OBIIAA XAPAKTEPUCTHUKA JIEKAPCTBEHHOI'O IIPEITAPATA

1. HAMUMEHOBAHHUE JJEKAPCTBEHHOI'O IIPETTAPATA

Jlunepranc, 5 mr+10 Mr+5 Mr, TaOJIETKH, TOKPHITHIEC MNICHOYHOW 000JI0UKON
Jlunepranc, 5 mr+20 Mr+5 Mr, TaOJIETKU, TOKPHITHIE TNIEHOYHOU 000JI0UYKON
Jluniepranc, 5 mr+20 mMr+10 mr, TabeTKH, TOKPHITHIE TUICHOYHOH 000JI0UKOM
Jluniepranc, 10 mr+20 mr+10 mr, TabIeTKHA, TOKPHITHIE TUIEHOYHOW 000JIOUKOM

Jlunepranc, 10 Mr+40 mr+10 Mr, TabyieTKH, TOKPHITHIE MIIEHOYHOW 000I04KON

2. KAYECTBEHHBIN U KOJTMYECTBEHHBIN COCTAB

JeficTByromue BemecTBa: aMIIOAUITIH+aTOPBACTATHHHTIEPUHIOTPIIT

JIunepranc, 5 Mr+10 Mr+5 Mmr, Ta0JIETKH, DOKPLITHIE IJIEHOYHON 000J10YKOH

Kaxmas TabneTka, MOKpHITas IUICHOYHOW OOOJOYKOH COMEPKHT 5 MI amjloaunuHa (B BHAC
amyonunuHa Oe3miara), 10 Mr aTopBacTtaTrHa (B BUJIE aTOPBACTATHHA KAJIBIHAS TPUTHAPATA) U 5 MT
MIEpUHIONIPUIIA APTUHUHA.

BemecTBa, Hamu4Me KOTOPBIX HAJO YYUTHIBATH B COCTaBE JICKAPCTBEHHOTO Mpernapata: JIAKTO3bI
MoHoOTHIpaT (cM. pasaen 4.4.).

JIunepranc, 5 Mr+20 Mr+5 Mmr, Ta0JIETKH, TOKPHITHIE IIIIEHOYHON 000J10YKOH

Kaxmas TabneTka, MOKpHITas IUICHOYHOW OOOJOYKOH COMEPKHT 5 MI amjoaunuHa (B BHEC
amyonunuHaa Oe3miara), 20 Mr aTopBacTaTrHA (B BUJIE aTOPBACTATHHA KAJIBIIHAS TPUTHAPATA) U 5 MT
MIEpUHAOTpUIIA ApTUHUHA.

BemecTtBa, HaJIMUMEe KOTOPBIX HAJO YYHTHIBATh B COCTaBE JIEKAPCTBEHHOI'O IMperapaTa: JIAKTO3a,
HaTpuil.

JIunepraac, 5 Mr+20 mr+10 Mmr, TaGIeTKH, TOKPHITHIE ITIEHOYHON 000I0YKOM

Kaxnas Ttabnerka, MOKpbITas IJIEHOYHOW OOONOYKOH COAEPXKMUT S5 MI amylofaunuHa (B BHJE
amwtonunuHa 6e3unara), 20 Mr aropBacTaTuHa (B BU€ aTOpBacTaTHHA KaibLius Tpuruapara) u 10 mr
HEepUHIONPUIIAa aprUHUHA.

BemecTtBa, HalMUMe KOTOPBIX HAJO YYHUTHIBATh B COCTaBE JIEKAPCTBEHHOI'O MperapaTa: JIaKTOo3a,
HaTpuil.

JIunepranc, 10 Mr+20 mMr+10 mMr, Ta0IEeTKH, HOKPBITHIE IIJIEHOYHON 000JIOYKOH

Kaxxgast Tabnerka, MOKpBITas TMIEHOYHOW 00o0soukoil comepxkut 10 mr amnogunuaa (B BUC
amyoaunuHa 6e3unara), 20 Mr aropBactaTuHa (B BHJIE aTOpBAacTaTHHA KANbIUs TpUruapara) u 10 mr
NEepUH/IONPUIIAa apTUHUHA.

BemectBa, Hanu4yMe KOTOPHIX HAJO YyYUTHIBATh B COCTaBE JIEKAPCTBEHHOIO Iperapara: JIaKTo3a,
HaTpHuil.

JIuniepranc, 10 Mr+40 mr+10 Mmr, TaGIETKH, TOKPHITHIE IIIIEHOYHON 000I0YKOH

Kaxngas TtabieTka, MOKphITas IUIEHOYHOW 000NOukod coxepxutr 10 Mr amiomunuaa (B BHIE
amyoaunuHa 6e3unara), 40 Mr atropBactaTuHa (B BHJIE aTOpBACTATHHA KallbIUs TpUTHApaTa) u 10 mMr
NEepUHIOTIPUIIAa ApTHHUHA.



BemectBa, Hanu4ue KOTOPHIX HAJO YYUTHIBaTh B COCTaBe JIEKAPCTBEHHOIO Iperapara: JIaKTo3a,
HaTpuil.

[TonHbIN IEpedeHh BCIOMOTATENBHBIX BEIIECTB MPUBEACH B pazaene 6.1.

3. JEKAPCTBEHHAS ®OPMA

TabneTku, MOKPBITHIE MIICHOYHONH 000IOUKOH.

JIunepranc, 5 Mr+10 Mr+5 Mr, TaOIETKH, TOKPHITHIE IIJIEHOYHON 00010YKOH

Xenrteie kpyriible TaOJETKH, TOKPHIThIE IUIEHOYHOH O0OJIOUKOW, C IpaBHpPOBKaMH «1» Ha OJIHOI
CTOpPOHE U «*5°)» Ha JIPyroi CTOpOHE.

Jlunepranc, 5 Mr+20 Mr+5 Mmr, TabJIETKHU, HOKPLITHIE IJIEHOYHOW 000JIOYKOH

XKenteie kpyriable TaOIETKH, MOKPHITHIE TUICHOYHOW OOOJIOYKOHM, C TPaBUPOBKAMHU «2)» Ha OJIHOM
CTOPOHE U «*57» Ha JAPYroi CTOPOHE.

JIunepranc, 5 Mr+20 mr+10 Mr, TaGIETKH, TOKPHITHIE IIIEHOYHON 000I0YKOH

Kentele KkBaapaTHbIE C 3aKPYIJEHHBIMU YTJIAMU TaOJETKH, TOKPHITHIE MJICHOYHOHW O0OJOYKOH, C
IpaBUPOBKaMU «3» Ha OJHON CTOPOHE U «*5 ) Ha APYTOi CTOPOHE.

JIunepranc, 10 Mr+20 mr+10 Mr, TaOIETKH, TOKPBITHIE IIIIEHOYHON 00010YKOH

Xenteie mpomonroBaTeie TaOIETKH, MOKPHITHIE TUICHOYHOH OOOJIOYKOHM, C TpaBHPOBKaMH «4» Ha
OJIHOM CTOPOHE U «*5 » Ha Pyrod CTOpPOHE.

Jlunepranc, 10 Mr+40 mMr+10 Mr, Ta0JIEeTKH, HOKPBITHIE IJIEHOYHON 000JIOUYKOH

XKenteie mpomonroBarbie TaOJIETKH, MOKPHITHIE TUIEHOYHOW OOOJOYKOH, C TPaBHPOBKAMHU «5» Ha
OJTHOW CTOPOHE M «*5 » Ha IPYTOi CTOPOHE.

4. KIMHUYECKHUE JAHHBIE
4.1. ITokazaHusi K NPUMeHEHUIO

[Tpenapat JIunepranc nokaszaH K IPUMEHEHHIO Y B3POCIBIX.

ApTepuanbHas THIEPTEH3US Y B3POCHBIX TAIMEHTOB, CTPAJAIONUX TaKUMHU HapyIICHUSIMHU
JIMITATHOTO OOMEHA KaK:

® TIEpPBUYHAS  THIEPXOJECTEPUHEMHS, BKIIOYasd CEMEWHYIO  THIIEPXOJIECTEPUHEMUIO
(reTepo3uroTHLIM BapuaHT), WIM KOMOMHUpOBaHHas (CMEIIaHHAS) THIEPXOJIeCTEPUHEMUS
(coorBerctBenHo THm Ila u Tun [Ib no knaccuduxanuu Opeapukcona), Koraa OTBET HA JTUETY
U Jpyrue HEMEANKAMEHTO3HBIE METO/IBI JIEUEHUS HEJOCTATOYEH,

nin

® TOMO3WUIOTHAsl CEMEMHas TUIIePXOJIECTEPUHEMUs — B KauecTBE JONOJHEHMsI K IPYruM
THITOJTUMHIEMIYECKIM MeTonaMm JsedeHust (Hampumep, JIITHII-adepe3) mmm ecnm Takue
METOABI JIEUECHHS HETOCTYTIHBI.

CrabunpHas umemuyeckas 6one3ns cepaua (MbC) y B3pocibIxX ManueHToB, CTPAAAIONINX TAKUMHU
HapyIEHUSAMH JIMIHIHOTO OOMEHa Kak:

® [IepBUYHAS  TUICPXOJCCTEPHHEMHS, BKIIOYAs  CEMEHUHYI0  THMIEPXOJECTEPUHEMHIO
(reTepo3UroTHBIH BapuaHT), WIX KOMOMHHMPOBAHHAs (CMEIIAHHAs) THIIEPXOJIECTEPUHEMHUS
(coorBerctBenHO THM [la 1 Trm [1b 1o kmaccndukamuu Openpukcona), Koraa OTBET HA JTUETY
U Ipyrue HeMEeIMKaMEHTO3HbIE METOBI JICYEHUS] HEAOCTATOUCH,
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® TOMO3WUIOTHAas CEMEWHas TUNEPXOJECTEPUHEMHUS — B KauyeCTBE JOMOJHEHHUS K JAPYrUM
TUTIOJIUTIUIEMYECKUM MeToaaM Jjedenus (Hanpumep, JIIIHII-adepe3) mmm ecnm Takue
METO/IbI JICUCHUS] HEJIOCTYITHEI.

[Ipenmapar Jlumepranc mnpemHa3HA4YeH Ui NPUMEHEHHS Y NAIMeHTOB, KOTOPBIM Tpedyercs
KOMOWHHpOBAaHHAS  Tepamusl  aMJIOAWIMHOM,  aTOpPBACTATHHOM W NEPUHIONPHIOM B
COOTBETCTBYIOIUX JO3aX.

4.2. PesxuM 103MPOBAHMSA U CIIOCO0 NMPUMEHEHUsI

PexymM go3upoBaHus

ITo 1 Tabnetke 1 pa3 B CyTKH.

Joza mnpenapara Jlunepranc mnoaOupaeTcst moOcCie paHee MPOBEACHHOIO TUTPOBAHMUSA 03
MOHOKOMIIOHEHTHBIX JIEKAPCTBEHHBIX IIPENapaToB, COJEP)KALIUMX JAEUCTBYIOLIME BELIECTBA,
BXOZsIIMEe B coctaB mpemapara Jlumepranc. Ecmum morpeOyercss m3MeHEHHE O3B OIHOTO W3
JEHCTBYIOIIMX BEIIECTB B COCTaBE Mpemnapara (HampuMep, B CBA3M C BHOBb JUArHOCTHPOBAHHBIM
3a00yieBaHNEM, M3MEHEHHUEM COCTOSIHMS TAalMEHTa, Pa3BUTHEM apTEPUAIbHON THUIIOTEH3UHM WIIU
JIEKaPCTBEHHBIM B3aWMOJICHCTBHEM), TO HEOOXOIWM HWHAMBHUIYaNBHBIA MOAOOP J03 OTAEIHHBIX
KOMITOHEHTOB.

Cosmecmrnoe npumenerue ¢ OpyeuUMU 1eKapCmeeHHbiMU cpeocmeamu (cm. pazoenst 4.4. u 4.5.)

VY nanueHToB, NPUHUMAIOIIMX MPOTUBOBUPYCHBIE PENapaThl IPa3onpeBup + 310acBUp JUIs JICUSHUS
renatuta C WK JETEPMOBUD A MPOPUIAKTUKY UTOMETAIOBUPYCHOM MH(EKINN COBMECTHO C
JIEKapCTBEHHBIM TIpenapaToM JlumepraHe, 103a aTopBacTaTHHa B Ipenapate Jlunepranc He J0DKHA
npeBbIaTh 20 MI/CyTKH.

He PCKOMCHAYCTCA TNPUMCHCHHC JICKAPCTBCHHOI'O IIperiapara HnnepTch COBMECTHO C
HUKIJIIOCTIOPHHOM.

[Ipu HEOOXOAMMOCTH COBMECTHOTO IPUMEHEHUS C IPYTUMH JIEKAPCTBEHHBIMH CPEACTBAMU, TAKUMHU
KaK [MKJIOCTIOPHH, TEJANPEBUP WIK KOMOMHAIMEN TUIIPaHABUD/PUTOHABHP, 1033 aTOPBACTaTUHA HE
JIOJKHA MpeBbImarh 10 Mr/cyTKH.

Crneayer coOdroAaTh OCTOPOXKHOCTh M TMPUMEHSATh CamMyl HH3KYI0 3(hdeKkTuBHYIO 103y
aTopBacTaTMHA TIPH COBMECTHOM MNPUMEHCHWH ¢ HMHTHOMTOpaMHM TpPOTeasbl  BHpyca
nummyHoaedunuTa yenoseka (BUY), unruouropamu mpoteasbl Bupyca renatura C (OouenpeBup),
KJIQPUTPOMUIIMHOM MW HWTPaKOHA300M. [Ipy HEOOXOAMMOCTH COBMECTHOIO TMPUMEHECHHS C
OorenpeBUpPOM 032 aTOpBAacTaTHHA HE JO/HKHA MpeBhIIaTh 40 MI/CyTKH.

Cumnmomamuyecxkas apmepuailbHas 2UnomeH3usl

[Ipu pa3BUTHH CUMITOMOB apTepUaAIbHOW I'MIIOTEH3UU MOXET MOTPe0OBATHCS YMEHBIIEHHE T03bI
WM OTMEHa npenapata JlunepraHc.

Oco0ble IpyIIIbl HAlMEHTOB

Hayuenmol ¢ noyeunou HedoCmamoyHocmvio (cm. pazoen 4.4.)

[IpemapaTt MoxeT ObITH Ha3HAaueH nanueHTaMm c KiupeHcoM kpeatunuHa (KK) > 60 mu/mMmub u He
HOJXOAUT JJISl IPUMEHEHHUS Y MAIlMEHTOB ¢ YMEPEHHBIM U TSDKENbIM HapylIeHneM (QYHKIUU MOYEK
(KK <60 mu/mun). TakuM manpeHTaM PeKOMEH[yeTCs MHIUBUAYaIbHBIA MMOJ00p /103 OTACIHHBIX
KOMITOHEHTOB.

Jluua nosicunozo eospacma (em. pazoenvt 4.4. u 5.2.)

Jleyenne mpemapaToM MAIMEHTOB TOXKMWJIOTO BO3pacTa MPOBOIUTCS B COOTBETCTBUHU C (PYHKIUEH
MTOYEK.



THayuenmui ¢ neyenounol HedocmamoyHocmvio (em. pasoenvt 4.3., 4.4. u 5.2.)

[TanyienTamM ¢ NMEYEHOYHON HENOCTATOYHOCTBIO MpENapaT CIEAyeT Ha3HadaTb C OCTOPOXKHOCTBIO.
[Ipenapar mpoTuBOMOKa3aH MaMEHTaM ¢ 3a00JI€BaHUEM TIEYEHU B aKTUBHOU (hase.

Jlemu

be3onacHocTh u 3pdekTrBHOCTH Tpenapara JIumepraHe y AeTei 1 MoApOCTKOB B Bo3pacTe 10 18 et
HE YCTaHOBJICHHI. J|aHHBIE OTCYTCTBYIOT.

Croco0 nIpuMeHeHUst

BayTpb, o 1 Tabnetke 1 pa3 B CyTKH yTpOM Mepes IPUEMOM MULIH.
4.3. IlpoTuBONOKA3aAHUA

— T'unepuyBCTBHUTENBHOCTH K MIEpUHAOIIPUIY, IpPYTUM WHTHOUTOpaM
aHrnoTeH3uHNpeBpamawomero gepmenta (AIlD), k amnoAUNUHYy WK K IPYTUM TPOU3BOAHBIM
JUTHIPONUPHUIINHA, K aTOpBAaCTaTHHY WIM K JAPYT'MM CTaTHHaM, WM K JIOOOMy U3
BCIIOMOTaTEJIbHBIX BEIIECTB, IIEPEUUCICHHBIX B pa3aeine 6.1.

— 3a0osieBaHMe TICUYEHH B aKTHBHOH (Daze mim HEOOBSICHUMOE CTOHKOE TOBBINICHHE aKTHBHOCTH
«TIEYEHOYHBIX» TpaHCAMHHA3 B IUIa3Me KpOBU Oosiee ueM B 3 pas3a [0 CPaBHEHUIO C BepXHEH
rpaHuLell HOPMBI.

— bepeMeHHOCTh U NEpHUoJ I'PYyIHOTO BCKAPMIIMBAHMS, IPUMEHEHHUE Y JKEHUIVH C AETOPOAHBIM
MOTEHIIMAJTIOM, HE TOJIb3YIOIIMXCS aIEeKBAaTHBIMU METO/IaMHU KOHTpalenuuu (cM. paszaen 4.6.).

— CoBMecTHOE NMPHMEHEHHE C MPOTHBOBHPYCHBIMU MpenapaTaMy TJeKanpeBUP+ITHOPEHTACBUP
Jutst nedyenus renaruta C.

—  Tsxenast aprepraibHas TUIIOTECH3US.
— ok (BKiIrO4ast KapAMOTCHHBIN).

— OOCTpyKuusi BBIHOCAIIETO TpaKTa JIEBOTO IKeIyJouka (Hampumep, rumneprpodudeckas
0OCTPYKTHBHAs KAPJIMOMHOIATHS U TSIKEIBIA A0PTAIBHBIA CTEHO3).

— T'emopunamuuecku HecTaOWIIbHAs cepledHas HEIOCTATOYHOCTh IOCJIE OCTPOro HH(papKTa
MHOKap/a.

— AnruoneBpoTudeckmii otek (orek KBHHKE) B aHaMHe3e, CBSI3aHHBIM C IPEANIECTBYIOMIEH
tepanueit uaruouropamu AllD.

— HacnencTtBeHHbIN WK UAMONATUYECKUI aHTHOHEBPOTUYECKUN OTEK.

— CoBMmecTHOE MPUMEHEHUE C ATUCKUPEHCOAEPIKALIMMH NIPenapaTaMy y MalUeHTOB ¢ CaXapHbIM
IrabeToM WM HapylieHneM (YHKIUU TOoYeK (CKopocTh kiyOoukoBoi ¢uibTpamun (CKD)
<60 mn/mun/1,73 M? II0IIAIM HOBEPXHOCTH Tena) (cM. pasaenst 4.5. u 5.1.).

— CoBMmecTHOE TNpPUMEHEHHE C AaHTaroHucramu penentopoB anruotreHsuHa Il (APAID) y
MalUeHToB ¢ AuabeTndeckor HedpomnaTueit (cm. pasaen 4.4.).

— CoBMecTHOE TpUMEHeHHe ¢ (y3uI0BOM KUCI0TOH (cM. paszmen 4.5.).

— CoBMecTHOE IPUMEHEHHE ¢ KOMOMHAIME! BayicapTaH + cakyoutpwi. [IpuMeHeHne npemnapara
JlunepTaHC BO3MOXKHO HE paHee, 4eM uepe3 36 4acoB IOCie NpHeMa IOCIeIHEeH 03bl
KOMOMHAIMY BajcapTaH + cakyOuTpuia (cM. pazaensl 4.4. u 4.5.).

— DKCTpakopmopajbHbIE METOJAbI JICYCHUS C HCIOJIb30BAHUEM HEKOTOPBIX MeMOpaH ¢
OTPUIATENILHO 3apsHKEHHON TOBEPXHOCTHIO (CM. pazjien 4.5.).



— 3HaYuMBIA JBYCTOPOHHUH CTEHO3 MOYCUHBIX apTEPUH WIIM CTCHO3 apTEPHH €AMHCTBEHHOM
mouku (cM. paszmen 4.4.).

4.4. OcoOble yka3aHusl M1 MepPbI IPEAOCTOPOKHOCTH NPH NMPUMEHEHUH

[Ipenapar cnemyer Ha3HAYATh C OCTOPOKHOCTBHIO B CIICAYIOMIUX CIydasx:

WuTepcrunnansHas 00Je3Hb JETKUX, CaXapHbId AHa0eT, XpOHUYECKas cep/iedHast HeI0CTaTOYHOCTh
(XCH), aprepuanbHasi TUIIOTEH3HsI, aOPTAIbHBIA CTEHO3/MUTPAIbHBIM CTEHO3/THIEPTpOdUIecKast
OOCTpYKTHMBHAsi KapJUOMHOIIATHs, IOYeYHas HEIOCTaTOYHOCTb, CUCTEMHBbIE 3a00JIeBaHUS
COEJIMHUTENbHON TKaHW (B TOM YHMCIIE, CUCTEMHas KpacHas BOJYaHKa, CKJIEPOAECPMHMs), Teparus
UMMYHOJICTIPECCAHTAMH, AJJIONMYPHUHOJIOM, TPOKauHAMHUIOM (PUCK pPa3BUTHUS HEHUTPOIICHHH,
arpaHyJIOIIMTO3a), MPOBEACHUE T'€MOJAMANIN3a C HCIOJIb30BAaHHEM BBICOKOINPOTOYHBIX MeMOpaH,
TUTIEPYYBCTBUTEIHLHOCTL/aHTHOHEBPOTUYECKHI OTEK, aHa(uIaKTUYecKash peakius npu adepese
JIIHIT un pecencuOmnu3zauuy, HEUTPOIEHUS, NMPUMEHEHHE Yy MAaLUEHTOB HErPOMIHOM pachl,
XUPYPTUYECKOE BMEIIATEIHCTBO/O0IIAsl aHECTE3Hs, THIEPKAIMEMHS, COBMECTHOE NMPHMEHEHHE C
npenapaTamMM  JIUTHS, Kajdus, KaluicOeperalonMyu  TUYpPETUKaMH, KaJMHCOAepKalluMU
3aMEHHTEIISIMU THIIEBOW COJH, JBOIHAs 0JIOKala pEHHH-aHTHOTEH3MH-AJIbJOCTEPOHOBON CHCTEMBI
(PAAC), mnedeHouHass HEAOCTATOYHOCTb, NPHUMEHEHHWE VY MAlUEHTOB, 3JI0YMOTPEOISIOMNX
QJIKOTOJIEM W/WIIN CTPAJAoUIMX 3a00I€BaHUSAMHU N€YEeHU (B aHaAMHe3€), IPUMEHEHHE y MallueHTOB C
HaJlm4ueM (akTOpPOB pHCKa Pa3BUTHUS pabIOMMOJIN3a, COBMECTHOE NMPUMEHEHHE C MHIMOUTOpaMu
win uHaykropamu uzopepmenta CYP3A4, moxunoil Bo3pacT, ocTpblii MHGApKT MHOKapaa (u
nepuoj;, B TeueHHe | Mecsla Imocie Hero), HecTaOWibHAas CTCHOKAPAWS, CHHAPOM ClaboCTH
CHHYCOBOTO y3J1a.

Oco0ObIe YKa3aHuA, KaCaromuecs aMaoJuIliMHad, aTOPBACTATUHA W TNCPUHAOIPUIA, OTHOCATCA U K
npenapaty JlunepraHc.

Hapywenue ¢ynkyuu nevenu

B cBs13u ¢ HanmuMeM B coctaBe npernapara Jlunepranc aropBactaTiHa, HEOOXOIUMO TEPUONIECKU
KOHTPOJIUPOBATh TMOKa3arenu (YHKIUM TedeHu. lIpyu MOsSBICHMM CHMIITOMOB WIIM TIPH3HAKOB,
YKa3bIBAIOIMX Ha HapyIIeHWE (QYHKIMH TICUYCHH, MAIUEHTaM CJIeyeT MPOBECTH (YHKITMOHATHHBIE
NeYeHOYHbIe TTPOOLI. [Ipy MOBBIIICHNN aKTUBHOCTH TPaHCAMHHA3 HEOOXOAMMO KOHTPOJIUPOBATh UX
AKTUBHOCTH 10 BO3BpAIllEHHs] K HOPMAaJbHBIM 3HAYeHHSM. B cilydyae MOBBIMICHHS AKTUBHOCTH
TpaHcaMHHa3 0oJiee 4eM B 3 pa3a OTHOCHUTENFHO BepxHel rpanuisl HopMbl (BI'H), pexomenayercs
CHHM3HTbH JI03y aTOpBacTaTHHA, MCIONB3Yys OTHAEIbHbIC KOMIIOHEHTHI Iperapara, WX OTMEHHTh
npenapar (cM. pasgen 4.8.). JlumepraHc ClieqyeT MPUMEHSTh C OCTOPOXXHOCTHIO y TMAIlUEHTOB,
KOTOpBIC MOTPEOISIFOT 3HAYUTEIBHOE KOJIMYECTBO AJTKOTOJIS M/ MMEIOT B aHAMHE3€e 3a00JIeBaHuUs
MIEYCHH.

B peaxux caydasx Ha ¢one mpuema wuHruOHTOpoB AlID HaGmIOmancs CHHAPOM pa3BUTHSA
XOJIECTATUYECKOM JKEATYXH C MepexoJoM B (yJIbMUHAHTHBIA HEKPO3 NIEUYECHU, HHOT/AA C JIETATbHBIM
UCXOJIOM. MexaHu3M pa3BUTHS 3TOTO CHUHApPOMA HeE sceH. [Ipu NOSBIEHUM KENTYyXH WIH
3HAYUTENLHOTO TIOBBIIICHNS aKTHBHOCTH «IIEYEHOYHBIX» (pepmMeHTOB Ha (poHe mpuemMa mpemnapara
clelyeT MpeKpaTUTh MpUEM Ipenapara JlumepraHc, NANUEHT OOJDKEH HaXOAMTHCA I0OA
COOTBETCTBYIOLIUM MEIUIIMHCKUM HaOmroeHreM (cM. pasaen 4.8.).

Y nanueHToB ¢ HapylieHneM (DyHKUIMW Te4YeHd nepuoi monyBbiBeaeHus (T12) ¥ miIomags Moj
KpuBO#l «xoHumeHtpauus-spems» (AUC) amnonunuua yBenuuuBaercsi. PekoMmeHpgamuu 1o
JIO3WPOBAHUIO IIpeNapaTa He YCTaHOBJEHBL. I]aniueHTaM ¢ TSHKeNmoi MeYeHOYHON HEJOCTaTOYHOCTHIO
Heo0X0 MO 00ecreunBaTh TIIATEIbLHBIH MOHUTOPUHT KIIMHUYECKOTO COCTOSTHUSI.

[Ipunumas BO BHMMaHHE [IEWUCTBME aTOpBAacTaTHHA, aMJIOAMIIMHA M NEpUHAonpuia, Jlunepranc
MPOTUBOINOKA3aH MalueHTaM ¢ 3a00JeBaHUSMHU I€YEHH B aKTUBHON (ase Wium HEOOBICHUMBIM
CTOWKHM TMOBBIIIICHNEM aKTUBHOCTH TpaHCaMHHa3 Oojiee 4eM B 3 paza OTHOCHTEIBHO BEpXHEH
rpaHuibl HOpMBL. [lanmenTam ¢ 3a0oneBaHUEM MIEUYEHH B aHAMHE3€ U MalUeHTaM, YIIOTPeOISIOIUM
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aJIKOTOJIb B M30BLITOYHOM KOJIMYCCTBEC, Ipfrnapar CICAYCT Ha3HA4YaTb C OCTOPOXHOCTBIO. HpI/I
H€O6XOI[I/IMOCTI/I HU3MCHCHUA O03bI CJICAYCT TUTPOBATH JO3Y KaKA0I'0 KOMIIOHCHTA 11O OTACJIBbHOCTH.

Tunepmonuueckuii kpus

[lpenapar Jlunepranc He cleayeT NPUMEHSTH Uil KYHNHPOBAaHMS T'HIIEPTOHHYECKOTO KpHU3a.
D¢ dexTuBHOCTH U 6E30MACHOCTH aMJIOIUTIMHA TIPU TUIIEPTOHMYECKOM KpH3€ HE YCTaHOBIICHA.

Brusinue na ckenemuyio myckynamypy

[Ipumenenne aropBacTaTuHa, Kak u Apyrux HHruonTopoB ' MI'-KoA-peaykrassl, B peIKuX Cirydasx
BBI3BIBACT MHAITHIO, MHO3UTHl M MHOIATHIO, KOTOpash MOXET MPHHATH (GopMmy pabmomuoim3a
(MOTEHIMAIBHO ~ JKM3HEYTPOKAIOLIETO  COCTOSIHMSI,  XapaKTePU3YIOIIErocs  3HAYUTEIbHBIM
npeBbllieHneM akTUBHOCTU KpeatnHpochokunazel (KDK) (6onee wem B 10 pa3 oTHOCHUTENBHO
BEPXHEH T'paHUIbl HOPMBI), MUOTIOOMHEMHEN U MUOTIOOMHYPHUEH, KOTOpble MOTYT MPHUBECTU K
MOYEYHON HEIOCTATOYHOCTH).

Coobmanock 00 0YeHb PEAKHX CIydasX WMMYHOOIIOCPEIOBAHHON HEKPOTH3HPYIOUIEH MHOTATHU
(MOHM) Bo Bpemsi mnu mocie Tepanud HeKoTopbiMu ctatmHamu. MOHM  xapakrepusyercs
KIIMHUYECKUMH TPOSIBIICHUSIMU B BUJIE CTOMKOM CJIa00CTH MPOKCUMAJIBHBIX MBIIII] U MOBBIIICHUS
akTUBHOCTH K@K B CHIBOPOTKE KPOBH, KOTOPBIE COXPAHAIOTCS HECMOTPS Ha MPEKPALIEHUE TEPAITHH
cTaTMHAMH, HanuuueM anTuten kK ' MI'-KoA-peaykrase 1 yayullleHHeM COCTOSHUS ITPU IPUMEHEHUH
UMMYHOJEIPECCAHTOB.

Wsmepenue akmusnocmu KDPK:

AxtuBHOCTE KOK He ciiefryer u3MepsITh Mociie ”HTCHCUBHBIX (DU3UYECKUX HArpy30K MM MPH
HAJIMYUU JPYrod BeposSTHON mpuuuHbl ToBbIIIeHUss K®K, MOCKombKy 3TO 3aTpyIHseT
WHTEpIpeTanuio pe3yiabraToB. Ecimm ucxomuo aktuBHOCTh KDOK 3HaumTeNnbHO mpeBEITIIAacT
HOpMYy (0oJiee YeM B 5 pa3 BBINIE BEPXHEW TPaHUIIBI HOPMBI), TO aHAIH3 CICAYET MOBTOPHUTH
yepes 5-7 nHeH AJisl HOATBEPKACHUS PE3YIbTAaTOB.

ﬂO Ha4yana 1e4erHusd.

ATOpBaCTaTI/IH OOJDKCH HAa3HA4YaTbCA C OCTOPOKHOCTBIO IMAalIIUCHTAM C d)aKTOpaMI/I,
npeapacmnoararoifuMu K pa3BuTHIO pa6I[0MI/IOJ'II/I3a.

B cunegyromux cnyuasx crnegyer ompenensiats aktuBHOcTh K®PK no Hauvama Ttepanuu

CTaTHHAMH:

e HapynieHne QyHKIUH MOYEK,

® THIIOTUPEO3,

® HACJIEICTBEHHBIC MBIIICUYHBIC HAPYIICHHS Y TAIINEHTA B aHAMHE3€ MJIM CEMEHHOM aHaMHE3e,

® TPOSBICHHE MBIIICYHOW TOKCUYHOCTH Ha (hOHE NMPUMEHEHHs CTaTUHOB WM (UOpaToB B
aHaMHe3e,

e 3a0oyieBaHWE TICUYCHH B aHaAMHE3€ W/WIM YHOTpeOJIeHHE alKoToyii B H30BITOYHOM
KOJIMYECTBE,

e y marnueHToB crapiie 70 JeT clieayeT paccMOTpeTh HeoOoxoauMocTh onpeneineHus KDOK ¢
y4eTOM HaIW4yusi y HUX JApyrux (akTopoB, MpeApaclojaralomux K PasBUTHIO
pabomMuonmn3a,

® CHTyaIuH, KOTJla BO3MOXXHO TIOBEIIICHIE KOHIICHTPAIIUHA aTOPBACTaTHHA B IIa3ME KPOBH,
Takhe Kak B3aMMOJCHCTBUS C IPYTUMH JIEKAPCTBEHHBIMH CPEJCTBaMU (cM. pazjen 4.5.) u
NPUMEHEHHUE Y 0COOBIX TPYII MalMeHTOB (CM. pasaen 5.2.).

B Takmx cuTtyaluiax CJICAyCT OLICHUTb COOTHOIIICHUC pI/ICK/HOJ'II)3a U OCYHWCCTBIIATDH
MCOIUIIMHCKOC Ha6J'IIO)1€HI/I€ 3a COCTOSHHECM ITallMCHTA.

Tepanuio He ciexyer HadyWHATH, €CIM HCXOAHO akTHBHOCTH KK Oonee wem B 5 pas
MIPEBBIIIAECT BEPXHIOKO TPAHUILy HOPMBEI.



Bo spems newenus:

e Pekomenayercsi NpoMH(QOPMHUPOBATH MAIMEHTOB O HEOOXOIWMOCTH HE3aMeITUTEIHHO
co00IaTh Bpauy O MOSIBJICHWW MBILMIEYHBIX 0OJEH, MBIIEYHONW C1ab0CTH WM CIa3MOB,
0COOEHHO B COUYETAaHUU C HEJOMOTaHUEM WJIH JIMXOPAIKOIl.

e Ecau Takue CUMITOMBI BO3HUKAIOT B IpoLIEecce JeueHus npenaparom Jlunepraunc, cienyer
omnpenenuth akTHBHOCTh KDK. Ecim aktuBHOCTE KK mpessimraer BI'H Gonee uem B 5 pas,
JIEUEHHE CIIEAYET IPEKPATUTh.

e Eciu MblIIEYHBIE CHMITOMBI PE3KO BBIPAXKEHbI U BBI3BIBAIOT €XKETHEBHBIN JUCKOM(OPT, TO
JeYeHHE CIeyeT MPEKPaTuTh, 1axe B TOM ciydae, eciiu akTuBHOCTh KDK noBeimena He
Oonee ueM B 5 pa3 otHocuTenbHO BI'H.

e B ciyyae MCUE3HOBEHHS! CHMITOMOB W HOpManu3auuu akTuBHOcTH KOK wmoxHO
paccMOTpeTh BOMPOC O MOBTOPHOM HAa3HAYEHHWH aTOPBACTATHHA WJIM JPYrOro cTaTWHA B
HauMEHBIIEH J03€ U MOl TIIATEIbHBIM HAOIIOACHUEM.

e [Ipuem mpenapara Jlunepranc nomKeH OBITh HEMENJIEHHO NPEKpalleH B CiIydae, eciu
aktuBHOCTh KDK Gosee uem B 10 pa3 mpeswimaer BI'H, nmubo nuarHoctupyercst wim
M0JI03peBaETCs PadIOMHOIIN3.

Cosmecmmoe NpUMEHEHUE C Opyzwvtu JIeKapCmeeHHbIMU cpe()cmeamu:

Puck pasButHs pabaoMuonn3a TOBBIIIAETCS NPU COBMECTHOM INPUMEHEHHH Mpernapara
JlunepraHc ¢ neKapcTBEHHBIMH IIPENapaTaMy, YBETHUMNBAIOIIUMHE TUTa3MEHHBIE KOHIEHTPAIIUN
aTropBacTaTHHa, TaKUMH Kak MolHble MHruOuTopbl CYP3A4 wim TpaHCHOPTHBIX OCIKOB
(UMKJIOCHOPHH, TEJIUTPOMULIMH, KIAPUTPOMUIIMH, ACTaBUPAUH, CTUPUIIEHTOJ, KETOKOHA30JI,
BOPUKOHA30JI, UTPAaKOHA30J], I103aKOHA30J, JeTepMoBUp M uHruoburopsl BUY-mpoteassl,
BKJTIOYast PHUTOHABHUD, JIONIMHABHUD, aTa3aHaBHD, WH/IMHABHP, JapyHaBup,
PUTOHABUP+THUIIPAHABUP W T.[.). PHCK pa3BUTHS MHUONATHH TaKXKe IOBBIIMIACTCS TPH
COBMECTHOM TPUMEHEHHH C TeMPUOpPO3WIOM M JAPYTHMH MPOU3BOTHBIMU (HHOpOoeBOH
KHUCJIOTBI, TPOTUBOBUPYCHBIMHU Tpenaparamu Juisl jedeHusi BupycHoro rematuta C (BI'C)
(6ouenpesup, TeJanpeBup, rpa3onpeBup+IndacBup, nenunacBup+cohocOyBup),
SPUTPOMHULIMHOM, HHALMHOM MKW 33eTUMUOOM. [lo BO3MOXHOCTH cleayeT Ha3HAYUTH
alIbTEPHATHBHYIO TEPAINIO, HE BKIIOYAIOIIYIO JaHHbIE MPENapaThl.

Puck pa3BuTusi MuUOnaTHd W/WIM PabdIOMHOJIM3a MOXET OBITh TOBBIIIEH NPH COBMECTHOM
npuMeHeHnn  uWHrHOUTOpoB  ['MI-KOA-penykrasel  (Hampumep, aropBacTaThHa) W
mantomuimHa (cM. pasgen 4.5.). Craemyer paccMOTpeTh BO3MOXKHOCTh BPEMEHHOM
MPUOCTAHOBKH MpueMa npemnapara Jlunepranc y naneHToB, IPUHUMAIOIINX JallTOMHIINH, 32
WCKITIOYEHHEM CITydaeB, KOTJIa MoJIb3a OT COBMECTHOTO MPUMEHEHUS MpeBbIlaeT puck. Ecnm
COBMECTHOTO MNPHUMEHEHHs] MpenaparoB H30€XaTh HEBO3MOXHO, CIEAyeT HPOBOJUTH
onpenenenue aktuBHocTH KK 2-3 pa3a B Heemnto U TIIATEIEHO KOHTPOJIMPOBATH COCTOSTHHE
NAllMEHTOB C LEJbI0 BBIIBIEHUS JIIOOBIX MPU3HAKOB WJIM CHMITOMOB, KOTOPbIE MOTYT
CBU/IETEIILCTBOBATH O MUOTIATHH.

B crnydae HeoOXOQUMOCTH COBMECTHOTO MPHMEHEHHWsS JAaHHBIX MpenaparoB W Mpemapara
Jlunepranc, HEOOXOAUMO YUUTBHIBATH OTHOLIECHHUE OKUAAEMOMN MOJIb3bl K BO3SMOKHOMY PHUCKY.
[TanenTaM, NPUHUMAIOLIMM IIpENapaTthl, YBEIMYUBAIOIIUE IJa3MEHHbIE KOHLIEHTPALMH
aTopBacTaTHHA, HEOOXOMMO Ha3HauyaTh 0oJiee HU3KYI0 MaKCUMAaJIbHYIO 7103y aTopBacTaTHHa,
MO3TOMY CIIEyeT PAacCMOTPETh BOINPOC O CHMKEHHU J03bl C HMPUMEHEHHEM OTIEIbHBIX
KOMIIOHEHTOB. B ciywae mnpumenenus wmomHblix uHruouropo CYP3A4 neobxommmo
Ha3HAYUTH OOJiee HHU3KYI0 HAdaJbHYIO J03y aTOpBacTaTHHA M OOECTeYHTh MOHHUTOPUHT
KIIMHIYECKOT'0 COCTOSTHUS TaruenTa (cm. pazmen 4.5.).

W3-3a Hanuuus B IEKapCTBEHHOM IIpenapare JIunepraHc aTopBacTaTHHA €70 HEJIb3s Ha3HA4aTh
COBMECTHO C CHCTEMHBIMH IpenapatamMu (y3uI0BOM KHCIOTHI WM B T€UEHUE 7 THEH mocie
IpeKpameHust JjedeHuss (y3uaoBoi KHUCIOTOH. Y MAIMEeHTOB, KOTOPHIM CHCTEMHOE



npuMeHeHre (y3u0BON KUCIOThI HEOOX0IUMO, JICUCHUE CTATUHAMH CJICAYET MPEKPaTUTh Ha
MPOTSDKEHUH BCETO Teproaa JieueHus pys3umoBoii kucioroir. Coolmianock 0 padbmomuonnze
(BKITIOYast OT/ICTBHBIE CITyYau C JETATBLHBIM UCXOJI0M) Y TTAIIMEHTOB, MOJIYYaBIINX (Qy3UI0BYIO
KHCIIOTY B COYETaHWU CO cTaTMHaMu (cM. pazzaen 4.5.). [lanueHTy crieayer peKOMeHI0BaTh
HEMEJIEHHO 00PaTUTKCS K Bpauy MPH MOSBICHUH CUMITTOMOB MBIIIIEYHOH €1a00CTH, 00N UITH
00J1e3HEHHOCTH. Tepanuio cTaTHHAMHA MOKHO BO30OHOBUTH Yepe3 CEMb JTHEH Mocie mpueMa
MocIeAHeH N03bl (y3UT0BOM KHUCIOTHI.

B uckmouMTeNnbHBIX Cilydasix, Korjga TpeOyeTcs JUIMTENbHOE CHUCTEMHOE INPUMEHEHHE
(Gy3uI0BOIl KHUCIOTHI, HampuMep, A JIEUEHHUsS TDKEeNbIX WHOEKIUi, HeoOXOAMMOCTh
COBMECTHOTO IPUMEHEHHS JIEKapCTBEHHOro mnpenapata Jlumepranc u Qpy3naoBOi KHCIOTHI
ClelyeT paccMarpuBaTb TOJbBKO B MHIMBUAYaJIbHOM HOPSAKE M IOJ TIIATEJIbHBIM
MEIUIUHCKUM HaOII0IEHUEM.

Muacmenus epasuc, enasnasil MUuacmeHusl

Coo00ma10ch, 9T0 B HECKOJIBKHX citydasx HHrHOuTopsl I MI'-KoA-penykTassl (CTaTHHBI) BBI3BIBAIN
pa3BUTHE de novo Uin yCyTryOIIsiiii paHee CyIIeCTBOBABIIYIO TeHEPAIM30BaHHYI0 MUACTEHHIO TPaBUC
WJTU TJIa3HYEO MUACTECHUIO (CM. pazzein 4.8.). B ciyyae BOSHUKHOBEHUS WIIA YCUIICHUS BRIPAXKCHHOCTH
CUMIITOMOB MUACTE€HUU IpueM npenapata Jlunepranc cieayer npekpatuTb. CoobdLanoch Takxke o
peunauBax MMACTEHUU IPU MOBTOPHOM IpPUEME TOrO e CTaTMHA M MPH NPUMEHEHHH APYroro
uaruoutopa ' MI'-KoA-penykrassl.

I/IHmepcmuuuanbuoe 3abonesanue 1ecKux

B enuHMYHBIX cilyyasx MpH ATUTEIHHOM MPHEME HEKOTOPBIX CTATUHOB COOOIIATIOCH O PA3BUTHH Y
NAUEHTOB MHTEPCTHULMAIBHONW Oose3Hu Jerkux (cM. pazzen 4.8.). XapakTepHbIMH CHUMITOMaMH
SIBIISTIOTCSL OJIBIIITKA, CyXOW Kalledb W YXyALICHHWE OOIIET0 COCTOSHUS MalUeHTa (yTOMIISIEMOCTb,
CHID)KEHHE MacChl TeJia U Inxopajaka). Tepanus npenapatom Jlunepranc y naueHTa ¢ nogo3peHuemM
Ha MHTEPCTULHMATILHYIO 0O0JIE3Hb JIETKHUX JIOJKHA OBITh MIPEKpalleHa.

CaxapHuii ouabem

HMeroTcss maHHBIE O TOM, YTO CTAaTHHBI YBEIWYUBAIOT KOHIICHTPAIMIO TIIFOKO3bI B KPOBH U Yy
HEKOTOPBIX ITallHCHTOB C BBICOKMM PHCKOM pa3BUTHSA CaxapHOro amabera MOTyT BBI3BIBATH
TUIICPTIIMKEMHIO, TIPH KOTOPOH (opMajibHO TPeOyeTCs MpOBEICHUE Tepalliyd caxapHOro auadeTa.
OnHako CHWKCHHE Ha (POHE Tepamuu CTaTHHAMH CEPACYHO-COCYIUCTOrO PUCKA IePEBEIINBACT
JIAHHBIA PUCK, TTOITOMY OH HE JOJDKEH OBITh MOBOJOM JJisl MPEKpalleHus Tepanuy Npernaparom
Jlunepranc. [lanreHTam, HaXOASIIUMCSl B TPYIE pUcKa (KOHIIEHTpAIMs TIIOKO3bl HATOIIAK OT
5,6 1o 6,9 MMomB/1, MHIIEKC Macchl Tena > 30 Kr/M?2, MOBBIIICHHAS KOHIICHTPAIUS TPUTIUIEPHIOB,
apTepualibHAsT TUIICPTEH3MS), JTOJDKEH MPOBOJNUTHCSA KIIMHUYCCKUN M OMOXMMHUYECKUH KOHTPOJb B
TIEPUO]T TEPAMHH TperapaTomM JlumepTanc.

[Tpu Ha3HaYeHUU NpernapaTa NalueHTaM ¢ cCaxapHbIM TUa0ETOM, OJTYYatOIMM THITOTIMKEMUYEeCKUE
CpecTBa Ul MPUEMa BHYTPb WJIM MHCYJHWH, B TCUCHHE MEPBOrO MeCsIila Teparuu IMpernapaTamu,
coaepxanMu nHruouTopel AIID, B ToM unciie npenaparoM Jlunepranc, HEOOXOAMMO THIATEIBHO
KOHTPOJHUPOBATh KOHIIEHTPAIIMIO TIFOKO3bI B KPOBH (CM. pazzen 4.5.).

Cepoeunas HedOCmamoyHocms

JledeHne MaMEeHTOB C CEPAEYHOM HENOCTATOYHOCTBIO CIEAYET IPOBOAUTH C OCTOPOXKHOCTBIO. B
WCCIIeIOBAaHUM TIpU NpuMeHeHuu amionunuHa y naumeHToB ¢ XCH III u IV ¢dynkumonansHOTro
knacca mo kiaccuduramuun NYHA wactoTa pa3BUTHS OTeKa JIETKUX Obula BBHIIIE B TpYyIIe
aMJIOJIMIIMHA, YeM B rpymmne mianedo (cM. paszaen 5.1.). brokaTtopsl «MeaneHHbIX» KaJbLIMEBBIX
KaHaJIOB, BKJIIOYAsi aMJIOJUIHH, HEOOXOIUMO C OCTOPOKHOCTBIO MPUMEHATH y nanueHToB ¢ XCH B
CBSA3M C BO3MOXHBIM YBEIMUYEHHUEM pPHUCKA pa3BUTUS HEKEJIATeJIbHBIX PEaKUUil CO CTOPOHBI
CEPIIEYHO-COCYAUCTON CUCTEMBI U CMEPTHOCTH.



Apmepuanvuas eunomeHnsus

WNurnburoper AIID, Takue kak NEpUHIONPHII, MOTYT BBI3BIBATh PE3KOE CHIDKEHHE apTepUAIbEHOTO
nasienus (Al). CumnromaTuyeckas apTepuanbHas THIOTEH3US PEAKO Pa3BUBACTCA Y NAILEHTOB C
HEOCJIO)KHEHHBIM TEUYEHHUEM apTepuaibHOM THUIEPTeH3MH. PucCk dype3mepHOro cHmwkeHusa Al
MOBBIIICH y TAIMEHTOB CO CHWXKEHHBIM 00beMoM IupKynupyromeid kpoBu (OLIK), uto moxer
OTMe4YaThCcs Ha (DOHE Tepanmuu IUYPETUKAMH, TPHU COOIIOACHUH CTPOTOH OECCONCBOM HETHI,
reMoJiManuse, auapee M pBOTE, a TaKkKe y TNalMEeHTOB C THKEIOW CTENEHbI0 apTepuanbHON
THUIICPTCH3UU C BBICOKOH aKTUBHOCTHIO peHMHa (cM. pazgensl 4.5. u 4.8.). CuMmnroMaruyeckas
apTepualibHas TUIOTEH3Us MOXKET HaOJIOJIaThCSl y MAlMEHTOB C CHMITOMATHYECKOH CepJedHOM
HEJ0CTATOYHOCTBIO, KaK ¢ HAJIMYUEM, TaK M 0€3 MOYECYHON HEJIOCTATOYHOCTH. DTOT PUCK BHINIC Y
MAlMEeHTOB C TKENON CTENEeHBI0 CepAEYHON HENOCTATOYHOCTH KaK PEaKIUs Ha MPUEM METIEBBIX
JIUYPETUKOB, THIIOHATPUEMUIO MU (DYHKIIMOHAILHYIO MOYEYHYIO HEJIOCTATOYHOCTh. llalieHThl ¢
MOBBILICHHBIM PHUCKOM DPa3BUTUS CHUMITOMATHYECKOH apTepUaJbHOW THIOTEH3UM JOJIKHBI
HAXOJUTHCS TOJ THIATEILHBIM MEJIUIMHCKAM HAONIOJCHUEM B Havalie TEPAMHd M MPH TUTPAIUU
mo3bl (cM. pazgen 4.8.). IlomoOHBIA moaxom mpuMmeHsercs Wy mnamueHToB ¢ WBC wmm
1epeOpOBaCKYISIPHBIME 3a00JIEBaHUSIMH, Y KOTOPBIX Upe3MepHoe najgeHne AJl MOKeT mpuBECTH K
nH(paPKTY MUOKap/Ia MIIM HAPYIIEHHUI0 MO3TOBOTO KPOBOOOPAILIEHHSI.

B cmyuae pasBuTusi apTepHaibHON TMIIOTEH3UH MAIMEHT JOJDKEH OBITH IEepPEeBENCH B IOJIOKEHHE
«JIeKa» Ha CIHMHE C MPHUIIOAHATHIMU HOTaMu. [Ipy HE0OXOAMMOCTH CIIeAyeT BBECTH BHYTPHUBEHHO
0,9% pactBop HaTtpus xyopunma. llpexomsimas apTepualibHas THIIOTCH3US HE SBIACTCS
MPemITCTBUEM TSl AaibHeiniero npuema npenapara. [locne BoccranoBinenns OLIK u AJl neuenue
MOXET OBITh TPOJOJIKEHO.

VY Hekoropeix nanueHToB ¢ XCH M HOpManbHBIM WIM CHUXEHHBIM AJl MEpUHAONPHI MOXKET
BBI3BIBATh JONOJTHHUTENbHOE CHIKEeHHE AJl. DToT 3ddexr mpeackasyem um oObIHO HE Tpelyer
MpeKpamieHus Tepanu. Eciu apTepuaibHasi TUIIOTEH3HUSI CTAHOBUTCS CUMIITOMAaTHYECKOH, MOYKET
noTpeboBaTHCS YMEHbIIEHHE 03Bl Tpenaparta Jlunepranc uiau oTMeHa npenapara.

Mumpanvusiii CMeH03/aopmanbHblil cmeno3/eunepmpoguyeckas 06CcmMpyKMUBHAs
Kapouomuonamus

[Ipenapar JlumepraHc, Kak W ApyrHe Mpenapathl, cojepaiipe WHruoutopbl AIID, BrIouas
HEPUHJIONPUII, TOJKEH C OCTOPOKHOCTHIO HAa3HAYATHCS MALMEHTaM C MUTPAJIBHBIM CTCHO30M HIIH
BBIPQKEHHBIM  AOPTAJbHBIM CTEHO30M, HE JIOCTUTAIOUIMM BBICOKOH cTeneHu. Jlumepranc
NPOTHUBOIOKA3aH MAaIMeHTaM C OOCTPYKIMEH BBIHOCAIIETO TPaKTa JIEBOTO KEIyJOo4Ka TSHKEIOH
creniean (cM. paszaen 4.3.).

TpchnﬂaHmauuﬂ noyxKu

OmnbIT NpUMEHEHNUS IEPUHAONPUIIA APTUHUHA Y MTAIIMEHTOB TI0CJIE HEaBHEH TPAHCIUIAHTALNY TOYKH
OTCYTCTBYET.

Penosackynapnas cunepmenzus

VY manueHToB ¢ ABYCTOPOHHUM CTEHO30M ITOYEYHBIX apTEePHid HIT CTCHO30M apTePUH ANHCTBEHHON
(GYHKIHMOHMPYIOIEH MoYky Ha ¢oHe Tepanuu uHruOutopamum AIlID Bo3pacTaeT pHCK pa3BHTHS
apTepHaIbHON TMIOTEH3MU M MOYEYHON HelocTaToyHocTH (cM. paszaen 4.3.). [lpuem auypeTnkos
MOJXKET OBITh JIOMOJHUTEIHLHBIM (haKTOPOM pHCKa. YXyamieHue GyHKITUY TOYEK MOXKET HabIoaThCst
YK€ MPU HE3HAYUTEIbHOM HM3MEHCHUHM KOHLCHTPAIlMM KPEATWHHHA B CHIBOPOTKE KPOBH, JaXeE Y
HalMEeHTOB C OTHOCTOPOHHUM CT€HO30M MOYEYHOW apTepPHH.

Hapywenue ¢ynxyuu nouex

JlumeptaHc pa3penieH K npuMeHeHno y manueHToB ¢ KK >60 Mi/MUH 1 He TIOAXOIHUT MAIMeHTaM C
KK <60 mii/mMuH (OT YMEPEHHOTO IO TSIKEJIOTO HapylleHHs (YHKIHMH Movek). TakuMm mamueHTam
PEKOMEHIyeTCSl MHANBUAYAIbHBIN MOAOOP 103 OTAEIHHBIX KOMIIOHEHTOB.



PerynsapHbiii KOHTPOJIb KOHIEHTPAIMH KPEaTUHHUHA U KaJIUsA B CHIBOPOTKE KPOBH SIBJISICTCS YACThIO
0OBIYHOM MEIUIIMHCKOW MPAKTHKH y MAIIMEHTOB ¢ HapyleHneM (PyHKITUHU rouek (cM. pazzaern 4.8.).

ApTtepuanbHas THIIOTEH3Hs, KOTOpasi HHOT/Ia pa3BUBAaeTCs B Hadale npuemMa HHruoutopoB AlID (k
KOTOPBIM OTHOCHUTCSI MIEPUHIONPHUIT) Y NAUEHTOB ¢ cuMnromarndeckoir XCH, moxeT npuBecT k
JanbHEeWeMy yXyAmeHuto (yHkuuM modek. Bo3MmMoxkHO pasBuUTHE OCTpOHl  MOYEHYHOUH
HEJOCTATOYHOCTH, KaK MPaBUiI0, 00paTUMOI.

Y manueHToB ¢ ABYCTOPOHHUM CTEHO30M MOYEYHBIX APTEPUI MM CTEHO30M apTEPHUN €AMHCTBEHHOMN
NMOYKH (0COOCHHO TPW HAJMYUH MOYEYHOW HEITOCTATOYHOCTH) Ha (POHE Teparnuu HMHTHOUTOpaMHU
ATI® BO3MOKHO MOBBIIIIEHIE KOHIIEHTPAIIMA MOYEBUHBI M KPEATHHNUHA B CBIBOPOTKE KPOBH, OOBITHO
MPOXOSIIEe MPH OTMEHE Tepanuu. JlOTMOTHUTENBHOE HAIW4YWE PEHOBACKYJISIPHON THIIEPTEH3HH
00yClIaBMTUBAET MOBBIINICHHBI PUCK PA3BUTHS THKEION apTepHalbHON THUIIOTEH3UMH M MOYEUHOU
HEJAOCTAaTOYHOCTH Y TAKUX MALUEHTOB.

Y HEKOTOpBIX TANMEHTOB C AapTepUANbHONW THUMEpTeH3Wed Oe3 yKa3aHWs Ha HaJIW4He
NPEIIECTBYIOMIETO 3a00J€BaHHUS COCY/IOB IIOYEK MOXET IMOBBIIIATHCS KOHIICHTPALUS MOYEBUHBI U
KpeaTMHHHAa B CHIBOPOTKE KPOBHM, OCOOEHHO TPHU COBMECTHOM NPHUMEHEHUHM MEPUHIONPHIIA U
nuypeTrka. [laHable n13MeHeHHsI OOBIYHO BBIPAYKEHBI HE3HAYUTEIHHO M HOCST 00paTUMBIN XapakTep.
BeposTHOCTh pPa3sBUTHS OSTUX HApyIIEHUH BBIIIE Y M[AlMEHTOB C MCXOJHOW IIOYEYHOM
HEI0CTaTOYHOCThI0. B Takux cilyyasx MOKET MOTpeOOBAaThCS OTMEHA WIIM YMEHBIIEHHE J03blI
npenapata Jlunepranc u/nnm AuypeTHka.

AMJIOI[I/IHI/IH MOXCT NPUMCHATHCA B OOBIYHEIX A03aX y NalucHTOB C MMOYCYHOM HEOOCTATOYHOCTBIO.
N3menenus KOHOCHTpAIIMU aMJIOAWIIMHA B IIA3ME KPOBU HE 3aBUCAT OT CTCIICHH IMOYCYHOM
HCJOCTAaTOYHOCTH. AMJ'IOI[I/IHI/IH HC BBIBOAUTCS IIPpHU ANATIN3C.

JeiicTBe KOMOMHUPOBAHHOTO Tpenapata JIumepranc y manueHToB ¢ HapymeHneM QYHKIUH TOYeK
crnenuaibHO He wu3y4asnoch. Jlo3upoBka mnpemapara Jlumepranc JOKHA COOTBETCTBOBATH
PEKOMEHIOBAaHHBIM J103aM OTJIEIbHBIX KOMITIOHEHTOB.

Temoouanus

N MaguCHTOB, HAXOOAIMUXCA Ha remMoauain3c C HCIOJb30BaHHEM BbLICOKOIIPOTOYHBLIX MCM6paH,
OBLIM OTMEYEHBI ClIydyau pa3BUTHUA aHa(bHHaKTOHILHBIX peaKuHﬁ Ha (1)0He TCparuun I/IHFI/I6I/ITOpElMI/I
AII®. Takum NnanueHTaM CJICAYCT Ha3HA4YaTb aHTI/IFI/Il'IepTeH?:I/IBHBIﬁ npenapar Apyroro Kjacca ujiu
HCIIOJIb30BAaTh JUAJIU3HYIO M€M6paHy ApPYTroro Tumna.

FunepqyecmeumeﬂbH0cmb/aneuOHeepomuquKuﬁ omek

[Ipn npueme warHOMUTOpOB AIID, B TOM uHMCie MEPUHAONPHUIA, B PEIKUX CIydasx U B JIIOOOM
Nepuoae Tepanmuyu MOXKET HAOJII0AaThCS Pa3BUTHE aHTMOHEBPOTHUYECKOTO OTEKa JIMIA, BEPXHHUX U
HIDKHUX KOHEYHOCTEH, Ty0, CITM3UCTBIX 000JI0UEK, S3bIKa, TOJIOCOBBIX CKIIAIOK /WM TOPTAHU (CM.
paznen 4.8.). AHTMOHEBPOTHYECKMH OTEK MOXKET pa3BUTbCA Cpa3y IOCJIE€ Hayajla JeYeHUs
uaruouTopamu AllD, onHaKO TSKENbI aHTHOHEBPOTUYECKUI OTEK MOKET TAK:Ke Pa3BUTHCS MOCIE
JATeNabHOro sedeHus: uaruouropamu AlID B TeueHue HECKOIBKMX MecsleB wid Jjer. llpu
MOSIBJICHWH BBILIEYKa3aHHBIX CHMIITOMOB IIPUEM Mpernapara JOKEH ObITh HEMEJIEHHO MPEeKpalleH,
a MalueHT JO0JDKEH HaOJII0AaThCs 10 MOJHOI0 MCYE3HOBEHUsI cUMNTOMOB. EciM oTek 3arparubaer
TOJILKO JIULO M T'yObl, TO €ro MPOSIBICHUS OOBIYHO MPOXOAAT CaMOCTOSATENbHO, XOTS B KayecTBE
CUMITOMAaTUYECKON Tepanuy MOT'YT IPUMEHSATHCSI aHTUTMCTAMUHHBIE CPE/ICTBA.

MCI[I/IHI/IHCKI/IM pa6OTHI/IKaM HCO6XOILI/IMO KOHTPOJIMPOBATL OTBCT Ha JICHCHHUC, YUUTbIBAA, 4YTO
CTaHAAPTHBIC MCTOJAbI TCPAIIMU T'MCTAMHH-OIIOCPCAOBAHHOI'O aHTMOHCBPOTHUYCCKOTO OTCKAa MOIYT
OBITH HCS(l)(I)eKTI/IBHBI npu 6pa,£[I/IKI/IHI/IH-OHOCpe,I[OBaHHOM AHT'MOHCBPOTUYCCKOM OTCKE.

AHFI/IOHeBpOTI/IUICCKI/Iﬁ OTCK, COHpOBO)I(I[&IOH.[HfICH OTCKOM I'OpTaH!, MOXKET IPHUBECTHU K JICTAJIbHOMY
Hexony. Orex A3bIKA, TOJOCOBBIX CKJIAAOK WM TOPTAaHU MOXKCT IPHUBECTU K O6Cpr1(HI/II/I
AbIXaTCIBbHBIX HyTeﬁ, qTo Tpe6yeT HCEOTJIOKHOU TCpalin, HAlIpUMCp, IMOAKOXHOI'O BBCIACHUA
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aJIpCHaJIMHA w/unu  odecredeHus OpOoXOANUMOCTH  AbIXATCIBbHbIX HYTeﬁ. HaHI/IeHT JOJIZKCH
HaxoJUThCA 110 MCIUITMHCKHUM HaGJ’IIO)IeHI/IeM J0 IIOJTHOI'O 1 CTOMKOI'0 MCUYC3HOBCHUS CUMIITOMOB.

VY nanueHToB ¢ oTekoM KBUHKE B aHaMHe3€e, HE CBSI3aHHBIM ¢ TpreMoM HHruoutopos AIID, moxer
OBITH MOBBIIIEH PUCK €T0 PA3BUTHS IpH MpueMe npenapata Jlumepranc (cm. pazmen 4.3.).

B penkux ciaydasx Ha ¢poHe Tepanuu uHruoutopamu AII® pasBuBaiicss aHTMOHEBPOTHYECKUH OTEK
KumIeyHuka. [Ipu 3ToM y manueHToB oTMedanach 60Jb B )KUBOTE KaK M30JIMPOBAHHBIM CUMIITOM WU
B COYETaHWM C TOIIHOTOM U PBOTOM, B HEKOTOPBIX ciyyasx ©Oe3 NpeaecTBYIOIIEero
AHTMOHEBPOTHUYECKOI0 OTEeKa JHMLIA W MpU HOopManbHOM KoHueHtpamuu Cl-3ctepasbl. Jnarxos
YCTaHABIMBAJICA C MOMOIIBI0 KOMIBIOTEPHOH ToOMOTrpaduu OpIOIIHON MOJIOCTH, YJIBTPa3BYKOBOTO
WCCIIEIOBAHMS WIIM ITPU XUPYPIHUECKOM BMenIaTenscTBe. CUMITOMBI MCUE3aITH MTOCIIE TPEKPALCHHS
npuema uHru6uTopoB AIID. [losTromy y manueHTOB ¢ 00NIbIO B 00JacTH KMBOTA, MONTYYArOIIAX
Jlunepranc, mnpu mpoBeAeHUN AubGEpeHINaIbHON JHAarHOCTUKKM HEOOXOJUMO YYHMTHIBATh
BO3MO>KHOCTb Pa3BUTUsI AaHTHOHEBPOTHYECKOIO OTEKA KUILIEYHHKA.

CoBMecTHOE TNPUMEHEHHE TNEepUHIONpHIA ¢ KOMOMHAIMed BajcapraH +  CakyOHTpHII
MPOTUBOMOKA3aHO, TaK KaK STO TMOBBIIIAET PUCK Pa3BUTUS AHTHOHEBPOTUYECKOTO OTeKa (CM.
pasnmen 4.3.). [lpuMmeHeHNnEe KOMOWHAIIY BaJICApTaH + CaKyOUTPHII BO3MOXKHO HE paHbIIE, 4eM Yepe3
36 yacoB nocne npuema nepuHaonpuia. [IpuMeHenre nepuHIONpHUIa BOZMOKHO HE pPaHbLIE, YeM
yepes 36 yacoB moce mpruemMa KOMOMHAIIMY BajicapTaH + cakyoutpu (cM. pasaenst 4.3. u 4.5.). [lpu
COBMECTHOM mpueme uHruouropos AIID ¢ npyrumMu HHruOMTOpaMH HENpWIN3UHA (HAIpUMED,
pauekanorpuiaoM), ¢ mTOR wuHruburopamu (HampuMep, CHPOIUMYCOM, 3BEPOIHMYCOM,
TEMCHPOJIMMYCOM) U TIIMIITUHAMU (HapuMep, TUHATIUOTHHOM, CAaKCArIUIITHHOM, CUTArJIMOTHHOM,
BIWJIJArJIMIITAHOM) TIOBBIIIAETCS PUCK PA3BUTHS aHTHOHEBPOTHYECKOTO OTEKa (HampuMmep, oTeka
JIBIXATENBHBIX IyTEeH WK S3bIKa, COMPOBOXKIAIOIIETOCS HITH HE COMTPOBOKAAIOMIETOCS HApyIICHHEM
¢yskuun neixanus) (cMm. pasmen 4.5.). Crnemyer coOnromaTh OCTOPOXKHOCTh MpPH HAa3HAYCHHU
patekanorpuia, THruontopoB mTOR ¥ MIMNTHHOB MalMeHTaM, MOJy4YaroIuM HHrHOUTOpbl ATTD.

Anaghunakmouonsie peaxyuu npu npogedenuu aghepeza IUNONPOMEUHOE HUSKOU NIOMHOCIU
(JIITHII)

B peaxux cinyuasix y HmanueHToB, Moiydarommx HHruoutopsl AIID, npu npoBeaeHnn mpoUeaypbl
adepesa JIIIHII ¢ wucnonmp3oBaHmeM JeKcTpaH cCyib(dara pa3BHBAIMCH YIPOXKAIOIINE >KA3HU
aHa(UIAKTOUIHBIE PeaKLUU. DTU PeakLuy yAaBajioch MPeIOTBPATUTh IyTEM BPEMEHHOW OTMEHBI
unaruoutopa AIID nepen kaxapM ceancoMm adepesa.

Anaghunaxkmouodnvle peakyuu npu nposedeHuu 0eCeHCUudUIU3AYUU

WmeroTcss oTnenbHblE COOOMIEHHS O PAa3BUTUM aHA(QWIAKTOMIHBIX PEAKUUil y MaIMeHTOB,
NOJYYaOIMX NpenapaTsl, coaepkamue HHruOuTopel AIID, takme kak JlumepraHc, BO Bpems
JIECEHCUOMIM3HUPYIOUICH TEpanuy, HAIpuUMep, SIOM IEPEerOHYaTOKPBUIBIX HAaceKOMbIX. JlaHHOU
peaKIyy yaBaioch n30exarh ImyTeM BpeMeHHOH oTMeHbl nHrnoutopa AII® no Hagana npouemxypsl
JeCeHCHOMIM3ali, HO peakluss MOrja BO3HWKHYTh CHOBA NpPU CIy4YalHOM BO30OHOBIICHWUHU
TEepanuu.

Hetimponenus/azpanynoyumos/mpomooyumonenus/anemust

Coob1anocs 0 ciyyasix HeHTPOIIEHUH/arpaHyJIoLUUTO3a, TPOMOOIIUTONEHNH U aHEMUH Y MAIIUEHTOB,
MPUHUMABIIUX HHTHOUTOPHI ATID. YV manueHToB ¢ HOpMalbHOM (GYHKITHEH TOYEK U PU OTCYTCTBUH
JIPYTUX OTAromammux (hakTopoB HEUTpOIeHUs pasBuBaeTcs penko. C KpaHEH OCTOPOKHOCTBIO
ClleZlyeT MPUMEHATH IpenapaT MalueHTaM ¢ CHCTEMHBIMH 3a00JI€BaHUSAMU COCAMHUTENLHON TKaHH,
Ha (poHE mpreMa MMMYHOJIETIPECCAHTOB, AJUIONMYPHHOJIA WM MPOKanHAMHKIA, WM ¢ KOMOWHaen
JTAHHBIX (PAaKTOPOB PUCKA, OCOOCHHO y MAIIMEHTOB C HAPYIIEHHON (QYHKIUEH MOYeK.

Y HEKOTOPBIX M3 ITHX MAIIMEHTOB BO3ZHHUKAIH TSDKEJbIC MHPEKINH, B Psiie CIydaeB YCTOWYHMBEIE K
MHTEHCUBHOHN aHTHOMOTHKOTepanuu. [Ipn Ha3Hayenum npenapara Jlumepranc TakuMm manueHTam
pEeKOMEHAYETCSl MEPUOAUUECKH KOHTPOJIMPOBATh COAEpXKaHUE JEUKOLUTOB B KpoBH. IlanueHTbI
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JIOJDKHBI COOOIIATh Bpady O JIIOOBIX MpHU3HaKax MH(MEKIMOHHBIX 3a0oieBaHuii (Hampumep, 00U B
ropie, IMXopajke).

Omuuueckue pasaudus

VY nanuMeHToB HErpoMIHON packl PUCK Pa3BUTUS AHTMOHEBPOTHUYECKOrO OTeKa OoJjiee BBICOK IO
CPaBHEHHUIO C IPYyruMu pacami. JlumepraHc, conaepskamuid mHruouTop AIl® nepuHonpuiI, MOXKET
ObITH MeHee Y PEKTUBHBIM B OTHOIIEHUH CHIKEHUS A/l y TallneHTOB HETPOUIHOM pachl, BO3MOKHO,
n3-3a 0oJiee BRICOKOW pacTpOCTPaHEHHOCTH HU3KOPEHHHOBBIX COCTOSHUH y AIIMEHTOB HETPOHUTHON
pachl ¢ apTepHaIbHONW THIIEPTEH3NEH.

Kaweno

Ha ¢done tepanuu unruburopom AIID MokeT BO3HHMKATH CyXOH YIOPHBIM Kalllelb, KOTOPBII
MpeKpamaeTcss Tocje OTMEHBl Tpenapara. JTO CJeAyeT YUYUTbIBaTh TMPH MPOBEACHUH
JudQepeHnnanbHON MarHOCTUKY KalllIs.

Xupypeuueckoe emewiamenbcmeo/oduas anecmesust

VY nanueHToB, KOTOPHIM IMPOBOIUTCS XHPYPIUYECKOE BMEMIATEIbCTBO C NPHUMEHEHHEM O0OmIen
AQHECTEe3MH WIIM Ha3HAYaloTCs Iperaparbl Ui aHECTE3WH, CHOCOOHBIC BBI3BIBATH APTEPUAIBHYIO
TUTIOTEH3UI0, TIEPHHJONPWI MOXET OJIOKUpoBaTh oOpa3oBanue anrmoTeHsuHa Il Ha dQone
KOMIIEHCAaTOPHOTO BBICBOOOXKIeHHs peHuHa. llpmem mpemapara Jlumepranc HeoOX0auMO
NPEeKpPaTuTh 3a CYTKH JI0 XHPYPTUYECKOTrO0 BMEIIATEeNbCTBA. [IpW pa3BUTHH apTepHaTbHON
THIIOTEH3HH 110 YKa3aHHOMY MEXaHU3My cienyeT noanepxuBars A/l mytem Bocrionnerus OLIK.

T'unepranuemus

[ToBblIeHHE KOHLEHTPALMM Kalus B CHIBOPOTKE KPOBH HAOIIOAATIOCH Yy MALMEHTOB BO BpeMs
nedeHuss uHruouropamu AlID, B ToM uwmclie, U TEPHHIONPHIOM, HMHrHOUTOpHl AlID MmoryT
BBI3bIBAaTh TUIEPKATMEMUIO, NTOCKOJIbKY OHM HMHIMOHMPYIOT BBICBOOOXKJEHHE albJOCTEPOHA. DTOT
3¢ ekt 0OBIYHO HEe3HAUMTENICH y MAlMEHTOB ¢ HOpMalbHOW (yHKIMEH movek. dakropaMu prcka
TUNEPKAIMEMHUN SABJISIOTCS TOYEYHAsh HEJAOCTaTOYHOCTh, YXyALIeHHWE (YHKIHMU TMOYEK, BO3pacT
crapiue 70 jer, caxapHblil JMa0eT, HEKOTOPBIE COMYTCTBYIOIIUE COCTOSHUS (JeTuapaTanus, ocTpas
JICKOMIICHCALUSI CepACYHON JEsITENbHOCTH, METa0OIMYECKHH anua03), COBMECTHBIA IpHEM
KanuiicOeperaronmx JUyPETUKOB (TAKKX KaK CIIMPOHOIAKTOH, STUIEPEHOH, TPUAMTEPEH, aMUJIOPH]T),
MUIIEBBIX JTOOABOK/MIPENapaToB Kalus WU KATHHWCOACPKAIUX 3aMCHUTENICH THINEBON COJI, a
TaK)Ke MPUMEHEHHE APYTUX IPernapaToB, CHOCOOCTBYIOIIMX IOBBIMICHUIO COJACPKAHUS Kaylus B
KpOBM (Hampumep, TremapuHa, KO-TPUMOKCA30ja, TaKKe M3BECTHOIO0 Kak KOMOWHAIMS
cynb(haMeTokca3on + TPUMETONPUM), U 0COOEHHO aHTarOHMCTOB albAOCTEPOHA WM OJIOKATOPOB
pEelenTopoB  aHTHOTEH3MHA. [Ipumenenne  TNHIIEBBIX  J00aBOK/IpenaparoB  Kauwus,
KajuicOeperaomux AWypeTUKOB, KaJauicoJepXKalluX 3aMEHUTENeH MHIIEeBOH COIM  MOXKET
IPUBECTH K 3HAUUTEIHLHOMY HOBBIIIECHUIO COJAEPKAHUSA KAl B KPOBU, OCOOEHHO y NAllUEHTOB CO
CHIKeHHOH (yHKImel novek. ['unepkanueMus MOXKeT NPUBECTU K CEPbE3HBIM, MHOTAA (haTalbHBIM
HapylmeHusaM cepeyHoro putma. KanmiicOeperatomue AWYypeTHKH W OJOKAaTOPBl PELENTOPOB
AQHTMOTEH3UHA CJIEQYeT NMPUMEHSATh C OCTOPOKHOCTBIO Y MAIMEHTOB, MOJTYYaIOUIMX HHTHOUTOPHI
AIl®, xouTpomupys (YHKIHIO TOYEK W KOHICHTPALMWIO Kajdus B CHIBOPOTKE KpoBH. Ecmm
HE0OXO0IMMO COYeTaHHOE TPUMEHEeHNE penapaTa JInnepTanc U yka3aHHBIX BBIIIE BEIECTB, JICICHNE
JIOJDKHO TIPOBOJIMTHCS C OCTOPOKHOCTBIO Ha (POHE PEryJsipHOrO KOHTPOJIS COAEpIKaHUs Kajus B
CBIBOPOTKE KpoBH (cM. pazzaein 4.5.).

Ipenapamul rumus

CoBMecTHOE IPUMEHEHHE MpPEenapaToB, COJAEpXKAIUMX MEpUHAONPWI, TakuxX Kak Jlunepranc, u
IpenapaToB JIUTHUS HE peKoMeHayeTcs (cM. pasznen 4.5.).

sotinas bnokaoa PAAC
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HNmeroTcss paHHble 00 YBEIMYCHMHM pHCKAa BO3HHKHOBEHHS apTEPUAIBHOW THUIOTCH3MH,
THIEPKATMEMHUH ¥ HapyIIEHUAX (QYHKIMH TTOYeK (BKJIIOYAs OCTPYIO TOYEYHYIO HEJJOCTATOYHOCTH).
CoBmecTHOE mNpuMeHeHHe HHruoutopoB AIID ¢ mnpemaparamu, coAep)KallUMU aJIMCKHUPEH,
IPOTHUBOMNOKA3aHO Yy MALMEHTOB C CaXapHbIM AMA0ETOM M/MIM YMEPEHHON MM TSDKEJIOH ModeuHOH
HemoctatouHocTeio (CK® wmenmee 60 wmin/mumu/1,73 M mmomaau MOBEPXHOCTH TeJla) W He
pexoMeHayeTca y apyrux manueHTtoB. CoBmecTHoe mpuMeHeHue uHruouropos AllD c¢ APA II
NPOTHUBOIOKA3aHO y MAIMEHTOB ¢ auabeThyeckod HedpomaTHel u HE PEeKOMEHAYeTCs y APYTHX
MAIMEHTOB.

Ecnn nBoiinas Onokaga abCONIIOTHO HEOOXOAMMa, TO 3TO JOJKHO BBINOJHATHCA IOJ CTPOTUM
KOHTPOJIEM CIIELUAIIUCTA TIPU PETYIIPHOM KOHTPOJIE (PYHKIUH MTOYEK, CONEPKAHUS IIEKTPOIUTOB B
ma3me kposu u A/l

Ilepsuunvii cunepanboocmeponusm

[TanmeHTsl C TEPBUYHBIM TUINEPATIBAOCTEPOHU3MOM, KakK MpPAaBHIO, HE BOCIPHUHUMYHUBBI K
AQHTUTHIIEPTEH3UBHBIM TIperaparam, ACWCTBHE KOTOPHIX OCHOBAaHO Ha HMHTHOMPOBAHWU PEHHH-
AHTMOTEH3MHOBOM cucTeMbl. [10aTOMYy nprem npemnapaTta He peKOMEH/I0BaH.

Oco0nIe YKa3aHusd, KaCaromuecsa aMJIOJUIINHa

HCO6XOI[I/IMO noaACpKaHUC TMIr'MCHBI SY6OB 44 Ha6J’IIOIleHI/I€ Yy c¢romMaroJjiora (,Z[J'ISI MpeaOoTBpaIICHUSA
6OJI€3HCHHOCTI/I, KPOBOTOYHMBOCTU U T'HIICPIIIIA3UN ,I[CCCH).

N MagUCHTOB IMOXXUJIOTO BO3paCTa MOXKET YBCINYUBATHCA T2 u cHmKATHCS KJIMPCHC aMJIOJUIINHA.
N3menenue J03 aMJIOJUIIMHA HE Tpe6yeTcsI, HO HCO6XO)II/IMO Ooee TIHATCJIIbHOC Ha6J'IIOI[CHI/IC 3a
nmanucHTaMu I[aHHOﬁ KaTCropuu.

HecmoTtps Ha oTcyTcTBHE Y OJI0KaTOPOB «MEUIEHHBIX)» KAJTBIIHEBBIX KaHAIOB CHHAPOMA «OTMEHBD,
NpeKpameHne JeUeHUs] aMJIOAMIIMHOM KENaTeIbHO MPOBOAMTH, TMOCTETIEHHO YMEHBIIAs 03y
npenapara.

BcnomorarensHbI€ BEIecTBa

IIpenapat JIunepranc conepkut JakTo3y. JlaHHBIN MpenapaT He cleAyeT NPUHUMATh MAalMEeHTaM C
PEAKO  BCTPEYAIOIIEHCS  HACIEACTBEHHOM  HENEPEHOCHMOCTBIO  TaJlaKTO3bl,  JIAKTa3HOMU
HEI0CTaTOYHOCTBIO WX TIII0KO30-TaJaKTO3HOU MasibabcopOLuei.

IIpenapar Jlumepranc comepkutT HaTpuil. [[aHHBIN JEKAPCTBEHHBIM Ipemapar COICPKHUT MEHeEe
1 Mmmonb HaTpus (23 Mr) B TabJIETKE, TO €CTh, 110 CYTH, «HE COAEPKUT HATPHUS».

4.5. B3aumopeiicTBMe ¢ JIpPYrHMH JeKApPCTBEHHbBIMU MpenaparaMu # JApyrue BHUAbI
B3aMMOAeHCTBUA

JlaHHble KITMHUYECKHX HWCCIICJIOBAHUN IMOKA3BIBAIOT, 4TO JABOWHas Onokaga PAAC B pesynbrarte
coBMmecTHOoro mpuema uHruOuTOopoB AIID, APA Il wnu amuckupeHa NPUBOJAUT K YBEITUYCHUIO
YacTOThl BO3HUKHOBEHHUS TaKUX HEXENAaTelIbHbIX pEaKUui Kak apTepuagbHas THIIOTCH3HA,
THIEpKAIMEMHS ¥ HapyIIeHHe (YHKINH MOoYeK (BKII0Yasi OCTPYIO MOYEYHYIO HEJOCTATOYHOCTB), TIO
CPaBHEHUIO C CUTYaIUsIMU, KOTJa IPUMEHAETCA TOJIBKO OIMH Mpenapar, Bo3aeicTBytommii Ha PAAC
(cm. pazpener 4.3.,4.4. u 5.1.).

HccnenoBanuii B3aumoieiicTBus npenapara JlunepraHe ¢ ApyruMHy JI€KapCTBEHHBIMU MpenapaTaMu
HE TPOBOAMIOCH. MIMeroTcsl aHHbIe OTAENbHBIX MCCIEI0BAaHUN JIEKAPCTBEHHBIX B3aWMOJICHCTBUI
JUIS aMJIOJIUIIMHA, aTOPBACTaTHHA U IEPUHIONpUIA. Pe3ynbTaTsl 3THX HCCIIeJ0BaHUMI MPEACTaBICHBI
HIDKE.

Jlexapcmeennvle cpedcmaa, nogvluiaroujue puck pasgumusi aHeUOHeBPOMULecKo20 omeKa
CoBmecTtHOoe TpuMeHeHHe WHTHOMTOpoB AIl® ¢ komOmHammeil BancapTan + CcakyOHTpHI

IMPOTUBOIIOKA3aHO, TAK KaK 3TO IMOBBIIIACT PUCK PAa3BUTUA AHTMOHCBPOTHUYCCKOIO OTCKa (CM.
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pasnen 4.3. u 4.4.). [Ipumenenne KOMOMHALIMY BaJICApTaH + CaKyOUTPUI BO3MOXKHO HE PaHbIIIe, YEM
gyepe3 36 yacoB Iocie MpHeMa IocieAHeidl no3bl nepuHaonpuia. IlpuMeHenne nepunponpuia
BO3MOXKHO HE paHblle, 4YeM depe3 36 4YacoB TOCIe NPUMEHEHHS KOMOWHALUH
BajicapTaH + cakyOuTpui (cM. paznensl 4.3. u 4.4.).

CoBmectHoe mnpumenenne uHruOutopoB AllD c¢ panexkagorpunom, MTOR wuHrnbmropamu
(Hampumep, CHUPOJIMMYCOM, 3BEPOJUMYCOM, TEMCHUPOJIMMYCOM) M TJIHWITHHAMH (HAIpHUMED,
JUHATJIUITUHOM, CAKCATJIUIITUHOM, CUTATIMIITUHOM, BUJIIArJIUIITUHOM) TOBBIIIAET PUCK PA3BUTHS
AQHTMOHEBPOTHUYECKOT0 OTeKa (CM. pa3zaen 4.4.).

ﬂekapcmeeHHble cpedcmea, Komopble 6bl3blediom cunepKaiuemuro

HecmoTps Ha TO, YTO KOHIEHTpAlsl Kajlusi B CHIBOPOTKE KPOBH OOBIYHO OCTaeTcs B Ipeaenax
HOpPMBI, Y HEKOTOPBIX [ALKMEHTOB, NPUHUMAKOLMX MpenapaT JlunepraHc, MOKET BO3HUKHYTb
runepkanuemusi. Hexkoropele NeKapcTBEHHBIE CPEACTBA MM  TEPalleBTUYECKHE  KIIACCHI
JIEKAPCTBEHHBIX CPEJCTB MOTYT BbI3BaTh TMIEPKAINEMHUIO, & UMEHHO: aJIMCKUPEH, COJU Kalus,
KanuiicOeperaromue AWypeTUKd (HampuMep, CIUPOHOJIAKTOH, TPUAMTEPEH WIM aMUIOPHI),
uaruoutopsl  AIl®, APA II, HectrepoumHble npoTHBOBOCHanuTenbHble mnpenapatsl (HIIBIT),
renapuHbl, IMMYHOAETPECCAHTHI, TAKUE KAK LUKIOCTIOPUH WM TaKPOJUMYC, TPUMETONIPUM U KO-
TPUMOKCa30J1 (TpUMETONpUM + CyJb(paMeToKca3ol), MOCKOJIbKY TPUMETONPUM, KaK H3BECTHO,
JeiicTByeT NoAo00HO KanuiicOeperawromemMy AMYypeTHKY, Kak amuiopua. CoBMeCTHBI mpHeM
YKa3aHHBIX JIEKAPCTBEHHBIX CPEJCTB IOBBIIIAET PUCK BO3HUKHOBEHMs I'MIIepKanueMuu. IlosTomy
IpUMEHEHUE MpenapaTa JlunepraHc ¢ BbILIENEPEUUCICHHBIMU JIEKAPCTBEHHBIMU CPEICTBAMHU HE
pexomenayercs. Ilpy cOBMECTHOM Ha3HAuU€HUM CJEAYEeT MPUMEHATh C OCTOPOXHOCTBIO,
KOHTPOJIUPYS KOHLUEHTPALUIO KaJiisl B CBIBOPOTKE KPOBH.

CoBMecTHOE IPUMEHECHUE MPOTUBOIIOKA3aHO (CM. pas3acia 43)
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KomnonenT HN3BecTHOE B3aumoneiicTBue ¢ APYruM JeKapcTBEHHbIM
B3auMo/jelcTBHE ¢ npenaparoM
npenapaTomM
AtopBactaTuH  ['nexanpesup + ConyTtcTByromas Tepanus JIEKapCTBEHHBIM
nUOpPEeHTaCBUP npernaparoM JlumepraHc NpoTHBONOKAa3aHa U3-3a
NOBBILIEHHOI'O PUCKAa MUOIIATHH.

[lepunponpun  AnuckupeH CoBMecTHOE MpUMEHeHue npenapara Jluneprane u
AJIMCKUpPEHA MPOTHBOIOKA3aHO Yy NAlMEHTOB C
caxapHbIM IHAa0ETOM WM HapymeHHeM (GYHKIUU
IOYEeK (CK® <60 mn/mun/1,73 M2 ILTIOIA a1
MOBEPXHOCTH TeJa), TaK KaK BO3PAacTaeT pPHUCK
TUNEPKATMEMUH, YXYIUIeHU (QYHKIUH TOYEK H
MOBBILICHUS Y4acTOTHI CepAEYHO-COCYTUCTON
3a00J1€Ba€MOCTU M CMEPTHOCTH.

OKCTpakopliopajibHble OJKCTPakoOpIOpajabHbIE  METOABl  JIEYEHUS  C

METOABI JICUCHUA

INPUMEHEHHEM  HEKOTOPhIX  BBICOKOIPOTOYHBIX
MeMOpaH C OTpULIATENILHO 3apsKEHHON
MOBEPXHOCThIO, TaKW€ KaK TeMOAMAIN3 WU
reModuibTpanus (BBICOKOMPOTOYHBIC MEMOPAHBI U3
NOJMaKpWIIHUTpUIIa), a Takxke adepes JIIHII c
HCTIOJIb30BaHHEM JeKCTpaHa cynbdara
NPOTHBONOKA3aHbl, TaK KaK BO3PAacTaeT pPHCK
PasBUTHS PEAKIMH THUIEPUYYyBCTBUTEILHOCTH (CM.
pasmen 4.3.). Ecmm mammeHTy HE00XO0IHMMO
NpOBEJIEHHE [JaHHBIX MPOLEAYyp, TO CIEIyeT
UCIOJIb30BaTh ~ ApPYrue THUMBI MeMOpaH  WIU
HepeBecTH  MalMeHTa Ha  IpUeM  JIpyrux
AHTUTMIIEPTEH3UBHBIX MTPETIAPATOB.

CoBMecTHOE IPpUMEHEHHE He pekoMenayercs (cM. pasaei 4.4.):

KomnonenT HN3BecTHOE B3aumoneiicTBue ¢ APYruM JeKapcTBEHHbIM
B3anMo/elicTBHE € npenapaTom
npenapaTom
AmnoaunuH JanTtposieH Y naGopaTOpHBIX JKMBOTHBIX OBUIM OTMEUYECHBI
(BHYTpHBEHHOE cinydan (pUOPHIUTSIIIAM KEITyJOYKOB C JIETaTbHBIM
BBEJICHHE) MCXOJIOM M KOJIJIAarca B CBSI3U C THIEPKATHEMUEH
10CJIe TPUMEHEHHs BepanaMuia U BHYTPUBEHHOTO
BBEJICHUS TAaHTpOJIeHA. BenencTBue pucka pa3BUTHS
THIEPKAIMEMHH CIIEYyeT MCKIIOYUTh COBMECTHBII
npueM  OJIOKaTOPOB  «MEJICHHBIX» KaJbIIUEBBIX
KaHaJIOB, B TOM uucie npenapara Jlumepranc, y
NAllMEHTOB,  IOJBEPXKEHHBIX  3JI0KAYECTBEHHOIl
THIIEPTEPMHH, a  TaKkkKe TpU  JICYCHUH
3J10Kau€CTBEHHON THIIEPTEPMUH.
AropBacratun/ ['peiindpyt wmn  CoBMecTHOE ymoTpeOlieHHue OONBIIOro KOJINYeCcTBa
aMJIOTUTTNH rpeiindpyToBeIil COK  rpeindpyroBoro coka u aropBacTaTMHa  HE

pexomenyetcs (cM. Tadm. 1).

CoBMecTHOE mpuMeHeHHe mnpenapara JlumepraHc,
COIepXKallero  aMmJOIWIIMH, M  YHoTpeOieHue
rpedndpyToB wiIuM rpeundpyToBOoro coka He
PEKOMEHJIyeTCsl B CBS3M  C  BO3MOKHBIM
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KoMnoHneHT

HN3BecTHOE
B3alMoOJelicTBHE C
npenapaTom

B3aumopeiicTBHe ¢ APYruM JieKapCTBEHHBIM
npenaparoM

MOBBIIICHHEM OHOJOCTYIMHOCTH aMJIOJIUIIMHA Y
HEKOTOPBIX MAIMCHTOB, YTO MOXET MNPUBECTH K
ycuieHuIo 3 dexton cHmkeHus Al

ArtopBacTaTuH

Momnslie
MHTHOUTOPBI
n3odepmMenTa
CYP3A4

ATOpBacTaTUH METaboIM3UPYeTCd IUTOXPOMOM
P450 3A4 (CYP3A4) u sBusercs cyOcTpaTom
NEYCHOYHBIX  TIEPEHOCYHMKOB,  OPTaHUYECKOTO
aHUOH-TpaHCIOpTUpytomero mnonunentuga 1Bl
(OATPIB1) u 1B3 (OATPIB3). MetaGomuts
aTopBacTaTHHa sABIstoTCa cyocrparamu OATPIBI.
ATOpBacTaTHH TaKKe WACHTHQHIUPYETCS Kak
cyoctpar  3(QQUIOKCHBIX ~ NMEPEHOCYHMKOB  P-
rimkonporenHa (P-gp) um Oenka pe3nCTEHTHOCTH
paka Mosiounoit xenezbl (BCRP), uto wmoxer
OTpaHUYNBAThH KHIIIEYHYIO abcopOmuto u
OWIIMapHBI KIMPEHC aropBacTaTHHA (CM. pasfeln
5.2).

CoBmMmecTHOE MpUMEHEHNE UHTUOUTOPOB
n3zodepmenta CYP3A4 unm TpaHCTIOPTHBIX OETIKOB
MOYET TPUBOJIUTH K TMOBBIIICHUIO KOHIICHTPALUU
aTopBacTaTMHAa B IUIa3ME€ KPOBH W MOBBIIICHUIO
pHCKa pa3BUTHUSA MUoONATHU. PUCK Takke Bo3pacTaer
OpU COBMECTHOM IIpHEME aTopBacTaTMHA C
JICKapCTBCHHBIMH TIpenapaTaMu, KOTOpPBIE MOTYT
BBI3bIBaTh MHONATHIO, TAKUMHM KaK HPOM3BOJHbBIC
(hubpoeBoit KUCIOTHI 1 33eTUMUO (cM. paznen 4.4.).
CoBMecTHOE MPUMEHEHHE MOIIHBIX HWHTHOMTOPOB
m3opepmenta CYP3A4 mnpuBogutr K 3aMeTHOMY
YBEJIMYEHUIO KOHIIGHTPALMM aTopBacTaTHHA B
ruia3Me KpoBu. [10 BO3MOXKHOCTH cienyeT n3beraTsh
COBMECTHOTO Ha3HAa4YeHHWs Ipemnaparta Jlunepranc u
MOIIHBIX WHrHOUTOpOoB wm30depmenta CYP3A4

(HaanMep, MUKJIOCIIOPUH, TCIUTPOMUILINH,
KIIApUTPOMUIIVH, JACJIaBUPAVH, CTUPHUIICHTOJI,
KCTOKOHAa3011, BOPHUKOHA3011, HUTpPaKOHAa301JI1,
IIO3aKOHAa30/1, HCKOTOPEIC IMPOTUBOBHUPYCHBIC

npenaparsl, ucnojbp3yemble 11 jeueHuss BI'C
(Hampumep, rpa3onpeBUP+II0aCBHP) U HHTHOUTOPEI
BUY-nporeasbl, BKIKOYas PUTOHABUD, JIONMHABUP,
aTa3aHaBUp, UHAWHABUD, JapyHaBUp H T. 1.). B Tex
ciIyJasix, Koraa HEBO3MOYKHO n30exaTh
COBMECTHOTO TPHMEHEHMS OTHUX IPenaparos,
JIOJKeH Ha3HauyaThesl Jlumepranc ¢ Oosiee HU3KUM
coziepKaHuEM aTopBacTaTHHAa, a TaKxke
PEKOMEHYETCS IIPOBEJICHNE HaJJIeXkKaIlero
KJIMHUYECKOI0 MOHUTOPHUHIA COCTOSIHUS NALIUEHTOB
(cM. Tabm. 1).

[lepungonpun

AnuckupeH

CoBMecTHOE IpUMEHEHUe npenapara Jlunepranc u
IMCKUPEHA y TAIMEHTOB, HE MMEIOLINX CaXapHOTO
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KomnonenT HN3BecTHOE B3aumozaeiicTBHe ¢ APYTrUM JIeKAPCTBEHHBIM
B3auMo/jelcTBHE ¢ npenaparoM
npenapaTomM

nuabeTa WM HapylleHuss (QYHKIUU IOYeK, He
PEKOMEH/TyeTCsl.

CoBMmecTHast Tepamus
c HHTUOUTOpaMu
AIl® u 6nokatopamu
perenTopoB
AHTUOTCH3UHA

B nurepaTypHBIX MCTOYHHKAX COOOIIATIOCh, YTO Y
NALUEHTOB c YCTaHOBJIEHHBIM
aTepOCKICPOTUYECKUM 3a00JIeBaHUEM, CEpACYHOI
HEIOCTaTOYHOCTBIO WIJIM CaxXxapHbIM JTuabeToM C
MOpaXEHUEM  OpraHOB-MUIIICHEW, COBMECTHAas
tepanuss  wHTHOMTOpOM  AIID, TakmMm  Kak
nepungonpui, 1 APA 11 cBsizana ¢ 6onee BBICOKOH
YaCTOTOM pa3BUTUSL APTEPUANBHON THUIIOTCH3UH,
00MOpOKa, THIEPKATUEMUH U yXyALIEHUS GYHKLUU
MIOYEK (BKimrOuas OCTPYIO MIOYEYHYIO
HEJI0CTaTOYHOCTb) [0 CPABHEHMIO C IPUMEHEHUEM
TOJIBKO OJHOTO Ipenapata, Biausitowmero Ha PAAC.
JlBoitHas Onokana (HampuMep, TMPU COUYCTAHHH
unruoutopa All® ¢ APA 1II) nmomknHa OBITH
OrpaHHYeHa AUHUYHBIMH CIIy4asiMU C TIIATEIbHBIM
MOHUTOPHHTOM  (PYHKIMH TIOYEK, COAEp KaHUSI
Kaaus u AJl.

OcTpaMycTHH

IToBrIIeHHE
TaKUX Kak
KBunke).

pUCKa HECXKCIJIIATCIbHBIX peaKHHﬁ,
aHFHOHeBpOTI/I‘-IeCKI/Iﬁ OTCK (OTGK

IIpenapatsl nutus

[Ipu coBMECTHOM PUMEHEHUH TIPENapaTOB JIUTHS U
uHruouTopoB AlI® MoxeT oTMeuaThess 0OpaTUMOE
yYBEIMUYEHUE KOHIICHTPAI[MN JIUTHS B CHIBOPOTKE
KPOBH U CBSI3aHHBIE C 3TUM TOKCUYECKHE IPPEKTHI.
CoBMecTHOe TIpUMEHeHue Tpenapara Jlumeprane u
npermapaToB  JTUTHS He pekomeHayercs. llpum
HEOOXOIMMOCTH  TIPOBEJCHHS TaKOW  Teparuu
ClleflyeT TPOBOAWTH  THIATENBHBIH  KOHTPOJIb
KOHIEHTpAlUM JIMTHUST B IUla3Me KpOBU (CM.
paznen 4.4.).

KanwniicOeperaromue
JUYPETHKH (TaKhe Kak
TpUaMTepeH,
aMUJIOPH/I,
SIUIEPEHOH,
CITUPOHOJIAKTOH),
COJIU KaJHs

JlaHHBIC TIpEnIapaThl U3BECTHBI TEM, YTO BBI3BIBAIOT
THIEPKAIMEMHIO  (C  BO3MOYKHBIM  JICTAJIbHBIM
HCXO0JIOM), OCOOCHHO IpU HAPYIICHUH (DYHKIIUH
MoYeK (anTMTHBHBIN TUIEepKaTUeMUYECKUN
3pdexr).  CoBMeCTHBII  IIpUeM  IIpemapara
Jlunepranc ¢ yKa3aHHBIMH JICKAPCTBEHHBIMH
npernapaTamMm He pekoMeHayercs (cM. pasnen 4.4.).
Ecim  HEoOXogmMO COBMECTHOE TPHMEHEHHE,
ClleZlyeT COOJI0AaTh OCTOPOKHOCTH M TIPOBOJIUTH
PETYJIAPHBIN 4acThIN KOHTPOJIb CONEPKAHUS KAV B
CBIBOPOTKE KPOBHU M KpEaTHHHUHA.

CoBMeCTHOE [IPUMEHEHHE, KOTOPOE TpeOyeT 0co00ro BHUMAHUSL:
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KoMnoHeHT HN3BecTHOE
B3alMoOJeiicTBHE C
npenapaTomM

B3aumoneiicTBue ¢ APYruM JeKAPCTBEHHBIM
npenapaTroM

AMItoaunH Nuruburtopsr
nzoepMeHTa
CYP3A4

CoBMecCTHBIN NTPUEM aMJIOAMIIMHA C MOLTHBIMH WU
YMEpPEHHBIMU UHTUOUTOpaMH CYP3A4
(MHTUOWTOPBI  TIpOTEasbl,  MPOTHBOTPUOKOBBIC
npenapaTsl U3 TPYMIbI a30J10B, MAKPOJIHIbI, TaKUE
KaK SpPUTPOMUIINH WU KIAPUTPOMHIINH, BEpATIaMHII

1501071 JUITHA3EM ) MOXET MPUBECTU K
CyIIECTBEHHOMY YBEITUYCHUIO S3KCIIO3UIIHA
aMJIOTUIINHA. Kimmanueckne MPOSIBIICHUS

yYKa3aHHBIX (apMAKOKHHETHYECKUX OTKIOHEHUH
MOTYT OBITH Oo0Jiee BBIPRKEHHBIMH Yy MAIUEHTOB
MOKUJIOrO BO3pacTa. B maHHOM cCiydae MOTYT
HOHAJ00UThCS KJIMHUYECKUH MOHHUTOPUHT
COCTOSIHUS TALIUEHTOB M KOPPEKLUS JO3bI.

Nwmeercs MOBBILIECHHBIN pHUCK pa3BuTUA
apTepuaJibHOMl ~ TUIOTEH3MM y  [alMEHTOB,
NOJIyYaKOLUX KIAPUTPOMHULMH C aMJIOAUIIUNHOM.
IIpn coBMECTHOM NPUMEHEHMH aMIIOJWIMHA C
KJIADUTPOMHLIMHOM ~ PEKOMEHJIyETCSl  TIIATEJIBHO
HaOJII0/1aTh 32 COCTOSIHUEM ITAIIMSHTOB.

NHaykTOpHI
nzohepmMeHTa
CYP3A4

I[Ippy  coBMecTHOM  TPUMEHEHUH  M3BECTHBIX
nHaykTopoB CYP3A4 xoHueHTparus amyIogunnHa
B IUIa3M€ MOXeT BapbHupoBarhcs. [loaTomy
HE00X0JUMO KOHTPOJIUPOBATH Al u
KOPPEKTUPOBaTh 7103y Kak BO BpeMsl, TaK U IOCIE
COBMECTHOT'O NPUMEHEHHUs, 0COOEHHO C MOIIHBIMHU
unaykropamu CYP3A4 (mampumep, ¢ TaKMMH Kak
pudaMnuiH, 38epo00ii IPOAbIPSBICHHBIN).

ATopBacTaTUH YMepEeHHbIE
WHTUOUTOPHI
nzodepmMeHTa
CYP3A4

CoBMecTHOE  MPUMEHEHHE €  yMEpPEHHBIMU
unruouropamu m3odepmenta CYP3A4 (manpumep,
SPUTPOMHIIMH,  JHITHA3EM, BepamamMui |
(bITyKOHA301) MOXKET TPUBOJIUTh K YBEITUYCHHIO
KOHIEHTPAIlUN aTopBacTaTHHA B TUIa3Me KPOBH (CM.
tabn. 1). Ilpu  COBMECTHOM TNPUMEHEHHH
SPUTPOMHIIMHA W CTaTHHOB  HAOIIOAANOCh
YBEIMYEHUE PHCKAa BO3HUKHOBEHHUS MHOIATHH.
UccnenoBanuii B3aMMOJEHCTBUA aMUOJApOHA WITH
BeparnaMmia C aropBacTaTHHOM HE IMPOBOIMIOCH.
W3BectHO, uTO 00a mpemapara — amMHOAAPOH U
BeparamMmI — MOJIABJISIOT aKTUBHOCTH M30(epMeHTa
CYP3A4, m wu©xX COBMECTHOE TPHUMEHEHHE C
aTOPBACTATHHOM MOXKET NPHUBECTH K TOBBIILIEHUIO
SKCIO3ULMU  aropBacTaTuHa. [losTOMy  mpu
HEO0OXOJUMOCTH COBMECTHOTO npuema c
YMEpPEHHBIMH MHTHOUTOpaMu nzodepMenTa
CYP3A4 pexkomennyercs Ha3HadaTh Mpenapar
Jlunepranc ¢ Oojee HHU3KUM COJECpXKaHHEM
aTopBacTaTMHa W  MPOBOJUTH  HaJyIekKAIIAN
KIIMHUYECKH MOHHUTOPHHT COCTOSIHHS TAIlUCHTA.
Hannexamni KIIMHUYECKUI MOHHUTOPHUHT
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KoMnoHeHT HN3BecTHOE
B3alMoOJeiicTBHE C
npenapaTomM

B3aumoneiicTBue ¢ APYruM JeKAPCTBEHHBIM
npenapaTroM

COCTOSIHUS TIAIIMEHTa PEKOMEHIYETCS MPOBOJIUTH B
Havaje JICYCHMS W OPU  KOPPEKIMH  JI03bI
unaruouTopos m3odepmenta CYP3A4.

HNuanyxropsl
nzohepMeHTa
CYP3A4

CoBMecTHOE  TNPHMEHEHHE  aToOpBacTaTUHA  C
uHaykropamu u3odepmenta P450 3A (manpumep,
s¢aBupeH3oM, pudaMIUIMHOM, TperapaTaMu
3Bep0o00si MTPOABIPSBICHHOTO) MOXKET TMPUBOIUTH K

BapuabeITLHOMY CHW)KCHHUIO KOHIICHTPAIUU
aroppacTaThiHa B IUIa3Me KpoBW (cM. Tabm. 1).
Bcnencraue JIBOMCTBEHHOT'O MEXaHHU3Ma

B3aUMOJICHCTBUSA C pUPAMIULIUHOM (MHAYKLUSA
uzopepmenta P450 3A wu  wuHrHOUpoBaHHe
TpancmopTtHoro Oenka renatouutoB OATP1B1),
pEeKOMEHAyeTCS OJHOMOMEHTHBIH IpHUeM mpenapara
Jlumepranc  w  pudaMnuIMHA, MOCKOJIBKY
OTCPOYEHHBIN NPUEM aTOPBACTATHHA TIOCIIE IpUEMa
pudpaMmuIiHa TPUBOAUT K  CYHIECTBEHHOMY
CHIDKEHHIO KOHIICHTPAILIMN aTOPBACTaTHHA B TIa3Me
KpoBU. JlaHHBIX O BIUSHUM pUpAMIHAIUHA Ha
KOHIEHTPAIMIO aTOpBacTaTWHA B renaToluTax HeT,
U, €CIM COBMECTHBIH IpHeM  Heo0XOAuM,
pEeKOMeH/yeTcs  TIIATelbHOE  HaOIoAeHue 3a
NAIMEHTOM B OTHOUICHUH 3 (DEKTUBHOCTH TEPAIIUH.

Jurokcun

IIpu mnoBTOpHOM TmpueMe pgurokcuHa u 10 mr
aTopBacTaTMHA  PaBHOBECHBbIE  KOHIICHTPALUHU
JUTOKCHMHAa B IJJa3Me  KpPOBHM  BO3pacTalu
He3HauMTeapHO (cM. Ta0m. 2). Heobxomumo
MpOBEACHHUE HaJJIeXKAILEro MOHHUTOPHHTA
COCTOSIHHSI MALIMEHTOB, MPUHUMAIOIIUX TUTOKCHH.

D3eTuMuo

[Ipumenenne »d3eTMuOa B BHUAC MOHOTEpAIVH
CBSI3aHO C PHUCKOM HEXEJIaTeIbHBIX PEaKIUi CO
CTOPOHBI MBI, BKJIIOYas pabdmomuonus. Puck
Pa3BUTHS ATUX SIBJICHUN MOXKET YBEITUINBATHCS MPU
COBMECTHOM MPHMEHEHHH H3eTUMHOA U Tpernapara
JlunepraHnc. Pexkomenpayercs poBeJIcHUE
HAJIEKAIIETO KIHMHAYECKOTO MOHHUTOPHHTA
COCTOSIHUSI OTUX ITAI[HEHTOB.

@y3unoBas KUCIOTA

Puck pasButusi HapymieHUH €O CTOPOHBI MBIIIII,
BKIItOUasi pabJIOMHUOIIN3, MOXKET YBEIIMYUBATHLCS TIPU
COBMECTHOM TNPUMEHEHHU (Y3UJT0BON KHCIOTHI U
CTaTMHOB. MeXaHu3M 3TOr0  B3aUMOJCUCTBUS
(papmakoguHAMUYECKHN n/unm
(hapMaKOKUHETUICCKUA ) rokKa HEU3BECTEH.
CooOmanace 0 ciiydasx padomomuonu3a (B TOM
Yuclieé CO CMEPTENBbHBIM HCXOJ0M) Yy MallleHTOB,
MPUHUMAIOIINX 3Ty KOMOMHAIIHIO.

Ecin cucremHoe wmcnonb3oBanue — (py3uaoBoi
KHCIIOTBI ~ CUHMTAETCSl HEOOXOTUMBIM, JIEYCHUE
npenapaToM JlunepTanc JOMHKHO ObITh MPEKPAIEHO
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KoMnoHeHT HN3BecTHOE
B3alMoOJeiicTBHE C
npenapaTomM

B3aumoneiicTBue ¢ APYruM JeKAPCTBEHHBIM
npenapaTroM

B TEUCHHWE BCEro Iepuoja JieueHus (y3unoBoii
KHCTIOTOH (cM. pasnen 4.4.).

I'emdubpozun/
MPOU3BOIHBIE
(hbuOpOeBOI KUCTIOTHI

[Ipu npumenennn GuOpaToOB B BHIIE MOHOTEPANUU
MHOT/Ia MOTYT BO3HHKATh HEXKEJIATEIbHBIE PEAKLIUH
CO CTOpPOHBI MBIIII, BKJIIOYas pabaomMuoiau3 (CM.
Tabsn. 1). Puck pa3BuUTHS 3THUX SIBJICHHMA MOXET
YBEJIMYHUTHCSI HPU  COBMECTHOM  IPHUMEHECHUH
HPOU3BOTHBIX ¢bubpoesoii KUCIIOTBI "
aTopBacTaTHHA. Ecnu COIMYTCTBYIOLIETO
NPUMEHEHHUSI 3TUX CPEICTB Helb3sl M30ekKaTbh, JJIs
JOCTIDKEHHSI TETH TEparuu CIEAYyeT NPHUMEHSTh
npenapat Jlunepranc ¢ 601ee HU3KUM COJIepKAHNEM
aTOpBACTaTHHA; HE00X0TUMO MIPOBE/ICHHE
HaJIJIC)KAIIEr0 MOHUTOPHHTA COCTOSIHUS TTAIlUCHTOB
(cM. paznen 4.4.).

Nuruburtopsr
TpaHcropTa

NurubuTtopsl TpaHCHOPTHBIX OENTKOB (Hampumep,
IIUKJIOCTIOPUH, JIETEPMOBHUP) MOTYT YyBEJIUYUBATh
IKCIIO3UIMIO  aropBacTatuHa (cM. Tabm.  1).
Hewussectho, BIMSIET  JIW  HMHIHOMpOBaHHE
TPAHCIIOPTHBIX OEJIKOB TEYEHOYHOTO 3axBaTa Ha
KOHIICHTPAIIMIO aTOpBACTaTHHA B TeMaTONIUTAX.
Ecim coBMecTHOro MpUMEHEHHUs! 3THX IpenapaToB
n30eKaTh HEJb35, PEKOMEHYeTCSl CHU3UTh 103y U
POBOJIMTH KITMHUYCCKHI MOHHUTOPHHT
3¢ pexTUBHOCTH JICUCHHUS.

JluriepraHC HE PEKOMEHAYETCS TPUMEHATh
NaIMEeHTOB, IPUHUMAIOIIUX JIETEPMOBUP COBMECTHO
C IIMKJIOCIIOPUHOM (cM. pasnen 4.4.).

Bapdapun

B xnouHMYECKOM HCCIENOBaHWHM C  y4YacTHEM
MAIUEeHTOB, MOJIYYaBIIMX JICueHUEe BappapuHOM B
TEUCHHE JUTUTEIILHOTO BPEMEHH, COBMECTHOE
NPUMEHEHUE aropBacTaTuHa B 03¢ 80 Mr npuBeso
K HE3HAYHUTEIEHOMY YMEHBIIIEHUTO
MPOTPOMOWHOBOTO  BPEMEHHM, TPUMEPHO  Ha
1,7 cekyH/bI B TEUCHUE TIEPBBIX 4 THEH MPUMEHECHHSI
mpenapara, KOTOpPO€ BEPHYJIOCh K HOPMAaJIBHOMY
3HAQUEHUWIO B TeYeHWe 15 JHeH  JiedeHwus
atopBactaTuHoM. CooOmanocr TOIbLKO 00 O4YeHb
peaxux ciIyJasix KINHAYECKHU 3HAYUMBIX
B3aMMOJICHCTBHI C aHTHUKOATYJSIHTAMH, CIEIyeT
OTIpeIeNsAT, TMPOTPOMOWHOBOE BpeMs J0 Hayaia
JedeHus mpernapatoM JlumepTaHc y TAIMEHTOB,
MPUHUMAOIINX AHTUKOATYJISIHTBl  KyMapWHOBOTO
psAna, ¥ 3aTeM JOCTAaTOYHO YaCTO B HaYaJle TEPAITHH,
YTOOBI YJOCTOBEPUTHCS B OTCYTCTBHHM 3HAYMMBIX
W3MECHCHUU IMOKa3aTelIst MIPOTPOMOMHOBOTO
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KoMnoHeHT

HN3BecTHOE
B3alMoOJeiicTBHE C
npenapaTomM

B3aumoneiicTBue ¢ APYruM JeKAPCTBEHHBIM
npenapaTroM

Bpemenu. Kak Tonbko OynmeT 3aduKCHpOBAaHO
cTabuIbHOE TMPOTPOMOMHOBOE BpEMs, IMOKa3aTeln
IPOTPOMOHHOBOTO BpPEMEHHU MOYHO
KOHTPOJIMPOBATh C HHTEPBAJIAMH, KOTOPBIE OOBIYHO
PEKOMEHAYIOTCS Uil TAllMeHTOB, MOJTYYarOIIIX
JICYCHUE aHTUKOATYJISTHTAMH KyMapHUHOBOTO psifia. B
cllydae M3MEHEHHS JO03bl aTopBacTaTHHA B
npenapate JlumepraHc WM B CiIy4ae OTMEHBI
JeYeHUs TAaKOH e KOHTPOJb CIEAYyeT MPOBECTH
HOBTOpHO. JleueHuwe aropBacTaTHHOM He ObBLIO
CBSI3aHO C BO3HUKHOBEHHUEM KPOBOTEUYEHHWH WU C
U3MECHEHHEM  TOKasaTeldss  MPOTPOMOMHOBOTO
BPEMEHH Yy TAlUEHTOB, HE MPHHUMAIOIINX
AQHTUKOATYJISTHTBL

[Tepunponpun

I'mnornukemMuueckue
cpencTBa
(TunoriaukeMuYecKue
CpelcTBa AJsl IpueMa
BHYTPb, HHCYJIHH)

ONUaEeMHUOIOTHYECKHE UCCIIEI0BaHUS JIafoT
OCHOBaHUSl  Ipeamnojaratb, 4YTO  COBMECTHOE
MIPUMEHEHNE WHTHOUTOPOB All® u
TUIOTJINKEMHYECKUX CpencTB (uHCYNHH,
nepopajbHble  TUIOTIIMKEMHYECKUE  CPEICTBA)
MOXKET YCWJIMBATh THUIOTIMKEMUYECKHI 3PdeKT ¢
PHUCKOM pa3BUTHA runoriukemun. Kak nmpasuio, 31o
HaOdroaeTcss B MEpBbIE HENENM IPOBEACHUS
KOMOMHMPOBAaHHOW Tepanmuu W Yy TAalHeHTOB C
HapyumieHueM  QyHkuuu nouyek. HeoOxoaumo
TIIATEJILHO  KOHTPOJMPOBaTh  KOHIEHTPALUIO
TJIIOKO3bI B KPOBHU B NEPBBIN MECSII JICUEHUSI.

YcunuBaer anTurunepTeH3uBHbIN d3dpexT. Craenyer
TIIATEIFHO KOHTPOJIMPOBaTh ypoBeHb AJl u, mpu
HEOOXOANMOCTH, no00paTh JI03UPOBKY
AHTUTHIICPTEH3UBHBIX MTPETIAPATOB.

Baxnoden

HIIBII, BKJTIOYAs
BEICOKHE JIO3BI
aneTHJICAITHITHIIOBOM

KHCTOTHI (3 T/CyTKH U
OoJtee)

CoBMectHOEe mpumeHeHHe HHruoutopo AllD c
HIIBII (aumermncanumuioBasi KucioTa B J03€,
OKa3bIBAIOIEH MPOTHUBOBOCHIANIMUTEIBHOE NEHCTBHE,
WHTHOUTOPBl  1uKIookcurenaspl-2  (LIOI-2) wm
HecenektuBaple HIIBII) wmoxer mnpuBectn K
CHIDKCHHIO  aHTHTHUIEPTEH3MBHOTO  JEHCTBUS.
CoBMecTHOe mNpuMeHeHHe WHTHOuTOpoB AIID mn
HIIBII moxeT NpUBOAWUTH K YBEIUYECHHUIO PHUCKA
yXynmeHus: (QyHKIMM TI0YeK, BKIIIOYAsl Pa3BUTHE
OCTPOIi MOYEYHON HETOCTATOUHOCTH, U YBETTUUCHHUIO
COJIepKaHUs KaJIisl B CBIBOPOTKE KPOBH, OCOOCHHO y
NAMEeHTOB C MCXOAHO CHIDKEHHOW (yHKunen
nouek. Crenyer coOmOAaTe OCTOPOKHOCTH TIPHU
Ha3Hau€HUM KOMOMHaIMU npenapata Jlunepranc u
HIIBII, ocobeHHO y TOXHIBIX MaIUEHTOB.
[TanmeHTsl  AOJDKHBI  MOJIydaThb  aJEKBaTHOE
KOJINYECTBO KHUJIKOCTH, peKoMeHIyeTcs
KOHTPOJIMPOBaTh (PYHKLMIO TOYEK, KaK B Hayaje
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KoMnoHeHT

HN3BecTHOE B3aumoneiicTBue ¢ APYruM JeKapcTBEHHbIM
B3auMMo/jelcTBHE ¢ npenaparoM
npenapaTomM
KOMOMHHPOBAHHOW Tepanuu, Tak ¥ MEPUOINYECKU B
IpoLecce JICUEHUSI.
PekomOuHaHTHEIC [TanmenTsl, monmyuaBmivie WHruOUTOpHl AllD wu

TKaHEBbIEC aKTUBATOPHI
mia3MuHOreHa (rtPA,
ajnTeria3a)

NOJyYalole aiTeruiazy s TPOMOOIUTUYECKOMN
TEpanuu TpPU OCTPOM HIIEMHUYECKOM HWHCYJIbTE,
MOTYT HWMETh TOBBIIIEHHBIA PHUCK Pa3BUTHUSA
AHTHOHEBPOTUYECKOTO OTEKA.

CoBMecTHOE TPUMEHEHHUE, KOTOPOE H€O6XO,Z[I/IMO YUYUTHIBATD!

Komnonenr

HN3BecTHOE
B3aHMoO/JieiicTBHE C
npenaparoM

B3aumopeiicTBUe ¢ APYTrUM JIeKapCTBEHHBIM
npenapaTom

AMnIoaunuH

Jlurokcus,
aTOpBaCTaTHH WIn

BapgapuH

UccnegoBaHusi JEKapCTBEHHBIX B3aUMOJEUCTBUI
MOKa3ajad, 4YTO aMJIOJMIIMH He BIHSIEeT Ha
(hapMaKOKWHETHKY aTOpBaCcTaTHHA, JUTOKCHHA WIIN
BapdapuHa.

Taxponumyc

CymecTByeT pHCK MOBBIIIEHUS] KOHIICHTPALUU
TaKpOJMMycCa B IUIa3ME€ KPOBH IIPH COBMECTHOM
NpUMEHEHHH ¢ amjofunuHoM. Bo wm30exanue
TOKcHYecknX  3(¢dexkroB  Takponumyca — TIpU
COBMECTHOM TMpPHMEHEHWH OTHX IPEraparos,
TpeOyeTCst KOHTPOJIb KOHIICHTPALUHU TaKPOIUMYCa B
IIla3Me KpPOBH W KOPPEKIHS €ro 03Bl TIpU
HE00X0JUMOCTH.

Wuruburopsr mTOR
(MHIIEHb panaMUIMHA
B KJIETKax
MJICKOITUTAOIIIHX )

Warnbutoper mTOR, Takme Kak CHpPOIHMYC,
TEMCUPOIUMYC u 9BEPOIUMYC  SIBIIAIOTCS
cyoctparamu  CYP3A. AmnogunuH — siBIseTcCs
cnabeiM uHruouropom CYP3A. Ilpu coBmecTHOM
npuMeHeHnu ¢ uHrubutopamu mTOR amnoaunux
MOJKET YBEJUYUTh UX SKCIIO3ULIHUIO.

Huknocnopun

HccnenoBannsa B3auMOJEUCTBUS aMIIOAUIIMHA U
LOUKJIOCIIOpYHA HE TMPOBOJWINCH Yy 3J0POBBIX
J0OpOBONBIEB WM B JPYIHX TOIMYyJSALHUAX, 34
UCKITIOYCHHEM MaIUEHTOB, MEepPEeHEeCIINX
TpaHCIJIAHTAMIO TOYKU. JlaHHBIE HCCIEeIOBaHUS
MPOJAEMOHCTPUPOBAIM  Pa3IMYHOE  TOBBIIICHUE
MUHUMAQJIBHON KOHLEHTpallud LMKIOCIOPHHA B
wiazMe kpoBH (B cpenHeM ot 0 1o 40 %). Cnenyet
YUUTBHIBaTh BO3MOXHOCTh KOHTPOJISI KOHLIEHTpaLUU
LUKJIOCIIOPYHA B IIJIJa3M€ KPOBU Yy MALMEHTOB I10CJIE
TpaHCIUIAHTalMK  [OYKM  IPU  COBMECTHOM
NpUMEHEeHNH ¢ amnoaunuHoM. [Ipu HeoOxoaumocTi
71032 IIMKJIOCTIOPUHA JTOJDKHA OBITh CHIIKEHA.

ATopBacTaTHH

Konxunua

Hecmotpst Ha TO, 9YTO UCCIENOBAaHUA COBMECTHOTO
IIPUMEHEHNs] KOJIXWIWMHA M aTopBacTaTWHAa He
IPOBOJMIOCH, MMEIOTCS COOOIIEHUS O pPa3BUTUU
MHONIATUM TP COBMECTHOM  IPHUMEHEHUH
aTopBacTaTMHa M KojxuuuHa. [Ipu coBMecTHOM
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KomnonenT HN3BecTHOE B3aumoneiicTBue ¢ APYruM JeKapcTBEHHbIM
B3auMMo/jelcTBHE ¢ npenaparoM
npenapaTomM
NPUMEHEHUHU aTOpBAacTaTHHA M KOJXMULMHA CIEAYyeT
c00JI10J1IaTh OCTOPOKHOCTD.
Konectumnon Konnenrtpamuu aropBactaTiHa W €ro aKTHBHBIX
MeTaboNMTOB B IJJa3Me KPOBHM ObUIM  HIDKE
(mpumepHO Ha 25 %) pu COBMECTHOM PUMEHEHUHT
KOJIECTHITONA U aTopBacTaTuHa. OTHAKO BIUSHUE HA
oOMeH numuaoB ObLIO Oosiee BBIPAKEHHBIM TIPU
COBMECTHOM TPHUMEHEHHH  aTOpBacTaTHHA U
KOJIECTHIIONIA, YeM IPH TPUMEHEHUH JI000ro u3
9THX JIEKAPCTBEHHBIX CPEJCTB OTICIBHO.
JanToMurux Coo01manock 0 ciaydasx pa3BUTHS MHOIIATHH W/WITH
pabaomMHuonIM3a MNP COBMECTHOM HPUMEHEHUHU
uaruoutopo ['MI-KoA-peaykrazsl (Hampumep,
aTopBacTaTHHA) C  JIaNTOMHIMHOM. Ecnn
COBMECTHOTO MPUMEHEHHUSI HEBO3MOXKHO M30€XKaTh,
PEKOMEHAYETCS COOTBETCTBYIOUIMHA KIMHUYECKUN
MOHHTOPHUHT (cM. paznen 4.4.).
[lepopanbHbie CoBMecTHOE  TpPUMEHEHHE  aTopBacTaTMHA |
KOHTPAIICTITUBBI NEepOpPANbHBIX ~ KOHTPAIETITUBOB ~ NPUBOIUT K
MOBBIIICHUIO KOHIICHTPAMH HOPITHHAPOHA U
STHHUJIICTPAJIMOIIA B IJIa3Me KPOBH (CM. TalI. 2).
Amnonunue/  AHTHTHNepTeH3uBHbIe COBMECTHOE MPUMEHEHHUE ITHX MPENapaToB MOKET
[Mepunmonpuin  cpenctsa W YCWINBaTh TUIIOTEH3WBHOE [EHCTBUE mpenapara
Ba30JMJIATATOPBI Jlumeprasc.
CoBMeCTHOE NPUMEHEHUE C HUTPOIVIMLIEPUHOM U
JIpyTuMu HUTpaTaMu WIn JpyTUMU
BA30/IMJIATaTOPAMU MOKET elie OoJbllle CHU3UTh
ALl
[Mepunamonpun  CHUMIATOMUMETHKH MoryT ocnalisiTh aHTHTHIEPTEH3UBHBIA (P HEKT
uHrnoutopos AllD.
Tpummknndyeckue CoBmecTHOE pUMEHEHNE HEKOTOPBIX
aHTHUICTIPECCAHTEI, AQHECTE3UPYIOMNX TPENapaToB, TPUIUKIAIECKUX
AQHTUTICUXOTUYECKHE  AHTUACTIPECCAHTOB u HEHPOJIETITHKOB c
cpencraa uaruoutopamun  AIlD MoxkeT NPUBOAUTE K
(HeliposienTUKH) U YCWIEHHIO  TUIOTEH3UBHOIO  JeiictBus  (cM.
cpencTBa Uil obmiedt pazmen 4.4.).
aHecTe3uu
[Ipenapartsl 30510Ta [Tpu npumenennu narudutopos AIID, B Tom yucie
NepUHIONpWIIA, W Ipernapara 30JI0Ta (HATpUS
aypoTHOMAaJIaT BHYTPUBEHHO) COO0IIAIOCH 00 04YeHb
PEAKHX CITydasiX pa3BUTHS HATPUTOUIHBIX PEAKIIHA
— CHMNOTOMOKOMIUIEKCA, BKJIOYAIOMETO B cels
THIEPEMUI0  KOXKM  JIMIA, TOIIHOTY, PBOTY,
apTepUATbHYIO THIIOTCH3HIO.
Tabmuua 1. BrnusHue COBMECTHOTO TMpHeMa JICKApCTBEHHBIX MPENapaToB Ha IapameTpbl

(bapMaKOKI/IHCTI/IKI/I aTopBacTaTHHA
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CoBmecTHO ATopBacTaTuH
NPUHUMaeMbIi
N CooTHoleHne
JIeKapCTBEHHbII N Kiaunnyeckue
Ho3a noKasaresen 4
npenapar u pe;Kum AUCH peKOMeHIAIUN
J103UpPOBaHUS
Tunpanasup 500 mr 40 mr B 1-i1 nmeHs, 9,4 [Ipn HE00X0JMMOCTH

2 pa3za B cyTKu/
Puronasup 200 mr 2 paza B
CyTkHM, 8 JHel (mHH C
14-ro mo 21-i)

10 mr B 20-#1 geHn

COBMECTHOTO IPHUMEHEHUS ¢
aTOpBAaCTaTUHOM HEO0XOIUMO
He MPEBbIIATh CyTOYHYIO 703y
aTopBacTaTUHA 10 mr.

TenanpeBup 750 mr, | 20 Mr, OTHOKPATHO 7,9 Pexomennyercsi KIMHUYECKOE

Kaxkapie 8 yacos, 10 gHei HaOIIOIEHUE 3a TaKUMH

Huknocnopua 10 Mr, ommH pa3 B 8,7 MAICHTaMU.

5,2 MI/Kr/CyTKH, B | CyTKH, B TeueHHe 28

CTaOWILHOM J103€ THENH

Jlonunasup 400 mr 2 paza B | 20 M, ouH pa3 B 5,9 [Ipn HEOO0XOIUMOCTH

CyTKH / CYTKH, B TeueHue 4 COBMECTHOTO IPHUMEHEHUS ¢

Putonasup 100 mr 2 pasa B | aHeil aTOPBAaCTaATHHOM

cyTKH, 14 gaeit pEKOMEeHTyeTCst Ha3Ha4aTh

Knapurpomumma 500 mr | 80 mr, ogue pa3 B 4,5 Ooiee HU3KYIO

2 pa3a B CyTKH, 9 nHEH CyTKH, B T€UEHHUE 8§ MOAJEP>KUBAIOLLY O 103y

JHEH aTopBactatuHa. FEcmu go3a

aTopBacTaTWHa  IPEBBIIIACT
20 mr, pEeKOMeHyeTCst
KIIMHAYEeCKOe HaOIIo/IeHNe 3a
TAaKUMH MAIIMEHTaMHU.

CakxBHHABHUD 400 mr | 40 MT, OmWH pa3 B 3,9 [Ipu HEOOXOIUMOCTH

2 pa3a B CyTKH / CyTKH, B TeueHue 4 COBMECTHOTO IIPUMEHEHUsI C

PuronaBup (300 mr 2 paza B | nHe# aTOpPBACTaTUHOM

CYTKH c 5-ro 1o pEeKOMEeHTyeTCsl Ha3HaAyuaTh

7-i 1eHb, C yBeIWYEHUEM Oosee HU3KYIO

no3sl 1o 400 Mr 2 paza B MO IICPKUBAIOIIY IO 03y

CYTKHU Ha 8-0H JIeHB), THH C atopBactarhuHa. Ecmm nmosza

4-ro mo 18-mif, uepe3 aTopBacTaTWHa  IIPEBbILIAET

30 MuH TOcne Tpuema 40 wmr, PEKOMEHIyeTCs

aTopBacTaTUHA KIMHAYECKoe HabironeHue 3a

Hapynasup 300 mr 2 paza B | 10 Mmr, omuH pa3 B 3,4 TaKUMH TAIICHTaMHU.

CyTKH / CYTKH, B TeueHue 4

Putonasup THENH

100 Mr 2 pasa B CyTKH,

9 nueit

Utpakonazon 200 mr oxuH | 40 Mr, OTHOKpPATHO 33

pa3 B CyTKH, 4 nHA

®ocamnpenaBup 700 mr | 10 Mr, oguH pa3 B 2,5

2 pa3a B CyTKH / CyTKH, B TeueHue 4

PuronaBup 100 Mr 2 paza B | nHe#

cyTkH, 14 nHei

®ocamnpenasup 1400 mr 2 | 10 Mr, oguH pa3 B 2,3

pasza B cyTKH, 14 nHeit CyTKH, B TeueHue 4

THENH
JlerepmoBup 480 mMr oamu | 20 MTr, OTHOKPATHO 3,29 CyTouHas 103a aTopBacTaTuHa

pa3 B
10 nHen

CYTKH,

HE JOJDKHA MpeBbimath 20 mr
MIpH COBMECTHOM TPUMEHEHUHN
c npenapaTamu,
COJIepIKaIIMMHU JETEPMOBHP.
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CoBmecTHO ATopBacTaTuH
NPUHUMaeMbIi
N CooTHoleHne
JIeKapCTBEHHbII N Kiaunnyeckue
Ho3a noKasaresen 4
npenapar u pe;Kum AUCH peKOMeHIAIUN
J103UpPOBaHUS
Hendunasup 1250 mr | 10 Mr, omuH pa3 B 1,74 Her CHEIMATEHBIX
2 pa3a B cyTkH, 14 nHei CyTKH, B TeueHue 28 pEKOMEeHJaIu .
THEN
I'peiinpyToBbIii COK, | 40 Mr, oTHOKpaTHO 1,37 He pEKOMEHyeTC s
240 mi oquH pa3 B cyTku™® COBMECTHBIM TIpreM OOJIbIIIX
KOJIMYECTB  TperndpyToBOro

COKa U aTopBacTaTUHaA.

Juntrazem 240 mr  oamH

40 Mr, OIHOKPATHO

1,51

Ilocme Havana Tepanuu WIN

pa3 B cyTkH, 28 qHEH MOCIIENYIOILIETO U3MEHEHUS
JTO3BI JIAIITHA3EMA,
pEeKOMEeHTyeTCs
COOTBETCTBYIOIIUH
KIIMHAYECKHM MOHHUTOPHHT
TAKHX MAIMECHTOB.

DPUTPOMUIINH 500 mr, | 10 Mr, omHOKpaTHO 1,33 Pexomenpyercst HazHa4aTh

YeThIpE paza B CYTKH, OoJiee HU3KYI0 MaKCUMAaJIbHYIO

7 nuei 103y u MPOBOJIUTH
KJIIMHUYECKUN MOHUTOPUHT
TaKHUX MaIMECHTOB.

AMIToIunuH 10 mr, | 80 M, OTHOKpPATHO 1,18 Her CHeIUAIbHBIX

OJIHOKPATHO pEKOMEHIaIui.

Iumerunun 300 mr yersipe | 10 Mr, onuH pas B 1,00 Her CHEUATBHBIX

pasa B CYTKH, | CyTKH, B T€UEHHE 2 peKoMeHIaIui.

2 Henenu HEIEIb

Konectumnon 10 r 2 paza B | 40 mr, oguH pa3 B 0,74%* Her CIIeIUaTBHBIX

CyTKH, 24 Henenu CyTKH, B T€UEHHUE 8§ pEKOMEeHJaIu .

HEeOeNb

AHTanmaHas cycnen3us | 10 mr, onuH pa3 B 0,66 Her CIEUAILHBIX

THAPOKCHIA MarHus U | CyTKH, B TeueHHe 15 peKOMeHaIuii.

amtomuHusg, 30 MII YeThIpe | HHEU

pasa B cyTku, 17 mHei

Ddasupens 600 mr, oqun B | 10 Mr B TedeHUE 0,59 Her CITeITAATBHBIX

pa3 B cyTkH, 14 nHeit 3 nHen pEKOMEeHJaluH.

Pudammumnma 600 mr oguH | 40 M OTHOKPATHO 1,12 Ecmu COBMECTHOT'O

pa3 B cyTkd, 7 paHed MIPUMEHEHUS HENb3s N30eXKaTh,

(COBMecCTHBIH IIpHeM) PEKOMEHIIyeTCsI  COBMECTHOE

Pudammunun 600 mr onun | 40 Mr OJTHOKpaTHO 0,20 NPUMEHEHUE aTOPBACTATUHA U

pa3 B CyTKH, 5 pgHel pUdaMIuIMHa U KIMHUYECKUH

(pa3neneHHbIi TpreM) MOHHUTOPHHT TaKHUX
MAIUEHTOB.

I'emdubpo3nn 600 mr, | 40 mMr 1,35 Pexomennyetcst Oonee HHU3Kas

2 pa3a B CyTKH, 7 AHEH OJHOKPATHO HavajgbHas no3a Hu
KIIMHUYECKUN MOHHUTOPHHT
TAaKHUX MAIMCHTOB.

®enopudbpar 160 mr omun | 40 mr 1,03 Pexomennyetcst Oonee HHU3Kas

pa3 B CYTKH, 7 THEH OJHOKPAaTHO HavaJIbHAas zo3a u
KIIMHUYECKHUN MOHHUTOPHHT
TaKHUX MalMEeHTOB.

bouemnpesup 800 mr Tpu | 40 Mr 2,3 Pexkomennyetcst Oosiee HHU3Kas

pas3a B CyTKkH, 7 qHEH OJIHOKPAaTHO HavalbHas J03a u
KJIIMHUYECKUN MOHUTOPUHT

TaKHMX TIallMCHTOB. CYTO‘{Haﬂ
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CoBmecTHO ATopBacTaTuH
NPUHUMaeMbIi
N CooTHoleHne
JIeKapCTBEHHbII N Kiaunnyeckue
Ho3a noKasaresen 4
npenapar u pe;Kum AUCH peKOMeHIAIUN
J103UpPOBaHUS

032 aropBacTaTMHa  IpU
COBMECTHOM npueme c
OOLIEIPEBUPOM ~ HE  JIOJDKHA
npeBblaTh 20 Mr.

I'mexanpesup 400 mr onun | 10 Mr, oguH pa3 B 8,3 CoBMecTHOE TIpUMEHEHHE C

pa3 B cyTku/ CYTKH, B TeUCHUE 7 mpenapaTaMu, COJACPIKAIUMH

[MuGpenTaceup 120 mr | nHei TJIeKanpeBup WU

OJIUH pa3 B CYTKH, 7 IHEH UOpEeHTacBHp,
MIPOTHBOIOKA3aHO (CM. pa3zen
4.3)).

I'pazonpeBup 200 mr oxuH | 10 Mr ogHOKpaTHO 1,95 [Ipu coBMECTHOM IPUMEHEHNHT

pa3 B CyTKH/ c IpenapaTamMu,

Onbaceup 50 Mr onuH pa3 B COJIEpKALIUMU  T'Pa30IpPEBUD

cyTkH, 13 gHei WIH anbacsup, o3a
aTopBacTaTMHa He JOJDKHA
npeBbaTh 20 MI' B CYTKH.

& _ [pencTaBiseT COOTHOLIEHHE TTOKA3aTENEH TP IBYX TUIIaX TEPANuy (COBMECTHOE IIPUMEHEHHE TIPETIApaTa BMECTE C
aTOPBAaCTaTUHOM B CPaBHEHHUH C IPUMEHEHHEM TOJIKO aTOPBACTATHUHA).

# - KimHMuecKyto 3HaYUMOCTh CM. B paszienax 4.4. u 4.5.

* - CoIepKUT OJUH WM HECKOJIBKO KOMIIOHEHTOB, KOTOpbIe MoAaBIsioT uzopepmeHT CYP3A4 u MOryT yBeNIUUUBATh
KOHLICHTPALIMIO B IUIa3Me KPOBH JICKAPCTBEHHOT'O CPEICTBA, KOTOopoe merabommsupyercs uzodepmenrom CYP3A4.
Ynorpebaenue ogHoro crakana (240 mu) rpeiindpyToBoro coka Takxke NpuBOAUT K cHibkeHHI0O AUC akTHBHOTO
oproruapokcu Meradbonura Ha 20,4 %. bonpmue kommyecTBa rpelindpyroBoro coka (6onee 1,2 1 B IeHb B TeUeHHE
5 nueit) ysenmnumBatoT AUC aropBactatmHa B 2,5 pasza u AUC aktuBHbIX nHruoutopoB I'MI-KoA-pemykra3ssi
(aropBacraTuHa 1 MetabonuTOB) — B 1,3 pasa.

** COOTHOILICHHE Ha OCHOBAHHH MPOOBI, B3ATON OJHOKpATHO 4Yepe3 8-16 U mocie mpueMa mpernapara.

Tabmuua 2. BrusHue aTopBacTaTHHAa Ha mMapaMeTpbl (papMaKOKHHETHKH JIPYTHX JIEKapCTBEHHBIX
[IPEnapaToB IPU COBMECTHOM MpUEME

JlekapcTBeHHBbIH Npenapar, ¢ KOTOPbIM H3y4aJi0Ch B3aUMO/IeliCTBHE
Pesxxum no3upoBanus . CooTHOIIEHHE
aTOpBacTATHHA JlekapcTBeHHBII oKA3ATENeI Kaununueckue
npenapar/no3a (Mr) & peKoMeH AU
AUC

80 mr, 1 pa3 B cyTKkH, Hurokcus, 0,25 mr, IlaumeHTl, COBMECTHO
10 guei 1 pa3 B cyTKH, 115 MPUHUMAIOIINE JIUTOKCHH,

20 nHen ’ NO/DKHBI  HAXOOUTHCA  TOX

HaOJI0ZIeHHEeM Bpada

40 wmr, 1 pa3 B cyTKH, ITepopansHbie Her CIIELIUATbHBIX
22 nHA KOHTpalenTuBsl | pa3 B peKoMeHIaui.

CYTKH, 2 Mecsa

- Hopatunapos, 1 mr 108

- DTHHHIBCTPAIHOI, 35 1’1 9

MKT ’
80 wmr, 1 pa3 B cyTKH, *®denazon, 600 mr, 1,03 Her CIIEIHATBHBIX
15 nuei OJHOKPATHO PEKOMEHIAIHH.
10 Mr, OTHOKpATHO Tunpanasup, 500 mr, 2 Her CHEIMATBEHBIX

pasa B cyTKu/ pPEKOMEH A,

putoHaBup, 200 mr, 1,08

2 pasa B CyTKH,

7 nHew
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JlekapcTBeHHBI Npenapar, ¢ KOTOPbIM M3Y4YaJ0Ch B3aUMO/CHCTBHE
Pe:xum no3upoBaHus . CooTHomeHne
JlekapcTBeHHBI N Kuunnnyeckue
aTopBacTaTHHA nokasareJiei
npenapar/no3a (Mr) & peKoMeH AU
AUC
10 mr, 1 pa3 B cyTkn, 4 | docamiipeHasup, Her CIIeLUaIbHBIX
ITHA 1400 wmr, 2 pa3a B cyTKH, 0,73 peKoMeHnaui.
14 nueit
10 mr, 1 pa3 B cyTku, 4 | @ocamnpeHaBup, Her CIieluaIbHbIX
JUHS 700 wmr, 2 pa3a B cyTKu/ 0.99 pEKOMEH AN,
putonasup, 100 mr, 2 ’
pasa B cyTkH, 14 nuei

& _ TpenacTaBiseT COOTHOLIEHHE TTOKA3aTeNel IPH IBYX TUIIaX TeParuy (COBMECTHOE IIPUMEHEHHE TIPETIAPATa BMECTE C
aTOPBACTATHHOM B CPABHCHUH C IPUMEHEHHEM TOJIbKO aTOPBACTATHHA).
* - Ilpu COBMECTHOM MHOTOKPaTHOM NpHEME aTOpBACTaTHHA W ()eHA30HA BO3/ACHCTBHE Ha KIIMpeHC (eHa3zoHa ObLIO

HE3HAYUTCIIbHBIM WM HCOIIPEACIACMBIM.
4.6. DepTWILHOCTH, 0ePEeMEHHOCTH U JAKTAIIUS

JlunepTraHc MPOTHBOIOKAa3aH BO BpeMsi OCPEMEHHOCTH M B TIEPUOJ TPYIHOTO BCKApMJIUBAHUS (CM.
pasmen 4.3.).

JKeHIUHEI ¢ ACTOPOAHBIM IMOTCHIIMAJIOM

JKeHmMHBI ¢ OETOPOOHBIM IOTEHLMAJIOM BO BpeMs IIPUMEHEHUs JIEKapCTBEHHOIO IIperapara
JlunepTaHc JOHKHBI OJIB30BATHCS aIeKBATHBIMU METOAaMU KOHTpaueniuu (cM. paszaen 4.3.).

bepemeHHOCTD

Amnoounun

be3omacHOCT, TpPHMEHEHUS aMJIOAMIHMHA BO BpeMs OEpeMEHHOCTH HE YCTaHOBIeHa. B
UCCIIEJIOBAHUAX HA JKMBOTHBIX TOKCHYECKOE JICHCTBUE HA PENTPOAYKTUBHYIO (DyHKIIMIO HAOII01aI0Ch
MIPH UCTIOJIL30BaHUU OOJBIUX 7103 (CM. pasaen 5.3.).

Amopsacmamun

be3onmacHOCTh TpUMEHEHHs] aTopBacTaTWMHA BO BpeMs OEpeMEHHOCTH HE YCTaHOBIICHA.
KonTponupyemble KIMHMYECKWE HCCIECJOBAHMA MPUMEHEHHSA aTOpBACTaTHHA C y4acTHEM
OepeMEeHHBIX KEHIIMH He MPOBOAWIUCE. IMetoTces peakre cooOmieHust 00 aHOMaUsIX pa3BUTHSI TPH
BHYyTpuyTpoOHOM Bo3aeiictBun uHruOuTOopoB ['MK-KOoA peaykrassl. B wuccnemoBanusix Ha
’KUBOTHBIX OBLJIO BEISIBJICHO TOKCHUYECKOE BIIMSHUE HAa PEIPOAYKTUBHYIO (QYHKITHIO (CM. pasmen 5.3.).

IIpruMeHeHne aTopBacTaTHHA y MaTEpPU MOXKET NPHUBECTH K CHIDKEHUIO y IUIOJA COAEPIKaHHS
MEBAJIOHATa, KOTOPBIM SBIISIETCS HCXOAHBIM BEHIECTBOM Ui OHOCHHTE3a XOJIECTEpHHA.
ATepockiiepo3 SIBISIETCS XPOHUYECKHM IPOLIECCOM, M, KaK MPaBWIIO, MPEKpallleHue Mpuema
TUNOJUINHUIEMUYECKUX IPEnapaToB BO BpeMsi OEpPEeMEHHOCTH HE OKa3bIBAET CYLIECTBEHHOTO
BO3JICUCTBHS Ha TOITOCPOYHBIM PUCK, CBSI3aHHBIN C IEPBUYHON THIEPXOJIECTEPUHEMUEH.

[lo naHHOW mpHYMHE aTOpBACTATHMH HE PEKOMEHAYETCS INPHMEHSTh JKCHIIUHAM BO BpeMs
OepeMEHHOCTH U TUIAHMPOBaHMU OepeMeHHOCTH. JleueHue aTopBacCTaTUHOM JIOJDKHO OBITh
IpeKpameHo Ha BpeMsi 0epeMEeHHOCTH WU 10 MOMEHTa MOATBEP KACHHUS OTCYTCTBHSI OEpEMEHHOCTH
(cm. pazmen 4.3.).

Tepunoonpun

Ha panHbBIi MOMEHT HeT YyOEOUTENbHBIX SHUAECMUOJIOTHUYECKUX JAaHHBIX OTHOCHUTEIBHO
TeparoreHHoro 3¢ dexra narndéuropos AllD mpu ux npueme Bo Bpems | TpumecTpa GepeMeHHOCTH,
OJIHAKO HEKOTOPOE YBEIMYEHUE PUCKA HAPYLIEHUH Pa3BUTH II01a UCKIFOUUTh HEJb3sI.
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HpI/I IJIaHUPOBAHUU 6epeMeHHOCTI/I ciaeayer OTMCHHUTL NOpfrnapar MW HA3HAYUTL JApPYyTUC
AHTUTUIICPTCH3UBHLIC CPCACTBA, PAa3pCIICHHLIC [JII HNPUMCHCHUSA IIpU 6epeM€HHOCTI/I. HpI/I
BBIABJICHUHU 6€peM€HHOCTI/I CJICAyCeT HEMCIAJCHHO IPCKPATUThL NPHEM IIpliapata MW IIpU
HCOGXOI[I/IMOCTI/I Ha3HAYUTb APYTYIO aHTUTUIICPTCH3UBHYIO TCPAIIUIO.

BoznetictBue naruouropoB AII® na mox Bo II u I tpumecTpax 6epeMeHHOCTH MOKET MPUBOIUTH
K HapyIIEeHUIO ero pa3BuTHs (CHIWKeHHE (QYHKIUH TOYEK, OJUTOTHIPAMHUOH, 3aMeasicHHE
occuUKaMK KOCTEM uepemna) W Pa3BUTHIO OCIOXXKHEHHH Yy HOBOPOXIEHHOTO (IodeyHas
HEJI0CTaTOYHOCTb, apTepualibHas TUIIOTEH3Us, TuIepKkanuemMusi) (cM. pasaein 5.3.).

B cmydae BozmeiictBusi mHrnOuTOopoB AII® BO Bpems Il mmm III Ttpumectpa OepemeHHOCTH
PEKOMEHIyeTCS IPOBECTH YJIBTPa3BYKOBOE HCCIENOBAaHUE I OLEHKH COCTOSHHA dYepena M
(hyHKIMY TTOYEK.

HoBoposxaeHnble, MaTepu KOTOPBIX morydanu HHruoutopsl AIID Bo Bpemst 6epeMeHHOCTH, TOTKHBI
HAXOJIUTHCA TIOJ TINATEIHHBIM MEIWIIMHCKHUM KOHTPOJIEM H3-32 PUCKA Pa3BUTHS apTepHATbHON
runoreHsuu (cM. paszpenst 4.3. u 4.4.).

JlakTanms

Amnoounun

AMITOIUTINH BBIAECISIETCS C TPYIHBIM MOJIOKOM delioBeKa. Jomst J03bI, MOTydYeHHON MIIQJEHIIEM, OT
JIO3bI, TIOTY9eHHOW MaTephlo, ompeensiuiach B uatepBane 3-7 %, ¢ makcumymoMm 15 %. Brusane
aMJIOAMIMHA HA MJIAJICHIIEB HEU3BECTHO.

Amopeacmamun

HeusBecTHO, BBIBOAMTCS JM aTOpPBAaCTaTMH M €ro METa0OoJMThl C TPyAHBIM MOJOKOM. B
9KCHEPUMEHTAX Ha KpbIcaX KOHLEHTPAlKs aTOPBACTATHHA U €r0 AKTUBHBIX METAa00JIUTOB B IPYIHOM
MOJIOKE ObuIa Takas *ke, Kak B I1a3Me KpoBH (CM. pa3zen 5.3.). YuuTbiBas BO3MOKHOCTb CEPbE3HbIX
HEXXENATEeJIbHbIX peakUui, JKEHIUMHbI, IPUHUMAIOLUIME aTOPBACTaTHH, [OJDKHBI IPEKPaTUTh
KOPMJIGHHE TPYyJbI0. ATOPBACTaTHH MPOTHBOIOKA3aH MPH I'PyIHOM BCKapMIIMBAHUH (CM. pazieln
4.3.).

Ilepunoonpun

BcenenctBue otcyTcTBHs WHGOpPMANWK OTHOCHUTENFHO INMPUMEHEHHH MEPUHAONPUIA B TIEPHOJ
TPYJHOTO BCKAPMIIMBAHHS, €r0 IIPUEM HE peKOMeHayeTcs. [IpeAnouTUTENsHO NCITONIb30BaTh APYTHE
npenapaTsl ¢ 0ojiee M3ydeHHBIM mpoduiaeM 0e30MacHOCTH B TMEPHOJ TPYAHOTO BCKAPMIIMBAHHSA,
0COOEHHO MPY BCKAPMIIMBAHUH HOBOPOKIACHHBIX U HEJTOHOIIEHHBIX JIETEH.

DepTUIBLHOCTD
Amnoounun

VY HEKOTOPHIX NAlWEHTOB, IMOJYYaBIINX OJIOKATOPHI KaJbIIMEBHIX KaHAJIOB, OBUTH OOHApY)KEHBI
OMOXMMHYECKHUE HW3MEHEHHS B TOJIOBKE crepMaTto3onnoB. OQHAKO B HACTOSIIEE BpPEeMs HET
JOCTaTOYHBIX KIMHHUYECKUX JaHHBIX OTHOCHUTEIFHO MOTEHIIMATBHOTO BIHSHUS aMJIOJUIHHA Ha
(depTmiibHOCTE. B 0THOM MCClieoBaHMM Ha KpbhICax OBLIO BBISBICHO HEXKEJIAaTelIbHOE BIUSHHE Ha
MYKCKYI0 (hepTHIbHOCTE (CM. pa3zen 5.3.).

Amopeacmamun

B uccnenoBaHusx Ha XMBOTHBIX HE OOHAPY)KEHO BIMSHHS aTOPBACTATUHA Ha (EPTHIBHOCTH Y
JKUBOTHBIX 000€ero mona (cM. pasaen 5.3.).

Ilepunoonpun

He BBIsSIBI€HO BIUSHHA Ha PEIPOIYKTUBHYIO (DYHKIHIO WIH (DEPTHIIEHOCTB.
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4.7. BausiHMe Ha CHOCOOHOCTH YNPABJSATHL TPAHCHOPTHBLIMHM CpeICTBAMHM U PpadoTaTthb c
MeXaHM3MaMH

UccaenoBanuii mo HU3Y4YCHUIO BJIMAHUA IIpC€riapara HI/IHCpTaHC Ha CIIOCOOHOCTH K YIIpaBJICHUIO
TPAHCHOPTHBIMHU CPECACTBAMHU U MEXAHU3MAaMH HEC MMTPOBOJUJIOCE.

AMITOTUTTIH MOKET OKa3bIBaTh HEOOJBIIIOE HITH YMEPEHHOE BIMSHUE Ha CIIOCOOHOCTD K YIIPaBJICHUIO
TPAHCTIOPTHBIMU CPEJICTBAMH M MeXaHU3MaMHu. [Ipy BOZHMKHOBEHUH y MAIMEHTA, IPUHUMAIOIIETO
aMJIOJIMIINH, TOJIOBOKPY’KEHHUS, TI'OJOBHOW OO0JIM, yTOMJISIEMOCTH WM TOIIHOTHI CIHOCOOHOCTh
pearupoBaTh MOXKET ObITh HapyIlIeHa.

ATOpBaCTaTI/IH HE OKAa3bIBACT 3HAYMMOI'0 BIUSHUS HA CIIOCOOHOCTh K YHPaBJIICHUIO TPAHCIIOPTHBIMU
CpeaAcCTBaMu U MCXaHU3MaMU.

[lepunponpun He OKa3bIBaeT HEMOCPEICTBEHHOTO BIMSHUS Ha CHOCOOHOCTh K YIPAaBJICHHUIO
TPAHCTIOPTHBIMHU CPEICTBAMH M MEXaHM3MaMH, OJHAKO MOTYT HaONIONaThCs WHIAUBUAYATbHbBIE
peaxiyn, cBs3aHHBIE CO CHIKeHHeM AJl, 0coOOeHHO B Hadaje TepanuH WX MPH KOMOWHAIHMU C
JIPYTUMH aHTUTUIEPTEH3UBHBIMU ITpENapaTaMH.

B pesynpraTe y marueHToB, NpUHUMAarOMUX JlumepraHc, MOXET OBITh HapyllieHa CIOCOOHOCTh
YIPaBISATh TPAHCTIOPTHBIMU CPEJICTBAMU HIIA pa0d0TaTh C MEXaHU3MaMHu. PexoMeHIyeTcs co0IIt01aTh
OCTOPOXXHOCTh, OCOOEHHO B HAYaJIe JICUCHHMS.

4.8. HexenaTe/JbHbIe peaKuu

Pesrome npodumiist 6e3omacHocTH

Haubonee wacThle HexenaTeslbHBIE pEaKUUM IPU NpUEeMe aMIIOAWIHNHA, aTopBacTaTWHA U
NEPUHIONPUIIA B BUAEC MOHOTEPANUU: PHHOPAPUHTUT, TUNEPUYBCTBUTEIHHOCTD, TUIIEPTIUKEMHS,
roJI0BHAas 00JIb, TIIOTOYHO-TOPTaHHAS 00JIb, HOCOBOE KPOBOTEUEHHE, 3aII0P, METEOPU3M, JHCIICTICHS,
TOIHOTA, auapes, W3MEHEHHWE pUTMa nedeKanuud, MUaNrus, apTpairus, O00nb B KOHEYHOCTSIX,
MBIIIEYHBIE CMIa3MBbl, IPUITYXJIOCTh B 00JIACTH CyCTaBOB, MPUITYXJIOCTh B 00JIaCTH JTOABDKEK, O0JIb B
CIIUHE, OTKJIOHEHHE OT HOPMBI PE3YJIbTaTOB «II€UEHOYHBIX» TECTOB, NOBbIIIeHHE akTUBHOCTH KDK
B CBHIBOPOTKE KPOBH, COHJINBOCTH, TOJIOBOKPYKEHHE, OIIYIICHUE CEPALUEONCHUS, KIPUIUBBD» KPOBH
K KOX€ JHIa, 00Jib B )KUBOTE, OTEK, YTOMIISIEMOCTh, TAPECTE3Us, HApYLICHHE 3PECHUs, TUILIONHS,
IIyM B yIIaX, BEPTUIO, apTepUalIbHAsl TMIIOTEH3Hs, Kalllelb, OJBIIIKA, PBOTA, TUCIE€B3UA, KOXKHAs
CBIIb, KOXKHBIN 3y ]I, aCTEHUS.

TabauuHOoE pe3roMe HEXEIATEIbHbBIX PEaKIi

HexenarenbHble peakiu, KiIacCU(GUIMPOBAHHBIE KaK BO3MOXKHO CBSI3aHHBIE C Tepamuei
KOMIOHeHTaMH  JlumepraHc, 1O  JaHHBIM  KJIMHUYECKHX  HCCIICJOBAaHMA W OMbITA
MOCTPETUCTPANIMOHHOTO MPUMEHEHHUSI, TIEpEUNCIICHBI B TaOMUIE 3 O KilaccaM CHCTEM OPraHOB M
a0COJTFOTHOM YacTOTe BCTpeuaeMOoCcTH. YacToTa BCTpeUaeMOCTH OTNPEEIIICTCS CISAYIONTIM 00pa3oM
: oueHb gyacto (>1/10), gacto (>1/100, vo <1/10), Hewacto (>1/1000, Ho <1/100), peaxo (>1/10 000,
HO <1/1000), ouens penko (<1/10 000), yacTora Hem3BecTHa (Ha OCHOBAHUHM MMEIOIINXCS JTAHHBIX
OIICHUTH HEBO3MOXHO).

Tabmuma 3
Ilepeyennb YacToTa BOSHUKHOBEHUS
cucremno- HesxenareabHble peakuuu A
TOPBACTATHH
OPraHHBIXKJIACCOB AMJIOAUNINH P Ilepunponpuia
(COK)

HNudexuun u | Punodapunrur - Yacro -
MHBa3HHU Puuut Heuacto - OueHb penko
Hapymenus co | TpomOouuTOneHNS OueHb pesKo Penxo OueHb penKo
CTOPOHBI KPOBH M | JTejixomenms/ OueHb pesKo - OueHb penko
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Ilepeyennb
CHCTEMHO-
OPraHHBIXKJIACCOB
(COK)
JaumpaTnyeckoi

CHCTEMBI

HesxeaTebHble pearkunuu

YacToTa BOSBHUKHOBEHHSA

AMJI0AUITHH

ATopBacTaTuH

Ilepuaponpui

HEUTPOTICHMUSI

DozuHodunus

Heuyacro*

ArpanynonuTos WIH

TTAHIIUTOIICHUA

OueHb penko

I'emonuruueckass aHemus y
MAIIEeHTOB C BPOXKIECHHOMN
HE/I0CTaTO4YHOCTHIO
IIIF0K030-6-
docharneruporeHaspt

OueHb penko

Hapyumenus co
CTOPOHBI
MMMYHHOM
CHCTEMBI

FI/IHep‘IyBCTBI/ITeJILHOCTL

Od4eHb penko

Yacto

Anadunakcus

OdeHb peako

JHAOKPUHHbBIE
HapyLIeHUs

Cunnpom HeaJIeKBaTHOMN
CeKpeIHH
AHTHUNYPETHYECKOTO

ropmona (CHC AJIT)

Penxo

Hapywmenust
MeTadoJM3Ma u
NUTAHUS

NunepriavkeMus

OdeHb pesko

Yacto

I'unornukemus

Heuacto

Heuyacro*

I'unonarpuemus

Heuacro*

I'unepkanuemus, odparumas
Iociie OTMEHBI IIpenapara
(cm. pazzmen 4.4.)

Heuacrto*

AHopekcus

Heuacto

IIcuxnueckue
HApyUIeHUst

Becconnmia

Heuacto

Heuacto

JIabUNbHOCTE  HACTPOCHUS
(BKJIIOUAs TPEBOKHOCTb)

Heuacto

Heuacto

Hapymenue cHa

Heuacto

Jemnpeccus

Heuacto

Heuacro*

Hounslie KomiMapsbl

Heuacto

CryTaHHOCTH CO3HAHHUS

Penxo

OueHb penko

Hapywmenust co
CTOPOHBI HEPBHOM
CHCTEMBbI

COHJIMBOCTH

Yacto

Heuyacro*

T'onoBokpysxeHue

Yacto

HeuacTo

Yacro

I'onoBHas 60116

Yacto

Yacto

Yacto

Tpemop

HeuwacTo

Jlucres3ust
BKyca)

(napymenue

Heuacto

Heuacto

Yacro

OOMOpOYHBIE COCTOSHHUS

Heuacto

Heuyacro*

I'unecresus

Heuacto

Heuacro

[TapecTe3us

Heuacto

Heuacto

Yacto

I'unepronyc

OdeHb penko

[epudeprueckas
HeHponarus

OdeHb pesKo

Penxo

WncynsrT, BO3MOXHO,
BCIIEICTBHE  UPE3MEPHOTO
cHKkeHust AJl y manueHToB
BBICOKOTO pHCKa (CM. pa3zien
4.4)

OueHb penko

AwmHe3us

Heuacro

OKcTpanpaMuIHbIe
paccTpoiicTBa

YactoTa
HEW3BECTHA
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Ilepeyennb

YacToTa BOSBHUKHOBEHHSA

cHeTeMHo- HesxeaTebHble pearkunuu ATOpBaCTaTI/IH
OpPraHHBIXKJIACCOB AMJIOAUIINH Ilepuaponpui
(COK)
(9KCTpanupaMuIHbIN
CHHAPOM)
MmuacTeHus rpaBuc - Yacrora -
HEU3BECTHA
Hapywmenust co | Hapymenue 3penus Yacto Penxo Yacro
;;(e)ﬁ 3‘:{“ opraua Juruionvst Yacrto - -
HeuerkocTs 3penus - Heuacto -
I'mazHas muacrenus - Yacrora -
HEHU3BECTHA
Hapyumenus co | lym B ymax Heuacrto Heuacto Yacto
EJTI;EZHH opraﬂz Bepturo - - Yacro
Ja0upunTa [Toteps cnyxa - OueHb peako -

Hapywmenust co
CTOPOHBI cepAna

Wupapkr MHOKapa,
BO3MOJXXHO, BCIICIICTBUE
Ype3MepHOro CHkeHust A/
y MNanMCHTOB W3 TI'PYNIIbL
BBICOKOTO PUCKa (CM. paszen
4.4.)

O4eHb pesko

O4eHb penKo

CreHokapaus (CM. pasjen
4.4)

OueHb penko

Aput™mus (BRITIOUAS Hewacro - Ou4eHb penko
OpaauKapIuio,
KEITYZ0UKOBYIO TaXUKaPIHIO
u ¢$ubpussauio
TIPEJICePIHiA)
Taxukapaus - - Heuacto*
Omyienue cepanedneHus Yacto - Heuacro*
Hapymenus co | ApTepuanbHasi THUIIOTEH3US Hewacto - Yacro
CTOPOHBI cocya0B | (1 3PdeKTsl, CBI3aHHBIC C
apTepualibHOM THIOTEH3HEH )
Backymnur OdeHb pesko Penxo Heuacto*
«IIpunuBE KpPOBH K KOXE Yacrto - Penxo*
Hna
Cunapowm Peiino - - YactoTta
HEHU3BECTHA
Hapyumenus co | ['motouno-roprannas 6016 - YacTto -
CTOpOH®l HocoBoe kpoBoTeueHue - Yacto -
AbIXaTeIbHOM
CHCTEMBI, OPTaHOB Kamens Heuwacto - Yacrto
TPYAHOH KJETKH M | OnpImKa Yacto - Yacto
CpefAoCTeHUs
pen Bbponxocnazm - - Heuacro
Do3uHO(MIIbHAS THEBMOHUS - - OueHb penko
Hapywmenust co | TomHoTa Yacto Yacto Yacro
CTOPOHBI
P PBota Heuwacto Heuacto Yacro
JKeJTyA0YHO-
KHIIETHOT0O bons B BepxHell W HiKHEH Yacro HeuyacTo Yacro
TpaKTa YacTH KUBOTA
Jucnerncus Yacto Yacto Yacto
Huapes Yacto Yacto Yacto
3amop Yacrto Yacro Yacro
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Ilepeyennb

YacToTa BOSBHUKHOBEHHSA

cucremmno- He:xenartesbHble peakuuu A
TOPBACTATHH
OpPraHHBIXKJIACCOB AMJIOANIINH P Iepunagonpuia
(COK)
CyXOCTb BO pTy Heuwacto - Heuacro
[Tankpeatut OueHb pesKo Heuacto OueHb pesKo
Tactput OueHb pesKo - -
IN'unepnnazus necen OueHb pesko - -
W3menenne puT™Ma Yacrto - -
nedexanum
OtpbkKa - Heuacto -
MeTteopusm - Yacro -
Hapymenus co | Huromutnueckuit WU OueHb pesko Heuacto OueHb penko
CTOPOHBI NEYEHU U | XOJECTaTUYEeCKUil  remaTtut
JKeTueBBIBOASIINX | (cM. pa3aen 4.4.)
myTeit Kentyxa O4eHb pesko - -
Xolecras - Penxo -
[Teuenounas - OdeHb peako -
HEJI0CTaTOYHOCTb
Hapymenus co | Koxnas ceimb Hewacto Hewacro Yacro
CTOPOHBI KOKH M | 1 yprprit 3ya Hewacto Hewacro Yacro
MOIKOKHBIX
TKaHeii Kpanusnauia Heuacto Heuacro Heuacto
[Typmypa Heuacto - -
V3menenne nseta KOxHU Heuacto - -
[oBbIeHHAs OTIMBOCTh Heuacto - Heuacro
DK3aHTEeMa Heuacto - -
Arnonenus Hewacro Heuacto -
AHTHOHEBpOTHYECKH OTeK | OdYeHb penKo Penxo Heuacro
(cm. pazmen 4.4.)
DKCPOMMATUBHBIA AEPMATHT OdeHb penko - -
ITy3eipuatka - - Heuacro*
YcyryOnenue TEUCHHUS - - Peaxo*
rcopuasa
Cungpom CruBeHca- O4eHb pesko Penxo -
JlxoHcoHa
Peakiyn OueHb pesKo - Heuacro*
(OTOUYBCTBHTEIBHOCTH
Toxcrnuecknit Yacrora Penxo -
SNMEpMaTIbHBIA HEKPOJIH3 HEHM3BECTHA
MHorodopmHas spuremMa OueHb pesko Penxo OueHb pesko
JlumaeBnanas peaxkmust Ha - Penxo -
JICKApCTBEHHOE CPEJICTBO
Hapymenus co | [Ipumyxmnocts (0OTEYHOCTH) B - Yacro -
CTOPOHBI 0011aCTH CYCTaBOB
MBbILIEYHOI, [IpunyxmnocTs (OTEYHOCTD) B Yacto - -
KOCTHOI H | 00J1aCTH JIOABDKEK
COEIHHUTEILHOIH Bonb B KOHEUHOCTAX - Yacro -
TKaHH
ApTtpanrus Heuacto Yacto Heuacto*
Mpl11euHble cCIa3Mbl Yacrto Yacrto Yacrto
Muanrust Hewacto Yacto Heuacto*
Bonb B cniune Heuwacto Yacro -
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Ilepeyennb
CHCTEMHO-
OPraHHBIXKJIACCOB
(COK)

HesxeaTebHble pearkunuu

YacToTa BOSBHUKHOBEHHSA

AMJI0AUITHH

ATopBacTaTuH

Ilepuaponpui

Bons B miee

Heuacto

MpeleuHoe YTOMIJICHUEC

Heuacto

Muomnarus

Penxo

Muo3ur

Penxo

Pabnomuonus

Penxo

PaBpI)IB MBIIIIbI

Penxo

TenguHONaTHA
COTIPOBOXKIAIOIIIASICS
Pa3pBIBOM CYXOXKHUIIHS)

(uHOTIA

Penxo

BoruanouHomo100HbIiH
CHHJIPOM

OdeHb peako

HIMMyHOOIIOCpETOBaHHAS
HEKPOTH3UPYOLIas
muomnarus (cM. pasaen 4.4.)

Yacrora
HCEU3BECTHA

Hapywmenust co
CTOPOHBI NO4YEK H
MOY€eBbIBOASIIIUX
nmyTei

Hapymenue
MOYEHCIYCKaHUs

Heuacto

Huxkrtypus

Heuacto

IMonnakuypust  (y4ameHHoe
MOYCHCITYCKaHHE)

Heuacto

IToyeuynas HETOCTATOYHOCTE

Heuacto

OCTpai[ mo4ycyHas

HCI0CTAaTO4YHOCTh

Penxo

Amnypust/Onurypus

Peaxo*

Hapyumenus
CTOPOHBI
penpoayKTHBHOI
CHCTEMbI "
MOJIOYHBIX KeJse3

co

OpekTriIbHas TUChHYHKIHS

Heuacto

Heuacto

I'unexomacTus

HeuwacTo

OdeHb peako

O0mmue
HapyueHus U
pea]cuml B MeCTe
BBeACHUSA

Acrtenus

Yacto

Heuacro

Yacro

VToMiseMoCTh

Yacto

Heuacto

OTtexn

OueHb 4acTo

Bboxs B rpynn

HeuwacTo

HeuwacTo

Heuacrto*

boxas

Heuacto

Henomoranune

Heuacto

Heuacto

Heuacro*

[epudeprueckre OTeKH

HeuacTo

Heuacrto*

l'uneprepmus

Heuacto

Heuacro*

JlaGopaTopHbie u
HHCTPYMEHTAJIbH
ble 1aHHbIe

[ToBeIICHHE KOHICHTpaIuu
MOYCBHUHBI B KPDOBU

Heuacrto*

[ToBbImIeHNE KOHIEHTPALUH
KpEeaTHHHMHA B KPOBHU

Heuacro*

IloBbiieHUE AKTUBHOCTHU
CICYCHOYHBIX) q)epMCHTOB

OueHb penko™*

Penxo

[oBpIIeHHE KOHLEHTPALUH
OmMpyOnHa B KPOBH

Penxo

VBenuueHue Macchl Teja

Heugacto

Heuacto

Jlelikouutypust

Heuacto

CHIWKECHHE MacChHl Tella

Heuacto
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Ilepeyennb YacToTa BOSHUKHOBEHHUS
cucremmno- HeskeaTebHbIe PeaKIuy ATopBacTaTuH
OpPraHHBIXKJIACCOB AMJIOAUIINH Ilepuaponpui
(COK)
U3menenune - Yacro -
(bYHKIMOHATBHBIX
«IEYECHOYHBIX» P00
[ToBrimienue AKTHBHOCTHU - Yacro -
kpeatuHpocHoKHHA3EI B
CBIBOPOTKE KPOBH
CHWXEHHE T'eMOrIoOnHa | - - OueHb penko
TeMaTOKPHTa
TpaBmbl, [Manenue - - Heuacto*
HHTOKCHKAIIMM U
OCJI0KHEHHSI
npouenyp

>kOI_[eHKa YacCTOThI HEKCIATCIBHBIX peaKuHﬁ, BBIABJICHHBIX 110 CIIOHTaAaHHBIM COO6H.ICHI/I$IM, IpOBCACHA HAa OCHOBAHWUHU
JaHHBIX PE3YJIbTATOB KIIMHUYCCKUX HCCIICIOBaHUH.

**HaunboJiee 4acTO — B COUETAHUH C XOJIECTA30M.

Onucanue OTJICIBHBIX HEXKESIATSABHBIX PEeAKITUMN

Kak u B cinywae ¢ ppyrumu unruouropamu ['MI-KoA-peaykraspl, y MalydeHTOB, MOIYyYaIOIIUX
aTOpBACTaTHH, COOOIIATIOCH O MOBBIIIEHHNH aKTUBHOCTH TPAHCAMHUHA3 B CHIBOPOTKE KPOBU. OOBIYHO
TaKkue M3MEHEHHs OBbUIM JIETKUMH, IPEXOAAIIMMU U He TpeOoBalu OTMEHbI Tepanuu. KinHndecku
3HaYMMOE€ TIOBBIIICHWE aKTUBHOCTH TPaHCaMUHA3 B CHIBOPOTKE KpoBH (Oojiee 4ueM B TpH pasza IO
CpPaBHEHHMIO C BEpXHeW TpaHuiedl Hopmbl) HaOmomamuch y 0,8 % manmeHToB, MOTYyYaBIIMX
aTOpBAacTaTHH. DTO TOBBIMICHHE OBUIO 10303aBHCHMBIM M HOCHJIO OOpAaTUMBIA XapakTep y BCeX
MAIUEHTOB.

[ToBbimenue akTuBHOCTH KDK B CHIBOPOTKE KPOBH 0OJiee YeM B TPH pasa Mo CPABHEHHIO ¢ BEPXHEH
rpaHunell HOpMbI HaOmoganoch y 2,5 % ManueHToB, NPUHUMABIINX aTOPBAaCTATHH, CXOTHOE C
HAOJTIOJIABITUMCS B KIIMHUYECKUX UCCIIEIOBAHUAX C ApyruMu uHruouropamu [ MI'-KoA-peaykrasbl.
[Toebimenue aktuBHOCTH KDK B chIBOpOTKE KpoBU Oojiee yeM B 10 pa3 mo cpaBHEHHIO ¢ BEpXHEH
rpaHuIleit HopMsl Habmoanoch y 0,4 % nmanueHToB, MPUHUMABIINX aTopBacTaTHH (cM. pasznen 4.4.).

Crenyronye He)KenaTeIbHbIE peaKkIiy HaOM0Jauch Ha (poHe mpuema psjaa CTaTUHOB: CEKCyalbHas
TUCYHKIMS, AETpeccusi, B UCKIIOYUTENBHO PEAKHX CIydasX HHTEPCTUIMAIbHOE 3a0o0JieBaHHE
aerkux (0cobeHHo Ha (hOHE TOATOCPOUYHOM Tepammu) (cM. pasznen 4.4.), caxapHslid [uadeT (Jactora
3aBHCUT OT HANW4YUSl WIH OTCYTCTBHS (DAaKTOPOB PHUCKA: KOHIICHTPALWU TIIFOKO3bl HATOIIAK
> 5,6 mmons/n, UMT > 30 kr/m?, mHOBbIIIEHHAs KOHIEHTPALMs TPUTIMIEPUIOB, apTepuanbHas
TUTEPTEH3UsI B aHAMHE3€).

Coo00I11IeHHE 0 OI03PEBAEMBIX HEXKEIATEILHBIX DEAKIIHIX

BaxHo coo0marb O MOAO3PEBAEMBIX HEXKENATEJBbHBIX pPEAaKUUAX II0CIE  PEerucTpanuu
JIEKApCTBEHHOT'0 TpernapaTa C IeNbl0 00ecrneueHusl HeNpephIBHOIO MOHUTOPHUHIA COOTHOIICHHMS
«T10JIb3a — PUCK» JIEKAPCTBEHHOTO IMperapara.

MenuuuHCKUM pa60THI/IKaM PCKOMCHAYCTCA COO6HIaTI> 0 JIFOOBIX moa03peBacMbIX HCKCIJIATCIbHBIX
pCaknuiax  JICKAPpCTBCHHOI'O  IIpliapata 4Yepe3  HAUUMOHAJIBbHBIC  CHUCTCMbI COO6].H€HI/I$I ()
HEXCJIATCIIbHBIX PCAKIUAX I'OCYAapCTB — YJICHOB EBpa3HI>iCKOFO 9KOHOMHYCCKOT'O COr03a.

Poccuickas @Pedepayus

®denepanbHas ciryx0a 1o Haa30py B cepe 3apaBooxpanenus (Poc3npaBHamzop)
Anpec: 109012, r. Mocksa, CnaBsHCKas iomans, 1. 4, ctp. 1

Ten.: +7 (800) 550 99 03

1. moyra: pharm@roszdravnadzor.gov.ru, npr@roszdravnadzor.gov.ru
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http://roszdravnadzor.gov.ru

P€CHV6JZUKG Kaszaxcman

PI'Tl na IIXB «HauuoHanbHBIA IEHTP 3KCMEPTU3bI JEKAPCTBEHHBIX CPEACTB U MEIUIMHCKUX
m3fenuit» Komurera MeammuHCKOro M (papManeBTHUECKOro  KOHTpois  MuHHcTepcTBa
3npaBooxpanenus Pecyonuku Kasaxcran

Anpec: 010000, r. Acrana, paiion baiikonsip, yn. A. Umanoga, 13 (BL] «Hypcayner 2»)

Ten.: +7 (7172) 235 135

. moura: farm@dari.kz

http://www.ndda.kz

4.9. Ilepeno3upoBka

Wudopmanus o nepeno3upoBke npenapara Jiunepranc y groneil OTCyTCTBYeT.

AmitounuH

V nrofeit onbIT NpeHaMepeHHON Nepel03UPOBKH OIpaHUYEH.

Cumnmomsl: WMEIOIIUECS JaHHBIC Jal0T OCHOBAaHMWE IMPEIIoiararb, 4YTO 3HAYHUTEIIbHAs
MEPEI03UPOBKA MOXKET MPHUBECTH K YPE3MEPHOMY PACIIMPCHHIO TNepu(EepHUUECKHX COCYIOB H,
BO3MOXKHO, K pediekTopHor Taxukapaun. CooOmanoch 0 BIPaXKEHHOH U, BEPOSATHO, JITUTEIBHOM
apTepuallbHOM TUIIOTEH3UHU, B TOM YHCJIE C PA3BUTHEM IIIOKA U JIETATLHOTO UCXO/Ia.

Coo0manoch 0 penkux Cilydasx HEKapJHOT€HHOTO OTEKa JITKUX B Pe3ysbTaTe Mepeno3UPOBKH
aMJIOAMIMHA, KOTOPBIA MOXET MPOSBISITHCS C 3a7epkKoil (uepe3 24-48 wacoB mocie mpuema
npenapaTta BHYTPb) U TpeOOBaTh MCKYCCTBEHHOW BEHTWISIIMMW JIETKUX. PaHHME peaHHMMaIlMOHHbIE
MeponpusTHs (BKJIIOYAs THUIEPBOJIEMHIO) ISl MOAJEepkKaHus mepdy3uu M cepaeyHOro BeIOpoca
MOT'YT SIBJIATBHCS yCYTYONSIOIUMHU (aKTOpaMHu.

Jleyenue: BBIpakeHHOE CHWKeHHE AJl, BBI3BaHHOE TIEPEIO3UPOBKON aMIIOIUIINHA, TpeOyeT
MPOBEACHUS AKTHBHBIX MEpPOIPHUSATHH, HAINpaBICHHBIX HAa MOAJEpXKaHWe (YHKIHH CEPACYHO-
COCYJIUCTOM CHCTEMBI, BKJIFOYAs KOHTPOJIb MOKa3aTejael paboThl cepiama M JETKUX, BO3BBIIIICHHOE
MOJIOXKEHUE KOHeUHOCcTel 1 KoHTpoih OLIK u quypesa. st BoccTaHOBIEHUS TOHYCa COCYI0B U AJ]
MOXET OBITh TIOJIG3HBIM  TNPHUMEHEHHE COCYAOCYKMBAIOIIErO0  Mperapara, €CJIM  HEeT
MPOTUBOMOKA3aHUM K €ro MPUMEHEHHUIO, JUIsl YCTPaHEHHWs IOCIEJCTBUI OJOKaAbl KaJbIIMEBBIX
KaHaJOB — BHYTPUBEHHOE BBEJEHHE KalbIUsl TIIOKOHAaTa. B HEKOTOpHIX cllydasx MOXKET OBITh
3¢ hexTHBHBIM MPOMBIBAHUE KENMyIKA. Y 3I0POBBIX JOOPOBOIBIEB MPHUEM aKTUBUPOBAHHOTO YIS B
TEUEHUE TEPBBIX 2 YacOB IIOCNE MpHEeMa amiIogunuHa B n0o3e 10 Mr mpuBOaui K 3afepiKKe
BCachlBaHMs mpemnapara. Tak Kak amIIOJWIUH aKTUBHO CBSI3bIBaETCS ¢ OEJIKaMu TUIa3Mbl KPOBH,
remMoananu3 HedPPeKTHBEH.

ATopBacTaTuH

Cumnmomwl u nevenue: CHCHI/I(l)I/I‘-IGCKOFO JICUCHUSA MCPCAO3NUPOBKU aTOpBACTATHHA HCT. B Cciry4dac
NnepeaAo3npoOBKU CIICAYCT NPOBOAHUTH CUMITOMATUYCCKOC U MOAACPKUBAIOUICC JICUCHUC IIO MCPC
H€O6XOIII/IMOCTI/I. CJ'IGI[yeT MPOBOJAUTL OLCHKY (l)YHKHI/II/I INEYCHU M OIPpCACIATh AKTHBHOCTH
eraTI/IH(bOC(I)OKHHaSBI B CBIBOPOTKE KPOBH. HOCKOHbe ATOpBACTATHH AKTUBHO CBA3BIBACTCA C
OeakaMu  IIJIa3MBbI KpOBH, TI'€MOAHAIN3 HC CIIOCOOEH CYHICCTBEHHO YBCIUYHUTL KIHUPCHC
aTopBacCTaTUHA.

Tlepunnonpun

Cumnmomsi: TIpu Tiepe1o3upoBKe HHIHOMTOPOB AIID MoXkeT oTMedaThCsi BRIpa)KEHHOE CHU)KEHHUE
AJl, TUMPKYISTOPHBIA WIOK, HApyIIEHUs  BOJHO-3JIEKTPOJMTHOTO  OamaHca, TOYeYHAS
HEJI0OCTaTOYHOCTb, THIIEPBEHTUIIALINS, TAXUKAPIHS, cepaiedneHne, OpaauKapans, TOJT0OBOKPYKEHHE,
0eCTOKONCTBO, Kallelb.
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Jleuenue: BuytpuBeHHas undysus 0,9 % pactBopa Hatpus xiaopuaa. [Ipu 3HaYNTETEHOM CHUXEHUH
Al cienyeT mepeBecTH ManyeHTa B MOJOKEHUE «JIeka» Ha CIMHE C MPUIOAHATHIMU HOTaMu. [Ipu
HAJTMYUU BO3MOKHOCTH TaK)K€ MOXET OBITh PACCMOTPEHO BHYTPHUBEHHOE BBEJICHHUE KATEXOJIAMHUHOB.
C noMomnipio JUaiv3a MOKHO yAajduTh NEPUHIONPUI U3 CHCTEMHOTO KPOBOTOKA (cM. paszzen 4.4.).
[Ipn pas3BuTuM yCcTOMUMBON K Tepanuu OpaaukapAud MOXKET TOoTpeOOBaThCS YCTaHOBKA
ANEKTPOKAPIUOCTUMYIIATOpa. HeoOX0auMo MOCTOSHHO KOHTPOJIUPOBATH IMOKA3aTENH OCHOBHBIX
YKU3HEHHBIX (QYHKIIUH OpraHu3Ma, KOHIICHTPAIMIO KpEaTHHHHA U 3JIEKTPOJIUTOB B CHIBOPOTKE KPOBH.

5. ®APMAKOJIOIT'MYECKHE CBOMCTBA
5.1. ®apmakoamHaMu4ecKHe CBOiiCTBa

®apMaKOTepaneBTUYeCKass TIpyNNa: TUMOJUNUACMHUYECKAE CPENCTBA; THIIOIUIHNIEMUYECKHE
CpeIcTBa, KOMOMHALIMM; THITOJIMINIEMUYECKUE CPEJICTBA B KOMOMHALIMY C JPYTUMH CPEICTBAMU
Kox ATX: C10BX11

MexaHusm nelcTBUs

Amnoounun

AMITIOIUTNIUH SBISETCA WHTHOMTOPOM IMPUTOKA MOHOB KAaJbIIWS, MPOW3BOTHOE JUTHUIPOIAPUINHA
(O6moKaTOp «MEJUICHHBIX» KAJIBIMEBBIX KAHAJIOB, WJM AHTATOHUCT HWOHOB KAaJIbIU), KOTOPBIH
WHTHOUPYET TPAaHCMEMOPAHHBIM MPUTOK MOHOB KANBIHS B KapJUOMHUOIMTHI U TIaIKOMBIIICYHEIC
KJIETKU COCYJUCTON CTEHKHU.

Amopeacmamun

ATopBacTaTUH — CENEeKTHBHBIH KOHKYypeHTHbIH uHruoutop I'MI-KoA-pemykTasbl, KIHOUE€BOTO
(depMeHTa, MpeBpaIlaAOUIEr0  3-THIPOKCH-3-METWITTIOTAPUI-KOSH3UM A B MEBajJoOHAT —
HpPEe/ILECTBEHHUK CTEpOJIOB, BKItodas xonectepuH. Tpurinnepuast (TI) u XxonectepuH B nedyeHu
BKJIIOYAIOTCSI B COCTaB JIMMONIPOTENHOB O04eHb HU3KOoil miotHoctH (JITIOHII), moctymator B mia3my
KpOBU M TpaHcnoptupyiorcst B mnepudepuyeckne Ttkanu. JIITHII obpasyrorcs uz JIIIOHII u
MOJIBEPraroTCs KaTabomu3mMy myTeM B3auMoaeicTus ¢ perenrropamu JITTHIT.

Ilepunoonpun

[lepungonpun — wHrHOWTOpP (epMeHTa, MpeBpalarmero aHruoreHsnH | B anrmoreHsuH Il
(marHONTOp AII®). AnrnorensmnnpeBpamatonmii  ¢pepmeHt (AIID), wnm kuHA3a, sBISETCS
SK30MENTUAA301, KOTOpasi OCYIIECTBIISIET KaK MpeBpallleHre aHrTMOTeH3uHa | B cocyocy kuBaroiee
BellecTBO aHruoreHsuH lI, tak m pacnax OpaaMkuHUHA, O0NAJAIOILEr0 COCYJOPACHIMPSIOIINM
JEHUCTBUEM, /0 HEaKTUBHOTO renrtamentuaa. Muarubupoanne AlID npuBOAUT K CHUKEHHUIO
KOHIIEHTpallMy aHTMoTeH3MHa Il B 1u1a3mMe KpoBH, UTO BBI3BIBAET YBEIMUEHUE aKTMBHOCTH PEHUHA
IUIa3Mbl KpOBH (10 MEXaHM3MYy «OTPHLIATEIbHOW OOpaTHOM CBSI3M») U YMEHBIIEHHE CEKpEeLUu
abI0CTEPOHA.

ITockonpky AIID wHAKTUBHpYET OpanukuHuH, mojaBiecHue AIID compoBoXKIaeTCs MOBBIIICHUEM
AKTUBHOCTH KaK LUPKYJIUPYIOIIEH, TaK U TKAHEBOU KaJUTMKPEUH-KUHUHOBOM CUCTEMBI, MPU 3TOM
Tak)Ke aKTUBUPYETCSl CUCTEMa MPOCTarIaHauHOB. Bo3MOXHO, 9TO 3TOT 3 (dEKT SIBISETCS YacThIO
MEXaHM3Ma aHTUTUIIEPTEH3UBHOTO JeiicTBus nHruOuTOpoB AIID, a Takke MexaHU3Ma Pa3BUTHS
HEKOTOPBIX HEXKENaTeNbHBIX PEaKIuil (HarmpumMep, Karis).

[lepunmonpun oOKa3bIBa€T TEpareBTUYECKOE JeHCTBUE Ojarogapsi akTUBHOMY MeETabOIUTy
nepuHaonpuiary. Jpyrue MeTaboauTsl He OKa3bIBatOT MHTHOUpYtomero aeicteus Ha AlID in vitro.

dapmakoaHaMuyeckue dbGEKTsI

Amnoounun
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AHTI/IFI/IHepTeHSI/IBHOC I[eﬁCTBPIC aMJIOAUIINHA OGYCJIOBJ'IGHO MMpsAMBIM paCCJ’IaGJ’ISIIOHH/IM BJIIMSAHHUEM HaA
TJIIaAKOMBIIICYHBIC KIICTKH COC}’)II/ICTOﬁ cTeHKH. TOYHBIM MEXaHWU3M HeﬁCTBHﬂ aMJIOIUIIMHA IIpU
CTCHOKAapJAuH NOJHOCTBIO HE YCTAHOBJICH, HO aMJIOAWIIMH YMCHbIIACT UILICMUIO CICAYIOIIUMH JABYMS
MMyTAMMU:

1) AmnomunuH pacmmpser nepudepruuecKue apTepuosibl U TaKuM 00pa3oM CHIDKAeT oOliee
nepugepruveckoe COMPOTUBICHUE COCYAOB (ITOCTHArpy3Ky), CONPOTHBIIEHHE BCEH COCYAHMCTON
CHCTEMBI BHIOpACHIBAEMOMY CEPJIIEM TOTOKY KpoBH. [IOCKOIBKY YacTOTa CEpACYHBIX COKPALICHUI
(UCC) He n3zmeHseTcs, 3T0 NPUBOJUT K YMEHBIIEHUIO HArpy3KH Ha CepJIle, CHUKEHUIO OTPeOIeHus
SHEpPIruu 1 NoTpeOHOCTH MUOKapAa B KUCIIOPOJIE.

2) Mexann3m HeﬁCTBHﬂ aMJioaAuIIMHa, BCPOATHO, TAKIKC BKIKOYACT B ceos pacliupCHUC TJIaBHBIX
KOPOHApHBIX apTepI/Iﬁ U KOPOHAPHBIX apTCPHOJI KaK B HCU3MCHCHHBIX, TdK U B HIIICMHU3UPOBAHHBIX
30HaxX MHOKapaa. Hx AuJiataliyid YBCIUMYHUBACT MMOCTYIUICHUC KUCTIOPOAa B MUOKApA Y MalluCHTOB C
Ba30CHaCTHYECKOMN CTCHOKap,Z[HCﬁ (CTCHOKapI[I/Iﬂ HpI/IHI_[MCTaJ'Ia, HJIM BapUuaHTHasA CTCHOKapI[I/I}I).

Amopeacmamun

ATOpBacTaTUH CHW)KAae€T KOHLEHTPALUI0 XOJIECTEpUHA U JIMIONPOTEUHOB B IIJIa3M€ KpOBH,
uarnoupyss 'MI-KoA-penykrady W CHHTE3 XOJECTepHMHA B TICUCHH, W YBEIMYUBACT YHCIIO
«nedeHoYHBIX» penentopos JIITHIT Ha MOBEPXHOCTH KIIETOK, YTO MPUBOAUT K YCHWIICHHIO 3aXBaTa U
katabomm3ma JITTHII.

AropBacratud ymenbinaetr oopazosanue JITTHIT u uncno wactui JITTHII. ATopBacTatuH BBI3BIBAET
3HaUYUTEeNbHOE © CToiikoe moBbieHue axktuBHocTH JIIIHII-penenTopoB B couetanuum ¢
ONMaronpusATHBIMA KayeCTBEHHBIMH M3MEHEHMsIMU Lupkynupytomux vactui JIITHIT. DddextuBao
CHIDKaeT KOoHIeHTpauuto xosectepuHa JIITHII y manmueHTOB ¢ TOMO3WTIOTHOM HacCleICTBEHHOU
TUIEPXOJIECTEPUHEMHEH, OOBIYHO YCTOWYMBOM K Tepamud APYTHMH TUIOJUIUAEMUYECKUMU
CPEICTBaMHU.

Tepunoonpun

Apmepuanvras 2unepmen3us

[lepunponpun sBIsieTcs MpenapaToM JUIsl JEUEHHsS apTepUaIbHOM T'MIIEPTEH3UHU JII00O0H CTEeneHH
TSOKECTH: JIETKOH, cpenHelt, Tsokenod. Ha QoHe ero mpumeHeHwsi oTMedaeTcs CHIDKEHHE Kak
CHUCTOJIMYECKOT0, TaK U JUACTONNYECKOr0 A/l B OJOXKEHUH «IEkKa» U «CTOSI.

[lepunponpus ymeHsnaer olliee NepupepruuecKoe coCyIMCToe CONPOTUBIEHUE, YTO MPUBOAUT K
cHkeHnto AJl u ynydmenuto nepudepudeckoro kpoBotoka 6e3 namenenus YCC.

Kax npaBuiio, npuem nepuHaonpuia yBeIMYUBaET oueyHbid KpoBOTOK, CK® mpu 3TOM 00BIMHO HE
M3MEHSETCS.

Cepoeynas Hedocmamoynochnib

[Tepunnonpui HopManau3yeT paboTy cep/la, CHUKas MpeHArpy3Ky U MOCTHArpys3Ky.

Kimmanueckas 3 hexkTHBHOCT M 0€301aCHOCTh

CHGLII/IaJIBHBIX I/ICCHCI[OBaHI/Iﬁ IO BBIABJICHUIO BJIMAHUA JICKAPCTBCHHOT'O IpCriapara HnnepTch Ha
3a00J1€BaeMOCTh U CMEPTHOCTH HE ITPOBOJIUIIOCH.

Amnoounun

Y naumeHToB ¢ aprepuanbHoii runepTensuei (Al) npuem amnogununa 1 pa3 B CyTKu o0ecrieuuBaeT
KIIMHUYECKH 3HauMMOe CHIKeHHE AJ[ B TMOJNIOKEHHH «CTOS» M «Ieka» B TeueHue 24 4Jacos.
AHTUTHIIEPTEH3UBHOE JIEHCTBUE PAa3BUBACTCS MEAJIEHHO, II03TOMY Pa3BUTHE OCTPOW apTepUaIbHON
TUIIOTEH3UU HEXAPAKTEPHO.

VY manueHToB CO CTEHOKApAWEH MpHeM amiomunuHa | pa3 B CyTKH yBENMYMBAEeT oOmiee Bpems
(u3rueckoil Harpy3KH, YBETUUMBAET BPEMsI O Pa3BUTHsI MIPUCTYIAa CTEHOKAPIUHN U /IO TOSBICHHUS
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ACTIpCCCUN CCrMCHTA ST mHa 1 MM, a TaKXC CHMXACT YaCTOTy MNPUCTYNOB CTCHOKApAWUNW U
HOTpC6J'IeHI/Ie HUTPOTJIMLCPUHA.

AMIIOIMTIUH HE OKa3bIBaeT HEOJAronpUsATHBIX MeTabonndyeckux 3(PQEeKToB W HE BIHUSIET Ha
KOHIICHTPAIMIO JIMITUIOB IUTa3Mbl KpoBW. [lpemapaT MOXeT NPUMEHATHCS y TAlUEHTOB C
COITyTCTBYIOIIEH OpPOHXMALHON aCTMOM, caXxapHbIM TUa0ETOM H MOJIarpoi.

HUsKC

B pesynbrare wuccnemoBaHus 3((EeKTHBHOCTH ObUIO BBISABICHO, 4YTO IPUEM aMJIOJUMMHA
XapaKTepU3yeTCs] MEHBIIMM KOJIMYECTBOM CIy4aeB IOCHUTAIM3ALMU MO MOBOAY CTEHOKApAMU U
IpoBeeHMsl MpoLenyp peBacKyispuzauuu y mnamueHtoB ¢ MBC mo cpaBHeHHMIO ¢ IpuUEeMOM
SHAJIATpUIIA.

Cepoeunas Hedocmamouynocmb

Pe3ynbTarel reMOTMHAMUYECKUX MCCIIETOBAHUM, & TAK)KE PE3YyJIbTaThl KIMHUYECKUX UCCIIETOBAHUN
c y4acTHEM MallEeHTOB c XPOHHYECKON CepAeYHOI HEJOCTATOYHOCTHIO
II-IV ¢pynkumonansHoro kiacca o kinaccudpukanuu NYHA npoaeMoHCTpupoBaiy, 4To aMI0UITNH
HE TPHUBOJUT K KIMHHUYECKOMY YXYAIICHHIO, OCHOBBIBAsACh Ha JaHHBIX IO IEPEHOCUMOCTH
(busnueckoit Harpy3ku, Gpakuu BEIOpPOCa JIEBOTO JKEIYJ0YKa U KITMHUYECKUX CUMIITOMAX.

VY manumeHToB ¢ XpOHUYECKOH cepaedHoi HemocTarouHocThio [II-IV ¢yHKIMOHAaTBHOTO KITacca 1o
knaccupukanmn NYHA, Ha (oHe mpuema TUTOKCHHA, THYpEeTUKOB M WHruouropo AIID, Obuto
MOKa3aHo, YTO MPHEM aMJIOMITMHA HE TIPUBOIUT K MOBBIIICHUIO PHCKa CMEPTHOCTH M CMEPTHOCTH
1 3a00J1€Ba€MOCTH, CBSI3aHHOM € CEpAEUHON HEOCTATOUHOCTBIO.

Pesynprarel  JOJNTrOCPOYHOrO HUCCIAEAOBAaHMS y MAUMEHTOB C XPOHHMYECKOM CEepAeYHOM
HenocraTogHocThio [ 1 IV dyrkmonansHOTo Kinacca mo knaccudukannu NYHA 6e3 KITnHIIeCKuX
cumnToMoB MBC wnu 0O0BEKTHMBHBIX JNAaHHBIX, CBUACTENLCTBYOMMX o Hanmmuuu UBC, Ha (doHe
npuema cTaOuiIbHBIX 103 HHrHOuTOpoB AIID, cepreyHbIX MIMKO3UI0B U INYPETUKOB MOKA3aJIH, YTO
MPUEM aMIIOJUIIMHA HE OKA3BIBACT BJIMSHHS HA MMOKA3aTENh CMEPTHOCTH OT CEPAECYHO-COCYIUCTHIX
3a0oneBaHuid. Y [AaHHOM TOMYJSALMM TNAUEHTOB IMPUMEHEHHE aMJIOJUIMHA COMPOBOXKIAIOCH
YBEJIMUEHUEM KOJIMYECTBA COOOIIEHUH O pa3BUTHH OTEKA JIETKHUX.

TIpodunaxmuxa undapxma muokapoa

O¢pdexTuBHOCTH U 6€30MIACHOCTH MPUMEHEHMs aMJIOJUIMHA B 03¢ 2,5-10 Mr/cyTku, nHruouropa
AIl® nuzunonpuna B no3e 10-40 Mr/cyTku, B KauecTBe MpenapaToB «IEpBOH TUHUNY, U THAZUIHOTO
JUYpPETHKA XJIOPTAIUIO0HA B 103e 12,5-25 Mr/cyTKu M3ydanach y MalMeHTOB B BO3pacTte 55 yer u
cTapiie ¢ JErKoi uin ymepeHHou cteneHbio Al u, mo kpalHel Mepe, OJHUM U3 JTOMOJHUTEIHHBIX
(akTOpOB pHUCKA KOPOHAPHBIX OCIOKHEHUH, TAaKMX KakK: WH(ApKT MHUOKapJa WIH HHCYJbT,
nepeHeceHHbIN Ooee yeM 3a 6 MecsIeB 10 BKIIOYSHHS B UCCIIEIOBAHNE, WITM HHOE MTOITBEPKICHHOE
CepAeYHO-COCYUCTOE 3a00JIeBaHHE ATEPOCKICPOTUIECKOTO TeHe3a; caxapHbld auader 2 THIIa;
KOHIEHTpAUs XOoJecTepruHa JUIONpOoTenHOB Bbicokoi miotHocT (XC-JIIIBIT) menee 35 mr/m;
runepTpodus JIEBOro JKelyJodKa IO JAaHHBIM JJIeKTpoKapauorpapuu wmm sxokapauorpadpuu;
KypeHHe.

I[To ocHOBHOMY KpUTEpHIO OLEHKH 3(P(EKTUBHOCTH (KOMOWHUPOBAHHOMY TIOKA3aTEN0 YaCTOThI
neTanbHbIX UcX0a0B oT MBC m yacTtoThl HedaTanbHOro WH(pApKTa MHOKapja) CYIIECTBEHHBIX
pasauunil MKy TPYMIaMU aMJIOJUITMHA U XJIOPTAIUAOHA BBIABICHO He OblI0. YacToTa pa3BuUTHS
CepICYHON HEIOCTATOYHOCTH B TPYIINIE aMJIOJUIHHA ObUTa CYIICCTBEHHO BBIIIC, YeM B TPYIIIIC
xnopramuaona — 10,2 % u 7,7 %, COOTBETCTBEHHO, OJTHAKO, O0IIasl YaCTOTa JICTATLHBIX UCXOJOB B
rpyIine aMJIOAMIIMHA U XJIOPTAIHIOHA CYIIIECTBCHHO HE Pa3inyaliach.

Amopeacmamun

[Ipu Ha3HAuEHHM aTOpBAcTATHHA OBUIO MOKA3aHO CHIMKCHHE KOHIICHTpAIMK OOIIEro XOJIECTepHHA
(30-46 %), xonecrepuna JIITHIT (41-61 %), anmomunonporenna B (34-50 %), TI" (14-33 %), u
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HEycTOMYrMBOEe ToOBbIIIeHHE coaepxkanus xonectepuna JIIIBII w amomumnomporenna Al. Otm
pe3yabTaThl CXOAHBI y MAlMEHTOB C T'E€TEPO3UTOTHOW HACIEICTBEHHOW THIEPXOJECTEPUHEMUEH,
HEHACJIeACTBEHHOW  (opMoil  rumepxojecTepuHeMHM, a TaKkKe CMeIIaHHOH  ¢opMmoi
TUIIEPIUNNUIEMHH, B TOM YHCJIE y MAIIMEHTOB C CaxapHbIM 1nabeToM 2 THa.

bbuto n0Ka3aHO, YTO CHWXKEHHME KOHIEHTpauuu oOmiero xoijectepuHa, xonecrepuna JIITHIT u
anoJIMIoNnpoTenHa B BelleT K yMEHBIICHUIO PHCKA Pa3BUTHs CEPACUYHO-COCYIUCTBIX COOBITHH H
CEPIIEYHO-COCYAUCTOU CMEPTHOCTH.

Tomosucomnas naciedcmeennas cunepxonecmepuHemus

B nccnenoBanuu y 89 manmueHTOB ¢ TOMO3UTOTHOW HACHIEICTBEHHON THIIEpXOJecTepUHEMHEH ObLITO
nokasaHo cHwxkeHue xonectepuna JIIIHII B cpennem Ha 20 % npu Ha3HayeHUM aTOpBacTaTHHA B
no3ax 710 80 MI/cyTKH.

Ipounaxmuxa cepdeyno-cocyoucmolx 3a001e6aHUl

D¢ dexTnBHOCTS aTopBacTaTMHA B MpoQWIAKTUKE pa3BuTus (QaranbHeix ucxogoB HWBC u
HearanpHOl MbC m3ydanace y mamueHTOB B Bo3pacte oT 40 mo 79 netr ¢ Al, He umeromux B
aHaMHe3e MH(]apKTa MUOKapAa WIH Tepaly MO MOBOAY CTEHOKAPAWH, C KOHIIEHTpAIMel 00IIero
xoyiectepuHa <6,5 mMonb/nm (251 wmr/mm). Bce mamueHTHl MMenH, IO MEHBINEH Mepe, TpU U3
HEPEUUCIICHHBIX JIOMOJIHUTENbHBIX (PAKTOPOB PUCKA: MYKCKOM IOJI; BO3pacT 55 JeT u craplie;
KypeHue; caxapHblii amaber; pasButue WBC y Omwkaldmux pOJACTBEHHUKOB;  OOMIHiA
xonectepun/xonecrepun-JIIIBII > 6; artepockiepo3 nepudepuveckux cocyqoB; THIEPTPOPUs
JIEBOTO XKeNyI04Ka; LepeOpOBACKYIIpHOE HApyIIEHHE B aHaMHe3e; crnenudruyeckue n3MEeHeHHs Ha
OKT', nporennypus niu ans0ymunypusi. [lalueHTsl monyyanu aHTUTUIEPTEH3UBHYIO Tepanuio (Ha
OCHOBE aMJIOJIMTIHA WIIK aT€HOJI0Ja) C aTOPBACTATHHOM WJIH O€3 HEro.

KonnuecTBo neTanbHBIX HnCcxXoJ0B NBC u He(l)aTEUII)HBIX I/IHq)apKTOB MHOKapJga 3HAYUTCIIbHO
CHU3UJIOCH B I'pYHII€ MAaMCHTOB, MOJYYalOIIMNX aTOPBACTATHH C aMJIOJUIIMHOM IIO CpaBHCHUIO C
I'pynmnamu, rmojry4aromyMu atopBaCTaThH U aTCHOJIOJ UIIN Hnaue60 n aMJIOUIINH.

B Xxome KIMHUYECKOTO WCCIIEIOBAaHHUA OTMEYAlIoCh CHIKeHHEe Ha 38 % (aTarbHBIX KOpPOHAPHBIX
coObiTnii M HedaTanbHBIX WHGPAPKTOB MHOKapJa B TMOJATPYNNE MNAlUEHTOB, MOJXYYaBIINX
aTOPBACTaTHH, aMJIOAMIIMH U TIEPUHAOIPHII TI0 CPABHEHUIO C TIOJIIPYNIION HAllHEHTOB, MOTYYaBIINX
aTopBacTaTHH, aTeHOJION U OenapodaymeTrasul. B nepBoii rpymnmne OblJI0O OTMEYEHO 3HAUYUTENILHOE
cHIKeHHe (Ha 24 %) 4acTOTbl BOSHUKHOBEHHSI CEPIEYHO-COCYAUCTBIX COOBITUIN U CBA3aHHBIX C HUMU
HpOLEypP, CHU)KEHHE YacTOThl BO3HMKHOBEHHMsS BCEX KOpPOHApHbIX coObiTM (Ha 31 %),
3HAYUTENbHOE CHIKEHHWE YacTOThl BOSHMKHOBEHHs (aTadbHbIX M He(aTalbHBIX MHCYJIBTOB (Ha
50 %), cHWKeHHEe YacTOThl KOMOMHMPOBAHHOW KOHEYHOW TOYKH, BKJIIOUaromield HedaTalbHbIC
UH(ApKTH MHOKapaa, (aTaabHble KOPOHAPHBIE COOBITHS M TPOLEAYPHl PEeBACKYISIpU3alMH (HA
39 %), a TakKe CHIDKCHHE YacTOThl KOMOMHMPOBAHHOW KOHEYHOH TOYKH, BKIIOYAIOIIEH CMEpPTh
BCJIEJICTBHE KapIMOBACKYJISIPHBIX MPUYNH, HHPAPKT MHOKapaa U UHCYIBT (Ha 42 %).

Tepunoonpun

Apmepuanvhas cunepmensus

AHTUTUIIEPTEH3UBHOE JIEHCTBUE Ipenapara JOCTUraeT MakcuMmyma uepe3 4-6 wacoB mocie
OJTHOKPATHOTO MIpHEMa BHYTPb U COXpAHIETCS B TeUeHUe 24 9acoB. AHTUTUTICPTECH3UBHOE JICHCTBHE
yepes 24 yaca 1mocje OJHOKPaTHOTO IIpreMa BHYTPh COcTaBiseT 0koio 87-100 % oT MakcuManbpbHOTO
aHTUTUNIEPTEH3UBHOTO () eKTa.

Cumxenue AJ] nocturaercs nocratoyHo ObicTpo. TepaneBTudeckuii 3(h(ekT HaCTynaeT B T€UCHUE
1 Mecsiia oT Hayasia Tepanuu u CoXpaHseTcs 0e3 pa3BUTHA TaXU(PUIAKCHH.

[IpekpaiieHue nedeHns He BbI3bIBACT 3 (PeKTa «pUKOILETay.

IlepuHIOTIPHUIT YMEHBITAET TUTIEPTPOGHUIO JIEBOTO KETYI0UKA.
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[lepunponpun oOKa3bIBaET COCYJIOpacIIMpsIONIee JEHCTBHE, CHOCOOCTBYET BOCCTAHOBJIEHHUIO
3JACTUYHOCTU KPYTIHBIX apTepUN U CTPYKTYPBI COCYIUCTON CTEHKH MEJKHUX apTEepUil.

CormyTcTByIOIass Tepanus THA3UTHBIMU JUYPETUKAMH TPUBOAUT K aJJAWUTHBHOMY JEHCTBHUIO
npernapaToB. KomOnnupoBanHas tepanvisi nHruOuTopom AIID u THA3HUAHBIM TUYPETHKOM TaKXkKe
MIPUBOJNT K CHIDKCHHIO PHCKA THIIOKAIMEMIH, BO3HUKAONICH Ha (POHE ITpreMa ANYPETHKOB.

Cmabunvnaa UHC

OddexTuBHOCTH TpUMEHEHUs TiepuHAoNpria y nanuentoB (12218 mamuenTtor crapmie 18 net) co
crabunpHoii MBC 06e3 KIMHWUYECKHX CHMIITOMOB XPOHWUYECKOW CEepACUYHON HEIOCTATOYHOCTH
u3yyanach B xone 4-netHero uccienoBanus. 90 % y4acTHMKOB MCCIE€OBAaHUS paHee MEpPEeHEecIn
OCTpbI MHGAPKT MHUOKapAa W/HIM TPOLEAYpY PEeBACKYISIpU3AlMU. BOJBIIMHCTBO MAalMEHTOB
HOJYYHIIM TTOMHMO HCCIIEAYEMOro Tpernapara CTaHAAPTHYIO TEpanuio, BKIIOYAs aHTHArpPETaHThl,
TUIOJUIHUIEMUYECKHE CpeAcTBa U Oera-aapeHo07I0KaTopbl. B KauecTBe OCHOBHOTO KPHUTEPHS
¢ ¢pexTHBHOCTH ObLIa BBIOpaHa KOMOMHHMPOBAaHHAs KOHEYHAs TOYKA, BKIIOYAIOMIAS CEPIEYHO-
COCYIIUCTYIO CMEPTHOCTb, He(paTanbHbI HHPAPKT MHOKAP/Ia W/WIIM OCTAHOBKY CEp/LA C YCIICITHON
peaHuManuei.

Tepanus nepuHIONpHIa dpOYMHUHOM B a03¢ 8 MI/CyTKH (3KBHBaJeHTHO 10 MI mepuHIONpHIIA
apruHuHA) TPUBOMIIA K CYIIIECTBEHHOMY CHUYKEHHIO a0COTIOTHOTO PHCKA B OTHONICHUH MTEPBUYHOM
KOMOWHHPOBAHHON KOHEYHOM TOYKH (CEpICUHO-COCYTUCTON CMEPTHOCTH, HehaTaaIbHOTO HH(papKTa
MUOKap/ia W/WIH OCTAHOBKM CEpJIa ¢ YCICIIHONW peaHrManueil): CHUKCHHE abCOIOTHOTO pHCKa
coctaBuio 1,9 % (cHmkeHne oTHOCUTEIRHOTO prucka — 20 %).

VY mamueHroB, paHee NepeHeclIMX HMH(GApPKT MHOKapla WIM MpPOLEAYpY PpEeBacKYJISpU3AINH,
CHI)KEHHE a0COJIOTHOIO PHUCKAa B OCHOBHOM KOHEYHOW TOuYKe cocTaBmwio 2,2 % (CHMXKEHHE
OTHOCHUTEIILHOTO pucka — 22,4 %) 1o CpaBHEHHMIO C TPYNIOH 1maneo.

Jlsounasa baoxkada PAAC

NmeroTcs naHHBIE KIMHUYECKHUX HCCIEAOBAHUN KOMOWHWUPOBAHHOW Tepamuu € NPUMEHEHUEM
unruoutopa AII®D u anraronucra peuentopa anruorensuna I (APA II).

[IpoBoaMIOCH KIMHMYECKOE HCCICJOBAHME C YYacTHEM MAllMEHTOB, WMEIOIIMX B aHaMHE3e
KapAMOBaCKYJSIpHOE WM IepeOpoBacKyssipHOE 3a0ojeBaHHe, JTMOO caxapHbld nuader 2 Tura,
COITPOBOKAAIOIINIACS TTOATBEPKACHHBIM MOPAYKEHUEM OpTaHa-MHUIICHHU, a TaKKe MCCIEOBAHUS C
yYacTHEM MalMEHTOB C CaXapHbIM JHa0eTOM 2 TUa U AUA0ETHIECKO HedponaTueil.

JlaHHbIe WMCclenoBaHMS HE BBIABUIM 3HAYMMOTO IOJIOKUTEIHHOTO BIUSHUA KOMOWHHPOBAHHON
Tepanuy Ha BO3HMKHOBEHHME IMOYEYHBIX W/WIM KapHOBACKYJSPHBIX COOBITUM M Ha MOKa3aTeiu
CMEpPTHOCTH, B TO BpeMsI KaK PUCK Pa3BUTHS TUNEPKATUEMHUH, OCTPOTO MOBPEXKACHUS MOYEK W/WIN
apTEPHATBHOM THIIOTEH3UH YBEIIMYUBAJICS 110 CPABHEHHIO C MOHOTEPAITUEH.

[lpyarMas BO BHHMAaHHE CXOXKHE BHYTPUTPYMIOBbIE (apMaKoJMHAMHUYECKAE CBOHCTBa
uaruouTopoB AII® u APA II, nanHbIe pe3ynbTaThl MOXHO OXHIATh JJIsi B3aUMOJICHCTBUS THOOBIX
JPYTHX TPErapaToB 3THX TPYIIIL.

[Toaromy unrudutopst AII® u APA Il He cineayeT NMpUMEHSATH OJHOBPEMEHHO Yy MAaIUEHTOB C
nuabetndeckoil HedporaTHe.

NmMeroTcss naHHBIE KIMHUYECKOTO HWCCIENOBAHMS IO HM3YYCHHUIO IOJIOKUTEIBHOTO BIUSHUSA OT
no0aBleHus aNMCKUpeHa K cTanaapTHoi tepanuu uaruoutopom AIID unu APA 11 y manmeHToB ¢
caxapHbiM quabeToM 2 TUMa M XPOHWYECKUM 3a00JeBaHHEM IMOYEK WM KapAHOBACKYISIPHBIM
3a0oseBaHueM, JM00 HUMEIOIIUX CoYeTaHue 3TUX 3aboneBanuil. MccnenoBanue ObUIO MpeKpalieHo
JOCPOYHO B CBSI3M C BO3POCIIMM pPUCKOM BO3HHUKHOBEHMS HEOJArompHsTHBIX HCXOJOB.
KapauoBackyisipHass cMepThb M MHCYJIBT OTMEYAJIUCh 4Yallle B TPYIIE MalUEHTOB, MOJIYYArOIIUX
QIMCKUPEH, TI0 CPaBHEHUIO C TPYIION IUIanedo; TakkKe HeXelaTeJbHbIe SIBICHUS U Cephe3HbIE
HE)KeJIaTeJIbHbIE SIBIEHUS 0CO0O0ro HHTepeca (THIEpKaJueMus, apTepuaibHas THIOTEH3US U
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HapylIeHUS (QYHKIMHA TMOYEK) PErMCTPUPOBANKCH dYalle B TPYIMIE ATUCKUPEHA, YeM B TPYIIe
mawe0o.

CTH

Jannble o 6e3onacHocTy U 3G GEKTUBHOCTH MPUMEHEHHs JIEKapcTBEHHOr o npenapara Jlnneprane
y JETEl OTCYTCTBYIOT.

5.2. ®dapmakokuHeTHYeCKHE CBOIICTBA

[Ipu coBmectHoM mnpueme 40 mr artopBactaTuHa, 10 Mr ammozunuua u 10 Mr mepuHAOmpHIa
aprunuHa AUC aTopBacTaThHa yBeauunBaiach Ha 23 %, 4TO HE SIBISLETCS KIMHUYECKH 3HAUMMBbIM.
[Ipu 3TOM MakcuManbHasi KOHIEHTpAIUS IEPUHIONPUIIA B TUIa3Me KPOBH yBennunBanachk Ha 19 %,
YTO HE BIMSUI0O Ha TMoOKa3zaTenu (HapMaKOKMHETHKH IMEepUHAONpUiaTa (aKTHUBHOTO MeETa0oIuTa
nepungonpuia). CKopocTb M BeIMYMHA a0CcOpOLMM amIIOIWIIMHA MPH COBMECTHOM IPHEME C
aTOPBACTATMHOM U NMEPUHIOIPUIOM CYIIECTBEHHO HE OTIMYAINCH OT TAKOBBIX IPU U30JIMPOBAHHOM
npruemMe aMJIOIUINHA.

AMytoqunuH
Abcopoyus

[Tocne nmpueMa BHYTpb T€paneBTUUECKUX 03 aMJIOJUIIUH X0poIo abcopOupyercsa. MakcumanbHas
koHUEeHTpanust (Cmax) B TJIa3Me KPOBM JOCTUTaeTcsl yepe3 6-12 yacoB mocie nmpuema npenapara
BHYTpb. AOCOII0OTHass OMOJOCTYIHOCTh cocTaBisgeT okojio 64-80 %. Ilpuem numm He oka3biBaeT
BJIMSIHUS HA OMOIOCTYTHOCTh aMJIOIUTIHHA.

Pacnpeoenenue

O0wem pacrpeneneHus CocTaBisieT npuMepHo 21 /kr. B uccnenoBanusx in vitro ObLIO TIOKa3aHO,
4T0 0KOJI0 97,5 % MUPKYJINPYIOMIETO aMIIOIUITHHA CBSA3aHO ¢ OCJIKaMHU IIa3Mbl KPOBH.

buompancgopmayus u anumunayus

Koneunsrit Ti2 amiiogunuHa w3 TUTa3Mbl KPOBH COCTaBisseT 35-50 4acoB, YTO COTJIACYETCS C €ro
npueMoM | pa3 B CyTKH. AMIIOJMITUH MHTEHCUBHO METa0ONN3HUPYETCsl B MEYCHH ¢ 00pa3oBaHUEM
HEaKTHBHBIX META0OJIUTOB; MPU 3TOM C MOYOW BEIBOAMTCS 10 % MpUHATON MO3bI amMJIOAWIINHA B
HensMeHeHHOM Buze U 60 % B BUIAE META0OIUTOB.

Ocobvle epynnvl nayuenmos

Ileuenounas nedocmamounocmo

JlanHble 0 MPUMEHEHUH aMJIOIMITMHA TTAIIMEHTAMU C TIEYeHOYHON HEeIOCTaTOYHOCTHIO OTPaHUYCHBI.
VY nauueHToB ¢ MEYECHOYHOM HEAOCTATOYHOCTBbIO HAOIIONACTCS CHIKEHHE KIMPEHCAa aMJIOMIINHA,
4TO MPUBOUT K yutnHeHuto T2 n yBemndenno AUC npubmusurensHo Ha 40-60 %.

Jluya nosicunoeo 8ospacma

Bpems or mpuema mpenapara 10 AOCTHKEHUS Cmax aMJIOIMIIMHA HE PA3JIM4aeTCs y NAlMEHTOB
MOKUJIOTO U O0Jiee MOJIOIOTO Bo3pacTa. Y MalMeHTOB MOKUIIOT0 BO3pacTa OTMEUAETCs 3aMeIlICHUE
KJIMpEeHca aMJIoAMNuHa, yTo npuBoauT K yBenuueHutro AUC u Tin. Vennuenne AUC u Tin y
nanreHToB ¢ XCH cooTBETCTBYET mpe/moiaraeMoit BETUIUHE 1S JAHHOW BO3PACTHOM IPYMIIHL.

ATopBacTaTuH
Abcopoyus

ATOpBacTaTHH OBICTPO BCACHIBAETCS MOCIIE TIPUEMa BHYTPb, MakcuMasibHasi KOHIEHTpaus (Cmax) B
I1a3Me KpoBH jAocTuraercsi depe3 1-2 udaca. CreneHb BcachblBaHHWs aTOPBACTATHHA IOBBIIIACTCS
npornopunoHanbHO no3e. Ilocne mpuema BHYTPH TAaOJNETKH, MOKPHITON INICHOYHOW O0OJIOYKOI,
OMOIOCTYITHOCTh aTOpBacTaTHHA COCTaBIsAET 95-99 % mo cpaBHEHHIO C aTOPBACTATUHOM B BHIE
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pactBopa. AOCOIIOTHas OMOAOCTYHNHOCTh aTOPBAaCTaTMHA COCTaBIsET okojo 12 %, a cucremHas
OMOJOCTYMHOCTh WHTHOWpYIOWeH akTMBHOCTH B oTHomeHuu ['MI-KoA-pemykrazsl — OKoIO
30 %. Hwuskas cucremMHas OHOJOCTYNHOCTh OOYCIIOBIEHAa IPECUCTEMHBIM METaboIN3MOM B
CIM3UCTON 00oJ0uKe xenyaouHo-kueyHoro Tpakra (JKKT) u/mnmu metaGoau3smMoM mpu «I1epBoM
MPOXOXKACHUN» Yepe3 MeUEHb.

Pacnpeoenenue

Cpenuuii 00BeM pacrpeIeieHus aTopBacTaTHHA cocTaBisieT okoiio 381 1. CBs3b ¢ 6eTKaMu I1a3Mbl
KpoBH HE MeHee 98 %.

Buompancgopmayus

ATopBacTaTHH MeTabOIU3UPYETCs MO AeHCcTBUEM H30(epMeHTOB ciucTeMbl uToxpoma P450 3A4
JI0 OPTO- M MaparuApPOKCUIMPOBAHHBIX MPOU3BOAHBIX M PA3NUYHBIX MPOJYKTOB OETa-OKUCICHUS.
[TomMumo apyrux myTei, 3T MPOAYKTHI B JaJIbHEHIIEM METaO0IU3UPYIOTCS Iy TEM IITFOKYPOHHU3ALHH.
In vitro naruouposanue [ MI'-KoA-penykTasbl opTo- U NaparuApoKCUIMPOBAHHBIMU METa00IUTAMU
9KBHBAJIEHTHO €€ MHIMOupoBaHUIo aTopBacTaTUHOM. [IpumepHo 70 % cumxenus akruBHoctu ['MI -
KoA-penykTa3sl MpOUCXOAUT 3a CYET ACUCTBHSI aKTUBHBIX LIUPKYIUPYIOLUIMX META00IUTOB.

Onumunayus

ATOpBAacTaTHH BBIBOJUTCS TJIABHBIM O0pa3oM C JKETYbI0 B pe3yiabTaTe IEYEHOYHOTO W/WIH
BHETIEYCHOYHOT0 MeTabonm3ma. OIHAKO aTOpPBACTAaTHH HE IMOJBEPraeTcsl BBHIPAKEHHOW KHIIEYHO-
nedyeHoOYHoH permpkyisiuu. Cpennuid nepuoj  monyBbiBeseHuss (T12) cocTaBisieT  OKOJIO
14 yacoB, nmpu 3tomM Ti2 uHrHOUpymeld akTuBHOCTH B oTHomeHuH ['MI-KoA-pemykrasbl
Oyaromaps 1eHCTBUIO aKTUBHBIX METa0O0IHMTOB coCTaBisieT okoJio 20-30 qacoB.

ATOpBacTaTHH SABISETCS CyOCTpaToM TPAHCIOPTEPOB IEYEHH, OPraHWYECKOro AaHHOH-
tpancnoprupytomero mnonunentuaa 1Bl (OATPIBI) m 1B3 (OATP1B3). MerabomuTs
aTopBactaTuHa siBisitorcs: cyoctparamu OATP1B1. AtopBactatun Takke UASHTHQUIUPYETCS Kak
cybcrpar s darokcHbIX nepeHocunkoB P-rmukonporenna (P-gp) m Oenka pe3nCTEHTHOCTH paka
Mosno4Ho# xene3sl (BCRP), uTo MOXeT orpaHn4MBaTh BCAChIBAaHUE B KHUIICYHUKE W OMIMAPHBIN
KIIMPEHC aTOPBACTaTHHA.

Ocobvle epynnvl nayuenmos

ﬂuua nosHCUI020 603pacma

KOHL[CHTpaL[I/II/I aropBaCTaTiHa MW €ro aKTHUBHBIX MeTabOJINTOB B IIa3Me KpOBHU Y 3O0POBBIX
,Z[O6pOBOJ'H>HCB MMOKMJIOTO BO3pacTa BbIIIC, YEM Y 3IO0POBLIX ,Z[O6pOBOJ'H>HCB MOJIOAO0ro BO3pacTa, XOTA
THITIOJITUITMACMHUYCCKHUEC S(b(l)eKTBI COMNOCTaBUMBI C TAKOBBIMHU Y MOJIOABIX.

Ilon

KoHuenTpamust aropBacTaTiHa M €ro AaxkTHBHBIX METa0OJUTOB B IIa3Me€ KPOBU Yy SKEHIIUH
OTJIMYAeTCs OT TAKOBOHU y My UHH (Cmax mpuMepHO Ha 20 % Bbime, a AUC Ha 10 % HuXeE), OqHAKO
KJIMHAYECKH 3HAYUMBIX Pa3IM4YMi BIMSHUS NpenapaTa Ha JUNUIHBINA OOMEH y MY)KUUH U SKEHIIUH
HE BBISBIICHO.

Houeunas nedocmamounocmo

3a0o0aeBaHus IMOYEK HE BIUAIOT HA KOHLOCHTpalHIO aToOpBaCTaTUHA U €TI0 aKTUBHBIX METa0O0JIUTOB B
J1a3M€ KpOBU U HA UX BOSHeﬁCTBHe Ha 1MoKas3aTcjn JIMITUAHOT'O oOMeHa.

Tleuyenounas nedocmamoyHocmos

KoHuenTpamust aTopBacTaTMHa M €ro akTHBHBIX METAaOOJIMTOB B IJIa3M€ KPOBU 3HAYUTEIBHO
noBbimaercs (Cmax npuMepHo B 16 pa3, a AUC npumepso B 11 pa3) y naiueHTOB ¢ XpOHUYECKUM
QJIKOTOJIBHBIM TIOpakeHHeM nedenu (kiacc B mo knaccudukanuu Yaitna-I1sto).

THonumopgusm no ceny SLCOI1B1
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[Teuenounsiii 3axBat Bcex WHrHOUTOpOoB ['MI'-KoA-pemykra3pl, B TOM YHCIIE€ aTOpBacTAaTHHA,
OCYIIIECTBIIAETCS ¢ TOMOIIbI0 Oenka Tpancroprepa OATP1B1. ¥V namuenToB ¢ moaumMoppu3MoM 1o
reHy SLCO1B1 cymecTByeT puck yBeaIn4eHuUs: SKCIO3UIIMN aTOPBACTATUHA, YTO MOXKET MPUBOIUTD
K TOBBIIICHUIO pHCKAa pa3BUTUs pabnomuonusa (cM. pasgen 4.4.). Ilonumopdusm B rese,
konupytomeM OATP1BI1 (SLCOI1BI1 ¢.521CC), cBs3an ¢ yBennuenuem AUC aropBacTatuHa B
2,4 pa3za 1o CpaBHEHHIO C JIUI[AMH, HE UMEIOIUMHU 3TOro Bapuanrta renotumna (c.521TT). Taxxke y
3TUX NAIMEHTOB BO3MOXKHO TEHETHYECKH OOYCIIOBIEHHOE HapylleHHE II€YeHOYHOIo 3axBara
aTopBacTaTHHa. Bo3MoskHBIE TIOCIEACTBUS 71 () (HEKTUBHOCTH Mperapara HeN3BECTHHI.

[lepungonpun
Abcopoyus

[Ipu mpueme BHYTpb NMEpUHAONPUI OBICTPO BcachiBaeTCs, Cmax B IUIa3M€ KPOBU JOCTHraeTcs B
tedenue 1 yaca. T1/2 U3 ma3Mbl KPOBH cocTaBiseT | yac.

Pacnpeoenenue

O06beM pacnpezeneHus: CBOOOAHOTO EpUHAONPHUIIaTa cocTaBisteT npuoan3uTenbHo 0,2 n/kr. Csa3b
MepUHAOIIPUIIaTa ¢ OeIKaMy TUTa3Mbl KPOBH, TIIaBHBIM oOpa3zoM ¢ AIID, coctasiset okono 20 % u
HOCHT JI0303aBUCUMBII XapakTep.

buompancgopmayus

[lepunnonpun He obaanaet GapmMakonornyeckoil akTuBHocThIO. [IpnbausurensHo 27 % ot ob1ero
KOJINYECTBA MPUHATOTO BHYTPb NEPUHAONPHUIIA TTOTTaJaeT B KPOBOTOK B BUI€ AKTUBHOTO METa00IMTa
nepuHonpuiara. [loMumo nepuHIONpUIIaTa 00Pa3yIOTCS €Ile 5 MeTa0oIUTOB, HE 00JadaroIInuX
(hapMakoIOrH4ecKoi aKTUBHOCTBIO. Cmax TIEPUHIOIIPUIIATA B TUIA3ME KPOBH JTOCTUTAETCs uepes 3-4
yaca 1ocJjie npueMa BHyTpb.

[Tpuem nuiy 3aMeAsIseT NpeBpalleHne NepuHA0NPIIIa B IEPUHONIPUIIAT, TAKUM 00pa3oM, BiIUss Ha
6uonoctynHocts. [loaToMy mpenapar ciexyeT NpUHUMAaTh BHYTPb | pa3 B CyTKH, YTpOM, Iepen
PUEMOM IHILH.

Onumunayus

[Tepunmonpunar BbIBOAMTCS W3 opraHu3Ma noukamu. Koneunwnii Ti2 cBoOOgHON (pakiuu
COCTABIISIET OKOJIO 17 9acoB, TOATOMY PaBHOBECHOE COCTOSIHUE TOCTUTACTCS B TEUEHHE 4-X CYTOK.

Jlunetinocms (nerunetinocmo)
Cy1iecTByeT JIUHEHHAS 3aBUCMOCTh KOHIICHTPAIMH TIEPHHJIONPUIIA B TTa3Me KPOBH OT €T'0 JIO3bI.
Ocobvle epynnvl nayuenmos

Jluya nosicunoeo 8o3pacma

BriBenieHue nepuHaonpuiaTa 3aMeIJIEHO B MOKUIOM BO3PACTE, & TAKKE Yy MAIUEHTOB C CEPACYHOMN
WIHA IIOYEYHOHN HEJTOCTATOYHOCTEIO.

Toueunas nedocmamoynocms

H606XOI[I/IMa KOpPCKUHA O03bI B 3aBUCUMOCTH OT CTCIICHU TAKCCTH HO‘IG‘-IHOﬁ HEOJOCTAaTOYHOCTHU
(KK).

Juanu3Hblil KIIMpEHC epuHIoNprUiIaTa cocTaBiseT 70 MiI/MUH.

Tlayuenmul ¢ yuppo3om neveru

®dapMaKOKMHETHKA TEPUHAOIPHUIIA HAPYIIEHA Y MAIMEHTOB C IIUPPO30M MEUEHHU: €T0 NMEYCHOUHBIN
KJIMpPEHC yMeHbIIaeTcs B 2 pasza. TeM He MeHee, KOJIMYeCTBO 00pa3yoLerocs NepuHAoIpuiIaTa He
YMEHBIIIAETCS, YTO HE TPeOyeT KOPPEKIUH 103bI (cM. pazaensl 4.2. u 4.4.).

5.3. JlaHHbIe JOKJIUHHYECKOH 0€30IaCHOCTH
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JIOKIMHUYECKUE HCCeI0BaHus npenapara JInmepTane He MPOBOIUITHCE.

AmitounuH

Penpooykxmuenas moxcuunHocms: WCCIENAOBAHUS PENPOIYKTUBHOM TOKCHYHOCTH Ha KpbICax H
MBIIIAX TIOKa3ajly yBEIWYEHHE IepuoJa BBIHAIIMBAHUS, YBEIMYEHHE IPOJOJDKUTEIBHOCTH
pOAOpa3pelIeH:ss 1 CHI)KEHHE BBDKMBAEMOCTH MOTOMCTBA IPU MPUMEHEHHHU Ipenapara B J103aX,
NPEBBIIAIOIINX MAaKCUMaIbHBIE PEKOMEHIOBAaHHBIC [UIsl YeJIOBEeKa MpHOIM3uTenbHO B 50 pa3 (npu
pacueTe B MI/KT).

Hapywenue ¢hepmunvrocmu: npu IpuUMEHEHUN aMJIOUIIMHA B 1o3ax 10 10 Mr/kr/nens (4to B 8 paz*
TIPEBBIIAET MAKCUMANIbHYIO PEKOMEHIOBAHHYIO /Ul YesoBeka 103y 10 Mr mpu pacuere B Mr/m?),
BIIMSAHUS HAa GEPTHIBLHOCTD Y KPBIC, MOTYYaBIINX aMJIOJUIHH (CaMIIbl B TeueHHe 64 THel 1 caMKu B
TedeHune 14 nHeW 10 crapuBaHus), OOHApYykeHO HE ObUTO. B npyrom mcciienoBaHuy Ha KpbIcax, B
KOTOPOM CaMIIbl MOTyYajIi aMmyioqunuHa Oe3mnat B Tedenne 30 1Heil B 103e, CpaBHUMOM C 1030 11
yenmoBeka (mpu  pacdere B MI/Kr), ObUI0O  OOHApY)KEHO  CHIDKCHHE  KOHIIEHTpAIHH
(OJTHKYJIOCTUMYITHPYIOIIETO TOPMOHA M TECTOCTEPOHA B IUIa3ME€ KPOBH, a TAKXKE YMEHBIICHUE
TUTOTHOCTH CIIEPMBI M KOJIMYECTBA 3PEJIbIX CIIepMaTha U KieTok CepTou.

Kanyepocenes, mymazenes: y KpbIC 1 MBIIIIEH, TTOTYyYaBIINX aMJIOJIUIINH C KOPMOM B TE€UECHHE 2 JIET,
B KOHIIEHTPAIIMAX, PACCUUTAHHBIX JJIsi obecriedeHus cyTouHoi mo3el 0,5, 1,25, u 2,5 Mr/kr/cyr,
MIPU3HAKOB KaHIIEPOTEHHOCTH 0OHApYX)eHO He Oblo. HauBwiciias 1o3a (1t MbIIIeH — aHAJTOTUYHAs
MaKCHMAJIbHON PEKOMEHI0BAHHOMN KIMHMYeCKoi 03¢ 10 Mr mpu pacdeTe B Mr/m%, a JyIs KphIC — B
2 paza* ee mpeBbIIaronas) ObuTa OJIM3Ka K MaKCUMaIbHOW MIEPEHOCHMOMN J03€ I MBIIIEH, HO HE
JUISL KPBIC.

B xonme wmccrenmoBaHmMii MyTareHe3a HH Ha TE€HHOM, HM Ha XPOMOCOMHOM YypoBHE 3((eKToB,
CBSI3aHHBIX C MPUMEHEHHEM IpenapaTa, 0OHapyKeHO He ObLIO.

*U3 pacuera Ha Maccy nanuenrta 50 kr

ATtopBacTaTuH

Penpooykmuenas moxcuunocmv u nusHue Ha hepmuibHOCMb: B XOJIE SKCIHEPHUMEHTAIbHBIX
UCCJICJIOBAaHUN Ha JKUBOTHBIX OBUIM TOJIYyYSHBI JaHHbIE O TOM, uTO WHruoutopel ['MI-KoA-
penyKTa3sl MOTYT BIHMSATH Ha pa3BUTHE SMOpHUOHA WM IUIOAa. Y KPBIC, KPOJUKOB M COOaK
aTOpBACTAaTHH HE OKAa3bIBAJI BIMSHUS Ha PEPTIILHOCTH M HE 00J1a1aJ1 TepaToreHHbIM dpdextom. Tem
HE MCEHee, NPH NPUMEHEHUH [103, TOKCHYHBIX TSI MAaTEPUHCKOTO OpraHuW3Ma, HaOIroIanach
AMOPHOTOKCUYHOCTD y KPBIC M KPOJIUKOB. [Ipy BO3/1€HCTBHM BBICOKHX /103 aTOpPBAacTaTHHA HAa CAMOK
KPBIC HAOIIOAIINCH 3a/IePyKKa Pa3BUTHUS MIOTOMCTBA U CHIDKCHHE TIOCTHATAIBHOW BEIKUBACMOCTH.
EcTh naHHBIE O NPOHMKHOBEHHMHU Iperapara uyepe3 IUIALEHTY y KpbiC. Y KpBIC KOHIIEHTPAlUH
aTopBacTaTHHA B IUIa3Me CXOJHBI C €ro KOHUEHTPAMIMHU B MOJIOKe. HensBecTHO, BBINENSIOTCS U
aTOPBACTATHH MJIHM €r0 META0OHUTHI C YEIOBEYECKUM MOJIOKOM.

Kanyepozenes, mymacenes: B cepuu U3 4 WCHBITAaHUH in vitro M 1 ucHbITaHus in vivo ObBUIO
YCT@HOBJICHO, YTO aTOPBACTAaTHH HE 00JIaaeT MyTareHHbIM M KJIACTOTEHHBIM TOTEHIIMAIOM. BbiIo
Oo0Hapy’>K€HO, 4YTO aTOpPBACTaTMH HE OKa3blBaJl KAaHIEPOTEHHOTO MAEUCTBHS Yy KpbIC, HO IIpHU
INPUMEHEHNH BBICOKHUX J103 Tpenapara y Mbliiei (4to B 6-11 pa3 npesbimano 3HaueHrne AUCo-24n y
YyeJ0BeKa P MaKCUMaJIbHON peKOMEHA0BaHHOM /103€) OTMEYaINCh I'eNale/uTIospHbIE aICHOMBI Y
CaMIIOB M T'eTIaTOLEIIIIONIIPHbIE KAPIIMHOMBI Y CAMOK.

Tlepunnonpun

Xponuueckaa moxcuyHocmyb: B WCCIEAOBAHUAX XPOHUYECKOM TOKCUYHOCTH NIPHU INEPOPATBHOM
NpUMEHEHNH (Ha KpbicaX M 00e3bsHax) ObLIO YCTaHOBIIEHO, YTO OPTaHOM-MHIICHBIO SIBIISIOTCS
MOYKH, TOPAXKEHHUE KOTOPBIX ObLIO OOPATUMBIM.

Penpooykxmuenas moxcuynocms u 61uUsiHUe HA DEPMUTLHOCHb. WCCISIOBAHHUS PENPOIYKTHBHOM
TOKCUYHOCTH (Ha KpbICaX, MBIIMIAX, KpPOJIMKaX M 00e3bsHaX) HE BBISIBIIIA MPU3HAKOB
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SMOPHOTOKCHYHOCTH U TeparoreHHocTd. OmHAKO OBUIO TMOKa3aHO, 4To MHruOuTopbl AIID, kak
(hapmakoTepaneBTHUECKas TPYIINA, OKa3bIBAIOT HEXKENATeIbHOE BO3/ICHCTBHE HA MO3JHEE PA3BUTHE
10712, YTO MPUBOJUT K THOENHN TI0/]a ¥ BPOXKJCHHBIM TOPOKAM Pa3BUTHS Y TPHI3YHOB M KPOJIMKOB:
HAO0/IATIOCh 0YaroBOoe MOPaKEHUE TOYeK W YBEIWYCHHE MEPUHATATBHOW W TOCTHATAIBLHOU
cMepTHOCTH. Kak y camIioB, Tak ¥ y CaMOK KpbIC He HaOI0JalIoCh HapyeH!s PepTUITBHOCTH.

Kaﬂuepoeene3, mymacene3z: MyTarcHHOCTU B UCCIICAOBAHUAX in vitro WM in vivo OTMEYCHO He OBLIO.
B JOJITOCPOYHBIX UCCIICAOBAHUAX HA KPbICAX U MbIIIaX KAHICPOTCHHOCTL HE Ha6mo;1ana01>.

6. ®APMAIEBTUYECKHUE CBOMCTBA
6.1. IlepedyeHb BcIOMOraTeIbHBIX BELIECTB

AHopo mabremiu:

Kanbius xapbonat

JlakT03BI MOHOTHAPAT

Hemmronoza mukpokpuctamnueckas (aBunen PH-101)
Kap6okcumernikpaxman HaTpus

T'unponosa

ManpToIeKCTpUH

Marnus cteapar

IInenounas obonouxa:

I'munepon

I'mnpomennosa

Makporon 6000

Marnus creapat

Turana quokeun (E171)

Kpacurens xenesa oxcua xentoiii (E172)

6.2. HecoBmecTHMOCTB

He npumennmo.

6.3. Cpok romHocTH (CPOK XpaHeHHs)

2 ropa.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH MPH XPaHEHUHT
Xpanuts npu temneparype He Boimie 30 °C.

6.5. XapaxTep U coep;kaHHe YIIAKOBKHU

ITo 30 Tabierok BO (hJIaKOH W3 MOTUIPOIUIICHA, CHA0KEHHBINA J103aTOPOM U3 TOJUATHUIICHA HU3KOMN
wioTHOCcTH (wim Oe3 j03aTopa) W MPOOKOW M3 TMOJMATUIICHA HU3KOW IUIOTHOCTH, COJEpIKaIled
cunukaresnb. [lo 1 ¢uakoHy ¢ JMCTKOM-BKIAJBIINIEM B KapTOHHOM Mayke C KOHTPOJEM IEPBOTO
BCKPBITHSI.

6.6. Oco0Oble Mepbl  NPEIOCTOPOKHOCTH  NPH  YTWIN3AUM  HMCHOJb30BAHHOIO
JIEKAPCTBEHHOI'0 NMpenapara Wik 0TX0J0B, NOJTY4YEeHHBIX MOc/Ie NPUMeHeHHUs! JIEeKAPCTBEHHOI 0
npenapara, ¥ Apyrue MaHHIYJISINMH C MPenapaToM

Oco0blie TpeOOBaHUS OTCYTCTBYIOT.
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7. JAEPXKATEJIb PETUCTPAHUOHHOI'O YAOCTOBEPEHUSA

OpanHuus
Jlaboparopun Cepsbe / Les Laboratoires Servier
50, yn. Kapno, 92284 Cropen Cenekc, @panmus / 50, rue Carnot, 92284 Suresnes Cedex, France

7.1. IlpexncTraBuTelIb 1epKaTess PerHCTPALMOHHOIO YI10CTOBEpPEeHUs

[Iperen3un nmorpeOuTeNei HaNPaBIATH IO aJIpeCy:

Poccuiickas ®eoepayus

AO «Cepsbe»

Anpec: 125196, r. Mocksa, yiu. JlecHas, nom 7, atax 7/8/9
Ten.: +7 (495) 937 07 00

On. moura: servier.russia@servier.com

Pecnybnuxa Kazaxcman

TOO «Cepsbe Kazaxctan»

Anpec: 050020, r. Anmmarst, nip. Hocteik, 310
Ten.: +7 (727) 386 76 62

On. noura: kazadinfo@servier.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUSA

Poccwuiickas ®enepanus: JITT-Ne(001612)-(PT'-RU)
Pecnyonmuka Kazaxcran: JITT-Ne001612-T'TI-KZ

9. KATEIOorPHUs OTIIYCKA JIEKAPCTBEHHOI'O IIPEITIAPATA

JlexapcTBEHHBIN IpenapaT OTHOCUTCS K KaTETOPUHU OTITYCKa IO PeLenTy.

OOmrast XapakTepUCTHKA JICKApCTBEHHOTO mpemapara JlumepraHc MOCTyNHA B €IHHOM pPeecTpe
3apETUCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEACTB EBpasuiicCKOro 3KOHOMHYECKOTO COI03a W Ha
oumansHOM camre YIIOJTHOMOYEHHOI'O oprasa (3xcnepTHOIM OpraHHU3aL1H)
https://eec.eacunion.org/.

Onobpeno M3 PO 14.07.2026.
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