na (H2S) [4,5,11,33,34,37]. U okcup a3oTa, u cyabdus
BOZIOPO/ia AABJSAIOTCA NOTEHLHaJbHbIMU MHIMOUTOpa-
MU aJre3uy JIeHKOLMTOB Ha COCYJUCTOM 3HJOTEJHH,
B CBfI3U C YeM, OHU TaKKe MOTYT paccMaTpHUBaTbCs
KaK areHTbl, yMeHblIaIINe WM NpejoTBpallaloline
HIIBII-uHAynpoBaHHble TacTpPOAyOJeHaslbHble IO-
BpexJeHus [36]. [lockonbKy 3TH GUOJIOTUYECKHE Be-
1lecTBa TaKXKe SBJSIIOTCSA Ba3oAuIaTaTOpaMu, OHHU CIIO-
coGHBI IpelOTBpalllaTh yMeHbllleHue KpoBoToKa B CO,
KOTOPOE 06bIYHO conpoBOXkKAaeT npuMeHeHue HIIBIIL.

CesnexTuBHBlEe UHTUOUTOpPHl [IOI-2 BBI3BIBAIOT
MeHbllle FaCTPOyo/leHaIbHbIX IOBPEX/eHUH U KPOBO-
TeyeHUH, yeM HecesiekTUBHbIe HIIBII, mocko/sbKy oHU
He MHTUOUPYIOT arperanuio TpoMb6ouuToB. K coxale-
HHUIO, KaK y>Ke YKa3bIBaJ0oCh Bblllle, IPEUMYIeCTBO UH-
rubutoposB LI0I'-2 TepsieTcs, Koraa AJisi CHUXKEHUS pU-
CKa TPOMOOTHUYECKHX OCJI0XKHEHUH OHU NMPUMEHSIOTCS
COBMECTHO C HU3KUMHU Jj03aMU acnupuHa [16]. B cBa3u
C 9THUM, MeXJeKapCTBeHHbIe B3aUMO/ENCTBUSL MEXAY
aCMpHUHOM, NPUMEHsIEMBIM C aHTUTPOMOGOLMTAPHOU
L[eJIbl0, U CeJIeKTUBHbIMU UHrubutopamu LOl-2, BbI-
3bIBAlOT 0OJIbIIOM HWHTepec. YCTAaHOBJIEHO, YTO aCHu-
puH Heob6paTtuMmo anetuaupyet LOI-1 u LOI-2, npe-
MSTCTBYSI KOHBEPCUU apaxuZ0HOBOU KucioThl B [ITH2.
TeMm He MeHee, anjeTunpoBaHHas LOI'-2 ewe cioco6Ha
MeTab0JIM3UPOBATh apaxU/I0HOBYI0 KucaoTy B 15(R)-
TUJPOKCU3NIUTETPAEHOEBYO KHCJOTY, KOTOpas IIo-
Cpe/iCTBOM 5-JIMIIOKCHMIeHa3bl MOXKET NpeBpallaThCs B
15(R)-anu-1unokcuH A4 u ero asnuMep - JIUMOKCUH A4,
ABJISIOUIMNACA NOTEeHLMaJbHOW MPOTUBOBOCHAINTEb-
HOU cybcTaHIMed, noiaBsolel aare3uto HeuTpodu-
JIOB Ha cocyauctoM aHgoTenuu [29,31]. Bosiee Toro, 1u-
MOKCHH A4 oKa3blBaeT NOTeHLMa/IbHble 3allUTHbIE 3¢-
¢dekTnl Ha CO x)enyaka. Korga unrué6urtopst LLOT-2 npu-
MEeHSI0TCS BMeCTe C aCHMPHUHOM, KOHBEpCHUsl apaxusio-
HOBOHM KucCJI0Thl B 15(R)-ruapocKuanuTeTpaeHOEBYIO
KHUCJIOTY U lajibHeH1as NpoAyKIUs racTpPOIpOTEeKTUB-
Horo 15(R)-anu-nunokcuna A4 6sokupyetcs [3,4,31].
CnefcTBUEM 3TOTO SIBJSIETCS pa3BUTHe GoJiee BbIpa-
»KeHHbIX noBpexeHui CO xeyaKa, 4eM NPU pasfesib-
HOM MPUMEHEHUH acIUpUHa WU UHTU6UTOpOB LIOI'-2.

B To BpeMs Kak Jloka3aTesbCTBa TOTO, UTO o/aBJie-
Hue cuHTesa [II' B CO gaBifgeTca LieHTpaJbHbIM Mexa-
HusMoM HIIBII-WHAyUMpPOBAaHHOIO NOBpEXJEHUs ra-
CTPOAYO/ileHaIbHON 30Hbl HEOCIIOPHMBbI, HepelleHHbIM
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OCTaeTCcsl BONPOC O 3HAYMMOCTH MEeCTHBIX pasjpaka-
rouux a¢pdexron HIIBII Ha CO, yalie Bcero nposiBJsiio-
IIMXCA B BUJle 06pa30BaHUs 3p03UH, KOTOpbIe IPH OT-
CYTCTBUM NoJaBJieHUsl cuHTe3a [II' 06bIYHO He CKJIOH-
Hbl K NpPOrpecCMpOBaHUI0 B S3Bbl U KPOBOTEYEHUS
[30,35]. [eicTBUTE/NbHO, MMEIOTCS J[0OKa3aTesJabCTBa
TOTO, UYTO MECTHOe pasjpaxatoliee AeiictBue HIIBII
caMo 110 cebe K 06pa30BaHUIO SI3B He IPUBOJUT. B yacT-
HOCTH, napeHTepabHOe npuMeHeHue HIIBII Bri3biBa-
eT Takoe ke 06pa3oBaHue 3B, KaK U UX NlepopaJibHOe
npumeHeHue [27].

JdodextuBHocTh H2-TB u UIIIl B yMeHbIIeHUU Ya-
ctoThl pasBuTus HIIBII-racTponaTtuil y6efuTesbHO
CBU/IETE/IbCTBYeT TaKXKe O KJWYeBOW pPOJU KHUCJO-
Thbl B NIaTOreHe3e 3THUX NoBpexJeHUH. Korga samura
CO BciencTBue mojaBsieHus cuHTesa III' ocnabeBaer,
CIU3UCTas KeJlyAKa MeHee CIOCOOHA MPOTHUBOCTOSTh
noBpexxzawuuM s¢pdekraM KUCA0ThL. B ydyacTkax no-
BEPXHOCTHOTO noBpexaeHuss CO npu y4yacTUH CJIU3U
Y KoaryJupyeMbIX NPOTEHHOB 06pasyeTcs 06J1acTb C
NnoBbIlIeHHBIM pH, Tak Ha3biBaeMas «MyKOW/Hasd Ila-
MIOYKa», CMOCOBCTBYIOLAs BOCCTAHOBJIEHUIO STTUTEHS.
OpHako, ecsiv KpoBOTOK B CO 3HAaUMTEe/NIbHO yMeHbIa-
etcs (BcneactBue BoszercTBus HIIBII uau Ba3okoH-
cTpuknuu), pH B mpegesax «MyKOUZHOW IIAMOYKU»
OBICTPO NaZaeT, MOCKOJbKY KHUCJI0Ta NPOHUKAET B 60-
Jiee IJIyOOKHe CJIOU CIM3UCTOM, CHOCOOCTBYS pa3BUTUIO
s13B M KpoBoTedeHUH [39]. BOSHUKHOBEHHIO OC/AeJHUX
CNoCcOo6CTBYeT TaKXe TO, YTO NPU MHTparacTpajbHOM
pH Huxe 4,0 TPOMOGOLUTBI CTAHOBATCS HECTIOCOOHBIMU
K arperanuu.

[laToreHe3 TOHKOKHMILIEYHOTO
noBpexaeHusa HIIBII-anTeponaTuit

[laToreHes ToHkokuueyHoro nospexzgenusa HIIBII-
3HTepOoNaTHUH CyleCTBEHHO OT/IM4YaeTCsl OT NaToreHe3a
HIIBII-ractponatuii [38,39]. Ero Tak:xe 3HaYUTEJbHO
Tpy/iHee U3y4yaTb B KOHTPOJHUPOBAHHbIX UCCJIeJ0BAHU-
SIX, TOCKOJIbKY TOHKOKHIlIEYHble MOBPEXJAeHUS MaHU-
decTUPYIOT B TeueHUe 3HAYUTEJbHO 0oJiee AJUTeNb-
HOTO NepuoJia BpeMeHH, YeM B esyake. HHrnounus
cuHTesa [II' B C/IM3UCTON TOHKOM KUILKHU BCJIe/ICTBHE
nerictBus HIIBII genaeT ee GoJsiee YyBCTBUTENbHOU K
NOBpEeX/JEeHUsIM U MeHee CIIOCOOHON K UX penapauyu
[32]. Kak u B xkenyjke, UHru6unus aktuBHoctu LOT-
1 nNpuBOAUT K OBICTPOMY KOMIIEHCATOPHOMY YBeJU-
yeHuU1o skcnpeccuu 1JOI'-2, a nogaB/ieHHe aKTUBHOCTHU
060ux pepMeHTOB NMPUBOJUT K 060CTPEHHIO TKAaHEBO-
ro NoBpeXx/JeHus. B oTvimdue oT *kesyaka, TeM He Me-
Hee, uHru6unusa 1[OI' B MexaHu3MaxXx BO3SHUKHOBEHMUS
HIIBII-anTeponaTuii He urpaet Beayuiei posau [39]. B
YaCTHOCTH, €CJIU CUHTe3 UHTecTHHanbHbIX [II' cyie-
CTBEHHO N10/]aBJIEH, 3TO He 03HAYaeT, YTO 0053aTebHO
BO3HUKHYT U3bsI3BJIEHUA U KPOBOTeueHHUs. Jlaxe eciu
NocJielHUEe PAa3BUBAIOTCS, OHU 10 BPEMEHM 4acCTO He
COBINAJAIOT C MT0/laBJIeHUEM CUHTe3a MHTeCTUHAJIbHBIX
[II. Takke U ycUJeHUE KUIIEYHOW MPOHULIAEMOCTH
KpbIC OTMeYaeTcs B TeyeHHe 12 yacoB mocJie npueMa
HIIBII, HO 0HO coBceM He 06513aTeIbHO Pe/ICKa3bIBaET
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nocJiesiytoliee pa3BUTHe s3B. [IpOTAXKEHHOCTb KULIKH,
B IIpe/ieJlax KOTOPOM OTMeuaeTcsl yCUJIeHHe KUIIedHOH
MPOHUL@eMOCTU BCJeACTBUE paszjpakaroliero Jeu-
cteud HIIBII, a Tak»ke ee cBAA3b € [I0ZjaBJIeHUEM CUHTe3a
[II" Ha 2TOM y4yacTKe KMIIEYHHKa, TaKXkKe /10 KOHLA He
SICHA.

Kputnyeckoit ocobeHHOCTbI0 HeKoTOopbix HIIBII uH-
JyLMpOBATh 3HAYUTEJbHOE MOBpeX/JeHUe CIU3UCTON
Y NOsIBJIEHUE M3'bsA3BJEHUH fABJISETCS UX CIOCOOHOCTh
MOBTOPHO BCAaChIBAaTbCSl B IO/B3JOLIHON KHIIKe U B
MocJie/lylollleM BHOBb BO3BpallaThbCsd B 12-NepCcTHYIO
KHUIIKY 10CpeJCTBOM 3HTeporenaTH4eckou LUpKyJs-
uuu. HIIBII, He mojBepKeHHbIe 3HTEpPOrenaTU4ecKon
LUPKYJISALUY, 3HAaYUTEJbHOIO MOBPEXAEHUS KUIley-
HHUKa B 3KCIEPUMEHTAax Ha >XUBOTHBIX MOJe/sX He
BbI3bIBAJIM, UTO ObLIO MOATBEPXK/JEHO NpPU NepeBsa3Ke
»KeJTYHOr0 NpoToKa. YcraHossieHo, yTo HIIBII camu no
cebe crIoCOOGHBI HENOCPe/,CTBEHHO BbI3bIBAThb [TOBPEX-
JleHue MHTEeCTHHAJbHbIX 3IHUTeJHaJbHbIX KJETOK,
NpyUYyeM 3TH NMoBpexjawue 3GPeKThl YCUIUBAIOTCS,
korga HIIBII Bo3/eHCTBYIOT Ha CIM3UCTYH) COBMECT-
Ho c xkenubto [30,42]. OcHoBHBIM MexaHu3Mom HIIBII-
WH/AYLMPOBAaHHOTO 3IUTEJHaJbHOIO IOBPEXeHUs
CUUTaeTCcs pas3o6lieHue OKUCAUTeNbHOro ¢ocdopu-
JINPOBaHHUA, KOTOpOe NMPUBOAUT K Pa3pbIBY JIUNHUAHO-
ro 6MC/I0s 3NUTEJHANTbHBIX KJIETOK. B To BpeMsi Kak
ajJire3vsi JIeMKOLUTOB Ha COCYAMCTOM 3H/OTEJIUU SIB-
JI1eTC KPpUTUYeCKUM MOMeHTOM B naTtoreHese HIIBII-
racTponaTHH, oHa He HabJ1I0/JaeTCs B KULLIEYHUKE, XOTs
HelTpoduibHasA UHOUIBTPALMS U BHOCUT CBOU Hera-
TUBHBIN BKJIaJ, B IOBpeX/JeHHe TKaHU, Kor/a npolecc
yJiblleporeHesa yxe cTapToBaj. MMewTcsa Takxke Jo-
Ka3aTeJbCTBO HeraTUBHOro BkJaaZa TNF-a B pazBuTue
HIIBII-anTeponaTui, XoTs ero a¢ppeKThl He 3aBUCAT OT
WHAYKIUK JIENKOLIMTAapPHOM a/iresuu Ha COCYAUCTOM
3HJIOTEeJUMU.

[Ipumenenue HIIBII y rpbI3yHOB CONpPOBOXKA/I0CH
IJIyOOKMMHU  U3MEHEHUsSIMM  KOJMYEeCTBEHHOTO U
KaueCTBEHHOTO COCTaBa KHIIEYHbIX OaKTepui, 4To
TaK)Xe MOXKeT MUMeTb 60Jibllioe 3HaYyeHHe B Pa3BUTUH
HIIBII-anTeponaTtuii. B 4YacTHOCTH, 3HAYUTENbHO
yBEJMUUBAJIOCh  COZep)KaHUe  IpaM-HeraTHBHBIX
OGakTepuil, a JiedeHHMe aHTUOUOTHKAMH IIHPOKOTO
CreKTpa JeHCTBUSI YMeHbIIAJ0  BbIPAXKEHHOCTb
HIIBII-anTeponatuit [10,38]. U3BecTHO Takxke, 4TO Y
CTepuJbHbIX Kpbic U Mbled HIIBII-anTeponaTuu He
pa3BUBAIOTCA. YCTAaHOBJIEHO, YTO KOIZa KHIIEYHUK
CTepUJIbHBIX MbllIel KostoHu3upyeTcs E. colinnn Eubac-
terium limosum, OHY CTAHOBATCS YyBCTBUTEJIbHBIMU K
HIIBII-noBpexaenuto. B To ke BpeMs, KOra KUILIEYHUK
CTEepUJIbHBIX MblIlIel 3acessseTcsl NPOOMOTUYECKHMHU
6aktepusmu Bifidobacter adolescentis wuiau Lacto-
bacillus acidophilus, Takux HeraTUBHBIX 3¢)deKTOB
He oTMeuaeTcs. Posib rpaM-HeraTUBHBIX OaKTepui B
pasButuu HIIBII-aHTeponaTuii NoTBEPKAAETCSA TAKKE
6oJiee MO3JHUMU MCCJIeLOBAaHUAMU Ha FeHETHYeCKH-
MOAUGHLMPOBAHHBIX  MbIIIAaX C  HEJAOCTAaTKOM
TOJIJI-NI0JJ0OHBIX pelLienTopoB-4 (peuenTopbl
JJI1  6aKTepuaJbHOTO 3HJOTOKCHHA), y KOTOpPBIX
npuMeHeHue HIIBII He compoBoxJanoch pasBUTHEM
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HU3bsA3BAeHUN KUIIKU [40]. Ba2KHBIM sIBJISIETCS TO, YTO
VM3MeHeHHs KHUILIeYHOM MHUKpPOOMOTBl HaAGJII0AANTCA
Tonibko npu npumeHenuu HIIBII, cnoco6HBIX K
3HTeporenaTHYecKou LUPKYJISALUH. Bo3MoxHO
TaKXe, YTO BaXXHbIM (QAKTOPOM, CIOCOOGCTBYIOLIUM
NOBPEXJEHUI0 CJIU3UCTOM KHIIEeYHUKa, SBJISETCA
CNOCOGHOCTb HEKOTOPbIX 6aKTePUil eKOH'bIOTUPOBATh
JKeJTYHbIe KHCJIOThI.

B oT/inuMe OT XKeJyAiKa, HeT JJ0Ka3aTelbCTB TOTO, 4YTO
B natoreHese HIIBII-uHAyMpoBaHHOI0 IOBPEXAEHUS
KHUIIKHA HIKe CBA3KU TpeHTIa BaXKHYIO pOJIb UIpaeT
XJIOPUCTOBOJIOPOJIHAsA KHCJIOTAa KeJYAOYHOTO COKa
[12]. Kak 6yzeT nokasaHo HUXKe, T0JaBJIeHHU e XKeTy104-
HOM CeKpelMy MOXXeT NPUBOJUTH K Pa3BUTHIO U36bI-
TOYHOI0 6aKTEPHATIbHOTO POCTA B TOHKOM KHUIIKe, CII0-
cobHoro ycuauBath TskecTb HIIBII-anTeponatuu [40].

IIpeBeHTHBHBIE CTpAaTEeruu
npu HIIBII-uaaAynnMpoBaHHOM
racTpoAayo/ZieHaJIbHOM NOBpeXAeHUU

BOJIBIIMHCTBO MNALMEHTOB, JJUTEJbHO I[0JyYalo-
mux HIIBII, foJyxHBI TakKe [JOMOJHUTENbHO NMPUHU-
matb WIII wuam H2-T'B. UMeeTcsa 60JiblIoe YUCIO J0-
Ka3aTesbCTB Toro, yTo UIIIl cnoco6GHbI 3HAYUTENTHLHO
yMeHbIlaTh 4acToTy U TsikecTb HIIBII-ractponaTuii, a
TaKXe YCKOPSTb UX 3akuBJyieHue [27,28]. [IpuMeHeHuUe
WIIII c nesibio 3alUThI XKeJyKa U 12-MepcTHOM KULIKU
oT HIIBII-uHAyLMpPOBAaHHOrO MOBpEXJEeHUA MOCTOSIH-
HO yBeJINYMBAEeTCs, YeMy CIIOCOOGCTBYeT LIMPOKOe pac-
npoctpaHeHue 6e3penenTtypHblix UIIII u nosiBieHne Ha
pBbIHKE HOBBIX KOMOMHHMPOBAHHBIX [IpenapaToB, Cofep-
JKalMX B ogHoM TabsieTke HIIBIT u UIII wiu H2-T'B.

KcoxaeHHI0,XpOHUYeCKOeNo/jaBIeH exeNy,04HON
cekpenuu ¢ noMmoubio UIII MoxeT acconupoBaThce €
CyllleCTBEHHBIM UM CJIOM He61aronprusaTHbIX 3P PeKToB,
BKJIIOYAsl pPa3BHUTHe HU3OBITOYHOrO0 OGaKTepHaJ]bHOIO
pocta B ToHKoM kuiike [22,41]. [Ipumenenue MUIIII
TaKXe acCCOLMUPYeTCsl C MOBBIIIEHHBIM DPUCKOM
pasinyHbiXx HHOEKIuN, HauboJsiee 3HAYUMOU cpeau
koTopbix sBiserca Clostridium difficile, a Takxe c
yXyAllleHueM BCacblBaHUSl KaJblLiMs, jKesle3a, MarHus
M BUTaMUHAa B1l2, cnoco6CTByWOIIUX pPa3BUTUIO
IepeioMOB KOCTeH BCJe[CTBHME MOBBILIEHUS pPHCKa
octeomnoposa [13,25]. Kak yxe ymoMHHaJ/OCh BHIIIE,
HeJlaBHME MCCJIe/JOBaHUSI Ha >KMBOTHBIX I10Ka3ajy,
yto MUIII-UHAYUUPOBAaHHbIE H3MEHEHHUS KHUILIeYHOU
MHUKPOOHOTBI MOTYT 3HAYUTEJbHO YXyJLIaTh TeYeHHe
HIIBII-anTeponaTtuii [38].

Kak usBectHO, Takue aHasoru [II'E1 kak musomnpo-
CTOJ1 YMEeHBLIAIOT YacTOTy pa3BUTHUA TacTpoAyoje-
HaJIbHBIX $I3B Y XPOHUUYECKUX MoJib3oBaTesed HIIBII
[35]. K coxaneHnuto, BbicOKast 4aCTOTa MOOGOYHBIX 3d-
$eKTOB, B NepBYI0 o4yepe/ib, MJIOX0 KOHTPOJHUPYyeMOU
Jliapey, OrpaHHWYMBAIOT €ro LIMPOKOe MpHMeHeHHUe.
OnpejesieHHble HaZleX /bl ObLIM CBSI3aHbI C pa3paboT-
koil mpeaumectBeHHUuKoB HIIBII (mpoJsiekapcTs), KoTo-
pble, KaK 0XKH/a/0Ch, IPU IPOXOXKAEHUHN depes3 XKeJsly-
JIOK He MHrU6UpyIOT cuHTe3 [II' 1 He BBI3BIBAIOT U3'b-
sA3BJeHUH. K coxasleHU10, KIMHUYeCKHe UCCleJ0BaHUsA
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M0Ka3aJI¥, 4YTO YacTOoTa s13B U KPOBOTeYeHUH Npu NpH-
meHeHun HIIBII-nposiekapcTB CyleCTBEHHO He CHHU-
»KaeTcsd Mo cpaBHeHUIO ¢ TpaguuuoHHbeiMu HIIBII, sTo
HalllJIO CBOe OTPa)KeHHe B CPaBHUTEJbHO HU3KOM pac-
MpOCTPaHEeHUH TAKOTO [IpenapaTa Kak CyJuHAaK [27].
B HacTosLee BpeMs1 NPOJO/DKAETCs NMOKCK U paspa-
6oTka HOBbIXx HIIBII-mposiekapcTB M KUCJIOTOCHMXKA-
IOLUX CPEJACTB, CIOCOOHBIX CHXaTb yactoty HIIBII-
ractponatuit [27,36]. U3y4yaeTcsa Takxke 3PeKTuUB-
HOCTb KOMOWHMPOBAHHBIX IpPenapaToB, COJeprKaliux
HIIBII u dochaTuANIXOINH, KOTOPbIE B UCCIE0BAHU-
SIX Ha »KUBOTHBIX NPOJIEMOHCTPUPOBAJIN CIOCOGHOCTh
3HAYUTEJbHO yMeHbllIaTb NoBpexzjawouide 3¢deKTsI
HIIBII Ha »kesyfoK NpU COXpaHEHUU HUX NMPOTUBOBOC-
MaJIUTEJbHON W NPOTUB060JEBON 3dPEeKTUBHOCTHU
[20]. B nBOMHOM cyienoM 6-HeJleJIbHOM 3H/0CKOMUYe-
CKOM HcciaenoBaHuud ¢GochaTUAUIXONUH-UOYTIpodeH
MoKasaJ CBOI 3PQPeKTUBHOCTb NPU OCTEOAPTPUTE Y
MOKUJIBbIX B60JIBHBIX, KOTOpble 06bIYHO 60Jiee YyBCTBU-
TenbHbl K HIIBII-ractpo - u gyoseHonatusaM, Ipu 3TOM
npoduib raCTPOMHTECTHHAIbHON 6e30MacCHOCTH ObLI
Jiydille, 4eM NPU MOHOTepanuu ubynpodeHom [19]. B
JPYyroM NpPOCTOM CJIE[IOM HCCJIeIOBaHUM TPU 3HJO-
CKOIIMM CPaBHUBaJIM 4YaCTOTY TacTPOAyOJeHabHbIX
MOBpEXJEHUN NpU NMpueMe acnupuHa (325 Mr) u sk-
BUMOJISIPHBIX 103 dochaTUAUIXOJNH-aCIUPUHA B Te-
yeHMe 7 JHel. YacToTa noBpex/AeHUH xeayjKa cpesu
60JIbHBIX, Toay4YaBIIUX GochaTUAUIKXOTUH-aCTUPUH
OblJla HANlOJIOBHHY, a 4acTOTa Jyo/leHabHbIX TOBPEX-
JleHUH — Ha OJIHY TPeTb MeHbllle, YeM Cpe/it 60JIbHBIX,
MOJIy4yaBLIKUX 06bIYHbIN acnupuH [1]. K coxanenuro, B
3TOM HCC/e[J0BAHUM He U3ydasjacb aHTUTPOMOGOTHYe-
ckas 93¢ PeKTUBHOCTD, I03TOMY [IOKa HET NOATBepPXK/e-
HUA TOTO, YTO pocdHaTHUINIXOJNH-aCIMPHUH OKa3blBaeT
TaKoe Ke aHTUarperaHTHoe JlelCcTBUe, Kak U aClIMPUH.
NO-BricBoGOxAatouie HIIBII MHTEHCHBHO H3y4Ya-
I0TCSl y2Ke Ha NMPOTsSKeHUH HECKOJIbKHUX JIeT, a OJUH U3
aTu npenapatoB (NO-BbICBOOGOX/AAIOUIMI HAMPOKCEH)
y>Ke U3y4yeH B KJIMHUYECKUX Hccaef0oBaHUsAX. [loka aTo
npemnapat opuIMasbHO He 0[j006peH, TOCKOJIbKY /10 KOH-
1]a He YCTaHOBJIEHBI €ro IPeUMyllecTBa B OTHOLIEHUH
racTpo/yo/ieHaJlbHOH TOKCUYHOCTU IO CPAaBHEHMIO C
0OBIYHBIM HampokceHOM. Celyac Tak»Ke paspabaThbl-
BatoTcs fepuBathl HIIBII, BbicBoGOXKAat0IME CYAbOU
Bozopoza (H2S), koTopble B 3KCEPUMEHTATbHbBIX UC-
C/1e[J0BAaHUSAX Ha >KMBOTHBIX J€MOHCTPUPOBAJIU INPO-
THUBOBOCIIAJINTE/IbHbIE CBOMCTBA, HO He BbI3bIBaJIM Ta-
CTPOUHTECTUHA/NIbHOE oBpexaenue [4,5,11,33,34,37].

IIpeBenTUBHBIE cTpaTeruu npu HIIBII-
WHAYIMPOBAaHHOU JHTEPONAaTUH

B HacTosillee BpeMs He CYLIeCTBYeT ClelyaJbHO
pa3paboTaHHBIX u 0/100pEeHHBIX cTpaTeruit
npepynpexgenns pa3sutus HIIBII-uHaynupoBaHHBIX
aHTeponaTuil. Kak yxe ynomunHasoch Bbiie, WIIII
uan H2I'B, yacto HasHadaeMmble coBMecTHO ¢ HIIBII,
cnoco6Hbl 3PQPEKTUBHO CHUXKAThb TOJIBKO YaCTOTY
MOBPEX/JeHUN ’KelyZka M TNPOKCUMaJbHOM YacTH
12-nepcTHOM KULIKU. K coxkaieHu10, B 4 McC/ieJOBaHUSX
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c npuMeHeHreM BK3 6b1/10 moKa3aHo, YTO y JIUI, Jaxe
¢ HuskuM puckoMm HIIBII-racTpogyoseHonaTuit npu
coBMmecTHOM npuMeHenuu HIIBII u UIIII noBpexaenus
TOHKOM KHUILKU BBIBJASJIUCE B 55-75% Bcex ciydyaes
[7,8,9,23]. Bosee Toro, HeJaBHUE HCCAEOBAHUSA
Ha TIpbI3yHax MpeAnosokuad, 4yto npuem WIIII
cnocobed yxyaumaTtb TedyeHue HIIBII-aHTeponaTuil B
GoJiblllell CcTeleHH, 4eM OKasblBaTb IPOTEKTHBHbIE
adpdekTsl. Y kpbic, noaydaBuux MIIIl (omenpason
WM JlaHcompasoJ) npu JyiedeHuu HIIBII (HampokceH
WJIA 1eJIeKOKCUO) pa3BUBa/IUCh GoJiee BbIpaKeHHbIe
M3bA3BJEHNS KHUIIKU U KPOBOTEYeHHs], YeM Y KPBHIC,
nosydaBuiux Tosibko HIIBII [38]. IIpuem UIIII He Bausia
Ha I1a3MeHHbIH ypoBeHb HIIBII u ux OGuanapHyio
3KCKpeLMIo, a TakKXe He BbI3blBaJl BOCHNAJeHUS WU
nospexzeHusa CO. Tem He MeHee, npuMeHeHue WIIII
CONPOBOX/A/I0OCh  3HAYUTEJNbHbIM  IOBPEXAEHHEM
KUIleyHoW MuKpodJsopel. [lpu 3TOM, Hapsaay co
3HAYMUTE/bHbIM yBeJWYeHHeM 4ucla KoJIMYecTBa
rpaM-HeraTUBHbIX 6GakTepud B TOHKOM KHIIKE,
OTMeyYaJIoCh 3HAYMTe/JbHOe CHIXeHHe 4ucaa Actino-
bacteria. [locsie BoccTaHOB/IeHUS! YpOBHSA Actinobacte-
ria nyTeM BBeJleHUSl CeJIeKTUBHO KyJbTHBUPOBAHHOU
MHUKpOQJIOPbl OT 3J0POBBIX KPbIC, PE3UCTEHTHOCTb

CO k HIBI-uHAyuuMpoBaHHOMY MOBpPEXJEHUIO
TOHKOH KUILIKH TaKxe BOCCTaHaBJINBAJIACh.
Takum  o6pa3oM, NOpoBeJleHHble  UCCJIe0BaHUS
MO3BOJIMJIM  TIPEANOJIOKUTb,  4YTO  HapylleHUusd

KHUIIeYHOW MHUKPOOMOTbI B 3HAYUTEJNbHOM CTeNeHU
oTBeTcTBeHHBI 3a UIIII-nHAYIMpPOBaHHOE MOBbILIEHHE
YYBCTBUTEJbHOCTH K TOHKOKHILIIEYHOMY IOBPEX/JEHUIO0.
B manbpHe#ieM 3Ta rumnoresa Oblaa MOATBEPXKJeHA B
HCCIelOBaHUAX Ha CTEPWIbHBIX Mblllax. [l aToro
coZilep>KMMOe TOHKOM KMILUKH TPbI3YHOB, MOJIyYaBIINX
HIIBIT nn UIII, nepopasbHbIM NyTeM [ePeHOCUJIOCh
B XKKT aByxX rpynn CTepuJibHbIX MbllLIEH, KOTOpbIe
Bnocaenctsun nosaydand HIIBII. Okaszanoch, 4To y
ocobeil ¢ MHUKpPodJIOpOH OT MbIIEH, MOJIYYaBIIUX
panee WIIIl, pa3BuUBajJOCh 3HAYUTEJBHO OOJblIE
TOHKOKMIIIEYHbIX IOBpPEXJeHUH, 4eM Yy ocobedl c
MUKpOdI0pOH OT Mbllel, mosaydaBiux HIIBII [21].

Kak u B cinyyae HIIBII-racTponaTuii, MU30IPOCTOJ
nns npeBeHuuu HIIBII-aHTepomaTuif MUPOKO He
NpUMeHsIeTCs], OCKOJIbKY ellle HeJJoOCTaTOYHO JaHHBIX
B 10J1b3y €ro NpUMeHeHUs N0 3TUM [T0Ka3aHUAM. Bja-
rnason et al. emie B 1989 roay nposeMOHCTpHUpOBa
3HauuTeJbHOe yMeHblleHue HIIBII-uHAyLUpOBaHHOMN
KUIIeYHOW  TNPOHULIAEMOCTH IpPU  NPUMEHEHUHU
MH30IPOCTOJIa, HO TpPaHCHOPMHUPYIOTCA JHU 3ITH
3ddeKThl B KIMHUYECKUE NTPEUMYIIECTBA, 40 CUX NOp
HesicHo. Fujimori et al. mo pe3sysbTaTamM He6GOJ/BLUIOTO
MUJIOTHOI'O MCC/IeZ0BAaHUSA CO0OILAJ O TPeUMyLecTBax
JledyeHus HIIBII-anTeponaTuit MU30IPOCTOJIOM,
noaTBepxgéHHOe pu BKI [6].

B Hacrodwee BpeMms, Tak ke Kak 1 npu HIIBII-
ractponatusax, u npu HIIBII-sHTeponaTusx npogoJi-
»)KaeTcsd usydyeHue 3¢PEeKTUBHOCTH U 06e30MacCHOCTU
MHOTHUX HOBbIX IpenapaToB (HoBble UIIIl, komMOGuHa-
nuu HIIBII + HIII, docdaTuanIxoamuH-accoOUUpPO-
BaHHble HIIBII, NO- u H2S-BricBoGOxAatouie HIIBII),
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MI0Ka3aBUIMX B 3KCIIepUMEHTe U KJMHHUYECKUX HcCie-
JlOBaHUsIX MeHee BbIpa)keHHble [1J Ha TOHKYI KMILKY
[4,5,11,33,34,37].

[lockosbky B mnatoreHese HIIBII-anTeponaTuit
Ba’KHOe 3HaYeHHe UMEeIOT rpaM-HeraTuBHbIe GaKTepUH,
NpPOJOJDKAOTCA  UcclefioBaHUS — 3$PEeKTUBHOCTH
pas3IMYHbIX aHTUOaKTepHaIbHbIX Cpe/CTB
[19,41]. B uacTHOCTH, MOKa3aHO, YTO Ha3Ha4YeHUe
AHTUOMOTHUKOB  ILIMPOKOrOo  CIeKTpa  JeHCTBUA
yMeHbllIasio BblpaxkeHHOCTb HIIBII-aHTeponaTuii, a
y 9KCIepUMeHTa/JbHbIX CTEPUJIbHBIX KPbIC M MbllIeH
HIIBII-anTeponaTuu BooOIe He pa3BuBaiuch [17]. B
TO e BpeMsl ObIJI0 TaKXKe 0Ka3aHo, YTO CTepUJIbHbIE
MBIIIA CTAaHOBUJIMCh 4YyBCTBUTeJbHbIMU K HIIBII-
WH/AYLMPOBAaHHOMY IOBPEX/JEeHHI0 TOHKOH KHIIKU
Iocje KOJIOHMW3aluu UX KulledyHuKa Escherichia coli
uiu Eubacterium limosum, Ho He Lactobacillus acidoph-
ilus [39]. [IpeanonaraeTcs TakKe, YTO MOTEHIIMATBHO
30 deKTUBHBIM IpenapaToM [JIs IpeoTBpalleHus
HIIBII-uHAYLMPOBAaHHBIX  MOBPEXJAEHUNW  TOHKOU
KHUIIKY, YMeHbUIAIIUM KUIIEeYHY0 IPOHULLAeMOCTb U
BOCIaJIeHUE, MOXKET ObITh METpOHU/ja30 [17,41].

[lepcieKTUBHBIM HalpaBJeHHWeM B Ipeaylpex/e-
HUU U JedeHuu HIIBII-aHTeponaTuil sB/sieTCs NpU-
MeHeHHe NPOOGHUOTHUKOB, KOTOPbIE yKe MPOJAEMOHCTPH-
poBasn cBOWO 3)PEeKTUBHOCTb NMPU UHAOMETALUH- U
aCNMpUH-UHAYLMPOBAaHHON 3HTeponaTHU in vitro u
Ha >KUMBOTHBIX Mozessax [21]. B ogHoM U3 uccnegosa-
HUM npuMeHeHue Lactobacillus casei conpoBoxganoch
yMeHbIlIeHMeM TOHKOKUIIEYHbIX MOBpexJeHU (mno
JlaHHBIM BHU/I€OKAICy/JIbHON 3H/A0CKONHUU) Y GOJIbHBIX,
MOJIyYaBLUIMX HU3KUE A03bl acnupuHa [21,39]. Tem He
MeHee, Jl0Ka3aTeJbCTBA MPOTEKTUBHONW POJIM NMPO6U-
otukoB npu HIIBII-sHTepomaTUsx elie oYyeHb CIa0BHI.
JJ1s1 yTOUHeHUsI NPOTEKTUBHOW pOJIM NPOOGUOTHUKOB
Heo6X0JMMbl GOJIblIME XOPOLIO CIJIaHUPOBaHHbIE HC-
C1e[J0BaHUsl Pa3IMYHbIX UX LITAMMOB, ONTUMaJbHBIX
Jl03UPOBOK U NMPOJ0KUTENBHOCTHU IPUMeHEeHHUS.

3aK/odyeHue

TakuM 06pa3oM, MeXaHHW3MbI, JieXkallue B OCHOBe
HIIBII-uHAynMPOBAaHHOTO MOBpEXJEeHUA »KeJylKa U
MPOKCMMa/IbHOM 4acTU 12-mepCTHOW KMILKH, XOPOIIO
M3y4yeHbl U B OCHOBHOM paciiudpoBaHbl. B 60/1b1IMH-
CTBe C/Jy4yaeB 3TH NOBpEeXJEeHUs MOTYT ObITb Ipej-
yOpex/JeHbl WJIM CyLeCTBEHHO yMeHblleHbl NyTeM
yTHETeHHUs KeJyJJOYHOU cekpeluy (4alle BCero - my-
TeM npuMeHeHus UIII). B npoTUBONOJ/I0KHOCTb 3TOMY,
natoreHe3 HIIBII-uHAy1MpoBaHHBIX MOpPaXKEHUM TOH-
KOM KMILKH BBUJY CBOEH C/I0KHOCTHU M3yYyeH HaMHOTO
Xy’Ke U J10 KOHIIa ellje He MOHAT. Ha cerogHAIHUH leHb
MMeITCsl 0Ka3aTeJbCTBA TOTO, YTO Ba)KHBIHA BKJAJ,
B pa3BuTue HIIBII-aHTeponaTHii BHOCAT KUIIEYHbIe
O6aKkTepuHM, eJadb U IHTeporemnaThyeckas peLypKy-
asuus HIIBIL. B otnnuue ot HIIBII-racTponatuii, He
MMeeTcCsl Jl0Ka3aTeJbCTB TOr0, YTO MOJaBJIEHHE >Ke-
JIyOYHOW CeKpelyy CIO0COOHO YMeHbIIATh YacTOTy U
BoIpakeHHOCTb HIIBII-anTeponaTuii. Hao6opoT, 3kc-
NeprMeHTa/lbHble HCC/IeJOBaHUS CBUJETENbCTBYIOT
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0 TOoM, 4To coBMecTHbIM nmpueM HIIBIT u UIIII, BbI3bI-
Basl BbIpaXKEHHble HAapyLIEeHUs CO CTOPOHBI KHUIIEYHOU
MUKpPOOHOTBI, MOXKET YCyTryo/sTb pa3BUTHe U Teye-
Hue HIIBII-anTeponaTuii. [1ocKo/IbKY MmaToOreHeTHUYe-
ckve MexaHu3Mbl pa3BuTua HIIBII-mHAynMpoBaHHBIX
MOopaKeHUN TracTPOAYyOJeHaJbHOU 30HbI U TOHKOH
KHUIIKHA CYLeCTBEHHO OT/IMYAlOTCsl, IPEeBEHTHUBHbIE U
TepaneBTUYeCKHEe CTpaTerud NpU 3TOM NATOJOTHH
TaKXe JO/DKHBI ObITh pasJMYHbIMU. [l1s1 yTOUHEHHUs
3P deKTUBHOCTU HOBBIX CTpATEerui BeJeHus 60JIbHBIX
¢ HIIBII-aHTeponaTHUsMU HEOOXOJUMBI AaJibHelline
vcceloBaHus.
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Pazsinuyve naToreHeTUYECKUX MEXaHU3MOB U CTpPaTeruun
BesieHNd 60s1bHBIX ¢ HIIBII-MHAYLIMPOBAaHHBIMY NOPAXKEHUAMU
racTpoAyo/ZeHa/IbHOM 30Hbl U TOHKOU KUILKH

A.Il. Banabanyesa

B 0630pHO# cTaThe pacCMOTpPEeHbI MEXaHU3MbI, TOCPeACcTBOM KoTopbix HIIBII
BBI3bIBAIOT NOBPEX/IEHHS BEPXHUX OT/EJI0B MHIEeBOT0 KaHasla (PKeJIyLoK U
NPOKCUMaJIbHasl 4acThb 12-nepCTHON KUIIKK) U 60Jiee AUCTATbHBIX OT/AEJI0B TOHKOH
KUIIKU. DTU MeXaHU3MBbI CYLIeCTBEHHO OTJIMYAIOTCA APYT OT APYyra, YTO AUKTYeET
He06X0IMMOCTb IPUMEHEHNS Pa3/IMIHbIX CTPATerui BeJieHns 60bHbIx ¢ HIIBII-
VH/IyLMPOBaHHbIM [IOpPaXKEHHEM BEPXHUX U HHXKHUX OT/,eJIOB 2KelyL04HO-KHUIIEeYHOI 0
TPaKTa, TAKUX Kak npuMeHeHue UIII, naru6utopos LIOI'-2, mpocTaryiaH/iJHOB U UX
CUHTETHYECKHX aHAJIOI'0B, aHTUOAKTEPHAIbHBIX CPEJICTB U TPOGHOTHUKOB, HOBBIX
KOMOMHHpOBaHHBIX penapaTtoB HIIBII ¢ dochaTngnnixonnHoM, OKCHAOM a30Ta U

cybdUI0M BOAOPOAA.

Differences in Pathogenic Mechanisms and Strategies of Manage-
ment of Patients with NSAID-induced Injuries of the gastroduode-

nal area and the small intestine

A. Balabantseva

The article reviews mechanisms underlying NSAID-induced injuries of the stomach and
the proximal portion of the duodenum which have been studied quite well and almost
completely deciphered. In most cases such a damage can be prevented or decreased
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considerably through inhibition of gastric secretion (most often, by using PPIs). Con-
trary to this, pathogenesis of NSAID-induced injuries of the small intestine - due to their
complexity - has been studied much less and not understood thoroughly. Presently,
there is evidence that intestinal bacteria, bile and enterohepatic recirculation of NSAIDs
contribute significantly to the development of NSAID enteropathy. As opposed to NSAID
gastropathy, inhibition of gastric secretion has not been proved to decrease either inci-
dence or severity of NSAID enteropathy. In contrast, experimental researches show that
causing pronounced impairment of intestinal microbiota, combined intake of NSAIDs
and PPIs can aggravate the development and the course of NSAID enteropathy. As patho-
genic mechanisms of the development of NSAID-induced injuries of the gastroduodenal
area and the small intestine vary considerably, preventive and medical strategies in these
pathologies should also be different. Further researches are necessary to specify effec-
tiveness of new strategies of management of patients with NSAOD enteropathy.
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