TOM 7 . HOMEP 3 . 2014

KIMHUYECKAA OCNOXHEHUS

O |_| KOI‘EMATOJIOFI/IH NMPOTUBOOMYXONEBOTO NEYEHMUS

HU3meHeHus KEJAYIOYHO-KHIIE€YHOI'O TpaKTa NMpHU BblCOKOIlOSHOﬁ
XUMUOTEPAINIUU U ayTOJ]OFquHOﬁ TpaHCNJIaHTAUUHU KOCTHOI'O MO3ra
Y NAaUEHTOB C OHKOIr€eMaToJOrn4€CKuMHM 3a00JieBaHUAMU

B.O. Caporcescruil, E.I. Cmupnosa, B.5I. MeavHuvenko

®IBY «HaunoHanbHbIA MeguKo-Xupypruyeckinii LeHtp um. H.W. Muporosa» M3 P®, 105203, yn. HuxHsas Mepeomaiickas, 4. 70, Mocksa,
Poccuitickas ®enepauns

PEDEPAT

[MpakTn4eckn y Bcex 60sIbHbIX C OHKOreMaTonorn4eckuMmm 3a6oeBaHnusaMuy, Nosy4aroLLmxX BbICOKOLO3HYHO XMMUOTepanmo
(BOXT) ¢ ayTonorm4HoOn TpaHcnnaHTaumen KOCTHOro mMo3ara (nepudepmnyeckmx reMono3TMHECKMX CTBOSIOBbIX KIIETOK —
ayToTICK), onpegensatoTcs pasnnyHON CTENEHN BbIPAXXEHHOCTN M3MEHEeHUs1 cO CTOPOHbl XKKT. YkasaHHble M3MeHeHust
(MyKO3UTbI) CYLLLECTBEHHO YXYALLAIOT Ka4E€CTBO XXU3HU NALMEHTOB, CMOCOOCTBYIOT PA3BUTUIO MHIPEKLIMOHHBIX OCIOXKHEHWI
W B psfe crnyyYyaeB MOTyT ObiTb MPUYMHON NeTanbHOro ucxoga. ABTOpPbI, MOAYEPKMBaA BaXXHOCTb MaMeHeHnn XKKT npu
BLOXT c aytoTICK, ocBeLLlaloT 3TMOMIOrMYeCKME U MaToreHeTu4yeckne akTopbl MyKO3UTOB, AT NOAPO6HY0 MHopMma-
LIMO O KIMHNYECKOW OLeHKe, MeTofax UccnefoBaHus, MpounakTuke 1 ev4eHmo JaHHOro OCNOXHEHWUS TpaHCMIaHTauum y
nauMeHToB C OHKOremMaTtosiormiyeckummn 3abonesaHmnsamun.
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ABSTRACT

Different gastrointestinal disorders with different degrees of severity are diagnosed in almost all oncohematological patients
receiving the high-dose chemotherapy (HDC) with autologous bone marrow transplantation (transplantation of peripheral
hematopoietic stem cells). The mentioned disorders (mucositis) significantly impair the quality of life, promote the development
of infectious complications, and, in some cases, can cause a lethal outcome. Authors emphasize the importance of GIT
disorders due to HDC with autologous bone marrow transplantation, present etiological and pathogenetic factors of mucosites
and give a detailed description of the clinical evaluation, test methods, prevention and treatment of such transplantation
complications in oncohematological patients.
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B.0. CapxeBcKuii  ap.

BBEJAEHNE

Namenenuss J)KKT Ha hoHe BBICOKOLO3HOH XHMHOTEpPAruu
(BIXT) c ayroJsiornuHo# TpaHCIIaHTalMel KOCTHOTO MO3ra
WM TleprU(epHIeCKHX IeMOMO3THUECKHX CTBOJIOBBIX KJIETOK
(ayroTI'CK) siBnsitoTcst  camMblM — YacTbiM  OCJIO?KHEHHEM
JIAHHOTO MeTofia JIeUeHHsl Y TIallMeHTOB C OHKOreMaTOJIOTH-
YeCKUMH 3a00JIeBaHUSIMU. DTH OCJIOKHEHHST B GOMBIITHHCTBE
CJlydaeB H3MEHSIIOT COCTOsIHHE GOJIBHBIX, IBASIOTCS TIpeapac-
roJiaraloliiuM  (GakTopoM /IS pa3BUTHsI HH(EKIHH 3a cyeT
HapylleHHs 6apbepoB CJAU3UCTBIX, MOTYT CJIYKHTb MPHIHHON
JieTaJIbHBIX HCXOIOB. B mpodeccrona bHoOl cpelie oHKorema-
TOJIOTOB ¥ OHKOJIOrOB Juisi o603Hauenust uamenenn#t YJKKT Ha
(hoHe XMMHOTepaIMK YacTo MCIOJb3yeTCs] TEPMUH «MyKO3UT
causuetbix  o6osiouek JKKT». B dopmanbHoM  cmbicie
CJIOBO «MYKO3MT» 06G03HauaeT BOCMaJieHHe CJM3HCTOH, HO
C TOYKH 3peHHsl MaToreHe3a M3MeHeHHH CJU3UCTON Ha (hoHe
XMMHOTepaNnK MopasyMeBaeTcsi Haluuue GoJiee MIMPOKOro
CrieKTpa TaToJIOTHUECKHX cocTosiHui. [lanee, He o6cyxKnas
TPHEMJIEMOCTb  YTIOMSIHYTOTO ~ TePMHHA, HeOOXOIUMO 3a-
METHTb, UYTO KJIMHHYECKHE TIPOSIBJIEHHsT MyKO3MTa 3aBHUCST
OT JIOKAJIU3aluH TIopazKeHHsl CaN3UCThIX B npenenax KT
B 3T0#i CBsI3M MOKHO BBIIEJUTD MyKO3HT CJIM3UCTOH 060JI0UKH
TOJIOCTH pTa M MyKO3UTBI HHOH JioKasn3atui. Hanbosee ns-
YUEHHBIM SIBJISIETCS] MYKO3UT CJU3UCTOH OGOJIOUKH TIOJIOCTH
pTa, camMblM YacThIM KJIHHHYECKHUM TIPOSIBJIEHHEM KOTOPOTO
6biBaeT 60Jb. OOGLIENPUHSTOrO JeJeH s MyKO3UTOB JIPYTHX
otnesioB JKKT ne cyuiectByer. B smureparype Berpeuatores
pasJMyHble TEPMHHBI: <MYKO3HT CJH3UCTOH TIHIIEBOIA»,
«330(haruT», «racTPOMHTECTHHAJLHBIE MYKO3UT», «3IHTe-
POKOJIUT», «Juapesi» (Ha (oHe XUMHOTeparuu), <MyKO3HT
HkHUX oTesnoB YKKT». Kaunnuueckue nposiBiieHus: Myko-
3UTOB JIPYTUX JIOKaJIM3aluii — 60Jb, HapyllleHue IJIoTaHHs,
u3MeHeHus ctyna, kpopoteuenust U3 JKKT. Crenenb TsKecTn
KJIMHAYECKUX TPOSIBIEHUI MYKO3HTOB CJIM3HCTBIX 060JI0UEK
JKKT (nanee — myxosumnior) MoyKeT BapbUPOBATD B IIMPOKUX
npenesax — OT JIErKoH (KIMHHYECKH He3HAYNMOH ) IO yrpo-
JKatolel KusHu. [IpHHIMMBI OLleHKH TSKECTH MYKO3WTOB
TIPUBEJIEHD] B COOTBETCTBYIOIIEM pasJIeJe.

ATUONOTNYECKUWE U NATOTEHETUYECKWUE ®AKTOPbI

W3MEHEHMI XKT NPU BAXT U ayToTrCK

OcnosHolt npuunHoi uamenenuit JKKT y GosbHbIX, nocTtyna-
totux st npoefaenust BIIXT u ayroTI'CK, siBasiiorest 1u-
TOCTaTHYECKHUe TpernapaThl, BXOJSIINE B pescUM KOHOUYUO-
HUPOBAH LS WIN UCTIONB3YIOLIHECS Ha dmane mobuiusayuu
neprugepuyeckKUX TeMOMOSTHUECKHX CTBOJIOBBIX — KJIETOK
(I1I'CK).  loroJHUTebHBIM — OTSTOLIAIONIM  (haKTOPOM
6biBaeT 06/ yueHre B COCTaBe pexnMa KOHIUIIHOHHPOBAHHSI.
Takke MMelOT 3HaUeHHe BO3pAacCT, T0J MalleHTa 1 HaJHune
COIYTCTBYIOLLEF MATOJOTHHU.

Myko3ut cnusncteix 060n04ek KT n mo6unn3aynsa
nepuehepu4ecknx reMona3THYeckux CTBONOBbIX KNETOK

Co6op T1I'CK wyatiie Bcero ocyiiecT/sieTcst 3a HECKOJBKO
MecsilieB WK paHee jio BeinosiHenust aytoTT'CK. B tex penxnx
caydasix, koraa mo6usmmsatust [ II'CK ¢ momottiibio iptoctaTnye -
CKHX TTPerapaToB TPOBOJUTCS HEMOCPEICTBEHHO TIepes] TpaHe-
TJIaHTalel, MyKO3UT Pa3/IHIHON CTeTeHH TSKECTH MOKET pa3-
BHUBAThHCSI IBAKIIB! B TEUEHHE OTHOCHTEIBLHO KOPOTKOTO BpeMeHH
(nmocsie xumuoTepanun stana mobuansatmu 1 nocie BJIXT c
ayroTI'CK). Han6osiee yacto ncrnoJsib3yemMble XAMUOIPeENapaThbl
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st mo6uimsaipu [1NCK — 1wpknodocdamun 1 stonosus.
BoamozkHo ux coueranue [ 1] uin npumMeHeHne B KOMOUHALH
C JIPyTMMH LIUTOCTaTHUECKUMH nipenapatamu [2]. Kmvnnyecku
3HAUMMBIH MYyKO3WT pa3BMBAeTCs TVIaBHBIM 06Gpa3oM Mocje
BBe/leHHs1 sTono3nza. [lo3a 3Tono3nna B MOHOPEXKHME MOKET
KoJ1e6aThest B HMpoKux rpeaesnax — ot 600 (cpennue 103b1) [ 3]
710 2000 mr/m?2 (Bbicokme 103b1)[ 1, 4]. MicrnossaoBanye BLICOKHX
103 STOTIO3H/IA BCETIa CBSI3aHO C KITMHHUECKH 3HAUMMOH TOKCHY -
Hoctbio PKKT, B 4aCTHOCTH ¢ MyKO3UTOM CJIH3UCTOH 060JI0UKH
MOJIOCTH pTa U II0TKK ). KoMOHHALMST BBICOKHX J103 3TOMO3KA
(2000 mr/m?) 1 ikodocdamuta (6000 Mr/m2) o6nanaer ele
60J1ee BbIpazKEHHOH TOKCHIHOCTBIO (J1€TANILHOCTD, CBSI3aHHAsT C
JnedenueM, coctapasieT 2,5 %) [1]. MissecTHo Takske, 4To He-
noJsib3oBanue sronosuaa st moouansaumu [1I'CK ycunmipaer
cTerneHb TsKecTH MyKkosuta nocsie ayroTI'CK B cpaBHeHun ¢
TeMH CJTydasiMi, KOTJIa MOOWJIH3ALHST OCYIIECTBJISAIACH TOTBKO
C TIOMOIIIBIO TPAHYJIOLUTAPHBIX KOJOHHECTUMYJTHPYIOLIUX (pakK-
TOpoB [5].

Pexum KOHZNLNOHNPOBAHNA W MYKO3NT CIM3NCTbIX 060109ek XKT

BeposiTHOCTL  BO3HMKHOBEHHsT (haTa/ibHbIX MYyKO3HTOB
Hapsiy C JIpyruMu Tokcuueckumu addexkramn BIXT ssis-
eTcsl (PakTopoM, OrpaHUYHBAIOLIMM 3CKaJaLMI0 103 LHUTO-
CTAaTHYECKHUX NPenapaToB B PexKUMax KOHAMLIMOHHUPOBAHHUS
MpU  AyTOJIOTHYHBIX TPAHCIJIAHTALMSX KOCTHOTO MO3ra.
OMnupuuecku mnopoOpaHHble J03bl XHMHONpENapaTtoB B
100 % ciyuaes BhisbiBaloT noBpeskieHne cansuctbix KKT,
HO B a0COJIIOTHOM OOJIBLIMHCTBE CJIy4yaeB yxKe He SBJSIOTCS
MPUUMHON JIETAILHOTO HCXOJ1A.

B Hacrosiiee BpeMmsi CJI0)KHO BBIIEJIUTL KaKoH-s160
13 COBPEMEHHbBIX PEKUMOB KOHAMLMOHMPOBAHHUS, OKAa3bl-
BalOLLKUX Haubosiee TsKeN0e TOKCHYECKOe BO3JIEHCTBHE Ha
camzuctyto KKT, BBULy OTCYTCTBMSI paHIOMH3MPOBAHHbLIX
MCCIe/I0BaHUH 10 IaHHOH TeMe U e/IHHbIX KPUTEePUEB orpejie-
JICHUS! TS2KECTH MyKO3HTa.

Bricokne 1036l Mendanana (200—220 mr/m?) Kak Hau-
6oJiee 4acTO UCTOMb3YIOLLHUHICS PeXKUM KOHAMIIMOHUPOBAHHUS
MPY MHOKECTBEHHOH MHEJIOME BbI3bIBAIOT TsI2KeJble MyKO-
3uThl y 21 —46 % GoabHbIx [6, 7]. lo6aaenue Gycybhana
B j103e 9,6 Mr/kr k Mendanany (140 mMr/m?) He IPUBOIUT K
3HAUUMOMY YBeJIMUeHHIO cJIydaeB MyKO3HUTOB [8].

Pexxum BEAM (kapMycTHH, 3TOMO3W, UMTapabHH |
MeJsasiaH) Kak «30J10TOH CTaHAApPT» KOHIMLHMOHHPOBAHHUS
npu JuM@oMax MoxKeT ObITb PUUMHON TAXKEJbIX MyKO3UTOB
y 42—63 % 6GoabHbIX [7, 9]. 3amMeHa B 3TOM pexKuMe MeJi-
(hamana Ha LHKIO(oChaMu (perKUM KOHIMLIHOHHPOBAHHUS
BEAC) cHuKaeT 4acTOTy pAa3BUTHS TSXKEJBIX MyKO3UTOB ¢ 63
10 28 % [9]. Onnako BEAC yerynaer BEAM nipu cpaBHeHuu
nokagareJiei 06111elt U 6e3peliuMBHON BbzknBaemocTH [ 10].

Yacrora Tsekenbix ocsoxkHeHuid YKKT npu ucnosbzo-
Banuu pexknma BuCyE (6ycynbdan, unkiaodocdamus, 31o-
MO3MJ1) OKasaJiach CXOJHOH ¢ TakoBo# mnpu pexkumMe BEAM
[11]. TTpu sTom Mennanbl 06111 1 6eCCOOBITHITHON BbIKHMBA -
€MOCTH TaKxKe CTaTHCTHYECKH 3HAYUMO He OTJIMYAJIHCD.

MurepecHo, uTo BHYTPHBEHHOE BBeleHHe OycyJbdaHa B
pexkume BuCyE MoxkeT ObITb MPeNoYTHTE/LHBIM B CPABHEHHH
¢ npuemMoM Oycysb(aHa BHyTpb. [Ipu BHYTPUBEHHOM MyTH
BBe/leHHs1 GycyJib(haHa 4acToTa MyKO3UTOB HU:KE, MPH 3TOM
nokasatesi obuie, 6e3pelIMBHON BbRKHBAEMOCTH U CMEpT-
HOCTH, He CBSI3aHHOH C pelJInBOM, 3HAUUMO Jiyutiie [ 12].

Wcnonb3oBanne TtoranbHoro obusydennsi tesna (TOT)
B coyetanuu ¢ BJXT yBesuuuBaer yactoTy M oTsirouaer
TeyeHrne MykosuToB. TOT + BblcOKHe J103bl TOMO3MAA H
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Xenyno4Ho-Kuweykble ocnoxuenus BAXT n aytoTICK

1pKaoochaMuIa BbI3BIBAIOT TsXKENble MYKO3HTBI TTOJOCTH
pray 98 % Goabhbix [ 13]. Couetanue paamouMMyHoTeparnim
¢ BJIIXT nosBoJisieT CHU3UTH J0JII0 TSZKEJIbIX TIOBPEXKIeHNH
cauzuctoit JKKT Ge3 norepb B npoTHBOOIMyX0JEBOM 3hheKTe.
Tak, Mpu HWCMoJMb30BaHUN paJHOKOHbIOraTa HGpUTYyMOMaba
THyKceTaHa B codyetanun ¢ BEAM (pexxum Z-BEAM) B
cpaBHeHHHN ¢ pexknMoM TOT+ BbICOKHe 103bI 3TOMO3HAA U
1pKaoochaMuIa BBISIBASETCS 3HAYUMO MeHbIlee YHCIO
MYKO3UTOB TIPH CXOJHOM TloKa3artese Ge3pelniiBHON
BBDKHBaeMOCTH U GoJiee BBICOKOM MoKa3zaTeJje 0O6lIell BbI-
YKMBAEMOCTH 3a CUeT 3HAYUMOT0 CHUKEHHUS JIeTaNbHOCTH, He
CBsI3aHHON ¢ pelinBoM [ 14].

IMarorene3 myko3nta can3nctoix o6onoyek XKT npn BXT
u aytoTICK

M3yueHne rmnaToreHesa MyKO3HTOB, CBSI3aHHBIX C
MPOTHBOOIYXOJIEBBIM JIEUeHHEM, B HACTOsIIIlEe BPeMsi HMeeT
He TOJIbKO TeOpeTHUecKkoe, HO W MpaKTHYECKOe 3HaueHHe.
3a ucrekiiee fieciTHIETHE ObIIH MOJIyYeHbl HOBbIE IaHHbIE,
HU3MEHUBIIIHE B3IVIs HA MTATOTE€HE3 ITOI0 OCJOKHEHHS H TTOJ1-
XOJIbI K €r0 JIEUEeHHIO.

McTopuuecky pasBHTHE MYKO3UTOB CBSI3bIBAJIOCH C
HENMoCPEe/ICTBEHHBIM [IUTOTOKCHUECKHM JIeHCTBHEM XUMHO-
npenapaToB UJIH JiydeBOK TeparuH He TOJIbKO Ha OMyXoJieBble
KJIETKH, HO W Ha ObICTPO JEJSIIHeCs HOPMAJIbHbIE KJIEeTKH
(B 4aCTHOCTH, 3MUTENHANbHBIE KJIETKH). [laToreHeTnueckas
LIeMoYKa pa3BUTHS MYKO3HMTa COCTOsIIa H3  CJIEIyHOIINX
3BEHbEB: XUMHOTIpenapar u/uim Jiyuesoe BozjieiicTBHe —> He-
cnennduieckoe noppexaenre JIHK knerok moaciusucroit
OCHOBBI —> TMpeKpallleHHe MpPOoLEeCccoB (PU3HOJIOMHUECKOH
pereHepalyu 3MuTesus > o6pa3oBaHue sI3Bbl —> KOJIOHM-
3alus GakTepHasbHONH (JIopbl —> BTOPUYHAS HHMEKIHS
H3bA3BJIEHHOH CJIM3HCTON. MIMEHHO BTOpHYHAs HHMEKIHs
OblJIa onpeesioniM (akTOPOM B Pa3BUTHH MYKO3UTa, €ro
JUITEILHOCTH W MEPCIIEKTHB HaJiedeHus. B CBsI3H ¢ 5THM My-
KO3WT pacCMaTpHBAJICS KaK UCKJIOUMTENLHO HH(EKIIMOHHBIH
nporece, 4To MPenoarajo COOTBETCTBYIOLIYIO JeueOHyH0
TakTHKy. B Hacrosiiiiee Bpemsi 10KazaHO, 4TO HMH(EKIIUs

CJIY?KHT BTOPOCTENEHHbIM (PaKTOPOM B Pa3BUTHH MYKO3HTa,
a MPOTHBOMH(MEKIMOHHBIN BEKTOP He CUUTAETCS] OCHOBHBIM B
JieueOHOMN TaKTHKe.

CoBpeMeHHble  MCCJICIOBAHUST  NaToreHesa  MyKO3MTa
MoKa3aJu, 4To elle /10 Pa3BHTHS KaKUX-JHOO KJIMHMYECKHX
TMPOSIBJIEHHH MyKO3UTOB MepBble MOpP(OJIOTHIECKHe H3Me-
HEHHUs1 BBISBJSIOTCS B MOACH3UCTON ocHoBe. [ToBpexneHue
IHJI0TEHANIbHBIX KJIETOK, anontos (Gpuépob/1acToB pasBuBa-
FOTCS TOpas/io paHblile THOENH ANUTeHOIUTOB [ 15]. JlaHHbIH
(haKT MOCITYKHJT OCHOBAHHEM MPEJITIOJI0KNTh, YTO Ha3BaHHbIE
BbIlLe KJIETKH MOJACJU3UCTON OCHOBbI OKa3bIBAIOT BJMSIHHE HA
pa3BUTHE SMUTENHABHBIX KIeTOK. B mocsenytouiem Oblio
JIOKa3aHO, YTO IHIOTEJIMOLMUTBI MPOLYLUPYIOT MOJIEKYJy, Ha-
3BaHHyl0 hakTopoMm pocra KepatuHoiutoB (PPK), koropas
CJIy?KUT TPUITEPOM POCTa W JU(PPEPeHUHPOBKH SMTUTENHO-
uutoB [16]. Tlpsimass mudpdysuss ®PK ns suporesnmronnton
onpejeJisieT HopMaJlbHOE PA3BUTHE STUTEHAJIBHOTO TOKPOBA.
CooTBeTCTBEHHO THbe b  TOACAM3HCTBIX  IHAOTEJHOLUTOB
MPUBOJUT K MPEKpaleHHIO MOCTYMJIeHHsT (PU3HONOTHUECKUX
CHMTHAJIOB PAa3BUTHSI SMUTENHS], K €r0 HCTOHUEHHIO H 00paso-
BaHHIO A3B. Ellle OIHUM BaXKHbIM OTKPBITHEM JUISl TOHUMAHHSI
naToreHesa MyKO3HWTOB CTasl JlaHHble O POJIM MPOBOCHAJIH-
TeJIbHBIX LIUTOKMHOB B Pa3BUTHH JAHHOTO OCJIOXKHEHHsI. ¥Ypo-
BeHb MPOBOCHAJUTENBHBIX [IMTOKHHOB — (haKTopa HeKpo3a
onyxosn (TNF), unrepaseiikuna-6 (I1L-6), untepieiikuna- 13
(IL-1b) — noBbIlIaeTcs elile JI0 TOro, KaK BhISIBJSIIOTCS MOP-
(hosorruecKye N3MeHeHNsT TKAHEH STTUTeJHSI.

[TosyueHHbIE HOBbIE JaHHBIE MTO3BOJIM/IN BLICTPOUTD Ma-
TOreHeTHUECKYIO MOJIeJIb Pa3BUTHs Myko3uToB [ 17]. lannas
MOJIeJIb  TperiosaraeT psil  [0C/eI0BAaTEeNbHbIX — CTaui
(rabua. 1).

Bnusune nHghekynn, Bo3pacta, nona, reHeTHYeCKnx
0CO6eHHOCTEN M CONyTCTBYHOLYEH NaTONOruN Ha Pa3BUTHE
ocnoxHernint XKT npu BAXT n aytoTICK

[Tpucoennnenne nHMEKIMH HA GOHE TTOBPEXKIEHHS CJIH-
3UCTOH yxKe ynoMsiHyTbIMH (i)aKTOpaMH MO>KeT 3HAaYHUTeJIbHO
VTSKENUTh NMPOsiBIeHNsT MyKo3nuTa. CrieKTp HH(EKIMOHHbIX

Tabnuua 1. Ctagmm natoreHesa Mykosuta

Cragus

XapaktepucTuka

HadqanbHas cragus .
(MHULMauws) .

[psimoe fencTBMe NOBPEXAAOLLEr0 (hakTopa (XMMUOTEpanus u/unn yyesas Tepanus) > 3MeHeHue cTpykTypsl LHK
BbicTpas knetoyHas rubenb 6a3anbHbixX ANUTENNOLMUTOB, KNETOK NOACAU3UCTONM OCHOBbI, 3HAOTENMOLUTOB (0CO6EHHOCTb —

KNOHOTeHHaA KeTo4Has rubenb Habio[aeTca TOMbKO Y HE60MbLIONO Y1CNa MOBPEXAEHHbIX KNETOK U He ABNAETCA AOCTATOYHO,
4TO6bI B MOCAEAYOLLEM ONPEeSeNnTb BCE KIIMHUYECKNE NPOSBIEHNS MYKO3MTA)

*  CHumxeHue cuHteza ®PK

* (6pa3oBaHine CBOOOHbIX KNCITOPOAHbIX PAANKANoB — NOBPEeXAEHNe coeanHnTeNnbHON TkaHu, [HK, KneTo4HbIx Mem6paH,

CTUMYNALMSA MaKpOharos

OTBET Ha NepBuYHOE o
noBpeXaeHNe

[ncperynsumns reHoB, 0TBEYAKOLLMX 32 CUHTES MPOBOCMANMUTENbHBIX LNTOKUHOB (MEXaHU3M: NoBbIeHne Ha dhoHe BOXT ypoBHa
afepHoro dakropa kanna-B (NFxB) - aucperynaums reHos - nosbileHne yposHs untokuHos [TNF, IL-6, IL-1b])

e AkTMBaLMs YHKLMN reHoB cemeiicTBa BCL-2 (mexaHu3m: noBbilweHue koHueHTpauun NFxB — akTuauus reHos cemerictea BCL-2

-> YCKOpeHwe anonto3a)

* YcKopeHue anonTo3a no KepammaHoMy nyTi (MexaHu3M: NoBbILeHne Ha poHe BOXT akTMBHOCTY CCOUHTOMUENNHASDI 1

KepamuicuHTeTasbl = YCKOPEHWe anonTo3a)
lMepenaya curHana ©

Peannsaums kackaza co6bITWil, 3anyLLEHHbIX Ha CTaANAX MHULMALMN U OTBETA HA NEPBUYHOE NOBPEXIeHUE

*  V)Ke MOBbILIEHHAS KOHLEHTPALNS NPOBOCMANNTENbHbIX LIUTOKMHOB (B YacTHocTH, TNF) akTuBnpyert, B cBoto 04epedb, NF«B 1
CCOMHrOMMENHa3y U BHOBb 3anycKaeT Lienb COObITUIA, NPOMCXOAALLMX B CTaAMM 0TBETA HA NEPBUYHOE NOBPEXAEHME

* YcuneHue NOBPeXAAtOLLEro JeicTBIS HA TKAHW, YBENUYEHNE NPOLOMKUTENLHOCTY TKAHEBOI MMOEN B TEYEHWNE HECKONbKIX AHEN
y)Ke Nocne 0KOHYaHUs NPOTMBOOMYX0EBOIA TEpanun

3bszBneHne e (6pa3oBaHue 238
e [lpucoennHeHne BTOPUHHON NHEKLN

e CTUmMynAauns cuHTe3a NPOBOCNANUTENbHBIX LUTOKUHOB NPOLYKTaMU 6aKTepUanbHOI KIETO4YHOI CTEHKU — yCyrybneHue

KIUHUYECKON KapTUHbI MyKO3UTa
3axXuBneHue 3

Mponudepauns n aucdepeHLNpoBKa aNUTEIMOLMTOB

e CuHTe3 oubpobnactamu LMKNOOKCUTeHasbl-2 - CTUMYNIALMS aHrMOreHe3a —> YCKOPeHWe BOCCTAHOB/EHUS MOACIU3UCTON OCHOBBI
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BO30yIMTeNel W KJIMHHYECKMX OCOOEHHOCTeH HW3MeHeHHH
JKKT, cBszannbix ¢ uHdekunein nocae ayroTI'CK, npu-
BesieHbl HKe B pasi. «Mamenenuss JKKT nocne BIXT wu
ayToTI'CK, cBsizaHHble ¢ HHDEKIHEN .

Bospact natmenTa, Kak TO HH CTPaHHO, HE SIBJSETCS
OTSITOLIAIOLIMM (PAKTOPOM B PA3BUTHH MYKO3HUTA. DTOT (haKT
JIOKa3blBAETCSI B HECKOJIbKMX HMCCJIEIOBAHUSIX, HM3y4aBLINX
0COOEHHOCTH MYKO3MTa Yy MalMeHTOB, MOJy4aBLUMX pas-
JIMUHBIE PEXKUMbI KOHAUIIMOHUpOBaHus [7, 18].

YacroTa pasBUTHS MyKO3UTa 3aBUCHT OT 110J1a MalHeHTa.
Tak, B 0lHOM M3 HCCJIeOBaHHH, BK/IouaBlieM 148 60JbHBIX,
KOTOpbI€ M0J1y4aJ/Ii B KAUeCTBE PezKUMa KOHAULIHOHHPOBAHHSI
BBICOKOZIO3HBIH Mejiatan uin BEAM ¢ mnocnenyromien
ayroTI'CK, MyKo3UT craTHCTHUECKM 3HAYMMO yallle pa3BH-
Basics y xenumH (86 n 60 % coorsercTsenno). [Tokasatenn
TSKECTH MYKO3HTa M €ro MpOLOJIKUTEJbHOCTH TakKe OblIH
BbIllle B >KeHCKOM romyasiiu [ 19].

He uckmioueno, uro tsokecTh Mykosurta mnocie BJIXT
u ayroTT'CK moxker 6bITh 00yc/oBJieHa TIeHETHUYECKUMH
0COOEHHOCTSIMU TauueHTa. B rpynne GoJIbHBIX ¢ MOJHMOP-
tdusmom reHoB GSTMI w GSTTI (aBTopbl HcCCIEIOBANH
HaJlMuue JeJIelil) TsKesible MyKO3HTBI 10c/1e TPOBeeHH s
ayTOJIOTUYHOH TpaHCIIaHTalHKi Pa3BUBAJIMCh CTATHCTHYECKH
snaunmo uatie (71 %), yeM y maiueHToB 6e3 yKazaHHbIX H3-
menennit (56 %) [20].

Hasnuue comyTcTBytollell naTolorii noyek MM Hapy-
IIeHHe MOYeuHOH (PYHKIMH Y MallHeHTOB CO MHOXKeCTBEHHOH
MHEJIOMOH  YCyryOJIsiioT TS’KeCTb MyKO3UTa. ¥  GOJIbHBIX
MHOKECTBEHHOH MHEJOMOH, MOJydyaBIIuX MeJcanan B
noze 140—200 mr/m2, BbIsSIBJICHA CTATHCTHUCCKH 3HAYHMAST
npsiMasi KoppeJisilisl Mex1y YPOBHEM KpeaTHHHHA W cTe-
MeHbIO TSXKeCTH MyKo3uTa rosiocty pra [21]. Baaumocssab
MesKIly CHHJKeHHeM Kupenca KpeaTunuHa (< 60 ma/mMun) u
yBeJIMdeHHeM TsKeCTH MyKo3uTa HixKHUX 0TesoB JKKT (aH-
TEPUT, KOJIUT) Obljla JI0Ka3aHa ellle B OJHOM HCCJIe0BAHHUH
[22]. MyKo3uT npoTekas Tak:Ke 3HAUUMO TsKeJsiee Y Mallu-
€HTOB C TIJIOIIA/bI0 TIOBEPXHOCTH Tesia MeHee 2 M2 Doisee
Jierkne (popMbl MyKO3HTA OTIPEIEISIINCh y GOMBHBIX ¢ GoJlee
BBICOKUMH T10Ka3aTeJIsIMH YPOBHS a/lbOYMHHA CbIBOPOTKH.

KJINHWYECKAS OLIEHKA W METO/1bl UCCNIE[JOBAHNSA

W3MEHEHWIA XKT NPV BAXT U ayToTrCK

Knuunyeckasn oyexHka cumMnTomMoB Myko3nuTa cian3nctbix XKT
KJII/IHI/I‘{eCKI/Ie NPOsIBJIEHUST MYKO3UTOB B 11€J1I0M OZLH006-

pasHbl 1 0OBIYHO He 3aBHCAT OT BHJl@a MPOTUBOOITYXOJIEBOT'O

JIeUeHHsd BBHUAY YHHUBEPCAJIbHOCTH TMATOr€HETHYECKUX Mexa-

HHU3MOB. BUJl 1 MFHTEHCHBHOCTB MPOTHBOOITYXO0JIEBOTO BO3JIEH -
CTBHUSI ONPEJIEJISIOT TJIaBHbIM 00Pa30M TSKECTb MPOsIBJICHHH
MyKo3uTa. K 0OCHOBHBIM KJIMHMYECKMM TPU3HAKAM MyKO3HTa
OTHOCSITCS 0OJb B TOJIOCTH PTa PasHYHON HHTEHCHBHOCTH,
CYXOCTb BO PTY, HEBO3MOXKHOCTb aIeKBATHOTO pHeMa THILH,
60JIb B SMUracTpUH H OKOJIONYMOYHOH 006J1aCTH, B3IyTHE,
TSKECTb B JKUBOTE, YACTbIH KUIAKHH CTYJI, CHMITOMbI 2KeJy-
JIOYHOTO MJIH KHILEYHOTO KPOBOTEUEHHsI, Nape3 KULIeUHHKaA,
JIMHaMMuecKasi KulleyHasi HerpoxoiuMocTb. [Ipu ocmotpe
MOJIOCTH PTa KIMHUYECKHE MPOSIBJEHHS MOTYT BapbUPOBATh
OT JIETKOH TUIepeMUH 110 00pa3oBaHUsi OOLIMPHBIX CJIH-
BalOLIMXCS 5I3B, B T. Y. MOKPHITbIX (PUOPHHOBOK MJIEHKOH.
Kpaitnnm nposiBiienneM MyKo3uTa ObIBaeT 061IHPHBIN HEKPO3
CJIM3UCTBIX, KaK MPaBUJI0 3aKaHUMBAIOLLMIACS JIeTa/lbHBIM HC-
XOJIOM. ¥ MalKMEHTOB C HEHUTPOIEHHEH BBICOK PUCK PA3BHTHS
cercuca, 4acTo 1e6THPYIOLLETO € CENTHYECKOTO LoKa.

JI7151 OLLeHKH CTeNneHH TSXKECTH MYKO3HTOB MPEI0KEHO
MHOKECTBO PA3JIMUHBIX KPUTEPHEB M LlIKaJ. BosbLIMHCTBO
LIKaJ MOCBSALLEHO OLEHKE CTENeHH TSKeCTH MyKO3HTa CJIH-
3UCTOH 0OOJIOUKH TOJIOCTH PTa.

[Ipu onpeneseHUH TSXKECTH MYKO3UMA CAUBUCMOU
oboaouKku nosocmu pma HUCMOJb3YIOTCS B OCHOBHOM
nge tikasbl: mkana rokenaHoett NCI CTC (National Cancer
Institute — Common Toxicity Criteria) u xkpurepun BO3
[23](Taba. 2).

Ha puc. 1—3 npuBeneHbl HaIIOCTpaliid, COOTBETCTBRY-
IoLHe MYKO3UTaM Pas/IMYHON CTEMEeHH TSXKECTH COrJIacHO
kputepusim NCI CTC u BO3.

Pue. 1. MykosuT nonoctn prta | ctenenn (rmnepemusi CnusvcTomn
060/104KM MOIOCTYH pTa)

Tabnuua 2. Kputepum CTeneHn TaXXecT MyKo3UTOB MONOCTU pTa

Knuxuyeckue nposBnesus

CTeneHb Llikana NCI CTC
TAKECTH Knunuyeckas DyHKUNOHaNbHas Kputepun BO3
| [Mnepemus cAM3NCTON 060104KN MuHUManbHble CUMNTOMBI, MATaHUE HE HAPYLLIEHO; MUHUMANbHbIE HApyLeHUss  Bone3HeHHOCTb, runepemMus
[bIXaHWS, He OrpaHN4MBatoLLmMe (HN3NYECKYH aKTUBHOCTb CNN3NCTON
Il EAMHWYHbIE 3p03UN CI3NUCTON ECTb CUMNTOMBI, HO BO3SMOXHbI NPUEM MULLYW W FNOTaHKe, TpebyeTes Hann4ne 238, BO3MOXHOCTb
060104KK V3MEHEHNe [UETbl; HAPYLWEHUS [bIXaHus, NPOSBSIOLNECS NPK npuema TBephoi N
(pr3n4ecKoii Harpy3Ke, HO He OrpaHNY1BAIOLLNE eXXEAHEBHYI0 AKTUBHOCTb
11} MHOXXeCTBEHHbIE CNUBAKOLLMECS HeBO3MOXEH afieKBaTHbIA NPUEM MIALLM 1 XKMAKOCTI YePes3 PoT; HapyLLeHNs Bo3moXHOCTb npuema
3p031K, JIErkKo KpOBOTOHALLME [bIXaHWS, OrPaHNYUBALOLLNE ©XEAHEBHYH0 aKTUBHOCTb TONbKO XNAKON NULLKA
MPU MUHUMASbHOI TPaBMeE
I\ Hekpo3 TkaHeit; yrpoxaroLme )Xu3Hn CuMNTOMbI, CBA3aHHbIE C OMACHBIMU NN XU3HU NOCNEACTBUSMU [uTaHne HeBO3MOXHO
CMOHTaHHbIE KPOBOTEHEHUS
V CmepTb CmepTb —
346 KJIMHUYECKAS] OHKOTEMATOJIOTHS.

09.10.2014 16:08:14



®
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Puc. 2. Myko3unT nonoctu pta Il cTeneHun (eAMHUYHbIE 3pO3nK CNnut-
31CTOW)

Puc. 3. MykoauT nonoct pta lll cteneHn (MHOXeCTBEHHbIE 9pO3nn
1 rny6okas s38a CMM3NCTON B NPOEKLM TBepHoro Héba)

Ta6nuua 3. Kputepuu cTeneHu TaxXecTu MyKo3UTOB NnonocTu pta (CU3TNckue Kputepum)

CTeneHb TAXECTH

BOJb UK A3BbI CINUCTON, He
TPE6YIOLLME BHYTPUBEHHOMO
BBE/IEHNA HAPKOTNYECKMX

Bonb 1N A3BbI CINZUCTON,
Tpe6ytoLLNe BHYTPUBEHHOMO
BBE/IEHNA HAPKOTUYECKNX

XapakTepHble NpU3HaKu 06LwupHoe 06pa3oBaHie 538 CAM3NCTON NOMOCTM pTa,
TpebyloLLee NPEBEHTUBHOI MHTY6ALMK NN BbI3BaBLLEE

pasBuTME acnMpaLunoHHON MHEBMOHUY C UHTY6aLmMen
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aHanbreTKoB

aHaJibreTKoB

nn6o 6e3 TakoBON

B coBpemMeHHOM pyKOBOJCTBe MO TpaHCIJIAHTALIMH TION
penaxkupert K. Atkinson u coart. [24] npuBoauTCs elle ojiHa
IIKasa OleHKH TSKEeCTH CTOMAaTHTa (3KBHBAJIEHT MyKO3UTa
noJoctu pra) (tabu. 3). CorsiacHo 3TOH 1IKaJje, BbIEISIOT
TPH CTeNeHH TSKECTH Mykozuma nosocmu pma (Tof
[V crenenbio nosppasdymeBaercsi JieTanbHbIli Hexon). Ha Hatin
B3IJIsI, WCTOJb30BaHHE B KauecTBE HCXOIHOTO KpPHTEpHs
«Heo6XOUMOCTb BHYTPUBEHHOTO BBEIEHHST HAPKOTHUECKHX
aHAJILTETHKOB» He B MOJHOH Mepe O0TpaKaeT MajuTpy CHMIT-
tToMoB MyKo3zuta rosioct pra npu BIIXT u aytoTI'CK u ne
YUUTHIBaET GoJiee JeTKre POPMBbI.

B knHHUECKOH TpaKTHKe TaKKe HCTOJb3YIOT KPUTEPHH,
XapaKTepUayIollie CTeNeHb MTopayKeH sl TTHIIEBOJIA, XKeJTyIKa,
TOHKOH M TOJICTOH KMILIKH, aHaJbHOTO KaHaza. Yarie Bcero
OIIeHHUBAIOTCSl CHMITTOMBI, XapaKTepH3ylolllue TopayKeHne
monkol u moacmoi kuuwiku. Hanbosnee pacrnpocrpaHeHbl
KPUTEPHH, H3IaHHble HallmoHaIbHBIM HHCTHTYTOM 310POBbSI
1 Hauuonasnbnbim unerutytom paka CIHIA — Common
Terminology Criteria for Adverse Events (CTCAE) [25]. U3
pasziesia, OCBSIIEHHOTO TaCTPOUHTECTHHAIBHBIM OCJIOXKHE -
HHUSIM, B IAHHOM KOHTEKCTe 0OBIYHO HCMOMB3YIOT KPUTEPHH B

pyGpHKe «jauapesi» W «IHTePOKOJUT» (Tabul. 4). «DHTepo-
KOJINT» KBHBAJIEHTEH MOHSATHIO «MYKO3HT HHXKHHX OTIEJIOB
JKKT>.

[Ipn BO3HMKHOBEHHWHM KOHKPETHBIX KJIHHHYECKHX CH-
TyaluH, CBsI3aHHBIX C MOPAKEHHEM nuujeaooa, ieayoka,
aHarbHo20 Kanara (mucdarus, si3Ba, nepgopanusi, KpoBo-
TedyeHHe U JIp. ), 06palliaroTest K COOTBETCTBYIOLUIUM pyOpHKaM
[25].

B yrnowmsinyToM BBbIllle PyKOBOJCTBE IO TPaHCTJIaHTAUH
non penaxkumein K. Atkinson W coaBt. [24] ractpouHTe-
CTHHaJ/IbHAsT TOKCHYHOCTb (KaK SKBHBaJIeHT MyKO3HWTa, He
BKJIIOYAIOIIEr0 CHMITOMBI MOPAKEHUST CITM3UCTOH 0GOJIOUKH
MOJIOCTH PTa) XapaKkTepuayeTcst no-japyromy (tads. 5). Bei-
JIeJISTIOT TPU CTEMeHH TSKECTH IacTPOUHTECTHHANBHON TOK-
cuyHocTH (mox IV crenenbio moapasymeBaeTcst JieTajbHBIH
UCXOJ).

Hcrnonb3oBaHue KpUTepHeB, MPHBEIEHHBIX B Tabj. b,
Ha Hall B3NJIsAA, OoJblle TMOIXOMUT Ui CJIyyaeB TMocC/e
aJIJIOTeHHBIX TPaHCIIAHTALMH, OCJIOXKHHBILHMXCS KHIIEYHOH
tdopmoit  PTIIX (peakimeil «TpaHCIJIAHTAT TPOTHB XO-
3sTMHA» ).

Ta6nuua 4. Kpytepum cTeneHu THXKeCTU MyKO3UTa TOHKOM U TONCTOWM KMLLKM

OueHuBaeMmbli CTeneHb TAXECTH
npu3Hak | ] n IV )
[napes VBenuyeHne 4acToTbl CTyNna YBENMYEHNE YacToTbl CTyNa  YBENWYEHME 4acTOoThbl CTyNa Ha VrpoxaroLLiee Xu3Hu CmepTb
Ha < 4 3n130408B B Ha 4-6 ann3onoB B = 7 3NM30[0B B CYTKK N0 COCTOSIHWE
CYTKM N0 CPaBHEHNHO CYTKI N0 CPaBHEHMIO CPABHEHMIO C NCXOAHBIM
C UCXOAHbBIM C UCXOAHBIM VHONBUAYANbHBIM
VHANBUAYANbHbBIM VHANBUAYANbHBIM noKasatenem; HeiepXxaHue
nokasarenem nokasarenem Kana
IHTEpOKONUT/MYKO3UT — OTCYTCTBUE KAKUX-NGO bonb B XXMBOTE; CNN3b UMK CunbHas Unu NocTosiHHas 60nb  YrpoXKatoLLee XKU3HN CmepTb
HIKHUX OTZEN0B CUMMTOMOB KpOBb B CTyNe B XKWBOTE; INXOPAJIKa; cocTosiHue (nepchopauus,
XKKT KULLEYHast HeMPOXOAMMOCTb; KpOBOTEYEHME, ULLEMNUS,
NepUTOHeanbHbIe CUMNTOMbI HEKPO3 KULLKM,
TOKCWUYECKMIA MEraKOosoH)
www.medprint.ru 347
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Tabnuua 5. Kputepmm cTeneHmn TaKeCTn raCTPOMHTECTUHANBHOW TOKCUYHOCTU (CHaTnckmne Kputepum)

CTeneHb TAXECTH

06bem xugkoro ctyna > 500 mn,
HO < 2000 MJ1 B CYTKU BHE
CBA3M C NHDEeKL el

XapakTepHble npu3Haku

VHeKLmen

06bem xuakoro ctyna > 2000 mn B CyTKM BHE
CBA3M C MHEKLMEN; MPUMECH KPOBYU B
cTyne 6e3 reMOANHAMMUYECKN 3HAYMMOro
QHEMUYECKOro CUHAPOMA BHE CBA3N
C MH(DEeKLMEN; HaqanbHble NPU3HAKN
KNLLEYHOI HeNpOXOAMMOCTY BHE CBA3M C

KuwwueyHas HenpoxoAMmocTb, TpebytoLuas
YCTaHOBKM Ha30racTpanbHOro 30HAa uin
XVPYPr14ecKoro BMELLATenbCTBa, BHE
CBA3N C NHOEKLMEN; reMoppar14yeckui
9HTEPOKOMNNT C reMOANHAMNYECKN
3Ha4YMMbIM aHEMUYECKIUM CUHAPOMOM,
TPEOYIOLLM NPOBEJEHNs reMoTpaHcy3ui

JHpockonnyeckne METOAb! HCCEA0BaHNS MYKO3HUTa
cn3netbix XKT

JIs1 9HAOCKOMMYECKOH OLEHKM TSXKECTH MyKO3HTa,
cesazantoro ¢ BJIXT u ayroTT'CK, moxHO wncrosib3oBaTh
33odaroracrpoayoneHockonuo  (IIJIC), 3HTEPOCKOTHIO,
cubpoxosionockonuto (PKC) u karncysibHyto SHI0CKOMHIO.

II7[C — wnauboJjiee 4yactoe 3HIOCKOIMHUYECKOE HCCJIe-
nosanue B nepuon nposeiennst BIXT u ayroTTCK. ITJIC
BBLIMOJIHAIOT JIMOO 110 MOKa3aHWsIM (MPH BO3HUKHOBEHUH
CHMIITOMOB), JIMOO B pesKUMe CKPUHHMHTa (MCCaeyeTest coc-
TosiHue BepxHux otaesnoB JKKT 1o 1 nocsie npoBesieHust ayTo-
TI'CK). B onnom us ucenenosanuii [26] aBTopbl, npoBojs
nuianoBele ITJIC no u nocse ayroTI'CK (na 30-# u 120-#
nun), Boisisuin uamenennsi JKKT, B 51 % cayuaes norpe6o-
BaBLLIKe JOMOJHEHUH UM H3MEeHEHUH B niane Jiedenus. Han-
6oJiee YacTbIMH HI0CKOITHYECKUMH HAaXOJKaMH OblJIM 9PO3UH
U SI3Bbl, IPUYEM B psifle CIydaeB 9TH U3MEHEHHsT COXPaHSIUCh
P TOBTOPHBIX UCCJEI0BAHUSX, HECMOTPS HA MPOBOAMMYIO
MPOTHBOSI3BEHHYIO TePaMHuIo.

B 6oJ/ibLIMHCTBE C/IyyaeB MOKA3aHUSIMH K BbITIOJHEHHIO
STJIC B nepuon nposenenns: BIIXT u ayroTT'CK cay:xat
npusHaku kpoBoteuenus u3 JKKT (pBoTa ¢ KpoBbIO HIIH Me-
JIeHa), TIII0X0 KyMHpyeMble TOIIHOTA U PBOTa, OfMHO(Arus
v auccarusi. B wccienoBannu, BKaouaBiieM 65 60JbHBIX
¢ JUM(pOMaMH, KOTOPbIM B pe:KUMe KOHIAHIIHOHHPOBAHHUS
BBOJIMJIM KapmycTuH 600 mr/m2, wueratad 200 mr/m2 u
stonosua 2400 mr/m2, ATJIC Bomonnsnacs 48 pas [27].
HauGosiee yacTbiMM NpUYHHAMM IS BBITOJIHEHHST HCCIe-
JIOBaHUs1 OblIK otHOdarus (22 uceyeoBanus), auccaris
(14 wuccnenoBanuit) u npuduaku KpopoTeuenuss u3 JKKT
(12 ucenenopannit). Uro unrepecno, B 11 u3 12 ciyuaes
KPOBOTEYEHUH TMPUUYUHON OCJOKHEHHSI ObI  TSXKeJbli
s30c¢parut. BosamoxkHO, Takasi BbICOKAsi 4acToTa TsxKeJbIX
930(haruToB, OCJOKHHUBLINXCS KPOBOTEUEHHEM, CBfI3aHa ¢
MCIOJb30BAHUEM BBICOKHX 103 3TOMO3M/1A B PeXKUME KOHIH -
LMOHUPOBaHUs. [JaHHBIX O TOM, KaK 4acTo yIOMSIHyTO€ OC-
JIO;KHEHHe BO3HUKAET MPH MCToMb30oBaHuH pexknmMa BEAM
(«3oJi0TOTO CTaHmapra» TpU JUM¢pOMax), B JOCTYITHOH
JTepartype He HalJeHo.

PKC u snmepockonusa oObIYHO BBITOJNHSIOTCS M0C/1€
TPaHCIJIAHTALMK MTPH HAJIMYKMHK TTOKa3aHWH (yallle BCero npu
peunauBupytoiyx kpopoteuenusx u3 JKKT).

Kancyaronaa 3ndockonus MeTo, OOBIYHO He
VCIOJIb3YIOLIMICA B PYTHHHOH TpaKTHKe OT/EJEHHH, BbI-
nosnsitonx BIIXT u aytoTI'CK, HO MOXKeT mpUMeHsIThCs B
HayuHbIX HccaenoBanusx. Tak, B uccaenoBauuu P. Tsirigotis
¥ coaBT. [28], BKtoUaBlieM 35 MalMEHTOB C OHKOTeMaTo-
JIOTUYEeCKUMH 3a00J1eBAHUSIMH, KOTOPbIM ObIJIH [POBEIEHbI
BIXT u ayroTI'CK, kancyJ/ibHast 3HA0CKOMHUS BbINOJHSIACH
C LeJIbI0 CPABHUTbL TSKECTb MyKO3WTa B JIBYX MOJArpyrnnax
MalueHToB, noJiyyaBlinx U He nogydasiinx OPK. Peaysib-
TaThbl KarcyJ/bHOH SHI0CKOIHH, TI03BOJIMJIN aBTOPAM C/lesaTh
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BBIBOJI O TOM, 4YTO HCIIOJIb3OBAHHWE O®OPK 3HauMMO CHHXKaeT
TAKECTb MYKO3UTA TOHKON KHILIKH.

PentreHonornyeckne n Apyrue METOAbI MCCAEAOBAHNA
Myko3uta can3nctoix XKT

Penmeenoepagus W cnuparoHas KOMNbIOMEpPHAs
momoepagus (KT) opraHoB GproiliHON MOJOCTH He SIBJISI-
I0TCSl MeToJlaMu creliddpudeckor olleHkn uamenenuin JKKT
Ha done BJIXT u ayroTI'CK. YkazaHHble MeTO/IbI HCIOJIb-
3yI0TCSI B OCHOBHOM IPH PA3BUTHH OCJIO:KHEHHH, TaKMX KaK
KHIIeYHasi HEeMPOXOAMMOCTb, MEPUTOHHUT, WJIM MPH HesICHOM
KJIUHUUECKOH KapTHHe /ISl yTOUHEeHHsI IMarHo3a (Harpumep,
TpU KapTHHe 0CTPOro :kuBota). [1o 310 XKe mpuunHe MOXKeT
BBIMOJHATLCS U Y 3 opranoB GpiolIHON MOJOCTH.

K «3K30THUeCKHM>» MeTolaM HCC/eIoBaHUi H3MeHeHHH
JKKT npu BIIXT u ayroTT CK moxxHO oTHecTH HecseioBanne
coCTaBa CJIIOHBI H TIPOHUIIAEMOCTH KHIIIEYHOH CTEHKH.

[1pu uccsenoBaHnN cocTaBa CJIIOHBI OLIEHHBAIOT ee (hH-
3UKO-XHMHYECKHE CBOFCTBA, Coflep2kaHne ceKpeTopHoro [gA,
AHTHOKCHIIAHTHYIO aKTHBHOCTb. B c/lyuae Myko3uTa 1moJiocT
pra, passuBatolierocs nocae BJIXT mencdananom B J03e
200 mr/m2, onpejiesisioTcs 3HaUMMble M3MEeHeHHsl cocTapa
CJIIOHBI: TIOBBILIEHHE YPOBHSI abOyMHHA, KapOOHWJIBLHBIX
COeIMHEHNH; CHIKeHHe KOHLIEHTpaLH ceKpeTopHoro IgA un
AHTHOKCHJAHTHON aKTUBHOCTH [29]. YKasaHHble H3MeHeHHUs,
0 MHEHHIO aBTOPOB, MOTYT BHOCHTB CBOH BKJIaJl B pa3BHTHE
KJIUHUYECKHX TPOSIBNIEHHH MyKO3UTa, a MHCIOJb30BaHHe
JIeKapCTBEHHBIX CPEJICTB, MOBBIMIAIONIMX AHTHOKCHIAHTHYIO
AKTHBHOCTb, MOJKET OKa3bIBaTh TepaneBTHUECKOE IeHCTBHE.

[TpoHHIIaeMOCTb KHILIEYHOH CTEHKH MOYKET OIleHHBAThCS
KaK C TOMOIIbIO METOJIOB, OCHOBAHHBLIX HA HCIOJb30BaHHHU
caxapuiioB (JakTyJsoda, L-pamnosa, 3-O-MeTHJTJIIOKO3a,
D-kennosa) [30], Tak u paarodapmnpenapatoB (B yacT-
woctH, *'Cr-EDTA) [31]. PactBopbl yKazaHHbBIX BEIIECTB Ma-
[IMeHThl PUHAMAIOT BHYTPb, a B MOCJIe/IyIOIeM OLleHHBAeTCs]
VX KOHLIEHTpallHst B Move. [ 1o cTermeHn SKCKpelnn BelllecTBa
MOYKAMH KOCBEHHO OIleHHBAeTCsT MPOHUIIAEMOCTh KHIITeUHOH
CTEHKH.

Bblo okazano, 4to y MaldeHTOB, MOCTYNAIOMIUX s
MPOBeJIeHUsT TpaHCIIAaHTALMH, M3HAYaJbHO OMNpEeJsioTCs
ToKas3aTesid, CBUIETEJbCTBYIOIIHE O OoJiee BLICOKOH IO
CpPaBHEHHIO C HOPMOH TIPOHHMIAEMOCTH KHIIEYHOH CTEHKH
[30]. Cutyauusi ycyry6asieTcst nocJie TpaHCrIaHTalyi. As-
TOPBI BBISIBJASIH OTJIHUHST 110 TI0Ka3aTessiM MPOHUIIAeMOCTH
B 3aBHCHMOCTH OT Pe:KUMa KOHIUIIMOHHpoBaHusl. Tak, mpu
HCTI0JIb30BAHHH PEKIMOB, He BKJIFOUABILIMX HIapyOUIIHH (Ha-
npumep, BEAM), yxyiienue (1o cpaBHEHHIO C ToKa3aTesieM
JI0 TpaHCIJIAHTALMH ) OTIPeNessioch Ha | Hell. paHblile, yeM
B cjydasix, Koraa uaapyOMIMH npuMmeHsiics. OnHako TpH
WCTIOJNb30BAHUH PEXKUMOB C MIapyOUIIMHOM TIOBpeKIeHHe
KHIIEYHOH CTeHKH Obl10 GoJlee 3HAUMMbIM H COXPaHsJIoCh Ha
6oJiee TIO3IHNX CPOKAX MOC/e TPaHCIIAHTALHH.

KJIMHUYECKAST OHKOTEMATOJIOTHST
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Xenyno4Ho-Kuweykble ocnoxuenus BAXT n aytoTICK

baxtepnonornieckne MeToAbl HCCNEL0BAHNSA

Bakrepuosiornueckue MeToibl HCC/IEIOBAHHS B KOH-
tekcte Myko3utoB npu BJIXT u ayroTI'CK ucnonbsytorcs
B OOJILLIMHCTBE CJlydaeB Yl YTOUHEHHS! MPHUYMH JHADPEH.
AKUEHT sie1aloT Ha namoeennyo mukpodropy, C. dif-
Jicile w supycot (umromeranorupyc [LIMB], poraBupyc,
aneHoBupyc). s upeHTH(UKAIUK BO3OYIUTEST TIPUMEHSTIOT
KyJBTYpaJbHbIl  MeTOl, HMMMYyHO(epPMeHTHBIH — aHaJus,
MOJIEKYJISIPHO-TeHEeTHYeCKHE MEeTO/Ibl (B YACTHOCTH, METOJ
nosnmepasnoil nennoi peaxiuu [[1LIP]), skcrnpece-meTospl
JUIsi BBISIBJIEHHS] TOKCHHOB (TJ1aBHBIM 0OpasoM, C. difficile),
9JIEKTPOHHYIO M CBETOBYI0 MHKpocKonuto. Marepuasnom
JUIsl MCCJIEIOBAHUSI CJIy2KAT COCKOOBI, MOJIydeHHble U3 I3B,
9PO3UH WJIM JIPYTUX MaTOJOMMYECKH M3MEHEHHBIX YYacTKOB
CJIM3UCTOH 060JIOUKH TTOJIOCTH PTa; KYCOUKH CJIM3UCTON HJIHU
CMbIBBI, T10JIy4eHHbIE TTPH SHIOCKOITHYECKHX UCCIe/I0BAHHSIX;
cTy/l. BboiGop MeTona Hcc/iefloBaHUSl 3aBUCHT OT LeJIH HC-
C/Ie/IOBaHus, HeOOXOAMMOCTH OIpe/eseHHs] KOHKPETHOro
BO30OYIUTEJIS1, BO3MOXKHOCTEH JJaOOPaTOPHH.

Wnentudukains natoreHHod Mukpodiopsl (Salmo-
nella, Shigella, Campylobacter, Yersinia, C. difficile, rpu6nl
1 J1p.) OCYLLECTBJISIETCS KaK C MOMOLLBIO KYJIBTYPa/JibHOro Me-
TOJa, TaK U METOJMK, B OCHOBE KOTOPBIX JIEXKHUT OIpe/iesieHHE
reHoma OGaktepuil ¢ nomotupto [TLIP. Tlpuuem nocnennuit
MeTofl, 00JafaIni 6osee BbICOKOH UyBCTBHTEJBHOCTHIO
M CreuuUYHOCTbIO, ToJydaeT B HacTosilllee BpeMsl Bce
OoJiblliee pacrnpocTpaHeHHe.

Jnst unentndukauun C. difficile mcnosib3yercsi TakxkKe
MeTOJl HIMMYHO(EPMEHTHOTO aHaJslu3a, MO3BOJSIOLMI 00Ha-
PYKHTb B 0Opasuax Kaja TOKCHHBI, MPOIyLHUpyeMble ITHM
MuKpo6oM. Oripesiesienrie TOKCHHOB THNa A 1 B npu Hasmunu
JIUapen TPEBOCXOIUT MO CHENU(PUIHOCTH KYJBTYpasbHBIH
MeToll. IDTO OODBSCHSETCS TeM, YTO HEKOTOpble LITAMMBbI
C. difficile He BBI3BIBAIOT AMApelo, a MOTYT GECCHMIITOMHO
napasuTHPOBaTh B MPOCBeTe KULIKH. KynHndyeckasi cumnro-
MaTHKa CBsi3aHa HMEHHO C TOKCHHAMH: TOKCHH A JeficTByeT
KaK SHTEPOTOKCHH, a TOKCHH B — KaK LMTOTOKCHH.

Mnentudukaiius BUPyCOB MPOBOAUTCS PA3JIMUHBIMU Me-
TOJIAMU: KYJIBTYpPaJIbHbIH, 3J1eKTPOHHAst MHKpockorus v [TLIP.
KysibTypanbHblit METOL M 3J1€KTPOHHASI MHKPOCKOITHS B TO-
creniHee BpeMsi BuiTecHsitoress MetooM [TLIP, BhisiBasitoum
¢dparments JHK nan PHK cootBeTeTBytomMX BUpYCOB.

OuesuHo, uto Ha hoHe BJIXT u ayroTT'CK usmensiercst
M COCTaB HOpMAAbHOU MUKpodiopel. CTerneHb 3THX H3-
MEHEHHH, B3aMMOCBS3b C pas/HYHbIMU pakTopamu (Bo3pacrt,
MOJI, THIT OMYXOJIH, PEKUM KOHIMLMOHMPOBAHUS W T. [.) B
HacTosilllee BpeMsl He H3YUeHB.

W3MEHEHUA XKT MOCJE BAXT W ayToTrCK,

CBASAHHBIE C MHDEKLWEN

Kak y»ke oTmeuasoch, HHGEKIMS MOXKET BHOCHTH OIpe-
JleleHHbId BkJag B mnartoreHe3 mykoaduta npu BJIIXT wu
ayToTI'CK, otsiroinasi KIMHUYeCKoe TeueHue, U B pPsijie CJIy-
yaeB ObIBAaeT TMPUUMHOK JieTaJbHOrO Mcxona. B Hactosiiiee
BpeMsi HET YETKOTO TTOHSITHS, UTO YK€ CUMTATh MH(EKIHEH NPH
mykoazutax JKKT. To au amo muxpogropa us saposuil uiu
236 cauzucmotl pma? OJHAKO BbISIBJEHHBIH T€M WJIH UHBIM
METOJIOM MHKPOOPTaHH3M He BCErJa MOXKET OIpeIesisiTh
MUMEONIYIOCS KJIMHHUECKYID KapTuHy. To au 3amo namo-
eeHHas mukpogpropa (baxmepuu, supycol Uil epubst),
solsBALeMble 8 00PA3UAX KAAQ O0AbHO20 ¢ NPUSHAKAMU
mykosuma xKuwku? OJHAKO XOpPOIIO W3BECTHO, YTO B
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HEKOTOPBIX CJIydasix MaToTeHHBI MHMKPOOPTaHu3M (1axe
witamm C. difficile, npogylMpyOLIHi TOKCHH) HE BbI3bIBAET
nnapeto. C Ipyroft CTOPOHBI, TIPU HAJHYHU YaCTOTO JKHIKOTO
ctysa v ¢heSpUIbHON JIMXOPAJIKK MPH MOCeBax Kaja, He 8bl-
ABAAIOWUX NAMOSEHHYI0 MUKPODAOPY, HA3HAUEHHE aHTH-
6aKTepHaNbLHON Tepariu MoxKeT OBICTPO KYITHPOBATh IHapelo
1 HOPMaJI30BaTh TeMIepaTypy TeJsa, 4TO PeTPOCTEeKTHBHO
MOJKET CBHIETENbCTBOBATL 00 MH(EKIIMOHHOM TIpoliecce, B
T. 4. U B IPOCBETE KHIIKH.

BakHO 3aMeTHTb, YTO B MOJABJSIONIEM GOJBIIHHCTBE
CJlydaeB BbISIBUTb MAaTOTeHHBIH MHKPOOPraHW3M He ylaeTcs.
JloJ1s1 MUKPOGHOJIOTHYECKH MOATBEP:KIEHHBIX CJydyaeB Co-
craBysier He 6osee 10 %. Tak, B ofHOH H3 pa6ort, LeJsbio
KOTOpPOH OBbIIO BbIsSIBJIEHHE MAaTOreHOB M3 KHILIEYHOTO CO-
JIep’KEMOT0, MTaTOreHHble MUKPOOPTaHU3Mbl OBIIH BbIle/I€HbI
B 006pasiiax cTyJa, MoJydeHHbIX UL 1pH 3 (6 % ) u3 48 snu-
30/10B ocTpo#i anapen [32]. B 2 ciyuasix ato 6bia C. difficile,
npoaylupyoniasi TOkCHH (TokcuH+ ), B 1 ciaydae — Kpun-
Tocnopud. B Toit xe pabote npu ananuze 178 o6pasion
KaJjia manueHToB 6e3 nuapen (6e3 KIMHMUECKHX TTPU3HAKOB
MYKO3UTa KUIIKH ) B 13 ObIIM HalIeHb! Pa3JIMUHbIe MATOT€HbI:
poTaBupyc, afeHOBHpPYC, SXOBUPYC, Kpuntocnopumu, C. dif-
Jicile (TokcHH+) W canbMoHesia. Jlpyroe uccieoBaHue,
ObIJIO TMOCBSIIEHO HAEHTH(HKAIMM BHUPYCOB B 00pasiax
crysa nauuentoB nocie ayroTT'CK. Bupycbl 6buti Bbie-
nenbly 6 (8 %) us 75 Gonbhbix [33]. Yalle Beero BLISIB/ISIM
ajieHoBUpYC (n = 4), B ocTaJbHbIX 2 Cjydasix Ornpenessian
9XOBHPYC U SHTEPOBHPYC.

Xotsi noustHe uHpekuuu npu mykosutax JKKT no-
BOJILHO pACIJIbIBUaTOE, BCE K€ CYLIECTBYET HECKOJLKO
omnpesie/ieHHbIX CHHIPOMOB, KOTOpble HMeIOT HauGoJblilee
KJIHHHYecKoe 3HayeHHe. K TaKoBbIM MOXKHO OTHeCTH: | ) Hefi-
TporieHn4yecKni KosuT; 2) koaut, nocie ayroT[CK, BbI-
aannbiil C. difficile; 3) nopaxenne YKKT nocsie ayroTI' CK,
BbIzBaHHoe LIMB-undekimnes.

Helimponenuueckuil Koaum — peakoe OCJOKHEHHe
BJXT u ayroTT'CK, pasBuBaioiiieecsi B nepuoj| MOCTIHTO-
CTAaTHYeCKOH IUTOMEeHHH, 0OBIYHO MPH YPOBHE HEHTPOPUIOB
meree 0,5 X 10°/n. OCHOBHBIMH MNATOreHETHUECKHMH
(hakTOpaMH SIBJISIIOTCS] TIOBPEXKIEHHe CTEHKH KHIIKH I1IUTO-
CTaTHYeCKMMHU TperapataMu M GaKTepHasbHasi HH(eKIHs
Ha (hoHe HefiTporenuu. Pa3BuTie HH(EKIUH TTIPOUCKOIUT Ha
«BJ1aroflaTHON» TOUBE MOBPEXIEHHOH TKaHW KHILKH. He-
KpO3y MOTYT MOJBepraThesl OOLINPHbBIE YYACTKH CJIM3UCTOH,
YTO TIPUBOUT K 06pa3oBaHHUIO sI3B U Mephopaldy CTEHKH.
JletanbHocTs MoxkeT pocturath 50 % [34, 35]. Knunudecku
HeHTpONeHUUECKHI KOJUT YacTo MPOSIBASETCs] BbIpaXKeHHOH
60J1bI0 B MpaBOH TOJAB3/IOMIHON 06JacTH (TH(JUT), JIUXO-
pajKoi, mepuTOHea bHBIMH CHMITOMaMH, TIPU3HAKAMH KPO-
Boreuenust uz YJKKT. O63opHasi penrrenorpacusi 6proiiHoit
TMIOJIOCTH MOKET BBISIBUTDH HaslMuKe CBOGOIHOTO Tasa B c/Iyyae
nepcopaunn crenkn Kuku. [Ipu KT onpenensiercst ytosi-
I1leHHe U CIOUCTOCTb CTEHOK TOJICTOH KHIIKH, OTEK KJIETUaTKH
napakoJioHa, CBOOOIHAsT »KHUIAKOCTb B OPIOIIHOH MOJIOCTH,
HaJoKeHUst (PUOpHHA Ha MapueTajbHOH W BHCIEpasbHOH
6ptotte [34]. HefitponennyeckoMy KOJIUTY MOXKET COOT-
BETCTBOBAThL SHTEPOKOJNUT/MYKO3UT HUKHKX o110 KT
[II—1IV crenenwu (cm. Taba. 4).

Koaum, csazannsiii ¢ C. difficile, nposiBasieTcst tuapen
(cTy1 06bIYHO Yallle, yeM 7 pas B CyTKH) ¥ Jiuxopajakoil. Kak
y2Ke TOBOPHJIOCh, KJIMHHUECKast KAPTHHA OTIpeJIeIsieTCsl TOKCH -
Hamu (A 1 B), BbipabGaTtbiBaeMbIMU MUKpoOpranuamoMm. [1pes-
pacriofaraioliiM  (pakTopoM  SIBJISIETCS  MPeJIIIeCTBYIOLIAs
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B.0. CapxeBcKuii  ap.

aHTHGaKTepUasbHast Tepanusi, MPUBOJISIIAS K CYIIIECTBEHHOMY
CHM2KEHHIO HOPMaJTbHOH MUKPOIOPBI U KOJIOHU3AIIUN KUIITeY -
nuka C. difficile. Yacrora nuapewu, cesizannoi ¢ C. difficile, y
natpento nociie BJAXT u ayroTI'CK, no jaHHbIM pasHbIX
aBTOpPOB, Kosiebetcst ot 5 10 15 % [36—38]. OcHoBy amar-
HOCTHKH cocTaBJisieT onpenienienue TokcuHos C. difficile B 06-
pasuax ctysa. K dakropam prcka oc/io:KHEeHHH y MallMeHToB
¢ siMMcpoMaMi U MHOKeCcTBeHHON Muesiomoi nocsie BJIXT u
ayroTI'CK oTHocsTcs ucroJib3oBaHue 1edaJoCopHHOB |
BHYTPUBEHHOE BBeJIeHEe BaHKOMUIMHA [36].

Koaum, ceasannoui ¢ [MB-ungexyuei (LIMB-
KOJIT), — oueHb peaxoe ocaoxkuenne BJXT u ayroTI'CK
(B OT/IMYHE OT aJIIOTEeHHBIX TPAHCIIaHTaluil ). B mrepatype
BCTPEYAIOTCs JIMIIb Peikhe COOOIIEHHsT ¢ OMUCAHUEM KJIH-
HUuecKux HabJoneHuil nopaxkenust kuikun [IMB [39, 40].
LIMB-KosHuT 06bIYHO BOBHUKAET Y2Ke TT0C/Ie BOCCTAHOBJIEHHUS
nokasareJsiell KpoBH (ueped 2—4 Hejl. ocJ/ie TpaHCIJIaHTal|H )
W XapaKTepuayeTcst Iuapeeii, o6pa3oBaHHeM 5I3B CJU3HCTON
KHIIKH, TS2KeJbIMH KPOBOTEUEHHSIMH (BIJIOTH A0 Pa3BUTHS
remMopparnyeckoro moka). [1pu ¢pu6poKoJOHOCKOTHH MOTYT
BBISIBJISITLCST TWIyGOKHeE SI3BBbI CJM3UCTOM, CJIy:Kalllke TIpH-
YHHOH KpoBoTedeHnH. [1pu rucTo/oruueckoM neeseoBaHuH
KyCOUKOB TKaHH U3 KpaeB 513B HJIM SHIOCKOMNYECKH Hermopa-
JKEHHOH CJIM3UCTON KMIIKH BBISIBJSIOT THTIHUHbIE THTAHTCKHE
KJETKH C BHYTPHUsIEPHbIMU BKJtouennsimu [IMB.

NPO®UNAKTNKA U NEYEHUE MYKO3UTA CITUSUCTLIX XKT

NPV BAXT N aytoTrCK

[Tpocunakrika MyKosuTa uMeeT GoJblliee KJIMHHYECKOE
3HauyeHue, yeM ero Jeyenue. [IpopunakTuieckue Mepornpu-
SITHS1 B [IEPHOJL peasiu3aliii OCHOBHBIX MAaTOreHeTHYECKHX CO-
ObITHH, MPUBOSLLMX K PIMOMY HJIH Y2Ke OMOCPE0BAHHOMY
MOBPEXKIAECHUIO 6a3a/bHbIX IMUTENHOLMTOB, KIETOK MOAC/H-
3UCTOH OCHOBBI H SHIOTEJHOLHUTOB (MepBble TPU (hasbl MaTo-
reHeTHYECKOH 11eMOuKH, YITIOMSIHYTOH BbILLE ), MOI'YT 3HAUUMO
YMEHbIIUTb 00pa3oBaHue sI3B CJIM3UCTOH M, COOTBETCTBEHHO,
CHH3HUTb TSKECTb KJIHHUYECKHUX MTPOSIBICHUH MyKO3HTA.

CyliiecTByeT MHOXKECTBO MPEIOKEHHBIX €NOC0608
npogurakmuxu mykosuma, csszannoro ¢ BIXT wu
aytroTI'CK, Ho HanGoJiee npu3HaHHBIMHU C MO3UIIMH JJ0KA3a-
TeJIbHOW MEIMLIMHBI CYHTAIOTCS MTOKA TOJIBKO YeTbIpe: COOJII0-
JIeHHE MPOTOKOJIA 110 YXOJ1y 3a MOJIOCTBIO PTa, HCIOJIb30BAHHE
@OPK-1 (daxrop pocra KepaTHHOLMTOB- | ), Kprornpoduaak-
THKA U JiedeHHe KOPOTKOBOJHOBBIM J1azepom [41].

Yx00 3a noaocmoro pma — OJMH U3 CaMbIX BasKHbIX Me-
TOJI0B KaK NPO(UNAKTHKH, TaK U JiedeHHs1 Myko3uTa. Ctporoe
coOJItOJICHHEe  MPOCTBIX TMPaBHJ  TIPOTOKOJIA, peryiaMeHTH-
pytoLLero JAEHCTBHs MO YXOIy 3a MOJIOCTbIO PTa, MO3BOJSET
3HAUMMO CHHU3WTb TSDKECTb M yacToTy myKosuTa [42]. Tak, B
MCCJIEIOBAHUH, BKJtoyaBlleM 48 nauueHToB, 24 M3 KOTOPLIX
OCYLLECTBJISIM CTPOrHH YXOJ1 3a MOJIOCTBIO pTa C MpHUBJeYe-
HUEM CTOMATOJI0ra, B rPyIre NPOTOKO/Ia MyKO3HT Pa3BUJICS B
58,3 % caryuaes, a B KOHTPOJIbHOI rpynne — B 91,6 % [42].
[lepedeHb MepONPUSTHI 110 YXOIIy 3a MOJIOCTBIO PTa BKJOYAET
YUCTKY 3yOOB MSTKOH I1IETKOH (MM CHsTHE 3yGHOTrO Hajera
C MOMOIIIbI0 GMHTA, MPOTUTAHHOTO 3yGHON macToi) 2 pasa B
CYTKH; UCIOJIb30BaHHe 3yOHON HUTH | pa3 B CyTKH; 4acToe no-
JIOCKaHHe TIOJIOCTH pTa (hPH3HOJMOTHYECKUM PAaCTBOPOM, COIOH
uin Bonol. Temneparypa HCMoOJIb3yeMOro pactBopa MOXKET
ObITh Pa3JIMYHON (HA YCMOTpPEHHE MallieHTa ).

DPK-1 (nanudepmuH) siBjsieTcsl npenapaToM, okKasbl-
BAIOIMM CrielinuyecKoe TpoduiakTHieckoe H JieyeOGHOe
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JIeiCTBHE B OTHOLIEHHM MYKO3MTOB y MalMEHTOB, MoJyya-
IOLIUX XUMHOoTepanuio. [lanndepMun yBesuuBaeT TOMIMHY
STUTENHS 32 CUeT U3MeHeHHsl (PYHKIUH T'eHOB, TIPEMsITCTBY -
IOLMX Pa3BUTHIO OKCHIATHBHOIO CTpecca, CTUMYJIHPOBAHMS
CHHTe3a MHTepJelKiuHA- 13, CHIKeHHsl BEIpaGOTKH (hakTopa
HeKpo3a onyxoJseil-a. DhheKTHBHOCTb NatndepMiHa Oblia
JloKazaHa B 0OJIbLIOM PaHIOMH3MPOBAHHOM MCCJIEI0BAHUH,
BKJIoYaBlleM 212 nauueHToB, MOJYYMBLIMX B KauyecTBe
pexknma konguumonuposanus TOT (12 Ip) w BIXT c
BBICOKHMH JI03aMH 3TOTIO3MAA M LHKJIopochamuna [43].
[Manudepmun BBOAMIM B 103 60 MKr/Kr/cyT B TeueHue
3 JIHeH 10 HavYaJla KOHAMLIHOHHPOBAHMUS W 3 JIHS B TOH 2Ke J103€
nocsie TpaHcnaHTauuu. Yactota MyKO3UTOB MOJIOCTH pTa
III—IV crenenn cocrauia 63 % B rpynne naaudepmuna
v 98 % B rpynne nuaue6o (pasiuuust ObLIM CTATHCTHUECKH
3HauuMbiMK) [43]. TlepcrekTHBHBIM TpejcTaB/sieTCst HC-
noJib30BaHWe majudepMuHa s JedeHHs] MalHeHTOB ¢
MHOKECTBEHHOH MHeJIOMOH, SIBJISIIOUIMXCSl KaHAuIaTaMi Ha
TpaHcnantauuto. [TanudepmuH nMo3BoJKg HeCae10BaTENsIM
6e30MacHo yBeJMunTh 103y Mesdanana go 280 mr/m? y
60JIbHBIX C MHO?KECTBEHHOW MHEJIOMOH W HOPMaJIbHOH PyHK-
uyeit novek [44]. Takum o6pasom, jo3a mesdanana Gblia
TaKoH »Ke, Kak Mpu TaHIeMHOH TpaHcnianTauuu. Mmetores
TaKkKe TaHHble 0 6e30MacHOM yBeJMUeHHH JI03bl MeJjidatana
1o 180 mr/m? y GOJIbHBIX C TOYeYHOH HEI0CTATOUHOCTBIO
(KnmpeHc KpeaTuHHHA MeHee 60 my1/mun) [45]. Hackoabko
9TH (pakTbl OYyT 3HAYUMBI B [J1aHE YJIydlleHHsl KIMHHUECKOH
3(h(eKTUBHOCTH TPaHCIIaHTALKK (YBeJMYeHHe NoKasaTesel
obu1elt 1 6e3pelMIMBHON BbIXKHBAEMOCTH JAHHOH KaTeropuu
60JILHBIX ), BO3MOXKHO, MOKAXKYT Ja/ibHEHILIHE HCC/1e10BAHMS.
[TpumeuatenbHo, uto ucrosbzoBanne PPK cHmkaer Ti-
»KECTb He TOJILKO MyKO3HTa MOJIOCTH PTa, HO W raCTPOMHTE-
CTHHAJILHOTO MYKO3uTa [28].

[lon kpuonpogurakmukoli monpaszymMmeBaeTCsl HCMOJMb-
30BaHHe (paKTopa OXJIaXKIAEHHS CJAUZUCTOH 060JIOUKH MONOCTH
pra B nepuop OOJIIOCHOrO BBEIEHHS CTOMAaTOTOKCHYHOTO
XMMHOIIpenapara ¢ OTHOCHTEJIbHO KOPOTKUM MEPHOIOM T0J1y -
BbiBeJleHUs. [IpH oxJ1axKIeHHH CJM3UCTON B Hell yXymuaetcst
KpoBOOOpaLlleHHe 3a CUET Cra3Ma COCy0B, MPH 3TOM YMeHb-
L1aeTcst CTerneHb MPOHUKHOBEHUS LIUTOCTATHYECKOrO areHTa
1, COOTBETCTBEHHO, €ro noppexiatlee aeidcraue. OObIUHO
NalKMeHT paccachlBaeT KyOMKH Jibla 32 HEKOTOpPOe BpeMsi J10
BBEJICHHS LIMTOCTATHKA, B T1E€PHOJL BBEJEHUS U T10C/Ie 3aBep-
meHust nHGpy3nn. KnvHndeckuit s(pdekT KpHonpopuaakTiku
HauboJiee OTUETIHBO MPOSIBJSIETCS MPH BBEIEHHH BBICOKHX J103
MeJichasiaHa y TIallHeHTOB ¢ MHOXKeCTBEHHOH MHEJIOMOi. DTOT
3 deKT ObIT 10Ka3aH B HECKOJIbKUX PaHIOMH3HPOBAHHBIX HC-
crieoBanusix [46, 47]. 3HauMMo CHUYKAETCs YaCTOTa PA3BUTHS
mykosuta nosioctd pra [I[I—IV crenenu, pexe ncnosbayrores
HApKOTHUECKHE aHAJIbFeTHKH M MapeHTepasibHoe MHTaHHe.
KpuonpocuiakTika yMeHbLIAET TS2KECTb MyKO3UTa U TTPH UC-
M0JIb30BAHHH perKUMa KOHMIIHOHUpoBaHusi BEAM [48], B co-
CTaB KOTOPOro BXOMUT Mesihanan B o3e 140 mr/m? (Haubosee
YacTo MCrosb3yemasi 103a MeJsihasaHa MpH MHOXKeCTBEHHOH
muesome — 200 mr/m?).

HcnonbzoBanne kopomkosoanosoeo rasepa (KBJI)
C LEJbI0 MPOPUIAKTUKH MyKO3HWTa MOJOCTH pTa sIBJSETCS
B KaKOH-TO CTereHH HeNMpHBLIYHBIM, HO TeM He MeHee agh-
ekmusHoim MeTOIOM, UTO OBIIO J0KAa3aHO B HECKOJbKHX
paHIOMH3UPOBAHHBIX HccsenoBanusx [49, 50]. Mexanuam
npocdunakruueckoro jeicreus KBJI He wuaydeH, HO u3-
BeCTHO, uTo Haubosee apdextnBHbl KBJI ¢ 1anHo# BosHbI
650 um 1 morHocThio 40 MBT [51]. C nomomisio KBJI no-
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Xenyno4Ho-Kuweykble ocnoxuenus BAXT n aytoTICK

C/leIoBaTesIbHO  06JTyJaloT YYaCTKHU CJIM3HCTOH 06O0JOUKH
TOJIOCTH PTa C IKCTO3UIUEN B KaXKI0H Touke 0GJydeHHs B
Teyenne 15—20 c. [lpodunakTika oObIYHO HAUMHAETCS B
JIeHb Hayasa pe;KUMa KOHIUIIHOHUPOBAHHUS U TIPOIOJIKAETCS
JI0 BOCCTAHOBJIEHHST YPOBHSI HEHTPO(HUIOB. YKazaHHOe BO3-
JefiCTBHE TIPUBOJUT K 3HAUMTEJNLHOMY CHHXKEHHIO TSKeCTH
MYKO3HUTa TI0JIOCTH pTa y nauueHToB, noJydatoninx BJIXT u
ayroTI'CK [49, 50].

Jlnst npodunakruxku mykozura npu BJIXT u ayroTI'CK
TaK:Ke MCIOJb3yeTcsl aMU(OCTHH. AMH(OCTHH — OpraHu-
yecKkuil THO(ocdaT, SBJASIOUIUACST IIUTONPOTEKTOPOM, 3a-
IIUIIAIONIHME KIETKH OT JeHCTBUS CBOOOIHBIX KHCJIOPOAHBIX
pamvkanoB. [lpemapaT BBOmMTCS B pa3jiMUyHBIX J03aX
(500—900 mr/m?) 10 Hauaja XMMHOTEpAanHH H B MEPHO
ee mpoBeieHUs. AMH(OCTHH 3HAYHUTEJNbHO YMeHbIIaeT
TSKECTb U YACTOTY MyKO3HTOB y GOJIbHBIX MHOXKECTBEHHOH
MHEJIOMOH, TOJIyJatolnX BbICOKHE JI03bl MeJidanaHa [52].
Hcrnosb3oBanye 3TOTO IUTOTPOTEKTOPA TaK:Ke obJjerdaer
MpOsIBJIeHHsT MyKO3HTa TOJIOCTH pTa, yMeHbIIaeT Heo6-
XOIMMOCTb HCIOJIb30BAHUS TAapeHTepasbHOTO MUTaHHS H
COKpalllaeT BpeMsl BBeJleHHs] HAPKOTHUECKUX aHaJIbIeTHKOB
y GOJILHBIX C JTUM(OMaMH, TIOJyYaBIINX B KaUeCTBe pexuma
kouauuonupoanuss TOT u BJIXT, BkitouaBuiyio 1nuk/o-
dhochamu, sTonosua u Kapbomaatut [53]. B I ase onHoro
13 KJIMHAYECKUX UCCIeIOBaHHH aMH(OCTHH BBOAMIIH B 1036
740 mr/m2 B au J1 —7 u J1 — 1, 4TO Mo3BOJIHIIO GE30MacHO
TIOBBLICHTB 1103y MeJiasiaHa B pe;KUMe KOHAUIHMOHHPOBAHHS
BEAM co 140 10 260 mr/m? [54].

B ksMHNYecKo# MpakTHKe 1JIst TPO(UIAKTHKH MyKO3HUTa
TOJIOCTH PTa HCTOJb3yeTCsl THIePHACHIIIEHHBIH COJIeBOH
pacTBop, cojiepxKallfil HOHBI Kanblikst 1 (ocaTa (pacTBop
JUIST TIOJIOCKAHHST MOJIOCTH PTa TOTOBHTCS HEMOCPEACTBEHHO
nepesl HCMoJb30BaHWeM). 3apyOexKHbIH W POCCHHCKHH
omnbIT [55, 56] nokasan 3PpQPeKTHBHOCTb 3TOr0 CpeiCcTBa
JUIsT JIeUeHHUsT TIalMeHTOB C OHKOTeMaToJIOTHYeCKHMH 3a-
6oseBanusivu, nosydatoiux BIIXT n ayroTT'CK. Opnaxo,
10 JIAaHHBIM TOJILCKUX KOJIJIET, THIePHACKIIIEHHbIH COJIeBOH
pacTBop KaJiblis occhata MoKeT ObiTh 3(hheKTHBEH MPH
WCTIOJb30BAHUH B KauecTBe pPeXKHMa KOHIAMIMOHHPOBAHHS
cxembl BEAM, Ho He mesipanana B goze 200 mr/m? [55].

XOJIMHOMIMTUKKA (B YaCTHOCTH, TIPOMAHTEJNMH) MOTyT
paccMaTpuBaThCsl KakK CPEACTBO MPO(UIAKTHKH MyKO3UTa
MOJIOCTH pTa TIPH HCIOJBb30BAHHH PEKMMOB KOHIMIIMOHHU-
poBaHusi, cojieprKallliX BbICOKHE JI03bl 3TOMo3uaa [57]. dro-
TMO3U]T, BBIIEJSIETCS] B IOCTATOYHO BBICOKHMX TUTPax B COCTaBE
cmoHbl. COOTBETCTBEHHO THITOCANMBAIMS Ha (hoHe TpHema
XOJTMHOJIUTHKOB MOXKET YMEHbIIIATh KOHIIEHTPALIMIO STOMO3K/Ia
B 11oJ10cTH pra. CjeyeT OTMETHTh, YTO CyMMapHast KypcoBasi
710338 3TOTIO3WAA B LMTHPYEMOM HCCJIEIOBAHWH COCTaBJIsiIa
3000 mr/m? (Bbicokomosubiii ICE) [57]. CymmapHas xe
JI03a 3TOMO3WAA B HanboJsiee YacTO HCMOJNb3YEMOM pexXHMe
KoHuiuonupoanust BEAM cocrapaisier 800 mr/m2. Hesicho,
HACKOJIbKO OMNpaBaHO Ha3HaueHHe XOJHHOJHTHKOB B TaKHX
caydasix, TeM 6oJiee UTO XOJNMHOJUTHUECKAs! KCEPOCTOMMS
MOKET TIJIOXO TTePEHOCUTBCS MALMEHTOM.

Panee mpeanosiarasock, 4To X0JMHOMUMETHKH KaK Tpe-
mapartbl, BBI3bIBAIOIIHE THITEPCATMBAIINIO, MOTYT YMEHBIIATh
siBJeHns1 Mykosuta. OfHAKO MpOBeeHHble HCCIeI0BaHUS
mokasajii, 4To, B YaCTHOCTH, THJIOKApMuH Jyisi TpHeMa
BHYTPb He CHHKAeT TSKECTb M YaCTOTy MyKO3UTOB TOJIOCTH
pra y nauyentos nocye BIXT u ayroTT'CK [58]. Dtot e
Te3NC 3aKkperyieH B peKoMeHaalusx skcrieprop MASCC/
ISOO [41].

www.medprint.ru

Elle oiMH BaxKHBII MOMEHT, Kacaloluics npopuiak-
THKH MYKO3MTa, — 3TO aJleKBATHBII pacyeT 103 LMTOCTA-
THYECKHUX TIpenapaToB B peKUMaX KOHAMILHOHUPOBAHMS.
He uckitoyeHo, 4To TpaJMILHOHHbIE pacyeThl, TPOBOAUMbIE
Mo CXeMe «Jl03a IMTOCTaTHKA Ha | M? mJjouiaay moBepx-
HOCTH TeJsla NauueHTa», B psjie CJaydyaeB He BCErja TOUHO
M03BOJISIIOT MOJYYUTb 0XKHAAEMBbIH IHANA30H TOKCHYHOCTH.
Tak, noxkaszano, 4to eciu J03a MejdasnaHa B peKuMe
KoHauuuonnposanusi BEAM npesbimaer 3,6 mr/kr, To
3HAYUMO YBEJHUHBAETCS BEPOSTHOCTb PA3BUTHSI MyKO3UTa
[II—IV crenenn. [1aumenTsl, y KOTOPBIX 7032 BBEIEHHOTO
MeJsipasiaHa, pPacCYUTAHHOrO MO TPAIMLHOHHOH CHCTeMe
(140 MI‘/MZ), B UTOTe MpeBbilliana 3,6 Mr/Kr, cTpajanu ot
6oJiee TsKeJbIX MyKO3UTOB, yeM OO0JbHble C BBEJICHHON
no3oit Mendanana menee 3,6 mr/kr [59]. I1pu 3ToMm no-
KaszaTeJu Oe3pelMUBHON U 00llledl BbIKHBAEMOCTH He
pasJM4aNuCh.

[TopakeHHe CIM3UCTBIX (B T. Y. U MTOJIOCTH PTa ) BUPYCAMH
MPOCTOr0 reprieca sIBJASIETCS CEPbE3HBIM  OCJOKHEHHEM
BIXT u ayroTT'CK. Ilpodunakruieckoe HasHayeHHe alu-
KJIOBHPA WM BaJILIMKJIOBUPA 1103BOJIsIeT U30eKaTh PA3BUTHS
repreTHYeCKOro MyKO3HTa NpakTHYEeCKH Y BCeX MalueHToB B
MepHoJl MPOBEIeHHsT TPaHCTJIaHTAIMH KOCTHOTO Moara [60].

Kak 3To HH cTpaHHO, MECTHOE HCII0JIb30BAHHE PACTBOPOB,
coJleprKalliX aHTUMHKPOOHbIE CPe/ICTBA H TPOTHBOTPUOKOBbIE
npenapaTbl, He YMEHbLIAET HH TSXKECTH, HH YacTOTbl MYKO-
3uta. TpamMUuMoHHO HazHauyaeMble JYIsl TOJIOCKAHHS MOJIOCTH
pTa pacTBOPbl XJOpPreKcHanHa, (ypaluinta, NoBHIOH-Ho/a,
MOJIMMHKCHHA, amoTepulliHa B He CHH:KAOT MHKPOOHYIO
KOJIOHH3AIMIO CJIM3UCTOH 060JI0uKH mojioctd pra [61] u,
COOTBETCTBEHHO, B HACTOsILIeE BPEMsl HE PEKOMEHIYIOTCS
JUIsi ipodpuakTiku Myko3uTa [41]. Takke mnpusHaHo He-
3((eKTUBHBIM /151 MPOPUIAKTHKE MYKO3HTa, CBSI3aHHOTO C
BIXT u ayroTI'CK, nosockanue pacTBopoM, cojep:KalliM
TpaHyJIOLUTAPHBIE KOJIOHHECTUMYJIUPYIOLIHE hakTopbl [41].

BaKHbIM ~ 3JIEMEHTOM  JIeYeHHs] MYKO3UTOB ~CYHTaeTCsl
ajiekBatHoe o6ezbosBanue. C LeJblo afeKBaTHOH aHasresuu
MOTYT Ha3Ha4yaTbCsl pPas/MyHble MEIMKAMEHTbl, BKJOYasi
HapKOTHYeCKHe —cpeicTBa. Flcrnosb3oBaHue  HeCTepOMIHBIX
npotuBoBocnasutenbHbX cpenets (HITBC) moxker macku-
poBaTh pasBUTHE MH(EKLMU B TEPHOI HEHTPONEHUH 3a cueTr
JKapoTOHMIKAIOIIero 3(hheKTa 1 TIOBBIIATh PUCK TeMopparuye-
CKHX OCJIOXKHEHHUH (npu TpomMOoLuTONeHNH ). K Tomy »Ke B psize
ciyyaeB aHagibretuyeckoro norexuuana HIIBC HenocratouHo.
st kynupoBaHusi 60J1€BOTO CHHAPOMA MOTYT MCIOJIb30BATbCS
pasnuuHble (OPMBI U TTyTH BBeIeHHsT MophHHA U (heHTaHHUIIa:
TaGJIeTKH, PacTBOPbI 15l MOJKOKHOTO, BHYTPUMBILIEYHOTO H
BHYTPUBEHHOTO BBEJIEHHI, TpaHciepMasibHble hopmbl [41, 62].

s jledeHust nuapew, CBSI3aHHOH C TracTPOMHTECTH-
HaJbHBIM MYKO3HTOM, B cjydae He3(p(eKTHBHOCTH Jomepa-
MHJIa peKOMEHI0BaHO BBefleHKe oKTpeoTH/a (B 103e 100 MK
1 60J1ee OJKOXKHO 2 pasa B cyTkH) [41].

Bo MHorux cjydasix Myko3uTa ONpaBlaHO Ha3HayeHHe
CHCTEMHOH aHTHOaKTepHasbHON Tepanuu. lokazaHo, 4To
CHCTEMHOE HCIOJIb30BAHHE AHTHOMOTHKOB CYLLLECTBEHHO
CHHXKAeT MHKPOOHYIO KOJIOHH3ALMIO CJH3HCTOH 000J0YKH
MOJIOCTH pTa B OTJIMUME OT aHTHOAKTepHaJIbHBIX pacT-
BOPOB, HCIOJIb3YEMbIX JIs TOJOCKaHUs mosiocTh pra [61].
Hasnauenne cucremMHOl  aHTHOAKTepHAJNbHOH — Teparuu
00513aTeJIbHO MPH YCTAHOBKE JHarHo3a HeHTPONeHHYeCKOro
KoJiuTa. OOBLIYHO BBOJATCS aHTUOMOTHKH, PEKOMEHI0BAHHbIE
JUIS SMIMPHYECKON Tepanuu HeHTPONeHUUeCKOH JIHXOpaIKH
(meporieHem, Kap6GorneHeM, 1iedasocnoputsl [V mokosiennst ).
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B.0. CapxeBcKuii  ap.

Jleuenne kosuta, ceszanHoro ¢ C. difficile, nosHO
HauMHATLCSl C TIpuemMa MeTpoHHuaazosa (no 250—500 mr
3 pasza B cytku). [Ipu HeBO3MOKHOCTH TMpHeMa TabJeTOK
MEeTPOHHA30/1 BBOIST BHYTpHUBeHHO. B ciiyyae pesucreHT-
noctu wramma C. difficile x MeTpoHWma3oy HasHavaroT
BAHKOMHIIMH BHYTpb (125—500 Mr 4 pasa B cyTKH).

[1pu nokazannom [IMB-konute mpoBomutcsi Tepanus
TaHIMKJIOBHPOM HJTH BaJIFaHIIUKJIOBHPOM.

B TspKesmBbIX C/yuasix MyKO3HWTa TIPH HEBO3MOXKHOCTH
anekBatHoro npuema numy (III—IV crenenn corsacho
kputepusiv BO3 u CTCAE) paccmatpuBaercsi BONpoc o
TMPOBeIEHHH YaCTUYHOTO UJIH MOJTHOTO TTapeHTePANBLHOTO TTH-
TaHusl. BakHO OTMETHTB, UTO Ha3HAUeHHe TapeHTePaTbLHOTO
MUTaHUsT JOJKHO OCYHIECTBJSTBLCS BbICOKOKBANH(HIIMPO-
BaHHBIM MEIUIIMHCKAM TepPCOHANOM BO H36exKaHHe BO3-
HUKHOBEHHsI MOG0YHBIX 3 PeKTOB TaHHOTO MeTo/a JieueHHsl
(runeprivkemusi, HapylieHne QYHKIMU Te4eHr W JIp.).
Kpome Toro, numelorcsi TaHHble O CTATHCTHUECKH 3HAYHMOM
yBeJIMIEHNH YACTOTh TPaMITOJIOKHUTENbHOH GaKTepueMHn y
naurentos nocjie BIAXT u ayroTT CK, nosyuasuimx nosHoe
napeHTepasibHoe nNuTaHWe [63], uTo TaKKe HEOGXOAMMO
YUUTBIBATL TIPU OTpeeseHHH TI0Ka3aHWH K Ha3HaueHHIo
HYTPUIIHOHHOH TTO/IIE PIKKH TAKOTO POJIa.

Ycrexu B M3ydeHHM 3ITHOJIOTHYECKMX M MATOreHeTHUEeCKHUX
(haKTOPOB MYKO3UTOB CJIM3UCTHIX 06oJiouek Ha (one BIIXT
1 ayroTT'CK mno3Bo/inin 3HAUNUTENLHO CHHU3UTH 4acToTy U
BbIPA’KEHHOCTb 3TOTO OCJIO}KHEHHS Y MallMeHTOB C OHKOTe-
MaroJiornueckumMu 3abosieBanusiMu. B Hacrosiiiiee Bpemst cy-
IECTBYIOT 3PPEKTHBHbIE METO/IbI TPOGDUIAKTHKH U JIEUEHHS
MYKO3HTOB y 3TOH Kateropuu OoJjbHbIX. [lepcrieKTHBHBIM
B JIAHHOM HaripaBJIeHWH TIpeJICTaBJIsieTcsl  JaJsibHellliee
U3yuyeHHe OCOOEHHOCTEeH HM3MEHEeHHH »KeJyaKa, TOHKOH U
tosictoit Kuku Ha ¢one BJXT u ayroTI'CK, yHudukaus
MPOTOKOJIOB JI/Is1 OLIEHKH TSIZKECTH MYKO3UTOB, pa3paboTka
HOBBIX METOJIOB TPOGUJIAKTHKH U JIEYeHHS].

KOH®JINKTbl NHTEPECOB

ABTOpr MOATBEP2KAAIOT OTCYTCTBHUE CKPbITHIX KOHqJJII/IKTOB
WHTEPECOB.
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