MWUKODEHOJIATA MODETUN
MpounssoguTenu

AEN®APM MUNAHO C.P.J1.
®opma Bbinycka, COCTaB 1 yrnakoBka

Tabnemku, NoKpbimMbie rnreHoYHou 060s104KoU BneaHo-NMNOBOro LUBeTa, C
rpasuposkon "CellCept 500" Ha ogHoM cTopoHe u "Roche" - Ha apyron.

1 Tao.

MUKO(]eHonata MopeTn 500 mr

[PRING] uenntonosa Mukpokpuctannuyeckas - 244 mr, Kpockapmennosa HaTtpus - 32.5
mr, noBngoH K90 - 24.4 mr, marHus cteapart - 12.2 wr.

Cocmae obornoyku: onagpan nasaHgosbin (Opadry Lavender) Y-5-10272-A
(rmnpomennoaa, runponosa, Tutana guokeng (E171), makporon 400, kpacutenb
nHgurokapmuH (E132), kpacutens xenesa okcua KpacHoi (E172)) - 24 wr.

10 WwT. - 6nncTepsl (5) - NAYKN KAPTOHHbIE.

Karnicynbl TBEpapble xenaTtnHosble, pasamep Ne1, ¢ Henpo3payHbiM KOpryCcoMm
KOPUYHEBOIO LiBETA U HENPO3PAYHOWN KPbILLEYKON CUHETO LiBETA; Ha Kopryce Haanuchb
"Roche" yepHoro uBeTa, Ha Kpbiwweyke - "CellCept 250"; cogepxmmoe Kancyn - Mesikum
rPaHyMMPOBaHHbIN NOPOLLOK, YaCTUYHO CKOMKOBaBLUMINCS, OT 6enoro o noytn 6enoro
LBeTa.

1 karc.

MuKOpeHoIaTa MODeTHI 250 mr

[PRING] kpaxman KyKypy3HbI NpexxenaTuHU3npoBaHHbIn - 29.76 Mr, Kpockapmennosa
HaTpusa - 11.9 mr, noBmngoH K90 - 5.95 mr, marHusa cteapar - 4.5 Mr.

Cocmas Kopriyca Karicyrbl: XenatuH, TutaHa guokeng (E171), kpacutenb xenesa
okeng KpacHbin (E172), kpacutenb xenesa okeng xentoin (E172).

Cocmas KpbiweyKu Karicyribl: XenaTtuH, TutaHa guokemg (E171), kpacutenb
nHaunrokapmuH (E132).

Cocmae 4yepHus: Wwennak, Kpacutenb xenesa okeug YyepHbii (E172), kanus rmgpokcua.

10 wrt. - 6nmnctepsbl (10) - NayYkn KAPTOHHbIE.
dapmakosnornyeckoe gemcremne

MmmyHogenpeccaHT, MHIMbuTop MHo3nMHMoOHodocaTaernaporeHasbl - MMkogeHonarta
modpetnn (MM®) npeacrasnseT cobom 2-MopdONIMHOITUNOBLIN 3PP MUKOHEHONOBOM
kncnotbl (MOK). MOK - MOLHbBIN CeNneKTUBHBIN HEKOHKYPEHTHbIN U 0b6paTUMbIN



MHIMBUTOP MHO3MHMOHOpocaTaerngporeHassl (MMOIN), KOTOpbIM NOAABNSET CUHTES
ryaHo3nHOBbIX HykrneoTngos de novo. MexaHusm, nytem kotoporo MOK nogasnsiet
depMeHTHYI0 akTnBHoCTb VMO, no-Bngmumomy, ceasaH ¢ 1em, 4To MOK cTpykTypHO
UMUTUPYET KaK KOpaKTop HUKOTUHAMUAOUHYKNeoTuadocdarta, Tak U KatanmampyoLlyto
Mosiekyny BoAbl. ATo npensaTcTeyeT okucneHmio MM® B kcaHT030-5-MoHodoCcdhaT —
BaXKHeMLWKMM aTan BMoCnHTE3a ryaHo3nHoOBbIX HykreoTnaos de novo. MOK okasbiBaeT
Oonee BblpaXxeHHOE LUUTOCTaTMYeckoe AencTene Ha NMMAOLNTDI, YEM Ha Apyrue
KNneTKun, NoCKonbKy nponmdepauna T- n B-numdoumToB 04eHb CUMBHO 3aBUCUT OT
CUHTEe3a NyprvHOB de NOVo, B TO BPEMSI KaK KINeTKn ApYrnX TUMOB MOTyT NepexoauTb Ha
obxogHble nyTn metabonuama.

AP PHEKTUBHOCTb

B knuHMyecknx nccnegoBaHusax Nno NpodunakTMke OTTOPXKEHUS Nocre nepecagku
noYkun, cepaua un nedeHn Cenncent Ha3Ha4vyanm B KOMGMHaLMK CO cnegyowmmm
npenaparamu: UMMYHOrno6ynMHoMm aHTuTuMoumTapHbiM, OKT3 (OpTOKMOH MbILUNHBIX
MOHOKINOHarbHbIX aHTUTEN), LMKNOCNOPUHOM U KopTukocTepomaamn. Kpome Toro,
CenncenT HasHa4yanm B KOMOMHALMM C LMKIOCNOPUHOM U KOPTUKOCTEpPOMAAMM ANs
neyeHnsa pedpakTepHOro OTTOPXXEHUS NepecaxxeHHoM noykun. [lo Havyana npuema
npenaparta Cenncent NauMeHTbl Takke MOrnn nofy4ats UMMYHOTNoGYynnH
aHTUTUMOLMTaPHbIN, aHTUNUMdouunTapHbIn modynuH n OKT3. MNo3aHee CenncenTt
NCNonb30Barsncs B KNMMHUYECKUX UCCNefoBaHNsIX BMECTe C AaKnM3ymabom u
TaKpOSIMMYCOM.

[popunakmuka ommopXxeHUss mpaHcriaHmamos

BesonacHocTb 1 adhdekTMBHOCTL Npenapata Cenncent B KOMOGUHaLMu C
KOPTUKOCTEPOMAAMN N LUKNOCNOPUHOM OLEHUBANNChL B TPEX PaHAOMU3NPOBAHHbIX,
ABOVIHbIX CNnenblX, MHOTOLEHTPOBbIX MCCeLOBaHUAX Y B3POCHbIX nocre
TpaHcnnaHTaumMm noyku, B O4HOM paHAOMU3NPOBAHHOM, BOMHOM CrenomMm,
MHOrOLEHTPOBOM 1ccrneaoBaHum y 60MnbHbIX NOCne TpaHcnnaHTauum cepaua v B
OLHOM pPaHAOMU3NPOBAHHOM, ABOVHOM CIlenoM, MHOMOLEHTPOBOM UCCNeaoBaHUN Y
BOMbHbIX NOCIEe TPaHCMNaHTaLmMm nNeYeHu.

BesonacHocTb, hapMakokMHeTMKa 1 3PPEKTUBHOCTL NpenapaTa CenncenT B
KOMBUHaLMKN C KOPTUKOCTEPOMAAMU U LIMKITOCMOPUHOM Y AeTen nocre TpaHcnnaHTauum
NMOYKN OLEHUBANUCL B OTKPbLITOM, MHOMOLEHTPOBOM nccrneaosaHmm npu yyactum 100
neten B Bo3pacTe oT 3 mecsueB o 18 ner.

TpaHcrnaHmauyusi rnovyku

Y B3poCnbIX B KOMOUHaL MK C KOPTUKOCTEpOMAAMM M LmnknocnopnHom Cenncent
cTtatmucTnyeckm goctoBepHo (p<0.05) cHmkan yacToTy pasBuUTUS HEAAEKTUBHOCTM
Tepanuu B NepBble 6 MecAueB nocre TpaHcnaHTaumMm 1 rmcToNorm4eckn JoKkasaHHOro
OTTOPXXEHUA B XO04€ Tepanuu, B 403€ 2 I/CYT CHUKAET KYMYNATUBHYIO YacToTy rmbenm
TpaHcnnaHTaTa v neTanbHOCTU 3a 12 MecaueB nocne TpaHcnaHTaumMm noYkun, HO B



Ao3e 3 r/cyT yBenuunmBaeT YacToTy NpexaeBpeMeHHOro BblObiBaHUS U3 UCCNeL0BaHNS
no no6on npuymHe.

Y peten (ot 3 MmecsaueB o 18 neT) 8 OTKpbITOM UccnegoBaHun npenapata Cenncent
(MOpOLK ANs NpUroTOBIIEHUS CYCNEH3MM) NPY y4acTUn AeTen nocrne TpaHcniaHTauum
MOYKN BO BCEX BO3PACTHbIX rpynnax npuem npenapaTta CenncenT ocyLLEeCTBASCA B
no3ax 600 mr/mM? aBa pasa B AeHb (00 1 T ABa pasa B [eHb).

YacToTa ructonormyeckm AokasaHHOro OTTOPXKEHUs Obifna CXOAQHOW B pa3nnyHbIX
BO3pacTHbIX rpynnax (oT 3 mecsaueB Ao <6 net, ot 6 net o <12 net, ot 12 net go 18
net). OBwas yactoTa crydaeB rMCTONOrNMYECKN JOKA3aHHOIO OTTOPXKEHUSA K 6 Mecsauy
NOCTTPaHCNaHTaLMOHHOro nepnoaa dbina cpaBHMMa CO 3Ha4YEHUAMM OAHHOMO
nokasaTtens y B3pocrnbix. CymMmapHas YactoTta rubenu tpaHcnnantarta (5%) n
netanbHocTU (2%) 3a 12 mecsueB Nocne TpaHcnnaHTauumn obina cpaBHUMaA CO
3Ha4YeHUsIMN, HabN4ABLLUMMUCS Yy B3POCIIbIX, NEPEHECLUNX TPAHCNIAHTALMIO MOYKMN.

TpaHcnnaHmauyus cepdua

OTTOpXEHME.Paznuunin B YacToTe rMcTONOrMYeckn JOKa3aHHOrO OTTOPXKEHMS,
NnpuBeALLEro K HapyLeHWO reMoanHamMukn, B rpynnax npenaparta Cenncent u
asaTtuonpuHa He ObIno.

BbiknBaemocTb. 1o nokasaTento netanbHOCTU U NOBTOPHbLIX TPAHCNaHTauum npm
nepecagke cepaua MM® npeBocxoguT a3aTUOMPUH.

TpaHcrninaHmauyus nevyeHu

Mpu npoBegeHnn nepBryHOro aHanmaa (intent-to-treat— Bcex BkMOYEHHbIX 6OSbHbBIX)
CenncenT B KOMOMHaLUUKM C KOPTUKOCTEPOMAAMU U LIMKIOCNOpMHOM Bonee
aheKTUBHO, YEM a3aTMONpPUH, NpeaoTepaLlan octpoe ottopxeHne (p=0.025) n
obecneynBan Takyt e BbPKMBAEeMOCTb, Kak a3aTUOMNPWUH.

JleueHue peghpakmepHO20 OMMOPIXKEeHUS MpaHCciaHmamos

Tepanusa MM® cHuxana 4YactoTy rmbenn TpaHcnnaHTaTta unu netanbHbIX CX040B
Yyepes 6 MecsaueB nocrie Havana tepanuu Ha 45% (p=0.062) y nauneHToB, NepeHecLUnX
nepecagky no4vku, ¢ pedpakrepHbIM K Tepanum OCTpbIM, KNeTOYHO-0nocpeaoBaHHbIM
OTTOPXXEHUEeM TpaHcnnaHTaTa.

[loknMHMnYeckne gaHHble no 6e3onacHocTu

B posax, B 2-3 pasa npesbiLlaloLLnX TepaneBTUYecKkne npu nepecagke novkm n g 1.3-2
pasa — Nno CpaBHEHUIO C TaKOBbLIM Yy NaUMeHTOB nocne nepecagku cepaua, MMO He
CTMMyrnpoBarn obpa3soBaHue Onyxonen n He BAMUSN Ha PepPTUNbHOCTb CaMLIOB KpbIC.
[1Ba TecTa Ha reHOTOKCUMYHOCTb (OnpeaeneHne TMMNMONHKMHA3b! B KNeTKax MbILUMHON
NMMOMBI N TECT C MUKPOAAPbLILKAMU MbILLKW) yKasanu Ha To, Y4TO B A403aX,
OKa3bIBaKOLNX CEPbEe3HbIN ToKcnYecknuin acpdekt, MM® noteHumanbHO cnocobeH
BbI3blBaTb XPOMOCOMHYIO HECTabUNbHOCTb. B Apyrnx Tectax Ha reHOTOKCUYHOCTb (TeCT
Ha MyTaumm 6akTepun, TeECT KOHBEPCUN MUTOTUYECKOTO reHa OPOXOKEN unu Tect



XPOMOCOMHbIX 36€ppaLl,I/II7I B KIleTKax ANYHUKA KUTANCKOro XOMFI‘-IKa) Hanun4yune y
npenaparta MyTaFeHHOVI aKTUBHOCTM He ObINO BbISABMNEHO.

B akcnepumeHTax no oepTUnbHOCTN U PEnpPOaYKTUBHOCTM CaMOK KPbIC NepoparnbHbIv
npuem npenapata B Jo3e, B 0.5 pasa npesbiwaroLen CUCTEMHOEe BO34eNCTBME 03bl 2
r/cyT nocne nepecagku no4vku un npumepHo B 0.3 pasa npeBbiwaloLwen CUCTEMHOE
BO34€eNCTBUE KNUHMYECKoW A03bl 3 I/CyT, peKoMeHAOBaHHOW Nocne nepecagky cepaua,
BbI3blBas NOPOKN pasBUTUA (B TOM YMCrie aHOMDTanbMuio, arHaTmio u rmgpouedanuio) B
nepBOM MOKONEHUM NoToMcTBa 6e3 Kakoro-nmbo TOKCUYECKOro AenUCTBUs Ha MaTtb. B
nocnenyLwmx NOKoNeHNAx NOTOMCTBA BIMSHUSA Ha PEPTUNBHOCTL U
penpoayKTUBHOCTb HE OTMeYanochb.

B nccnepoBaHusix TepaTtoreHHOCTH Y KpbIC, NONyYaBLUMX NpenapaTt B 403€e Mo
cucTeMHOMY BO3aencTeumio npumepHo B 0.5 pasa npeBbiwatoen Josy 2 r/cyr,
peKOMEeHOO0BaHHYI0 NaumMeHTam nocrne TpaHcnnaHTaumm novkun, n npumepHo B 0.3 pasa
NnpeBbILIAOLLIEN CUCTEMHYHO 3KCNO3NLINKO NPy NpuemMe Ao3bl 3 r/cyT, peKOMEeHAO0BaHHON
60onbHbIM NOCNEe TpaHcnnaHTauMm cepaua, oTMmevanach pe3opoumsi NoAoB U
BPOXOEHHbIE MOPOKN pa3BUTUS Y NOTOMCTBA (BKITtOYas aHOTanbMumto, arHaTumio 1
rmgpouedanuio y KpbiC U NOPOKM pasBUTUSA cepaedHO-COCYaNCTON CUCTEMBI, MOYEK,
3KTOMMSA cepaua n noyek, anadparmanbHble 1 NynoYHble rPbiXkn y NOTOMCTBA
KponimkoB) 6e3 Npu3HakoB TOKCMYECKOro AENCTBUS HA MaTb.

B Tokcukonornyeckux ncernegosaHnax MM®Ha XMBOTHBIX OCHOBHbIE MOPaXXeHUs
NOKanuM3oBarnucb B KPOBETBOPHbIX U NMMMONOHbBIX OpraHax 1 BO3HMKANM npu Takom
YPOBHE CUCTEMHOWN 3KCMO3MLMM Npenaparta, KOTOPbIA 3KBMBANEHTEH NN MEHbLUE
YPOBHS 3KCMO3ULNKN NPU NPUEME KIMHUYECKOW A03bl 2 I/CyT, pEKOMEHAOBaHHOM
©onbHbIM Nocne nepecagkn No4kun. MNMpodunb HEKNMMHNUYECKON TOKCUYHOCTH
MM®coBnagaeT ¢ HexenaTesbHbIMU ABMEHUSAMN, OTMEYEHHBIMU B KIMHUYECKNX
nccnegoBaHNAxX y YenoBeka, KoTopble NO3BONUIN NOMYYUTb JaHHble No 6e3onacHoOCTy,
Bbonee 3HaunMbIe N8 NONyNALMM NALUEHTOB.

dapmakoknHeTrKa

dapmakoknHeTmnyeckune xapakrepuctnkn MMO nayyanuch y naymeHToB, NepeHecLUmx
nepecagky nodvku, cepaua n nevyeHun. B uenom, y 60mnbHbIX Nocne nepecagkn noYvku u
cepaua oapmakokmHeTnyecknin npocpune MOK ognHakos. B paHHem
NOCTTPaHCNIaHTaUMOHHOM nNepuoae y NauneHToB, NepeHecLUnX nepecaaky neyvyeHn n
nonyvarowmx MM® B gose 1.5 r, koHueHTpaunn MOK Takme xe kak y 60onbHbIX nocne
nepecagkn noyku, nonyyarowmx MM® B gose 1.

BcacbisaHue

Mocne nepopanbHOro npuema NPoONCXoanT BbICTPOE 1 NOMHOE BCAaCbiBAHWE W NOSHbIN
npecucteMHbln Metabonnam MM®c obpasoBaHnem akTnBHoro metabonuta — MOK.
BbuogoctynHocte MM®npu nepopansHOM Npueme, B COOTBETCTBUM C BENNYNHOMN
AUCwmoek, cocTaBngeT, B cpeaHemM, 94% oT TakoBou npu ero B/B BBeaeHuu. [Nocne



nepopansHoro npuema KoHueHtpauunm MM® B nna3me He onpefensaiTcsa (HUXe nopora
onpegernexus - 0.4 mkr/mn).

B paHHem nocTtTpaHcnnaHTaumoHHoM nepuoge (o 40 aHen nocne nepecagky noyku,
cepgua nnu nedenn) cpeaHmne sennunHel AUCmek 6b1nm npumepHo Ha 30% Huxe, a
Cmax— npymepHo Ha 40% Huxe, Yem B NO3AHEM MOCTTPAHCNIIaHTaLMoOHHOM nepuoge (3-
6 mec B nocne nepecagku). Y naunmeHToB, NepeHeCcLUNX TpaHCNNaHTaLNIo NOYKN,
3HaveHus AUCwok Nocne B/B BBeaeHnda npenaparta Cenncent B go3e 1 r 2 pasa/cyTt B
paHHEM NOCTTPaHCNIaHTaUMOHHOM nepuoae 6binv cpaBHUMbI C TAKOBLIMW NPK
nepopanbHOM nNpmueme (CKOPOCTb B/B BBEAEHUSA COOTBETCTBOBasa peKOMEH40BaHHOM
ANS JaHHOW rpynnbl NauMeHToB). Y NauneHToB, NepeHecLUnX TpaHCNNaHTaunio neyvyeHu,
3HavyeHuss AUCmok Nocne B/B BBeaeHust npenapata Cenncent 1 r ABa pasa B A€Hb C
nocrneayowmm nepopanbHbiM NpMeMoM npenapaTa B Ao3e 1.5 r ABa pasa B AeHb He
OTNIMYanuchb OT TaKOBbIX, HAbMAABLUNXCS Y NALMEHTOB, NEPEHECLLMX
TpaHCNNaHTauuio NoYkn, N NPUHMMaBLUKX Npenapart B Ao3e 1 r ABa pa3a B A€Hb.

Mpuvem nuwm He BnNusieT Ha cteneHb BcacbiBaH MM® (AUCwaek) NPY €ro HasHavYeHnn
no 1.5 r aBa pasa B cyTkn 60nbHbIM Nocne TpaHcnnaHTaumm novkn. OgHako Cmax MOK
npu npuemMe npenapata Bo Bpemsi eabl cHmkaeTcs Ha 40%.

PacnipedeneHue

Kak npaBuno, npumepHo yepes 6-12 yacos nocne npnema npenapata Habnogaetcs
BTOPUYHOE NOBbILLEHME KOHUEHTpauun MOK B nnasme, 4to CBUOETENBCTBYET O
nevYeHOYHO-KMLWEYHON peumnpKkynaumm npenapata. Npyn ogHOBpEMEHHOM Ha3Ha4YeHUN
konectupammHa AUCwok CHUXaeTca npumepHo Ha 40%, 4TO cBMAETENbCTBYET O
npepbIBaHUN NEYEHOYHO-KULLEYHON PeLMPKYNALUN.

B kKnuHnyeckn 3HaummbIx KoHLeHTpaunax MOK Ha 97% cesasbiBaeTcs ¢ anbbyMuMHOM
nnasmsbil.

Memabonuam

M®K meTabonunanpyetcsi, B OCHOBHOM, Nog AEACTBUEM FMNIOKYpOHMNTpaHcdepasbl C
obpasoBaHneM papMaKkosiorMyeckm HeakTMBHOrO OEHONBHOrO rniokypoHnga MOK
(M®KT). In vivo MOKI™ npespawaetcs B cBob6ogHyto MK B xone ne4eHOYHO-KULLEYHOMN
peumnpKynsaumm.

BbieedeHue

lMocne nepopanbHOro npuema pagMoakTMeHo MedyeHHoro MM®93% nonyyeHHon 0o3bl
BbIBOOUTCS C MOYOK, a 6% - ¢ kanom. bonbluas YacTtb (okono 87%) BBeAeHHOWN 403bl
BbIBOAMTCSH ¢ Mo4von B Buae MOKI. HesHaunTenbHble KonudecTtsa npenapata (<1%
A03bl) BbIBOAATCS ¢ Mo4ou B Buge MoOK.

KnuHnyeckn onpenenaemble KoHueHTpaunum MOK n MOKI™ He yagansioTca nytem
remogmanusa. OgHako npu 6onee BbICOKNX KoHUeHTpaumsax MOKI™ (>100 mkr/mn)



HEKOTOpad ero 4aCtb MOXeT ObITb vyaaneHa. CeKBeCTpaHTbI XKEeJMYHbIX KACJ10T TUna
KoJieCTupamMmHa CHMXarT AUCwok, npepbiBad nNne4eHOYHO-KNLWEYHYO PELNPKYNALNIO.

BuoaskesusarieHmMHocmb

Mpn nccnegoBaHnn GUOIKBMBANEHTHOCTU ABYX NepoparnbHbix hopm Bbinycka MM®
ObIno nokasaHo, 4YTo Ase Tabnetkm no 500 Mr 9KBMBaANEHTHbI YeTbIpeM Karcynam no
250 wr.

(DapMaKOKUHemUKa 8 0CObbIX KIMUHUYECKUX criy4asx

B nccnegosaHum ¢ pasoBbiM NpMeMoM npenapaTa (B rpynne 6 ncnbityembix) y 60MbHbIX
C TSHKESIOM XPOHUYECKON MOYEYHON He4OCTAaTOMHOCTbLIO (CKOPOCTb KITybo4YKOBOM
dunbTpaummn <25 mn/mnn/1.73 m2) AUCvok Gbina Ha 28-75% GornbLue, Yem Y 340PO0BbIX
AobpoBonbLEB 1M BONMbHBLIX C MEHEE BbIpaXXeHHbIM NopaxeHnem noyek. lNMocne npunema
pasoBou 4o3bl AUCmaokr B 3-6 pa3 6onblue y 60MnbHbIX C TSXXENOW NoYeyHOon
HeOCTaTOYHOCTbIO, YEM Y 340POBbIX 4OOPOBOSbLEB 1 NALUMEHTOB C YMEPEHHbBIM
nopakeHnem noYek, YTo cornacyeTcsi ¢ 4aHHbIMU O NoYe4YHOM BbiBegeHun MOKIT .

WccnepgoBaHuii no MHorokpaTtHoMy BeBegeHuo MM®npu TsXenon XpoHMYeCcKom
NoOYeYHOM HeJOCTAaTOYHOCTM HEe NPOBOAUIOCH.

Y 60nbHbIX C 3a4epPXXKON (PYHKLMK NOYEYHOro TpaHCcnaHTaTanocne nepecanku
cpegHee 3HayeHne AUCo.12 ons MOK cpaBHMMO € TakoBbIM Y BOSIbHbIX, Y KOTOPbIX
TpaHcnnaHTaT HadYnHan (PyHKUMOHMPOBaTL nocne nepecagkv 6e3 sagepxku. Y
NnauneHToB C 3a4epXXKor (PYHKLMM NOYEYHOro TpaHcnnaHTaTa MoxeT HabnogaTbcs
TpaH3UTOPHOE yBennyeHne cBoboaHoOM ppakumnmn n kKoHueHTpauun MOK B nnasme
KpoBMW. BepoATHO, HeoBX0aAMMOCTY B Koppekummn Ao3bl npenapaTa Cenncent® y atux
naumeHToB HeT (cM. pa3gen «[o3npoBaHne B 0CobLIX criydasix»). CpegHee 3HayeHue
AUCo.12 gns MOKI B nna3sme 6bino B 2-3 pasa 6onblue, YeM y NaLMEHTOB, Y KOTOPbIX
TpaHcnnaHTaT HaunHan PyHKUMOHMPOBaTb nocne nepecagkun 6e3 3agepxku.

Y naumeHToB € NEPBUYHO HEDYHKLNOHUPYOLLMM TpaHCNNaHTaToM nocne
TpaHcnnaHTaunm novkm, Habnoganock ysenunyeHne KoHueHTpaumm MOKI™ B nnasme
KpoBu; kymynauus MOK, ecnn n otmevanach, TO B ropaso MeHbLUen CTeNeHN No
cpaBHeHntio ¢ MOKT.

GorbHble ¢ nopaxeHuem rnedyeHu. Y [ob6pOBOMbLEB C ankoronbHbIM LMPPO30M NeYeHn
nocne nepopansHoro npuema MM® He BbISIBIEHO U3MEHEHUN B (DapMaKOKUHETUKE
M®K n MOKT. BrinsHue ne4yeHOYHOW NaTtosiorMm Ha 3ToT Npouecc, BEPOATHO, 3aBUCUT
OT KOHKpeTHoro 3abonesaHusi. B cnyyae 6onesHun neyeHun c npeobnagaHnem
NnopaxeHuns XXen4yeBbIBOAALMX NyTen (Hanpumep, NepBUYHbI BUNuapHbIi LMPPO3)
nameHeHuns B papmakokuHeTuke MOK n MOKI Henb3s NCKIOYUTD.

Y nayueHnmos demckozo so3pacma (<18 neT), nepeHecInx nepecagky noyku (B
nccrnegoBaHun n=55, nauneHTsl OT 1 roga oo 18 net), nocne nepopanbHOro npuema
MM® B nose 600 mr/m? oBa pasa B CyTku (MakcumansHo 4o 1 r asa pasa B cyTku) AUC
ans MOK cpaBHMMa ¢ TakoBOW Y B3POCSIbIX NALMEHTOB NMOCIe nepecanky NoYKu,



nosiyyaroLwmx npenapart B fo3e 1 r ABa pa3a B CyTKWU, B paHHEM U NO3AHEM
nocTTpaHcnraHTaunoHHoM nepuoge. 3HaveHnss AUC ana MOK He pasnnyanucb mexay
BO3pacTHbIMW rpyrnnaMmn B paHHeEM 1 NO34HEM TpaHCNaHTaLuMoHHOM nepuoae.

Y 6051bHbIX MOXUI020 U cmapy4yecko2o go3pacma (265 net) obapmakokKMHETUKa He
nayyanaco.

NokasaHug

BapocnbimM 1 AeTAM C Nnowaaso NoBepxHocTy Tena >1.25 mM? (npuMepHbIii Bo3pacT 12
ner):

U I'IpO(*)I/IJ'IaKTI/IKa OCTPOro OTTOPXEeHUA TpaHCMNJ1aHTaTa y ©0nbHbIX Nocne
annoreHHoun nepecagku rno4ku.

Bapocnbim:

e IleYeHMe NepBoro Unu pedpakTepPHOro K Tepannm OTTOPXKEHUS TpaHCcnNaHTaTa y
GOonNbHbIX NOCNE annoreHHon nepecaaky NoYKN;

e MpodunakTuka OCTPOro OTTOPXKEHWUSI TPaHCNNaHTaTa u yny4dleHue ero
BbDKMBAEeMOCTU U BbDKMBAEMOCTU MaLMEHTOB NOCIe annoreHHon nepecanku
cepaua;

e MpodunakTMka OCTPOro OTTOPXKEHUSI TpaHCcNaHTaTa y 60mbHbIX nocne
annoreHHon nepecagkun neYeHu.

Cenncent Ha3HavatoT B BUae KOMOUHNPOBAHHOWM Tepanun ¢ LMKNOCNOPUHOM U
KOpTUKOCTEpPOMOAMM.

Pexum gosmposaHus

Bapocnbim
lpogbunakmuka ommopxeHuUss mpaHcriiaHmama rnovyku

Mprnem npenapata Heo6XxoANMMO HayaTb B TeYEHNE 72 YacoB Nocre NpoBeaeHus
onepauuun TpaHcniaHTauun. bonbHbIM C NOYEYHBbIMW TpaHCNNaHTaTamm
pekomMmeHayeTcsa npuem no 1 r gBa pasa B CyTKM (CyTOYHas gosa 2 r). XoTd B
KNUHUYECKMX nccrnepoBaHusx Obino nokasaHo, 4To gosa B 1.5 r ABa pasa B CyTKM
(cyTouHas gosa 3 r) Takke aBnseTcs 6esonacHon 1 adPEKTUBHON, €€ NpenMyLLECTBa
B NnaHe apdeKkTMBHOCTU Yy BONbHLIX NOCNe nepecagkn NOYKN He YCTaHOBIEHbI. Y
6onbHbIX, nony4yaswunx 2 r MM® B cyTku, npochunb 6e3onacHocTn Obin, B LEnom,
nyylle 4em y noriyyaBLUMX CYTOYHYHO 403y B 3 T.

lpogunakmuka ommopxXeHuUs mpaHcrnaHmama cepouya

Mpuem npenapaTta Heobxo4MMO HayaTb B TedeHne 5 aHern nocne npoBeaeHus
onepauuun TpaHcnnaHTaumMm. PekomeHaoBaHHbIM pexuM o3nposaHus —no 1.5 1 2 pasa
B CYTKM (CyTOYHas gosa 3 ).

lNpounakmuka ommopxeHUs mpaHcriaHmama rne4yeHu



Mprem npenapaTta He06X04MMO HayaTb Kak MOXHO paHbLLEe Nocre NpoBeaeHNs
onepauun TpaHcnnaHTauum (B 3aBUCMMOCTU OT BO3MOXHOCTU NauueHTa nepeHocuTb
npenapart). PekoMeHOoBaHHbIN pexmum Jo3upoBaHus — no 1.5 r 2 pasa/cyT (cyTodHas
posa 3 ).

TleyeHue nepgozo unu pegpakmepHO20 OMMOPXXEeHUS mpaHcraaHmama noyxku
PekomeHgoBaHHbIN pexxum ao3nposaHusa — no 1.5 r 2 pasa/cyTt (cytouHas gosa 3 ).

Mocne nepecaaku NoYku, cepaua unm neyeHn nepeyto Aoy npenaparta Cenncent
crieayeT NpUHMMAaThL Kak MOXHO paHbLUe.

Jo3upoBaHue B 0coBbIX criyyasx

Mpn HetmponeHuu (abcontoTHoe Yncrno HenTpodunos <1300 B 1 MK KPOBWU)
Heobxoammo npepBaTb nevyeHne MM® nunum ymeHbLWNTb €ro 403y 1 TwaTenbHo
HabnaaTh NauneHTa.

Y BOMbHbIX C TSHXKENOW XPOHUYECKON NOYEYHON HEQOCTAaTOYHOCTLIO (CKOPOCTb
Kny6Go4koBol punbTpauumn MeHee 25 Mn/MuH/1.73 M?) BHe Gnivkaiiiero
nocTTpaHCNIaHTauMoHHOro Nnepruoaa Unn nocne Tepanum rno NoBo4y OCTPOro Umm
pedpakTepHOro OTTOPXeHUs cnenyet nsberatb 403 Bbiwe 1 1 2 pasa/cyT. [JaHHble no
naumeHTam C TSXernon noYyeYyHon HeJOCTaTOYMHOCTbLIO, NepeHecLnM nepecagky cepaua
UI NeYeHun, OTCYTCTBYIOT.

Koppekumn 0o3bl 60MbHbIM C 3a4epXKKON OYHKLMM MOYEYHOro TpaHCnnaHTaTta He
TpebyeTcs.

BonbHbIM, NepeHecLuMM Nepecaaky NoYKN Y UMEIOLLNX TSXKENoe nopaxeHue
napeHxMMbl Ne4YeHn, Koppekums 0o3bl He TpebyeTcs. [JaHHble No nauneHTam ¢
TSHKENbIM MOpaXeHNEM NapeHXMbl NeYeHn, NepeHecLLnM Nepecaaky cepaua,
OTCYTCTBYHOT.

Y 60nbHbIX NOXMIOro U CTap4YeCcKoro Bo3pacTta (265 neT), nepeHeclumnx nepecagky
NMoYKkKn, pekomeHayemas os3a paBHsieTca 1 2 pasa B CyTkM, a nocrne nepecagku
cepaua nnu nedenn — 1.5 r 2 pasa/cyr.

Jetn

lpogbunakmuka ommopXXeHUsi mpaHcraaHmama rnoYku: naumeHTam 4eTCKoro
BO3pacTa cTapLie 12 net, nepeHecLunx TpaHCNnaHTauuo NoYku, Npu nnoLwaan
nosepxHocTu 1.25-1.50 M? BO3MOXHO HasHayeHwue kancyn no 750 Mr asa pasa B CYTKM
(cyTouHas gosa 1.5 r); npu nnoLaan nosepxHoctn 6onee 1.50 M2 BO3MOXHO
Ha3Ha4veHue Kancyn no 1 r gBa pasa B CyTK/ (CyToYHas gosa 2 r);

JleueHue rnepeoco usnu pepakmepHO20 OMMOPIKEHUS mpaHcriaHmama

MOYKU: AAHHbIE MO 3PFPEKTUBHOCTM N 6E30NacHOCTU NPUMEHEHUS nNpenapaTa ans
nevyeHnsa NepBoro nnu pedpakTepHOro OTTOPXKEHNSA TpaHCNNaHTaTa NoYkN y BOMbHbIX
AETCKOro Bo3pacTta OTCYTCTBYIOT;



[aHHble no 6e3onacHoOCTU U SQ)Q)GKTVIBHOCTI/I npenaparay BGOnNbHbIX OETCKOro
BO3pacTa riocrsie nepecaOKu Cepdua usniu rred4eHu OTCyTCTBYHOT.

Nobo4yHoe aencTBue

Mpounb NOBOYHLIX AENCTBUN, CBA3AHHbBIX C NPUMEHEHNEM NMMYHOAENPECCAHTOB,
4YacTo TPYAHO YCTaHOBUTbL M3-3a Hann4mMsi OCHOBHOro 3abonesaHns 1 0QHOBPEMEHHOIO
NPUMEHEHNA MHOTUX OPYTNX NTeKapCTBEHHbIX CPeACTB.

ﬂ,aHHbIe KITMHUYECKMX UccrnegoBaHnm

OcCHOBHbIMM NOBOYHBIMN peakunaMn, CBsA3aHHbIMU C NpuMeHeHnem MMO® B
KOMBUHaLUUKM C LMKNOCNOPUHOM M KOpTUKOCTEPpOMAaMU Ana NPOOUNaKTUKA OTTOPXKEHUS
NOYeYHOro, CepaeyHoOro UM Ne4YeHOYHOro TpaHecnnaHTarta, aBnaTCa guapes,
NEenKoneHuns, cerncuc 1 peoTa; CyLLeCTBYHOT TakKe AaHHble O NOBbILLIEHWUW YacTOTbl
HEeKOTOPbIX TUMOB MHGEKLMIA, HAaNpUMep, ONMOPTYHUCTUYECKMX.

Mpodunb 6esonacHocT MM® npu neyveHnn pedpakTepHOro OTTOPXKEHUS NOYKM
aHanormyeH HabnwgaBLEMYCS B TPEX KOHTPONMMPYEMbIX UCCNnegoBaHUSAX Mo
npodmnakTuke oTTOPXKEHUS MOYKM MPU UCMONb30BaHMM Npenaparta B gose 3 r B/CyT.
[dunapes n nenkoneHus, 3ateM aHemusi, TOLLHOTa, pBoTa, 6onn B XNBOTE, AMUCMENCUS,
cencuc 6binn npeobnagarowmmm NnodOYHLIMU peakunsamMm, BCTpeYaBLLMMUCS Y 60SbHbIX
Ha MM® yvaule, 4em y 60nbHbIX, BHYTPUBEHHO NOJSy4YaBLLMX KOPTUKOCTEPOUIbI.

3nokayecmeeHHble HogoobpasosaHus. Kak n Ha doHe KOMOUHMPOBaHHOM
UMMyHocynpeccumn BoobLue, Tak u npyn HazHavyeHnn MM®, kak KOMNOHEHTa
UMMYHOCYMPECCUBHOW CXEMbl, UMEETCS NOBbILLEHHbIV PUCK PasBUTUA NMMMAOM U
ApYyrux 3rioka4ecTBeHHbIX HOBOOBpa3oBaHMM, 0COBEHHO KOXWU. B KOHTponupyembix
KIMMHUYECKUX nccrneaoBaHusx y 60MbHbIX, MepeHecLllnx nepecaaky noyku, cepgua unm
nevyeHun n Habngaewmnxca He meHee 1 roga, numdonponudepaTnBHble 3aboneBaHmns
unu numcombl passunuce y 0.4-1% 6onbHbIx, nonydyaswmnx MM® (B nosax 2 unm 31 B
CYTKM) B KOMBUHaLMK C ApYyrMMn MMyHoZenpeccaHTaMu. Pak Koxu (Mcknovas
mMernaHomMy) otMmeyarnca y 1.6-3.2% 60rnbHbIX, 3nokayecTBeHHbIe HOBOOBpa3oBaHUSA
apyrux TunoB — y 0.7-2.1% 6ornbHbIX. TpexneTHne aaHHble No 6e3onacHoCcTu y
nauneHToB Nnocre nepecaiky NOYKM Unu cepaua He BbISBUIN Kakux-nnbo
HEeOXNOaHHbIX U3MEHEHUI B NOKa3aTene 3aboneBaemMocTu 3roKka4eCTBEHHbIX
HOBOOGpa30oBaHWU, NO CPABHEHMIO C FOANYHBLIMU NoKasaTensmu. Nocne nepecagku
neyeHun 6onbHbIX Habngann He meHee 1 roga, HO MeHbLle 3 ner.

B KOHTponMpyeMbIx nccrneaoBaHUAX No NIeYEHU0 pePpakTEPHOro OTTOPXKEHMS MOYKN
yactoTa numdom nNpu cpegHem nepuoge HabnwogeHna oo 42 mecsaueB coctaBuna
3.9%.

OnnopmyHucmu4eckue uHgekyuu. PUcK onnopTYHUCTUYECKMX MHAEKLUIN NOBLILLIEH Y
BCEX NOCTTPAHCMNAHTALMOHHbIX NALUUEHTOB M BO3pacTaeT C YBENIMYEHNEM CTENEHN
UMMYHoOCynpeccun. B KOHTpONMpyeMbIX KITIMHUYECKNX NCCNeSOBAHNSAX NPU Ha3HaYeHUn
MM® (2 unun 3 r B CyTKM) B KOMBMHaUMK C OpyrMMyM UMMyHoAenpeccaHTamu y 60bHbIX,
HabntogaBwmnxca B TevyeHne 1 roga nocne nepecagkum novku (Ha gose 2 r/cyT), cepaua



N NeYeHun, cambiMn HacTbIMUN NHPEKUMAMM BbINN KAHANO03 KOXKN U CM3UCTbIX
o6onoyek, untomeranosupycHas (LUMB) nHdekums: LIMB supemus/LIMB cungpom
(13.5%) 1 nHekuna, BblaBaHHasi BUPYCOM MPOCTOro repreca.

Hetun (3 mecsaua—18 neT). Tun HexenaTenbHbIX peakumin 1 YacTtoTa UX BO3HUKHOBEHUS
B KIMMHWUYECKOM UCcrieqoBaHnm npu nepopansHoM npueme 600 mr/m2 MM® 2 pasa/cyT y
aeten B Bo3dpacte oT 3 mecsaues 0 18 net (N=100) npaktnyeckn He oTnmMyanuceb ot
TaKoBbIX Yy B3POCIbIX NALMEHTOB, Noy4YyaBLUMX npenapaT B Ao3e 1 1 2 pasa/cyT.
OpHako, Takne NnoboYHble peakuun Kak guapest, nenkoneHns, cencuc, HEeKLmu,
aHemus BcTpeyanucb Yauwe (210%) y geten, ocobeHHO B Bo3pacTte o 6 ner.

Y BOMbHbLIX NOXUIIOro U CTapyeckoro Bo3pacta (265 net) npu nevyeHnn MM® B pamkax
KOMOMHMPOBAHHON MMMYHOCYMNPECCUBHOM Tepannn pUCK HEKOTOPBIX MHMEKLNIA
(BKMOYaAsa TKaHEBbIE MHBA3UBHbIE (POPMblI MAHN(ECTHOM LIUTOMEranoBupyCcHoOm
MHEKLMM), a TaKkKe, BO3MOXHO, XXeNyA0o4YHO-KULLEYHbIX KPOBOTEYEHN N OTeKa JTerkux
BblLLE, YeM Yy naumeHToB 6oree Mofogoro Bo3pacTa.

HexenatenbHble sBneHnsi, oTMeyeHHble Yy 210% n y 3-10% 60nbHbIX, NONyYaBLUMX
MM® B koMOMHaUUKN C UUKIOCMOPUHOM N KOPTUKOCTEPOUAAMMN B KOHTPONIMPYEMbIX
nccnegoBaHusIX No NPOdUNAaKTMKE OTTOPXKEHMS MOYEYHOro TpaHcnnaHTaTa (3
nccneaoBaHus, aHHble NO CYyTOYHOWM Jo3€ 2 U 3 Mr), B KOHTPONIMPYEMOM
nccnegoBaHuy No nepecajgke cepaua v B KOHTPONMPYEMOM UccriegoBaHum no

nepecagke rne4vyeHun.

>10
%
Opranusm B
LEJIOM
3.
<10%

HexxenarenbHble sBJICHUS
1oCJIe Nepecajiki MOYKU
(n=991)*

aCTCHHMSI, TUXOPAJIKa,
rojoBHas 00Jb,
uHdekuu, 601U (B
KUBOTE, CITUHE, TPYAHON
KJIETKE), OTCKH, CETICUC

KHCTHI (B T.4. TuMdoresne
Y THZIPOILIETIE), OTEKH
JIMIIA, TPUTIIOTIO00HBIN
CUH/IPOM, KPOBOTEUCHHSI,
T'PBIKH, HEOMOTaHUE,

HexxenarenpHbIe
SIBJICHUS TOCJIE
nepecaaku
cepaua
(n=289)**

aCTCHHS,
JTUXOpajKa,
03HO00, TOJIOBHAs
00116, HH(DEKITNH,
6011 (B KHUBOTE,
CIIUHE, TPYAHOU
KIIETKE), OTEKH,
Cercuc

BOCITAJICHUE
MO JIKOXKHOM
KJIETYATKH, KUCTEI
(B T.u.
aumdorene u
TUApPOLETE),

HexxenarensHbie
SIBJIEHUS TIOCJIE
MepecajKu eYeHu
(n=277)***

aCIIUT, aCTCHHUS,
JMXOpaJiKa, 03HOO,
B3JIyTHE JKUBOTA,
roj0BHas1 00JIb,
uHpekuu, 60U (B
JKUBOTE, CIIUHE,
I'pPyJIHOMN KIIEeTKe),
OTEKH, CeTICHUC,
I'PBDKU, IEPUTOHUT

a0crecc, BOCIIaJIEHUE
MO JIKOKHOM
KJICTYATKH, KHCTHI (B
T.4. IuMpouesne u
TUAPOLENE),
TPUIIIOTIO 0 OHBIN



TazoBas 00Jb, B3yTHE OTEKH JIMIIA, CHHJIPOM,
KUBOTA IPUNNONONIOOHBI  KPOBOTEUYCHUS,
CUHIPOM, HeZoMoTaHue, 60JH B
KPOBOTCUCHHS, mee
FpI)I)I(I/I, B3IIYTI/IG
JKUBOTA,
HEJIOMOraHue,
TazoBas 00JIb,
00JIH B 11I€E,
OJIETHOCTH
KOJXHBIX
MTOKPOBOB

aHemus (B T.4.
aHemus (B T.4.

aHemus (B T.4. TUIIOXPOMHas),
. TUIIOXPOMHas),
>10  rumoxpomHas), JIEUKOIUTO3, .
. . . JICHKOIUTO3,
% JICHKOIIMTO3, JICUKOTICHUSI,  JICHKOTICHUS, .
6 6 JCHKOTICHMS,
TPOMOOIIMUTOTICHHS TPOMOOIIMTOTICH!
Cucrema p p TPOMOOIIMTOTICHUS
KpOBH H s, SKXHMO3BI
numpaTtuye
CKast IETEXHH, . o3
KXHUMO3BI
cucrema YBEJIHUCHNE ’
yBEJIUYECHHE
3- IPOTPOMOMHOBOT
9KXUMO3bI, TOJTULUTEMHUS MPOTPOMOMHOBOTO
<10% ou
BpEMEHU,
TPOMOOTIIIACTHHO
MaHIUTOTICHUS
BOT'O BPEMEHHU
HapyllIeHue
(GYHKIIUY TTOYEK o
HapylIeHHue KLUU
(cHIKEHUE Pyt i
MoYeK (CHUKEHUE
GyHKIHH TTOYEK,
(GYHKIHH TTOYEK,
MOBBIIICHHE
remMatypus, HeKpo3 MOBBILICHHE
KOHIIEHTPALIUU
>10  MOYeYHBIX KaHAJbBIICB, KOHLIEHTPALUU
KpeaTMHHHA
% uHbEeKIn KpeaTHHHHA
. CBIBOPOTKH )
MOYEBBIBOAAIINX MyTeH CBIBOPOTKH KPOBHU
Mouerosnos JUIIHX TYT KPOBH), P POBIL),
o onurypus, uHpeKru
O TPAKT OJIUTYpHsL,
MOYEBBIBOISIINX
uH(peKIun .
nyTen
MOYEBBIBOISIIINX
yTeu
TU3ypus, OCTpasi IoYeqHas
3- ANbOYMUHYPHS, TU3YPHS,
remMaTypus, HEJ0CTAaTOYHOCTb,
<10%  ruapoHedpo3,
UMITIOTEHIIUS, TU3ypusi, TeMaTypus,
MMITOTCHIINSA,

HUKTYpUA, noucyHas



Cepneuno-
cocyaucTas
cucTeMa

nuenonedpur, gactoe
MOYCHUCITYCKAHUC

>10
noBbIeHue AJl
%
CTEHOKap/Iusi, MeplaHue
npeacepaunil, MOHWKEHHE
3- apTepHalIbHOTO JaBIICHUS,
<10%  optocraTuyeckas

TUIIOTCH3UA, TaXUKaApIus,
TpOM603, BasogujaaTanusa

MoYcuHas
HEJIOCTaTOYHOCTb,
4acToe
MOYEHUCITyCKaHHE,
HEeJIep>)KaHue U
3a/IepKKa MOUHU

apuUTMus,
Opanukapus,
cepaeyHas
HEJI0CTATOYHOCTb,
MOHMKEHUE U
noBeIenne AJl,
NepUKapIUaTbHBI
H BBITIOT

CTCHOKap/IHs,
APUTMHH
(cynpaBeHTpUKYI
SpHBIC U
KEITyI0UKOBbIE
9KCTPACUCTOJIBI,
TpeneTaHue u
MepliaHue
npeacepani,
CYIPaBEHTPUKYIIS
pHbBIE U
KEITYI0YKOBBIE
TaxXUKapIum),
OCTaHOBKa
cepaua,
3acToMHas
cepaedHas
HEJ0CTAaTOYHOCTb,
opToCTaTUYecKas
TUNOTEH3HUS,
JeroYHast
TUTIEPTEH3HUS,
00MOpOKH,
Ba30CMa3M,
MOBBIIIICHHE
BEHO3HOTO
TABJICHUS

HEJI0CTaTOYHOCTb,
OTEK MOIIOHKH,
4acToe
MOYEHCIyCKaHUE,
HEJIEpKAHUE MOYH

TTOHIDKCHHUE U
noBbimeane AJl,
TaxuKapIus

apTepuaibHbIN
TpoM0O03, MEpIIaHHE
npeacepanu,
apuTMUM,
Opamukapaus,
Ba30IMiIaTalus,
00MOpOKH
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MOKa3aTeNun
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anua03 (MeTaboIuYeCKU
WM pECIIUPATOPHBIIN),
JeTUApaTanus,
THIIEPBOJIEMHS,
yBEJINYEHHE MACChI Tela

THIIEPXOJIECTCPUHEMUS,
THIEPTIMKEMHS,
TUIePKAITUEMUS,
THIOKAIHEMUS,
rurnodochareMus

MOBBIIIEHNE aKTUBHOCTH
mienoyHoi pocdaTassl,

anuaI03
(MeTaboIMYeCKHi
1501051
pecnupaTopHsbIil),
TUIICPBOJICMUA,
YBCINYCHUC
Macchl Tesa

HapylieHue
3AKUBJICHUA PaH,
aJKaJos,
Acrujparanus,
nojarpa,
THUIIOBOJIEMUS,
THUIIOKCHS,
pecnupaTopHbIi
anuao03, XKax/a,
[MOXyJdaHue

runepomMpyouH
emMus,
TIOBBIIIICHUE
OCTaTOYHOTO
a3oTa,
TIOBBIIIICHUE
KOHIICHTPALIU!
KpEeaTHHUHA,
TIOBBIIIICHUE
AKTUBHOCTH
dbepmenton (JIAT,
ACT, AJIT) B
CBIBOPOTKE
KPOBH,
TUIIEPXOJICCTEPHH
emMus,
TUNIEPTIIUKEMHS,
TUTNIEpKaIieMus,
TUNIEPIUTIHIEMUS,
TUNIEPYPUKEMUS,
TUTNIOKAIIEMUH,
TUTIOMarHUEMHS,
TUTIOHATPUEMHUS

IOBBIIICHUEC
AKTUBHOCTHU

HApYIIECHUE3aKUBIICH

us paH

armI03
(MeTabomuyecKuit

WM pECIUPATOPHBIi),

JIeTuIpaTanus,
TUIIEPBOJIEMHUS,
THITOKCHSI,
THIIOBOJICMUSI,
YBEJIMYECHHUE MACChI
TeJa, MOXy/IaHue

runeponIupyonHeMu
51, TIOBBIIICHHE
OCTaTOYHOTO a30Ta,
HOBBIIICHUE
KOHIIEHTPALUH
KpeaTHHUHA,
THIIEPTIIMKEMUS,
THIIEPKATAEMUS,
THITOKAJTHEMUS,
THITOKAJIBIINEMHS,
THIIOTJINKEMHS,
THIIOMarHUeMHus,
runogocdaremus,
TUIOTPOTENHEMHUS

IOBBIIICHUC
AKTHUBHOCTH



Kenygouno
-KUIIIEYHBIH
TpaKT
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MOBBIIIEHNE aKTUBHOCTH
(bepMeHTOB
(raMMaryyraMuiaTpaHcIe
nrunassl, JIAT, ACT u
AJIT) B cbIBOpOTKE
KPOBH, TTOBBILICHHUE
KOHIICHTPALUH
KpEaTUHUHA CBIBOPOTKH
KPOBH,
THITEPKAITBIIAEMHS,
THIIEPIIATTHIEMHUS,
TUTOKATBIIEMHUS,
THITOTITHKEMHS,
TUIIOTIPOTEUHEMHS,
TUIIEPYPUKEMUS

3arop, auapes,
JIACIIETICHS, TOIITHOTA U
pBOTA, KAaHINUI03
CIIU3UCTON 000JIOUKH
MTOJIOCTH pTa

AHOPEKCHSI, METEOPH3M,
racTpO3HTEPHT,
KEITYI0YHO-KUIICYHOE
KpPOBOTEYEHHE, KaHJU/I03
KEJYI09HO-KUIIIEYHOTO
TpaKTa, THHTUBUT,
THIIEPIUIAa3Hs IECEH,
rernaTuT, KUIIeyHas
HENPOXOIUMOCTb,
CTOMATHT, 330(arur,
HOBBIIIIEHUE TEYEHOUHBIX
npo6 (Bxirouas ACT,
AJIT)

LIEJIOYHOU
docdarasbl,
THITOKATBIIHEMHSI,
TUIOXJIOPEMHS,
THITOTIINKEMHSI,
TUIIONIPOTEUHEMH
a,
runogocharemus

3arop, aAuapes,
JIACTIETICHS,
METEOPH3M,
TONTHOTA U PBOTA,
KaHIAI03
CIIM3UCTOM
000JI0YKH
MOJIOCTH pPTa

AHOPEKCHS,
nucharus,
racTpO3HTEPHT,
THHTHBHT,
THIIEPIUIa3Hs
JIeCeH, JKeNTyXa,
MeJIeHa,
CTOMATHT,
330(Qarur,
HOBBIILICHUE
MEUYEHOYHBIX
po6 (BKiIrOUas
ACT, AJIT)

LIEJI0YHOU
docdarassl,
MIOBBIIIICHUE
aKTHBHOCTH
dbepmentoB (ACT u
AJIT) B cbIBOpOTKE
KPOBH,
THIIEPXOJIECTEPHHEMHU
s, TUTICPIUIHICMHS,
runepdocdaremus,
THIIOHATPUEMUS

aQHOPEKCHSI, XOJIAHTHUT,
XOJIECTaTHYeCKas
XKeJTyXa, 3arop,
Jiapest, JTUCIICTICHS,
METEOPH3M, TEHaTHT,
TOIITHOTA M PBOTA,
KAHJIUJI03 CIU3UCTON
000JI0YKH TIOJIOCTH
pTa, IOBBIIICHHE
MEYCHOYHBIX MPOO
(Bxmrouas ACT,
AJIT)

nucarus, TacTpHT,
KEITYT0YHO-
KHUIIIEYHOE
KpOBOTEUYECHHE,
KHUIIIeYHas
HEIPOXOIUMOCTbD,
JKENTyXa, MEJIeHa,
H3bA3BICHUE
CIU3UCTON 000IOUKH
POTOBOM IOJIOCTH,
»30(arut, NopaxkeHue
MPSIMOM KHIIKHU, S3Ba
KeTyaKa



>10
%
Opranbl
TIbIXaHUS
3.
<10%
>10
%
Koxau ee
MPUIATKA
3.
<10%

Hepsnas >10
cucrema %

yCHJICHHE KalllIs,
OJIbIIIKA, (papuHTHT,
THEBMOHWUSI, OPOHXUT

acTMa, IJIEBpPaJIbHBIN
BBIIIOT, OTCK JICTKUX,
PHUHUT, CHHYCHUT

aKHe, IPOCTOM reprec

BBIITaJICHHUE BOJIOC,
T0OpOKaYECTBEHHBIC
HOBOOOpa30BaHMS KOXH,
TPUOKOBBIN JIEPMATHT,
ONOSICHIBAIOIIUI JTHIIAM,
TUPCYTHU3M, 3y, paK
KOXH, THIIEPTPOPus
KOXH ( B T.4.
AKTUHUYECKHUI KepaTos),
TTOBBIIIEHHAS
MOTIUBOCTh, KOKHBIE
SI3BBI, CHITTh

TOJIOBOKPY)KEHHE,
OeccoHHUIIA, TPEMOP

acTMa, yCUJIEHUE
Kalluisl, OJbIIIKa,
bapunrur,
TJIEBPAJIBHBIN
BBIIIOT,
ITHEBMOHUS,
PUHUT, CHHYCUT

aInHo?, aTeJNeKTas,
OpOHXUT, HOCOBOE
KPOBOTCUCHHE,
KPOBOXapKaHbE,
UKOTAa,
HOBOOOpa30BaHMs
, THEBMOTOPAKC,
OTEK JIETKUX,
yCcUJIeHUE
OT/IEJICHUS
MOKpPOTHI,
U3MEHEHUE
rojoca

aKHe, IPOCTOM
reprec,
OIIOSICHIBAIOIIII
JIMIIIaK, CHIIb

0OpOKAYECTBEHH
13(S
HOBOOOpPAa30BaHUs
KOKH, TPUOKOBBIN
JICpPMATHT,
reMopparuu, 3y,
paK KOXH,
runepTpodus
KOXH,
MOBBILIEHHAS
MOTIUBOCTb,
KOHBIE SI3BBI

aKHTAIHS,
TpeBora,
CITyTaHHOCTh
CO3HAHMS,
Jenpeccus,

YCUJICHUE KalllJs,
OJIBIIIKA, (papUHTHT,
ITHEBMOHMUS,
IJIEBPAJIBHBIN BBITIOT,
CUHYCHUT, aTeJIeKTa3

acTMa, OpOHXHUT,
HOCOBOE
KpOBOTEUEHHUE,
THIICPBCHTUIIALIUA,
ITHEBMOTOPAKC, OTEK
JICTKUX, KaHJIU103
AbIXaTCJIbHBIX HYTeﬁ,
PUHUT

CHIIIb,
3y, [TOBBIIICHHAS IO T
HUBOCTh

aKHe, TPUOKOBBIN
JIEpMaTHT,
reMopparuu, mpoCcTou
reprec,
OIIOSICHIBAIOIIINI
JuuIai, TMpcyTu3M,
JI0OpOKAYECTBEHHBIC
HOBOOOpa3oOBaHUs
KOKH, KOXKHBIC SI3BHI,
BE3UKYI0-0yIuie3Hast
CBITTb

TpEeBOra, ClIyTaHHOCTb
CO3HaHu4, ACIIPECCUs,
T'OJIOBOKPYKCHHC,



3.
<10%
>10
%
Koctao-
MBIIIEYHAs
cucTeMa
3.
<10%
>10
%
Oprassl
YyBCTB
3
<10%
OHJoOKpuHH  >10

ast CucTeMa %

TPEBOTa, ICMPECCHs,
THIIEPTOHYC, MTApeCTe3UH,
COHJIMBOCTb

00JI1 B CyCcTaBax,
CYJIOpPOTH B HOTax, 00JIU B
MBIIIIIAaX, MBIIIEYHAs
c1a00CTh

aMOITMOTIHSI, KaTapaKTa,
KOHBIOHKTUBHT

TOJIOBOKPYKEHUE,
TUTIIEPTOHYC,
OeccoHHHIIA,
MapecTe3nH,
COHJIMBOCTD,
TpeMop

cyznoporu,
HMOIMOHAIIbHAS
JTa0HMIIBHOCTb,
TaJUTIOIIUHAINY,
Helponarus,
paccTpoiicTBa
MBITIUICHHUS],
BEpPTUTO

CyJIOpOTH B
HOrax, 00Ju B
MBIIIIAX,
MBIIICYHAS
ci1a00CTh

00JI1 B cycTaBax

aMOJIonus

HapyIICHUs
3peHus,
KOHBIOHKTHUBHT,
IJ1yxoTa, 00Jib B
yxe,
KPOBOU3JIMSHUSA B
IJ1a3, IIyM B yIiax

OeccoHHMIIA,
apecTe3uu, TPEMOpP

aslcumayus,
CYAOpOTH, NETUPUH,
CYyXOCTh BO PTY,
TUTIEPTOHYC,
TUTIECTE3HH,
HEWpOoMaTus, CUxo3,
COHJIMBOCTb,
paccTporcTBa
MBITIUTCHUS

00Ju B cycTaBax,
CYJIOPOTH B HOTaX,
00JIM B MBIIIIIIAX,
MBIIIEYHast CJ1ab0CTh,
OCTEOIOpO3

HaApYIICHUS 3PEHUS,
aMOIHOoTIHS,
KOHBIOHKTHBHT,
TIIyXoTa



caxapHbIii quader,

3aboneBaHue caxapHbIif
3- MapallUTOBUAHBIX XKejle3  UMabeT, CUHAPOM N
caxapHbli 1uabet
<10%  (noBblLIEHHE YPOBHS Kymunra,
apaTUPEOUTHOTO TUIIOTHUPEO3
rOpMOHa)

*(Bcero n=1483), **( Bcero n=578), ***( Bcero n=564)

B Tpex KoHTponupyembix nccrnegoBaHusx No NpodunakTuke oTTOPXXEHNA NOYEYHOro
TpaHcnnaHTata npouns 6esonacHocT MM® B cyTouHOM A03e 2 1 Oblfl HECKOSTbKO
nydie, 4em B CyTOYHOW o3e 3 T.

MocTperncTpaumMoHHOe NpuMeHeHue npenapara

Co cmopOoHbI Op2aHo8 NMuULLEe8apPeHUs:KONUT (MHOrAa LMTOMEranoBuUpyCHOM 3TMONMOMK),
naHKpeaTuT, oTAernbHble CryyYan aTpodumn KULLIEYHbIX BOPCUH.

Co cmopOHbI UMMYHHOU cucmeMabl: OTAENbHbIE CyYaun TSHXKeNbIX, YrpoXXaroLmX KU3HU
MHEKLMIA (MEHNHIUTA, MUHAIEKLMOHHOIO 3HA4OKapAMTa), NOBbILLEHWE YacTOThl
HEeKOTOpbIX MH(PeKUM TUNa TybepKynesa n atMnnYHbIX MMKoBakTepmanbHbIX
MHEKUNN.

Cnyyau nporpeccupytoLien mynbtudokansHom nenkoaHuedganonatum (MMJ1), nHorga
ghaTanbHble, Habnaanuck y nauneHTos, NnpuHumMaBLwmx Cenncent. B coobweHunax o6
3TUX cry4asx MMeeTcsa NHpopMaunsa 0 Hannummn y naumeHToB JONONHUTENbHbIX
drakTopoB pucka passutusa NMJ1, BKNoYarLWLmMX UMMYHOCYNPECCUBHYIO Tepanuio n
yXyALeHne COCTOSAHUS UMMYHUTeTa.

Y nauuneHTOB, NpuHMMaBsLwmnx Cenncent, Habnoganucb criydyau passuTna HedponaTum,
accoumnpoBaHHon ¢ BK-Bupycom(BKvirus-associatednephropathy). [laHHasa nHdekuuns
MOXeT NPUBOANTL K Cepbe3HbIM MOCNeACTBUAM, UHOrAa K rmbenu TpaHcnnaHTaTa
MOYKM.

Cnyyau passutnsa napumnanbHon KpacHokneTodHon annasum (MKKA) Habnoganucs y
naumeHToB, NpuHMMaBLMx Cenncent B KOMOUHALMK C ApYrMMUA
NMMYHOCYNpPECCUBHbIMU Npenapatamu.

AHomMaruu pa3sumusi: 3apermcTpupoBaHbl Criydam aHoManun passutus nnoga
(BKMOYAsA NOPOKM Pa3BUTUA yxa) Y NAUNEHTOK, NpuHumMasLLumx MM® Bo Bpems
6epeMeHHOCTM B KOMOMHALMK C OPYTMMU UIMMYHOAENPeCcCaHTamMu.

[pyrve HexxenaTtenbHble peakuun, HabnoaaBwMecs NPy NOCTPErNCTPaLMOHHOM
NpUMEHeHUN Npenapara, He OT/INYaOTCSA OT HeXenaTenbHbIX peakuui,
3aperncTpmMpoBaHHbIX B KOHTPONMPYEMbIX KITMHUYECKUX UCCIea0BaHUSIX.

lMpoTrMBONOKa3aHna



e [MOBbIWEHHaa nHAnBMAyansHasa 4yBCTBUTESNbHOCTb K MM®, M®K n gpyrum
KOMMNOHeHTaM npenapara;

e OeduumMT rMNnoKCaHTUHryaHnHdgocgopmnbosnntpaHchepassbi;

e OOHOBPEMEHHbLIN NpUEM C a3aTUONPUHOM.

C ocmopoxHocmbto: 3abonesaHna XXKT (B ¢hase o6ocTpeHust), OAHOBPEMEHHbIN
npnem MM® ¢ TakponumMycom, CUPONMMYCOM, C NpenapaTamMu, BIUSIOLNMMN Ha
NEeYEHOYHO-KULLEYHYHO PELMPKYISALNIO.

an/IMeHeHMe npu 6€peMeHHOCTI/I N KOpMNeHnn rpyabto

Mpenapat kateropum D (no knaccudpukaumm FDA — U.S. FoodandDrugAdministration).

BblIsiBreH NOBbILLEHHbIN PUCK CaMOMNPOU3BONbLHOMO BbikuAbIWa B | TpuMecTpe
6epeMeHHOCTH, a TakKe NOBbILEHHbI PUCK BPOXKAEHHbIX NMOPOKOB PasBUTUS, BKMOYas
aHoOManuu pasBUTUA HaPY)XHOIO yxa, «BOMNYbSA NaCTb», «3aA4bsa ryGa», AuctanbHbIX
OTAEnoB KOHeYHOCTeN, aHoManuu cepaua, nuiliesoaa 1 rnoyex.

MauneHTKa, NnaHupyowas 6epeMeHHOCTb, He AoMKHa NpuHMMaTb CenncenT Ao Tex
nop, noka addeKTUBHbI Apyrrne UMMyHOOENPECCUBHbIE NpenapaTbl. Ecnu nauneHTka
npuvHMMaeT npenapar Npu NNaHMpoBaHUN 6epeMeHHOCTI UM NPY BO3HUKHOBEHUK
©epeMeHHOCTU, TO OHa AoMmkHa bbITb NPonHMOPMMPOBaHa O NOoTEHLUNanNLHOM Bpeae
ans nnoga.MM® MoXHO Ha3Ha4yaTb GepeMeHHbIM TOMNbKO B TEX Criyyasix, koraa
noTeHumnansHas nonb3a Ans MaTepu NpeBbILLaeT BO3MOXHbIN PUCK AN nroaa.

Tepanuio MM® He cnefyeT HadnHaTb 4O TEX MOp, NOKa He NONyYeH oTpuLaTEeSbHbIN
pesynbtat ob6cnenosaHmst Ha 6epeMeHHOCTb NPY UCNONb30BaHMM MeToL4a aHanuaa
CbIBOPOTKM UMM MOYM C YYBCTBUTENBbHOCTLIO HE MeHee 25 MME/mn (He nosgHee 1
Hegenu 0o Hadvana Tepanun). [lo Havana Tepanum MMO®, B xoae nevYeHns n B Te4eHune
6 Heaernb nocrne oKoH4YaHus Tepanumn 06s3aTeNbHO UCMOSIb30BaHNE HALEXHbIX
METOA0B KOHTpaLUenuuu, Aaxe ecrniv B aHaMHe3e Yy XeHLUMHbI nmeeTca becnnogue (3a
NCKMIOYEHNEM NEPEHECEHHON rTMCTEPAKTOMUN). ECnn Bo3aepkaHmne OT NONOBON XXMU3HU
HEBO3MOXHO, HE0BX0AMMO NCNONb30BaTh ABa HAAEXHbLIX METOAA KOHTpaLenuum
OAHOBPEMEHHO, MOCKOSIbKY NOTEHLMANBbHO BO3MOXHO CHUXEHME YPOBHS TOPMOHOB Mpu
nepoparnbHOM NPUeMe KOHTpaLEeNTUBHbIX NpenapaToB Ha hOHe Tepanuu npenapaTtom
Cenncenr.

Y kpblc MM® Bbigensetcsa ¢ monokoMm. Belgensaetcs nu MM® ¢ )KeHCKUM MOSIOKOM,
Hen3BeCTHO. MOCKOMbKY C XXEHCKMM MOJIOKOM 3KCKPETUPYIOTCA MHOrMe npenaparsl, a
TaKKe B CBA3UN C BO3MOXXHOCTbIO CEPbE3HbIX NOBOYHLIX peakunn Ha MM®y rpyaHbIx
AeTen, BblOOp Mexay NpoaoIPKEHMEM KOPMIEHWS TPYAb0 UM NpMeMOM npenapaTa
AEeNatT C Y4ETOM BaXKHOCTU NeYeHns Ans matepu.

Ocobble ykazaHus

Kak n Ha pboHe KOMBMHUPOBAHHOW NMMMYHOCYMNPECCHM BOOOLLE, TaK U NPU Ha3HaAYeHUN
MM®, kak KOMNOHEHTa MMMYHOCYMNPECCUBHOWN CXEMbI, UMEETCS NOBbILLIEHHbIN PUCK
pasBUTUS NMMMOM N OPYrMX 3r10KaYeCTBEHHbIX HOBOOGpa3oBaHuii, OCOBEHHO KOXMW.



JT0T puCK, no-engnmMmomy, cB43aH He C NpuMeHeHnem Kakoro-nn6o npenaparta Kak
TakKoBOro, a C UHTEHCUBHOCTBLIO U NPOAOJIKUTESITbHOCTBbHO UMMYHOCYINPECCUN.

Kak un Yy BCEX BGONbHbIX C NOBLILLEHHBIM PUCKOM paKa KOXu, cregyeTt orpaHn4nTb
BO34ENCTBUE COSTHEYHbIX U yJ'IpraC*)VIOJ'IeTOBbIX nyl-|e|7| HOLWeHnem COOTBeTCTBleLLleVI
38KpblTOI7I oaexabl U ncnosibaoBaHMeEM COJTHUE3aLLNUTHbIX KpeMOB C BbICOKMUM
3Ha4yeHnem 3alllnuTHOro cbaKTopa.

BornbHble, nony4varowme MM®, gomkHbl ObITb NPOMHGOPMUPOBaHbLI O HEOBXOAUMOCTU
cpasy xe coobLiaTb Bpayy o fnobbIX NpusHakax MHMEKLNN, KPOBOTOUNBOCTH,
KpOBOTEYEHUIN UK APYrMxX Npu3HakKax yrHeTeHNS KOCTHOro Mosra.

Upe3mepHoe nogasneHne MMMYHHOW CUCTEMbI MOXET TaKKe NOBbICUTb
BOCMPUUMHYNBOCTb K MH(PEKUNAM, B TOM YMCIiEe ONMMNOPTYHUCTUYECKMUM, CENCUCY U APYTUM
MHEKLMAM C neTanbHbIM ucxogom. NogobHble criydam BKNHOYaT peakTuBaumio
naTeHTHOW BUPYCHOW MHAEKL M, HanpuMep, BbI3BaHHOK nonnomasupycammn. Crydyam
passutusa NMJ1, accoummpoBaHHblie ¢ JC-BUpYCcoM, MHOrga gatanbeHble, Habnoganucb
y naymeHToB, npuHumasLumnx Cenncent. B coobLieHnsax o6 aTux crnyvasix umeeTcs
MHGOPMaUUS O HaNM4YMM y NauMeHTOB AOMNOSIHUTENBbHbLIX (0DAaKTOPOB pyCKa pa3BUTUS
MMJ1, BKNtoYaoLWMX MMMYHOCYNPECCUBHYIO Tepanuio N yxXyaleHne COCTOAHNS
UMMYHUTETa. Y nauneHToB C MMMYHOCYMNpeccuen npu Hanamymm HeBPOOrmM4ecKnx
CUMMNTOMOB crieyeT npoBecty auddepeHumnansHyto anarHoctuky NMIT n
pekoMmeHaoBaTb KOHCYNbTauum HeBporiora.

Y nauneHToB, NepeHecLunX TpaHcnnaHTaumo NoYkM u npuHumMasLwmx Cenncenr,
Habnoganucb cnyyau passuTtusa HedponaTtum, accounnposaHHon ¢ BK-supycom(BK
virus-associated nephropathy). [laHHasa nHpekuna MoxeT NPUBOANTL K CEPbE3HbIM
nocrneacTBusM, MHOrAa K rmbenu TpaHcnnaHTaTa novkn. CnegyeTt npoBOoAUTb
MOHUTOPWUHT COCTOSIHUA NaumMeHToB, NpuHuMaroLwmx MM®, ansa BeisBneHns 605bHbIX C
pPUCKOM pa3BuUTUS HedoponaTuun, accoummpoBaHHon ¢ BK-Bupycom. Npu passutum
CUMNTOMOB HehponaTum, accoummpoBaHHon ¢ BK-BrMpycom, HeobxoaumMo paccMoTpeTb
BOMPOC O CHUXKEHUN UMMYHOCYMNpPeCccuun.

Cnyyau passutnga MNKKA Habnioganuck y nauneHToB, npuHMmaBLumx Cenncent B
KOMBUHaLMU ¢ ApYrMMU UMMYHOCYNPECCUBHbBIMY NpenapaTtamu. MexaHnu3m pasBuTtus
MKKA npu Ha3HadeHnn npenapaTta Cenncent He U3BECTEH, PaBHO Kak 1 BKNag Apyrux
MMMYHOCYMpPECCaHTOB 1 X KoMbunHauun. B HekoTopbix cnyyasnx MNKKA 6bina
obpaTtnmon nocrne CHxeHust 4o3bl Npenaparta Cenncent unu otmeHsl. OgHako, y
NnauneHToB, NepeHecLUnX TPaHCNIaHTauuio, CHUKEHME UMMYHOCYNPECCUMN MOXET
nocTaBuTb Nof yrpo3y TpaHcnnaHTar.

B xonoe neyennsa MM® BakumHauus MOXeT ObiTb MeHee 3 EKTUBHON; HEOBXOOMMO
n3beratb NPMMEHEHUS XMBbIX OCMabneHHbIX BakumH. MOXHO NpoBOaUTb
NPOTMBOIPUMNMO3HYK BaKUNMHALMIO B COOTBETCTBUM C HALMOHANbHbIMU
pekoMeHaaunamu.



Mockonbky npuem MM® MoxeT conpoBOXAaTbCst NOBOYHBIMWN PeEAKLMSIMU CO CTOPOHBI
XKKT (n3vassnenune cnmaumctom obonoykmn XKKT, enygoyHo-KMLWeYHble KpOBOTEYEHNS,
nepcopaumm XKKT), Heobxoaumo cobnogatb OCTOPOXKHOCTb Npu HasHadYeHun MM
60nbHbIM C 3ab0NeBaHNAMMN NULLLEBAPUTENBHONO TpakTa B CTagumn obocTpeHus.

Mockonbky MM® saengaetca uHrnbntopom UMONN, 1o ¢ TeOpeTUHECKON TOYKU 3peHus,
He cnefyeT Ha3HavyaTb ero NnauneHTam ¢ peakMM reHeTU4Yeckn obyCnoBNeHHbIM
HacnegCTBEHHbIM AeULNTOM rMNOKCaHTUHIyaHHpocdopmbosnnTpaHchepasbl
(cuHgpowmbl Jlewa-Hanena n Kennu-3urmunnepa).

MM® He pekomeHAyeTcs IPUMEHSTb OAHOBPEMEHHO C a3aTUONPUHOM, NMOCKONbKY 06a
npenapaTa yrHeTarT KOCTHbIA MO3r, U UX OOHOBPEMEHHbIN NPUEM He n3yyarncs.

YuutbiBas 3HaunTenbHoe ymeHbLlieHne AUC MOKnpu npueme konectupamumHa,
HeobxoaMmo cobnogaTb OCTOPOXKHOCTbL NP OAHOBPEMEHHOM NpuUMeHeHun MM® ¢
npenapaTtamu, BAUSIOLWMMN HA NEYEHOYHO-KULLEYHYHO PELIMPKYISALINIO, MOCKOMBbKY OHM
MOrYT CHU3UTb adpekTnBHOCTE MMO.

OTHoweHne pucka n noJsib3bl 0.AHOBPEMEHHOIo NMPUMEeHEHUA MM® n Takpolimmyca unu
cuponmmMmyca He yCtaHoBJ1EHO.

Y B0MbHbIX C TSXKENON XPOHNYECKON NOYEYHON HEQOCTATOUHOCTLIO crieayeT nsberatb
Ha3HayeHus 0os 6onee 1 r 2 pasal/cyT.

Koppekumsa aosbl 60nbHbIM C 3a4epPXKKOW (PYHKLMM MOYEYHOro TpaHcnnaHTaTa He
TpebyeTca, 0gHaKO MX HYXXHO TLLaTenbHO HabnoaaTk. [laHHble No BOMbHbIM,
nepeHecLUMM nepecagky cepaua nnmn neYeHn n UMELLNM TSHKENYH NOYEYHYHO
He4OCTaTOYHOCTb, OTCYTCTBYIOT.

Y 605bHbIX CTAap4YecKoro Bo3pacTa pUCK HeXXenaTeNbHbIX SBNEHUA MOXeT ObiTb BbILLE,
4yeM y 6ornee mMonoAbIX NaLNEHTOB.

JlabopamopHbIl KoHMposb: npu nedeHnn MM® Heobxogmmo onpeaensaTb
pas3BepHYTYIO (hOpMYyry KPOBM B TEYEHME NEPBOro MecsLa exeHeaenbHo, B TedeHne
BTOPOro 1 TPeTbero MecsLUeB NevYeHns - ABa pa3a B Mecsl, a 3aTeM Ha NPOTSXKEHUN
nepBoro roga - exemecsyHo. Ocoboe BHUMaHMeE cregyeTt obpaTtnTb Ha BO3MOXHOCTb
pa3BuUTUA HenTponeHnn. HentponeHnsa MoxeT BbiTb cBA3aHa Kak ¢ npuemom MM®, Ttak
N C NPUMEHEHMEM APYInX NIeKapCTBEHHbIX NpenapaToB, BUPYCHbIMU MHADEKLUNSMN NN
coyeTaHneM 3TUX MPUYUH. Mpy BOZHUKHOBEHUN HENTponeHun (abCcontTHOE YNCo
HenTpodmnoB meHee 1300 B 1 mkn) Heob6xoaumo npepsaTtb nevyeHne MM® nnum
YMEHbLUUTb 03y, NPY 3TOM NPoBOoAA TLaTenbHoe HabnoaeHme 3a aTMMnN 605bHBIMMU.

O6paLlleHure ¢ npenapaTom

Mockonbky MM®B aKkcnepyMeHTe Ha KpbiCax 1 KpoSiMKax nposiBui TepaToreHHoe
AencTBue, He crieqyeT HapyLlaTb LeNIOCTHOCTb Kancyn npenaparta Cenncenr.
Heobxoaumo n3beraTtb BAbIXaHWs NOPOLLKA, COAEPXKaLLErocs B Kancynax npenapaTta
Cenncent, unu ero NPAMOro nonagaHns Ha KoXy Unm cnuaunctble o6onoykn. Ecnu ato



NPOU30LLIIO, HY>XHO TLWaTenNbHO NPOMbITb AAaHHbIN Y4aCTOK BOAOW C MbISTIOM, a rrnasa -
NpoCcTO BOOOWN.

BnusHue Ha crnocobHOCMb K 80XXKO0EHU0 asmompa+criopma u yrnpaerieHuro
mMexaHusmamu

Mpn ynpasneHnn TpaHCNOpPTHbIMKU cpeacTBaMu, paboTe C MallMHaMU U 3aHATUU
APYrMMKn noTeHumManbHO onacHbIMW BUgaMn OesTeNlbHOCTU, HeOBXO0AUMO yYnTbIBaTb,
4YTO NpenapaT MOXET BbI3blBaTb rONIOBOKPYXXEHME U Apyre nobo4vHble addeKThl,
KOTOpble MOTyT BSIUSATb HA KOHUEHTpaLMo BHAMAHUS U ObICTPOTY MCUXOMOTOPHbIX
peakuumn.

MepenosnpoBka

ﬂ,aHHbIe O nepeno3npoBke MM® 6binn noJlyvyeHbl B KIMMHNYECKUX nccrneagoBaHnAax n npu
nocTperncTtpaumMoHHOM NpuMeHeHnNn. B 6onblunHcTBE Clny4daeB aHHbIX O
HeXenaTernbHbIX ABNTEHUAX HE 3aperncTtpmnpoBaHoO. an/I nepeano3npoBke
HeXenaTesibHbIX SABMIEHU JOMNOSTHNUTENBHO K HUXEONUCAHHbIM HE BbISIBIIEHO.

OxwnpaeTtcs, Yto nepenosmposka MM® BeposiTHO NpuBeAET K Ype3MepPHOMn
MMMYHHOCYNpeccun (kak crneacTBme 3TOro K NoBbILWEHUIO YyBCTBUTENBbHOCTU K
MHEKLMSM) U YTHETEHUIO KOCTHOMO Mo3ra. B criyyae pasButusa HEMTpPONeHUM npuem
npenapata Cenncent AommkeH ObITb NpeKkpaLleH nnm cHmkeHa ao3sa npenapara. MOK
Henb3s yaanuTb U3 opraHMama MeTogom remoamanuaa. OgHako, Npu BbICOKUX
KoHueHTpaumax MOKI™ B nnasme (>100 mkr/mn) HebonbLUME ero KonmyecTsa BCe-Taku
BbIBOAATCA. [1penapaTthl, CBA3bIBaOLME XKENYHbIE KACIOThI, HAanpumep, KONeCTupamMmuH,
MoryT cnocobcTBoBaThb ycTpaHeHuio MOK 13 opraHmama, yBenmumBasi €ro aKCKpeLmio.

JlekapcTBeHHOE B3anmMmoaencTeme

Auuknosup.ll pn ogHoBpeMeHHOM npuMeHeHnn MM® 1 aunknosupa Habnoganucb
bonee Bbicokne KoHueHTpaunn MOKI™ n auuknosupa B nnasme, Yem npu HasHavyeHum
Kaxkgoro npenapata oTaenbHo. MNMocKonbKy nrasMeHHble KoHueHTpaumm MOKT, kak u
auMKnoBMpa, NOBbILLAKTCA NPU NOYEYHOM HEAOCTATOYHOCTU, ECTb BEPOATHOCTb, YTO
3TW ABa npenapara KOHKYPUPYHOT B OTHOLLEHMM KaHamnbLLEBOW CEKPELMM, YTO MOXET
NPUBOAMTL K JanbHENLLEMY MOBbILUEHNIO KOHLEHTPALUN 060MX NEKAapCTBEHHbIX
cpencrTB.

AHmauudebl, codepxxawue antoMUHUS U Ma2HuUsi 2uOPOKCUO CHUXaOT BCaCbiBaHWE
MM®.

KonecmupamuH. lNocne HasHavyeHus pasoson o3bl MM®1.5 r 3gopoBbiM
AobposonbLam, NpeaBapuTenbHO NPUHUMAaBLLUM NO 4 © KonectupamuHa 3 pasa B CyTKU
Ha npoTsbkeHun 4 gHen, Habnoganock ymeHblieHne AUCwveok Ha 40%. Heob6xogumo
cobntogaTtb OCTOPOXHOCTb NPU OAHOBPEMEHHOM npumeHeHun MM® n npenapaTtos,
BNUSAIOLLNX HA NEYEHOYHO-KULLEYHYHO PELMPKYIIALMIO.



LuknocropuH. MM®H e BnuseT Ha dpapMakoKMHETUKY LiMKrnocnopuHa.OgHako, npu
npekpaLleHnm npuema LMKnocnopuHa MoxHo oxuaatb ysenumyeHmne AUCuok NPUMEPHO
Ha 30%.

laHyuknosup. No pesynbTatam uccrnegoBaHna ¢ OAHOKPATHbIM NepoparbHbIM
npueMom pekoMeHaoBaHHbIX 403 MM®u BHYTPMBEHHBIM BBEAEHMEM FAHUMKITOBMPA C
y4eTOM M3BECTHOrO BIMSHUS NOYEYHON HEQOCTATOMHOCTU Ha hbapmakoknHeTnky MM
N raHUMKNoBmpa, MOXXHO NPeanonioXnTb, YTO OAHOBPEMEHHOE NPUMEHEHME 3TUX ABYX
npenapaToB (KOHKYPUPYIOLLMX B NpoLecce KaHamnbLEeBOW cekpeuunmn) npuBeaeT K
NoBbIWEHMO KoHUeHTpaumn MOKI u raHumknosumpa. CyuiecTBEHHOro N3MeHeHNS
dapmakoknHeTkn MOK He oxumpaeTcs, NoaToMy koppekTupoBaTtb 403y MM®He HyXHO.
Ecnn MM®u raHumnknosup (Unv ero nponekapcTea, Hanpumep, BanraHUMKNoBUp)
HasHa4alT B0NbHLIM C MOYEYHON HEAOCTATOYHOCTbI, HEOOXOANMO TLLATENBHO
HabnoaaTb 60MbHbIX.

lNepoparnbHbie koHmMpauenmuesl. MM® He BnusSeT Ha hapMakoKMHETUKY NepopanbHbIX
KOHTpauenTnBoB. B nccnegosaHum npu ydactum 18 XeHLWmH ¢ Nncoprasom npu
OOHOBPEMEHHOM MpPUEME Ha NPOTSXKEHMN 3 MEHCTPYanbHbIX LIMKMOB Npenapara
Cenncent (1 r 2 pasa/cyT) ¢ KOMOMHUPOBAHHBLIMU NEPOPanbHbIMU KOHTPaLEeNnTMBaMu,
copgepxawwmmn atuHunactpagmon (0.02-0.04 mr) un nesoHoprectpen (0.05-0.2 mr),
pesorectpen (0.15 mr) unum rectogeH (0.05-0.1 Mr), He BbINO BbISBIIEHO KIMHUYECKU
3Ha4YMMOro Bo3gencTeus npenapata Cenncent Ha KOHLEHTpaumm NporectepoHa,
noTenHnsnpytowero ropmoHa (J1N) n doonnukynoctumynmpytoiero ropmoHa (PCIN).
Takum o6pasom, CenncenT He Oka3biBaeT BNNSHMSA HA NOA4ABMEHME OBYNALMUM NO4
AEeNCTBMEM NepopasibHbIX KOHTPaLEeNTMBOB.

OpHako, Bo BpeMsi npueMa npenapata Cenncent AOMNONHUTENBHO K NepopanbHbIM
KOHTpaLenTMBaM He0OX0AMMO UCNONb30BaTb U APYrne MeToAbl KOHTpaLENUU.

Tpumemonpum/cynbghamemokca3sosi, HopghriokcauuH, MempoHuda3os1. He BNMSAIOT Ha
CUCTEMHYIO aKkcnoanumo MOK npm HasHa4YeHUn ¢ ogHUM M3 aHTMBaKTepmnanbHbIX
npenapartoB. Ho ogHoBpeMeHHOe npumMeHeHue npenapata Cenncent B KOMOGUHauUumn ¢
HopdnokcaumHomM n metTpoHmaasonom cHmkaeT AUCo.48 MOK Ha 30% nocne
ofHOKpaTHOro npuema npenapata Cenncenr.

Takponumyc. pn 0 AHOBPEMEHHOM NPUMEHEHUN HE BbisiBNEHO BNusaHNA Ha AUC n
Cmax MOK y nauneHTOB nocne nepecagku nevYeHn n novek. ¥ naumeHToB nocne
TpaHcnnaHTaumMm nNoYek HasHadeHve npenaparta Cenncent He BRYANO Ha
KOHLIEHTpaumto Takporimmyca. Y 605bHbIX CO CTabUMbHbIM NEYEHOYHbBIM
TpaHcnnaHtatom AUC Takponumyca nocne MHorokpatHoro npuema MM® B nose 1.5r
2 pasa B CyTKu Bo3pacTtana npumepHo Ha 20%.

Cuponumyc. Y nauneHToB nocrne TpaHcnnaHTaunm noYyek O AHOBPEMEHHbIN NpUem
npenaparta Cenncent 1 UMKNOCNOPMHA NPUBOANI K yMEHbLUEHMIO akcnosnumm MOK Ha
30-50% no cpaBHEHMIO C NAUUEHTAMM, NONYyYaOLWMMN KOMBUHALUNIO CMponMMyca 1
npenapata Cenncenr.



PugpamnuyuH. Tlocne koppeKkumm 0o3bl OTMEYEHO YMEHbLUEHME akcrnosnumn MOK Ha
70% (AUCo-12) y naumneHToB nocrne 0AHOMOMEHTHOW TpaHCNaHTauumn cepgua v nerkux,
pekoMeHAyeTCst KOHTpoIb akcno3uummn MK 1 koppekunst 4o3bl npenapata Cenncent
ANs nogaepXxaHust KNMHM4Yeckoro adpdekta NnpyM COBMECTHOM Ha3HaAYEHUMN.

L{unpogbriokcayuH u aMoKcuyusnuH 8 KomMbuHayuu ¢ KrnasynaHoeou Kucromod. Y
naumMeHTOB nocre TpaHCcnaHTaumMm novek B AHM HENoCpeacTBEHHO Nocre
nepoparnbHOro npuema unnpodnokcaunuHa nnm amokcuumniamHa B KomomHaumm ¢
KnaBynaHOBOW KMCNOTOW HabnogaeTca CHUXeHNe MUHUMaribHOM KoHueHTpaunun MK
Ha 54%. Npu npogomkeHnn aHTMbakTepmnanbHON Tepanuu AaHHbI 3dEKT CHMXKaeTCs,
a nocre npekpaileHus Tepanum ncyesaet. KnmHnyeckoe 3HavyeHmne 3Toro siBAEHUs He
N3BECTHO, MOCKOJSIbKY U3BMEHEHNE MUHUMANbHOW KOHLEHTPALUUM MOXET HealeKBaTHO
oTpaxaTb U3MeHeHMe CyMMapHon akcnosnumnmn MOK.

Mpn ogHOBpPEMEHHOM NpuMeHeHuun npobeHeyuda n MM® obesbsHam OTMeYanoch
yBenuyeHne AUC MOKI B nnaame B 3 pasa. Takum obpasom, gpyrme nekapcrBeHHbIe
cpencTBa, NnoaBeprarLmecs KaHanbLeBOW cekpeLmmn, MoryT KoHKypuposaTb ¢ MOKT,
4YTO NPUBOAMT K YBENUYEHNIO KOHUeHTpauun MOKI™ nnmn gpyroro npenapata B nnaswve,
KOTOPbIN TakKe NoABepraeTcs KaHanbLeBOW CekpeLnu.

Ceegenamep.OgHoBpeMeHHOE npumMmeHeHne cesernamepa n MOK y B3pocnbix 1 geTen
cHMKano Cmax AUCo.12 M®K Ha 30% n 25%, cooTBeTcTBeHHO. CeBenamep v apyrme
dochaTcBAsbiBaOLWLME NpenapaThl, He coaepXalwme KanbLunn, 4OMKHblI Ha3Ha4vYaTbCs
yepes 2 yaca nocrne npuvema npenapata Cenncent, YToObl yMEHbLUNTbL BIANAHUE Ha
BcacbiBaHne MOK.

)Kuebie ocnabneHHble sakuyuHbl. He 4omkHbI BBOAUTHCA NaLMeHTaM B COCTOSHMM
nmmyHogenpeccun. AHTUTeNoobpasoBaHe B OTBET Ha ApYyrMe BakUUHbl MOXET ObITb
CHUXXEHO.

YCrnoBusa 1 CpoKkn xpaHeHus

MpenapaT cnegyeTt XxpaHuUTb Npu TemnepaTtype He Bbiwe 30°C B cyxoMm, 3aliULLEHHOM
OT CBeTa, He4OCTYyNHOM Ans geten mecte. Cpok rogHocTu - 3 roga. He ncnonb3oBaTb
Nno UCTeYEeHUn CpoKa ro4HOCTU, yKa3aHHOIo Ha ynaKoBKe.



